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Interstitial Lung Diseases (ILDs)
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and/or airspace filling

o @D @

Autoimmune-ILDs

IIP
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Exposure related Sarcoidosis
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Occupational
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IPF2] Bhol| Tolsl= o2 AztEth 2 dTto| A< nfo] 3 21}o| & (microbiome) 418 &-85}0], IPF
R} Al Zrdwke] Aehd-g B arskal Qlct.
A U 2 wE2 [PF Aol A4ds] 7|05t 5718 % (organic dust), 4 (metal), 212 (wood
dust), 74 (silica), ¥ (asbestosis fiber) 52] k=Zo| IPF 23} ¢igto] 9l 702 Adafx 9, dAke 2|
o2 5e] A, SO, UM, A, B, AE, FF B FARE 5ol Utk IPFolA AR 4

i)
:|o

p ofn
ox
o o

-



5|

of| o]

o

A

8
=

&/o] IPF

I

T Al
o] Zoly a1} o] 9l= TERT, TERC, PARN, RTEL1 %12} ¥o] MUC5B &

2] A

=

2=

EI_]_-

-

)
—
A

=1

s

S

o2 9
=

—

=)
B

o

o=

|

2023 Xk 7HH
o

o
a1

o, mIAlE

3

S
&

o

L

_]

-

=

IiT
&

]
o
T

=

P E o 8 W S
S G e Wt TR g
15 T gsi FREE:
BB o N R Rom W o
o5 P &l oF & W = — WU oz
Z'.O nﬁ - —_ — Zu_ Lv_l 3 L.__w En_ —_
— X o X B G Y
[} M_w; e 70 Y so  Tod = X mom M_._._
d & ok ~a S oo 9 o W & :H____.
A W ‘7w No oY oo
G e g 3 o < & W E
S " SR oqT e Ko
T R ] 2 T e 2 g ¥ N
B S S ° T o T X W R
<0 O_H — _M_A_ﬂ .m .IUI ) ,Lu_m mo ”L n..mﬁ 5 Z.._
ER EW T g A O
m X M w__m 8 o o T T o4 o I
s um - = <X 5% = o o B |2 N
mlu,am + 35 B X mﬂoﬂﬂoml%.
S N~ © = w Ho s W o)
E o 3 N o e oo ® T o o &
= 7o QO Jojm ) E“,n N el o O
Ew 5 % T PR b D e E
2o . i SR g WS
B oEog ud B = 7Y T 4
() ) 2 rJ WA E o % o R w X
bl _1_1mﬂ O o RIS g A ¥ ) N ol sl
my Gl m 2] il iojn 1% ol M el ___N_vn.__”_ io ) ...n_wlx_ &
2 ) ~ S KO ) e ) kval
M ML S <0 % %0 o i o m_m g R @ %-
I Q0 7 S R
JE _ = Yo B = Ko & A< IRRAR
o~ WM = MO wArL o m ._._.mo n < ..nmun Njo .W_- « W_E
mD.,_ A 4 oll - =0 ‘8 o I No h___Ao = o K o
— jo — o] Gl S oy T B A% m <
oF o § ol O 2 o NO° = & ]
i1 = & o ™ & of Br X F P W T
SR Klo 5 By Mo o N O
g ok m_u e %%Mgm %Wﬁ_eu_om
o N o0 1 =T ]|
& mnﬂ ] .AI_“_ O = o oor B ) op IF X 5%
28R = o 4o T R Yo T 5 ¢
X & __& ._.r.mO T 5 o 4 T B Ao
g il B o = I Bou < our W
N g o g E_ﬂ W.o o S o oy m_m.o T o= = =
of © mv_._m o% . RN HW 1m_|1 SO n 5 T I o
S S < U gy wog MR R TR O
® o o W oF = olJ Ml ®rowr oF

171 =k,



-
g

o HA

2 &£ X|H2 2ldl Pirfenidone2

7t
(=]

Xtofl M, FVC

FICHE IPF 2t

ZxSHOR

ol
or

-

<0

ol

1/8,
IPF XU A, AIUE

il Pirfenidone2

o
O]

=g

Zt
O

Yot #1 8/8

=2
=

KHH|A, FVC 2 A &5 X|HE 2[sl Nintedanib

b

Rx|gfE 0= Lkl PF 3t

ol
o

=

<0

ol

£ LA E 2QI8l Nintedanib2

KHOfl A, At

| IPF &

RIChE

RESHOR

o
o
Kr
<0

ol

113/8

Fa7} 9,

st0] 2 Ao

12)]-1;'_4 Ak

o 3

A}

3t=7} 85-89% =

BN HAE
e

< O
%’\:‘1_

ol
Pjo

gt

) sha )89} Ti2o] 9JAIE oiFL} Hu

=1
=

M=

Ch. IPF 2FaksoA| H§ 9] ol o

ko] of

S
=

<

FsHe 2

3% 9 7] gRolM el

3

ot o

1=:]
=

Ife}

o]
.W
o
N
G

Ho

o

oj

‘o]
Hjo

»AO



2023 Xk 7HH

IPF Aol A &3] Fhte= o57] dete g He, Hudey, H7|E &2 wHdwa/dulde 3l 4
255°] Atk H A IPF SHAtof| A Arklof v 8l o] & WSkl AFYEE 5HY o) &t H 1 EY

2 IPF 2H219] 14-50%0l14 SREE] =, AFgES 38 ol 371711 4he] A 9 &5 5ol I3 nlxIth
ujeba], IPF EAfollA H7]5 ol HIsl A3 2 F2tetolu HAAadS 45U J44 AAVS dls =
& 52 A HU7E e A9 HeH 18 SR of Fof| digh 7 5 x| 87t H oSttt Het HlA
(combined pulmonary fibrosis and emphysema, CPFE)-2 IPF T=o]l H]8f #|oF 9 #| et iy
&0k CPFEC| §3H X8+ glom ARkAQ] Aba oW, o8 x| 5ot BEo] & %
= Atk IPF 2HAke] Hh4 o) Jojj A R S F50] e =0, $+HREe 559 7Hd
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o 371, & Ak 275 0| YA oS oS AR AHSE 4 ek,

&5 HRCTol|A] T&"é‘ﬂ% R Héﬁioo*(honeycombing)ﬂ 7@5, w47 ol 271 22 e]slA of
Z0Ix} 2 M A G WA ZH A (fibroblastic foci) Q] Z7H= APYES 0| &5 91zl 2 Azt

@ A= o F UKt
KL-6, SI00A12, SPA or D, CCL18, MMP7, YKL40, Anti-HSP70 IgG, CXCL13, periostin, fibulin-1,
collagen degradation products, CA 19-9, CA 125 52| AJ=354] 2|27} o F o =0 =-go] & 4 Qlch

E3+4Q1 A/d-9/-AY 2 (Clinical-radiologic-physiologic, CRP) 4= A|A|, £ AJ2] & &E(composite
physiologic index, CPI), Y/ #EF3t &7 (risk stratification ScorE, ROSE), thxbd 4 GAP A E(/JHE:
gender [G], 99" agelAl], ¥ 27}4] AY2|&h4] ¥<x[P] [FVCe} DLCOJZF 7= Qict. 22 ol 7122
GAP scores RHH/dE, Uol, 62 BPHAL A A1taF 0] e o] M iatkst 2R o5 ZH(GAP-6)5
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A|AJsto] AFGEL A5 BalskelT)

- UMY =2 xE[EHM o2 FITHE IPF 2iXtol|A| ZA4etst oflitg 2ol g4 (pirfenidone =2 nintedanib)S
Eojg 4 CL (2ASE F8E, dusSa =8 #0)
ZHE A1 8/8
Egud /-5 SRk oF 1/4004 At F AA7] A7l ot 9l o7 50] F435 AotE 2 348

4
35 Attt G495 = MRS PS8 HdeS Bhkt 34, 539 &5 435tz 1) SdEEd R3] olr]
NG QA @A) A H=, 2) AFH oz 22 shd Wf SF=rako] A2 WAgstAY oSt 1, 3) §7
ARz oA ST dHE YAt (usual interstitial pneumonia, UIP pattern)2 Ho|HA] 7k 34 =
ol Atz Frloll MEA T, 4) ol2fgt o)/Fazdo] ARoly solutrtE FE5] A=A b=

§ AT F2 Z1PH SRlo|AM EEA] @A Dste 2B YISO E 4K R 5 BHEA X5t &
Fo| AHZo|E 2|57 A= obd] &1t 4FSH X B §lom o ¥ BTl IPFEAte] Foig]= &

o
ARAE eSSk a3t g 4 it
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AA 22 AFHCTD)olt A7FgAI7E A4S £8tstHA of2] Z7|ol| &4 7|1, o] z
T S s dgto®, ojuf| 2kt HeRk-go] B &4 fideto] HZE AAdhEls 1HE/ widg
(ILD)Z ZA| =2 dgt A3 7H4 /] HAEHCTD-ILD)ol 2} Stct.

ILD7} 5 ReHe 2hzoll A= CTD &4 575 EAIs| 2ARSHoF otaL, ILD7} 1T o]%of] CTD7} Rt
HE Aex 9long Fort Wasith BE CTD7} ILDE /34 4 9, thE2Ql CTDol= E’D}EJE !
H(RA), HA178HE(SSc), £ 221FF7(Sjogren’s syndrome), Z3HETZ 21 (MCTD), 5344 J52%

(IIM), A ZHFEIZA(SLE) So] 9lom, o] SScollA] ILDS] FHto] 714 E3ich. S4, wl7|5 #I5 }'3-<
HRCT JI DA Ho|HA] CTD 2H2te] E4A Q1 We7|&2 WHEA7]= 49 CTDILDE Jde 4 ¢
=iy

L jol' oEE r
T o

CTD-ILD= & %01 U AAHSESoA 9] Aol AFLES A5t thte] F2Fe| tizt A7t
Z g =]o] A gt shA|RE, 2 2e] AT AeES 1T o, 2 A-olM= 7t A
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E4rMH|E 0|2t M T (idiopathic nonspecific interstitial pneumonia, iNSIP)2 CH¥sH E8FM7HEI M |
Z ofLte| S Hetoz RXSHA O HIS0|ZHE M HIFLA(NSIP pattern)2 =telsta 0|2f o|XHE{Ql CH2
201 =2 7|MEES biAISHH INSIPZ TITHet 4 Ut sZ2Etat 7|8 O LIEHLHE MBS A olZHo|Lt
DHMZATHE 7EXIH 50-60A OIXf, HIS XA 26| LMSITE S5 HRCTOA 7Ha S8t AHE T|stof| 2=
MOZ LIEHt= A& 2H(reticular opacity), Q1M 7| 2X|eH& S (traction bronchiectasis), HE S5 24,
7t32] S (ground-glass opacity)O|H O|2{st HtHO| 2 7|2 FHE M2t BXSt= INES EHoICL §
9 Ht2 otz I 2217t E&(subpleural sparing) =0 U= 22 NSIPO| S0|&Ql AHACE A ULt k=
£ AH|20|E TH= A E= CHE HANK|H|2t HERHS TS - JACLt K& Z3tof| Ciet 2H &2

C
=X| Qi oz ELNEM RS (Idiopathic pulmonary fibrosis, IPF) ECt Z0 B2 AHT0|A 5 M=ES
2 70% O|AC = HE|T QUCt UE XA MAS| T RetE Y £ ASH(progressive pulmonary
fibrosis, PPF) 0213t X220l M 2Rl AL S n2{sh = 4= UL

YotA| A1 5/6, ZHE A1 1/6
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E4M7| &S| (cryptogenic organizing pneumonia, COP)2 24 =2 of2X49 Z1tE Hol= E
MZHEMEE F stLio|H, O|XAQl CHE ol =2 AetS Hixst = Rt &~ It SELMZHE M
5-10%E AHX[SHH, TITH A| WHLIO|= 50-60M 2, T2 Ot 7|H, s 5222 SASHH, Y, 0=, HESH
2 5 CIst Z4S SHIBICL 852 HRCTOIA 23| 20|= AH2 Yxof CHEIAXOZ WMst= HZ s}
(consolidation) A70|H, H|2| RE FHO|M LUAHE £ JYOLE F2 BAtst = H| SHEOf| YMTICE ZTE|Hz2|
S ZICH Q10| XIZE 4 UX|TH, TITHO| HEASIX| b2 2R ZEHAL HRSICH AHZ0|E K20 BH80| &
1AM SHO| Wet £2 |2 E HO0|= MOo|Lt, XHL0| SSIC}.
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o ZDAf

-RB-ILD K22 2HE @M DI (2= M2t go|, AnSa: 26t # 1)

25t A1 6/6
A

1. SEM7 2R H-21E Hm|E 2 (respiratory bronchiolitis-
associated interstitial lung disease, RB-ILD)

RBILDE 47| 2A| Q23 m Asto 2 Baeln, 22 Felxte] Ho] wrs)s 228k4 4212 7}
20tk o] A tirkso] FAxtolq WHE| AT, thEe F4bo] gick. RE-ILDE RBO| TS 1lajel g
RrE], = e ol 54 9 dAbsbd 2342 7o ® [LD §4o] w2} TR RBILDS] SHES £
wrom, thiio] Sk 30-600ol Wsin] chie] Foi2le Heltk. Age F5 CTok M5 AAL 1
I Am7E7Ee BUehA ekl s P2 E iAo 2718 Uehhs 7R s ZA 4 ZALE Sa) B
o}, 2 20] Sy e Felolu], Uk Fxjolllis Av|Zo| =} wojolx] Abgo] 21 4 Irk. thEkol RB-
ILD $2Hs ol 37} Eon], thrt 47|02 gEsts oz dejglon, 4t ZYAE/Ie ok Y
=% ¥kt




2023 Xk 7HH

2. 42| ZF M3 (desquamative interstitial pneumonia, DIP)

o HIALSH

-DIP K22 2HS @M st (2HSZ: M2t ghel, HuSa: ZotA &)
2

- BHO| UL H T[S £40] U= R AH|Z0|E AL S HUBIC (2H4F MEV e, BuSE: 26k #1)

DIPE 7+ B Agte] o el HE ol ZHE ciauze] ZA7L 1 38 4oz 7F

£ 22 40-5000] 2 FARSoIAA BriEn, B3] o] 28 Ao ey, YNH 5
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3. 17|~ (lymphoid interstitial pneumonia, LIP)

. AL
- ZA0| QAL TS 40| Ui FS AHZ0|S ALBS HIBICE (2H4F: 27} 3ol ANSH: Zop|
#1)

Lot AD 4f6, 24 B 2/6
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4. 47 M3 (acute interstitial pneumonia, AIP)
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-AlIP X|2 2 AHZ20|E AL S Hstth. (2HE M27t 2o, Ansa: 25t #1)

L5t A 4/, =AU H1 2/6
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5. EM SatMEIEIRM R Z (idiopathic Pleuroparenchymal
fibroelastosis, iPPFE)
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VI. 2121 SH|H

1. 242 g

o HIAPSH
-HIMQA 2olqmo| o ME|= SHRtof| A Ttk 2|5t0] 7|2 X|H| Z M| % 2l (bronchoalveolar lavage fluid,
BAL fluid) 2lZ74 EMo| A|S HDSICE (2AHSZ WS HS3: ZotA A1)
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7|2 X|H| 4 A (transbronchial lung biopsy,
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Me|= 2txtol| A ZITHS 9I5t0] 7|2 XM Z A& H(bronchoalveolar lavage fluid) 2
UCh (BHF IS NS5 =g dn)

oY

transbronchial lung
0 HR)

OF
rH

1
X
0
0x
i
ro
>
i)
o
=
10
0z
faal
rr
riet
>
£
x
rA
m
o
40
Ot
41 @
oM
N
-]
A
=)
0=
oY
=
o
>
w
=3
o
>
(@]
=3
o
c
>
(0]
=}
[©]
©
(7]
=<
_|
lvw)
—
=

Sl ZUR AN T, BR 5/7, AR B 1/7

- HRd AP EHZHO| o ME|= SRl EITHS ot AlEit BH=Ro| 2ot o] A=7 BN E F7| XY

ety ZAS AN 5/7, HF 2/7




- DY Xt M X2 E QIsiA 210l etel 9IS Anstc) (2AsE W27t e, #uSa: 25t A1)

2P AR 7/7

- 47 AULHE 2RM XSEE 257 T, WIS 3 S 242| ofst 0] 2t AHZ0|= X2
S o £ Ak (EAHE M7 o, AnsSE £2UE HD)

A w3 (Hypersensitivity pneumonitis, HP) T leZo] o5l SHE Heukg oz A7 F’&
A9} | 3ol FFat A felrh Eshs Agtoloh. @/Felsh4], Wejeha] A fete] o7t A it ollw 2
o] F93t Qlxto]7] wizol 2tA et D] HZoll= H]’é-‘r’r"é Y14 (nonfibrotic HP)¥}F 434 2714 =ll
(fibrotic HP)2. & B=35}11 )t}

Nonfibrotic HP2] %4 FHHRCT £742 FRILIoH 225h= Hd & (a2, Zatol2 29)3 &
71 & H2)(3717Hz) el H, fibrotic HPS] A Q) 442 F2R91A B o] widfeH1E59, el 713Ag
A%, AR g 5)9F A7) = Ha)(FA2PA BH, three-density pattern 5)o|ch. Mgt ogs 47]e 3
ol B2k Al e IHEAH, Al e A7, BlZAME folEe] nonfibrotic HPell 434
o], fibrotic HPOHH% g AR 2 EIE T 71 SA19] AR 47T E HIZAMY folgo] T

9] 1% gQl, FHHRCT &74& EUZ 511, W Al 7| B A2 Y 5

rlo
Eloll
o

ol
1o

19
oll
:l.l.
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- AMFOZ FRT HHO| Y K TTHE HRSES SR Wiyo| etst 22 e o4y 2o Z7 A
2O0|EX|2E B, (274F SEE, B1SS: o7 An)

855 U9 290 Sol5H 95 AP WS BE AUT 4 AN 1 F 557 Pl 1Y &
sfet. 714 ;——L%:EJ, B5 2 357] S40] YU S5 A% G G4 4209 oyt 3)

a9
‘%T-ﬂ
ol

23

r:‘-

[e)
2 45 9
123,

[e]
o) $71% S AR S RN 285 ABESE ol Beich e A Bl g
FolE E402 sfo] Seueolr: 53] Asjute] gilo] Fasith. AEE YHH 242 Hefstel &
=0

Hef BARg-g wpxi A 2Astofof gtk §-5552] Ard Ak i theFsto] of 2/3= AHed B
30% STl R i IS Ue7] wigolth X| 25 ZAshs 7P 5238 24 APgolu 7]
F29] 913, 4F9] A E£Ao] JleA| ootk A 20| BVt 2 X|Fo|H AH|20|E X FojE E ot AH
o] st AF|Zo|EF A FotAU AR 4= §le 7% methotrexate, azathioprine®} 2H2 1o
AAE g 4= Uk shA|R A 2ol & 2| Fof| thgh §hgo] FobA] fiRo] #hl5o] Qb = T e
AFEE 3502 Yt
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e |LD ZIZ2X|E 2023 1K HA

-

S4gZHEENH

(Idiopathic Interstitial Pneumonia, lIP)
T MRS

(Progressive Pulmonary Fibrosis, PPF)
SeHERHYIE

(Combined Pulmonary Fibrosis and
Emphysema, CPFE)

{HEim|o] &
(Interstitial Lung Abnormality, ILA)




ILD =2 X|E!
2023 1X}F 7HH



opt

=) | SHYZHE Y

Am

ILD TEXIE 2023 X+ 7HE

| EHI-A-I7|-IIM]11|E=I

e " E20OL_ 20
(Idiopathic Interstitial Pneumonia, lIP)

7HA /g = A gH(interstitial lung disease, ILD)2 | 7 H (interstitial compartment)2] 417} 74| T
3 AS M2ES 7}‘:!-«% % o 2= A-R3H(fibrosis)7F EREE o] BIZAAQ! Ze &S et A8E2 &
2ol ZRel #lelol thsfiAl= ofz] ool Rlout, A T ARlE & 4~ = Aeet &

4 Qe AR e 4 93, 2 Y(causal etiology)S & 4> = 9= 11 FRloj whgh 34| a7k 2
2 ). ARz, AP, A aQloz Qg 1ha/dwdsto g | F(silicosis), AHHS

0

(asbestosis), ¥1ZEdS (berylliosis) 52| A4 =& 2 2pql/dd|& (hypersensitivity pneumonitis) 5
o] ojoj] &3teh. = M=, YA, FAA|, FEAYA Sl o5k oFF B AT = QI ofQl/d THAdH A
gho] Utk Al HiA =, Fobe| A B e, F3A Fofl o5k A2 A de 9l A7 A gto] o5k 7H/g o
gho] 9t 1 Hof = #ygEZEZ(lymphangioleiomyomatosis), A ZSEAME 2 & 72 (pulmonary
Langerhans’ cell h1st1ocyt031s), H ZHEZ (pulmonary alveolar proteinosis) 5% 7H/du[ 2 g0l &35h=
wAgtolct. HHAY QQlo] ERTSH 49 EXHY7HAJuH (Idiopathic Interstitial Pneumonia, IIP) 2.2 %2
o}, B9/ dud 2 2A8H4 Q1 ALio]| kg of2 7HA] SRl FehEo] loH, o5 Ao o= Yl A
B7F AA5] b2 o] 59 AT flelii= G 44, A 4, A SHES F ot T
Stojof gtet. &2 2| KoM= of 2] 1 /AdH A 5 EX/d7HA g ol diste] oAt g
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Interstitial Lung Diseases (ILDs)

ILDs with cysts
and/or airspace filing

e e

e )

E iPPFE ]E CcopP j sSc Ocaupational Ltiehie-
Lo
Lo

Autoimmune-ILDs

T

Exposure related Sarcoidosis

R
./

\
RA
[

Proliferative
-Silicosis

-Coal miner
MCTD -Berylliosis

-And many others
I [ I

Medication
I
Radiation
I

Myositis

Sjogrens
[

Unclassifiable j
Vasculitis ]
2|

[
SLE
[
Others

2) SUMZENH(IP)2] £

o] £-F 20229 ATS/ERS #7 ol Z75to] HE|SHATHE 1). o]5 R+ /e, @42ste], HelelAts
o] 37 Eosto] AAsh= thahA] A SH(multidisciplinary diagnosis, MDD) 2.2 o] £0jx|H | 42t =+=
=9, A=A (FE) =&, Ay, e, 7154 55 R falEd &Y, ofs, AxxAdet 7
2 UQlo] Y= 9= TIPS XItol|A] A< H Tt

(1) 1P| 2F0i|A] ZfEolof & F2 Hets

@ 2H2IM A (hypersensitivity pneumonitis, HP)

§MJ HPY| 7991 §5 HRCT % 4701 = IPF, iNSIP2 7080] of2le %97} Slom AAlet 912
ol w22 24, BU AAED 5ol [gG FA A E80] B 4 9Lon] oF 300k AABAL A 25}




(3= | S2E7 A E

H 1. ATS/ERS E50] [}2 ELrH7HEIMEEsH

3 (Idiopathic pulmonary fibrosis, IPF)

EgrMH|E0|ZHE Y& (Idiopathic nonspecific interstitial pneumonia, idiopathic iNSIP)
7

A (Desquamative interstitial pneumonia, DIP)

E4hg7| 2%t E(Cryptogenic organizing pneumonia, COP)

TN Meay 7|& st (Acute fibrinous and organizing pneumonia, AFOP)

AT (Acute interstitial pneumonia, AIP)

Edrgg T 1A Y E (Idiopathic lymphoid interstitial pneumonia, idiopathic LIP)
ELNZUHAUAMRER MRS (Idiopathic pleuroparenchymal fibroelastosis, idiopathic PPFE)
22875 ELY7HEEHTHE(Unclassifiable idiopathic interstitial pneumonia, unclassifiable 11P)

® ZH|ZEZEIE2HConnective Tissue Disease, CTD)

|
Hof| g-o]sfjof sttt FrutE] AEA(RA), A GHH(SLE), HA17 2P%(systemlc scler081s) 1SS
T(sjogren’s syndrome)EoilA] THFst Fefe] 1A dm o] SHEETH,

® 752 7Hx 7 HH™ (familial interstitial pneumonia)

IIP29] 2-20%0l14] 7}Z2lo] Y= Z o & B %M SFTPC, SFTPA2, TERT, TERCS 22 §747t9]
Hol7k 209 F= LA Ak Zolli= MUCB §-312ke] ZufjA#Ho](promoter variant)7F 7H2 2
(sporadic) IPF 32t hedgo] B3 H uf Qrp,

e re

2

@ 024 EfRie| =& (coexisting pattern)

§4 HRCTOA of2] th& Agh i o= Ao gt £9] = ofg] o] F9jolA kg 24|54l
Ap7F Uerg 4 low, F7ke] 4% ZAIEIAAAE 7\751—?— E—E—AﬂﬂiﬂﬂqOg-ﬁg/éﬁﬂlléf_(respiratory
bronchiolitis ILD, RB-ILD), Bt2]7H A== (DIP), /37t AdH|= (UIP), ¥ 7]%(emphysema) 5-°] ZA%]
7| = et E3to4 %ﬂﬂﬂ—'—(Combmed pulmonary fibrosis and emphysema, CPFE) 5-0] thE43l ojjo]
= &% AR F oA 7IE o= wslof gt

@ EgrMEIT 7N (Idiopathic lymphoid interstitial pneumonia, LIP)
HEO 27t A AR xZ2)d A% lymphoproliferative  disorder), lymphoma, BMT state,

HIV, EBV 53} g o 2 EWGQl = m¥ E=Th
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@ EYEZUARIEIA M QZ(Idiopathic pleuroparenchymal fibroelastosis, iPPFE)
Fo 2 guiske] wAA st e, 22 wdedol WHo] Uehdth 22]skHo g Wx e s
SHalveolar elastosis)2t 1 #|A o] 38t Ho|u, A 0= 7|Fo| 2 LAY 11 23 ZHdo] A==

EXE 7).
® EF/E7}+5 IIP (unclassifiable IIP)
olg] 22| 22)8HA, FECTS AZo ZZA 9] A7t M2 A= =]R] gko} o}
SAA M-S BalME Fxlo] 7] ok H9-E FATch AARA LS U ks Bof F A8 § 2 HAAE
AJ3SE Aol A UERd 4= Qltt. o] & AEke] et BR77]E 2 A4 Aol thet dlolEf= obd] F- = A
o2 gefolct.

E
U
Y,
E‘
=
oo
o
of
~
%l
ok
E

g H A ] G E-4 F)o & Wstd U, SAAHEAAHAE(AIP), 3454 HH (Acute
Esosinophilic Pneumonia, AEP), ¥%1/d=3 (HP), ®2ZZ3 (Diffuse Alveolar Hemorrhage, DAH)S 11
gstal o (= F-4= M) e & Wyshy 57 ASH-E(COP), #5355, T aAt#HH (Chronic
Esosinophilic Pneumonia, CEP), 2FAlol| oJ3t A2k 55 J1ajsf Holof g}, w3k THd(4 7e- d) ez o

+ 3% IPF, U513, §-5-535(Sarcoidosis), SAZFAANZE 2155 A Zksfjof St
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o 5 Wk M T R ™ % N iof
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o=

-
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AIE

(ne
1—1roﬁbromatosis) oA 7]

(s
ubsternal chest pain)©]
(DAH), J=3
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(pulmonary venoocclusive disease)ollA] &2 0 2 ¥yttt 7HAm| Zgtol| A AE-e Zf SHl 754 o]

=},

3) LAIHA}
o2 7 sh59jo] §7] SE Lo YA, TEAE KA ARE Aol HrEln] 2ol ghdHel A
A4 BFOR s nFAFOI 54 A7do] Lrepdet

tszH ot ZHA/d w1 AES - X-AdoA] 2 oF s|of shRol| xR /-3 (reticular pattern),
Y (nodular pattern), 732129 (ground glass pattern), H7dS}Hconsolidation)E°] #24E 4 o™, ILD
270 oz B 4 Qi

ruE
e

HA/g o Aghe] tiE4 HRCTAZ2 w48 e, B/ded, AU/ 718A &5, 22a Hye
< (honeycombing) 2 2, -+ HRCT 92 &oto] 7H2/dud /-7, ol §ie] 2, E4 9 2 He A

o 4 913 ChE S Wek ol BT B 4 9o,
7

|

ol5910] HglE a0z Zafsto] Bl ZHod*é% —‘=°ll 24 49 2
O

/o] o s = Aol A] BA| 22| Ak P A IAE S4ske Zlo] ofH JeE SheA]
off tisiAl= BEstA] o, tiA|A o= A 22| Hgto] il = S40] U= E

£ Al He Zlo] £tk 20119 3t Aol M= IPF7} Q&)= Shtoll A A 22 deha AlAF ke F/430] 9
o]& rheumatoid factor (RA factor), anti-cyclic citrullinated peptide (Anti-CCP) antibody, anti-nuclear
antibody (ANA) =+ AHHAAR S4 & A AL k. vl=e] §F 7tollAl= IPF 2rke] 2290




1 52 TR

A APKGA PP A7S HYT o152 A7t FAZE 249 IPF Bjol] vls) £2 ol 58 Bk 222 Aol
A 47453 PHUIP pattern) S Hol BAE 3 A7RIA 1) ogol SPiol AL AAZHITS
Bz

=
AAFSHE 24 i A3} 1) o4 glowia Dgﬂ—a—}ﬂl A zA Ao AGER] g 7 of2ig £71o]

—

(1) SelgA /7% %{‘( organic dust)o]tt ‘%‘4'401] thet e FolRie ol keE AT g
o|ir o] 2Rt 2 MRI/HH S T += Qlch SoldA= F-AAI71A 2 @Al (anti-GBM Antibody),
T2 FHZLFA(ANCA) & 2R 4 Uk

(2) HISoI3A A (ANA), RA factor, Scl-70- A 22| Agtol| FRbe 7H/dw7] o] Xdho] Ego] Hr}

i)

(3) Angiotensin H¥ 4 (Angiotensin Converting Enzyme, ACE)2] =5 S4sk= A2 5535 X
thof| =go] Hr}.

6) HlV|s 3! SMY JTIAEA]

E4AR1 #H7]5 A 2742 #Hf<=E(compliance) 7} 245kl FVCeF TLC 5 #-8-20] Zrash= Alghd
W5} Ao, FEV,/FVCe} 7| =432 A dolct. thig SatEolA wjghiksol hastn, Qby7]e] sy

ZIAZAA Ak AA = 3] /B S99 (V/Q imbalance)oll 23t AAMAE 20 S84 YA Z A0

UERd 4= Atk &5 Aol &71/8F % 2oll= HEhitso] A5tz Qs A4tadFo] o AfahE= Zio]

7) 7 | 2X|H| ZEMA AL Bronchoalveolar lavage; BAL)

F34 7| BAWAE S 712A] BA]of] AR F 30-50 ml FRAYR| A a2 sHEe] A7) EA] E E| 2
Al 2ot 282 MAs AAlshks WHoR HlEAd dR1e] 737 HlZeh A A =7F 90% Wel, =57} 10% 7
&, 3T 1% njeto|H gl wpabr F2 F7lsk= o] FRoll 2kol7F Qlo] 1H/dudge] ZrE i

o E22 £ v AUt Al NSIP, I HE = COPollA = "HEA7F F716HA Hof 2 4471 57t

Sh= [PFe} 7ol © 4 9lrk. 8|gk Zavt | EolHo] 7] wlEe] KTHe 7hxl Wi glo] RE BxtolA T

Ay W e glrk. F5 HRCTOA] UIP gho] Wakst 7-9(definite UIP)oll= 7| A B A1 4 AL T 2 5}

X9roLY, UIPYIA] WEHsHA] 0 7| 2| A dALS S AEEAS Bf e 2P Ae 7o) w8
o] B4 Ut

8) H|Z=Z|ZA}

22 b NS Fgohs 7P gAsH i o 77| 2] 487 (Transbronchial Lung Biopsy, TBLB,

oF #aA HAAACNE W84) 9 8474 58 #1483 (Video

~—

Transbronchial Lung Cryobiopsy, TBLC
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Assisted Thoracoscopic Biopsy, VATS Bx.)°] It}

(1) B7|2X| |4 A (TBLB)

77182987 (TBLB) 2 2 %‘l‘%ol A He AYL HR8TS, HETH0IEA Hxd), =2 dFF
(lymphangitic carcinomatosis), H2ZGEZ H| E2}5(Pneumocystis jirovecir) 5ol 2]t Bl olLt 23 5

o 7%, SATHY 5ol ek

Sk o] gt} o] Ao A= cryoprobes ©]-&3te] TBLBS Al3JE 79 40-50 mm’ H = 37]94 H 24

AES 4 A, S w@o] st QA= RlolM = e H2AHAR B Zdo]| 7]ofsk= vt

Aokl B3 5 vk QUoF. A7 8RS H8A(TBLO)E Ald¥ste] ml2ale SRetA A 4 L WelelAt
z

Z3ta ek Y2 4 9lck. UIP 2gto] gle] Hgaew Afole] 281 Aete] AXEE ot A

o)

(3) ==X HEH(VATS BX)

527 HEAZAE S 95 7V 483 Yol Au, Bt o], HAlge T 71, FEES 1

= H
oto] Aoz AlggE|ojof St H-gF O R FH HRCT A 02 o] REfshx] gfom z18y/del

RS 7P A, g fAAlet 22 F2Rgo] At 2 sAlef ARe A A 2R v]E] oSS, eholut 4
AS 1P 1 Y3 2hde 2% wf Al 4 UoHs A 8712 ned 7] d/dEi(Ei =g HR)7E o
B0l ot dastE HRAR A rhsAdo] 1, AR H7|%0] BRI Blgtikso] o Zx]e] 35% of
3, AR Ak, AEgo] A ¢ Sol AT, FF HRCTR 7P 2 1A e tjxd - gle 44

1=}

T A o T

e AAstar w7) HA R F ¥ 29l 1—43}@], Z53t 97)9] 228 27) 0|4} THE ol|A] A& = s} &%

2 g2} 4% 23 (passive congestion)o] A5 FAYsH= Heolojmg |
2

42 213l %Pﬁ}xl RF 2Z AL vho == 2HA du|dgko] Aeket X
y

9) H}0|20}7{(Biomarkers)

A7 AFAFE2 ETGEE /52 Hio|upA Whaol B2 S 7hAsTh O ZatE IHAdHE S
o] e, 2| &, o]0 lof ojujsh= 2 71| Au|Ql= AiE 2ttt of|E 50 SP-A, SP-D, KL-6 (Krebs von
den Lungen-6), CCL18 (chemokine ligand-18), MMP-7 (matrix metalloproteinase-7)2t -2 /g3 A,




AA| o} A s Tl o) =2 FY X w7] 59 whE A, AEE Faet Aol lg= 47 H3l
| =2 Y FAE 22 4 Avhes AolM A 7-8780] e Hio|eu = AMgE

4= Qlt}, & P Anti-MDAS (anti-melanoma differentiation associated gene 5)%°] 243 7&6@%}

E(rapidly progressive) ILD2} 30| = B 50| Qe &3 Sp-Ax= NSIP/COP .t} IPFol| A 2ju]

Al =11, SP-D= IPFOllA] CTD-IP Bt oju] QA =t} wel 7| wA|w| A FArH ol A} NSIP+= helper T-cell

type 1-like patterng E.o] il IPFoll A<= helper T-cell type 2-like response®} chemokine receptor-7 (CCR7)

2k CCL79] do] F7keof Sltt.

10) CIetAIA E2|(Multidisciplinary Discussion, MDD)

ILD= o8 H]&sh 2RSS, X criteria?t 2293 4% 'i% a2 A, ‘%”—4‘*&!, g
AE7Hs Atol9] W2 x| = (interobserver agreement)5- 0.2 Q18] o] ofg}e 97} @t

2 Aghe] ole W X85 o Ao, W2 A A ILD X 7}0156}%101]41 ILDS @—E—Q&
57194 5B, H e dEe 5ol dAdtole, EHAA FRCTE HEAHA 2t 55 &
o] Xtk (consensus diagnosis) sH== A8k Aot E3F CTD ILD7F A = ALt A1 S 9JsiA Do
Qof Fote] A Ee] o)A EghE = Zio] MDDOJl E-go] H& AoZ It MDD 584 l o
St 3EA Q] Ato]] wh=H MDDA|R o 2 of2] AlE52] H&E7Fs7te] IPF B! CTD-ILDSollA] 2] g x| =7}
oz o (k value 0.7)", oJ2] ALojA] MDDZ £3H ILD 2k} YA B} theof o]t Mck7to)] BU |7}
=95 1o, w5k MDD IPFRCH= non-IPF ILD9] Athol| B2 9835+ 7o g dafz] Qlr}’, 1z
U MDDE &3t ILD 9] validationof] et A7} glom 2Ed 9 X 5o u|x]= J7F 5ol tigh A+
5ol gt AgHy 5ol Qlch £, MDD+ ILD, £35] Non-IPF ILDOlA] oju] ZiZo] ® "42| o 2 AJ3Yx]
ofof & Xtaty o = A Qlct.
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(Progressive Pulmonary Fibrosis, PPF)

o HIASH
- HZot golof w2t #F X|=0i| A HT"J TN 8RS eXte| X|ZHZ nintedanib AFES #IBICE (2A
SEIHEIL YO, HuSE Lok A1)
. Qo
T3 N 1M1 Z(Progressive Pulmonary Fibrosis, PPF)= 7|Z2| Non-IPF ILD & ME? X| 20|z St
1S53 4R e = HEASS XHDICH A4t BH, Ma|stx] 2 3 JHSE 2A F AL F 9L
X| 7|&S BE Al TILHO| 7HSSICE KIEMZ= ME7F &2lo] Wt nintedanib2 RS ALES #106HX| T,

pirfenidone AtE0]| CH3HM = =7} A7t O ERSICE

1. 21 HIM Q= (Progressive Pulmonary Fibrosis, PPF)<2]
oo} Ttk =

IPF+= Z8y4d 795 A EH(progressive fibrosing ILD, PF-ILD)Ql A& 2{Ql Agko 2 aefx I}, [PF7}

obd ZFANTAE Ui F BEARE Tol= YA, B, st o ash PRILDS S4& 29l
k. PR-ILDo| cifgt o) 2 Qe7| 22 dygoic g,

2022'd %= ATS/ERS/JRS/ALAT R 52|04 = &ole] BUE ¢Jsl IPF7} ofbd 7+ =& 2H(Non-IPF
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ILD) & AA3t 2| 5ol = E75kaL F45] 478kt XY= o] Xl PF-ILDE 5| dehat-Eoll tis X33/
H4-3-Z(Progressive Pulmonary Fibrosis, PPF) 2.2 1 2 & 2J5}9]c}.

PPF&= the9] 3717 & 24 27128 wHEaHd zidho] &=, F/delatd] # Adfste] 57171 9l Non-
IPF ILD A 1 o2 JHeh(FEA12] 8- & 10 A 2|si3ith).

1) 2871 3749 <5t

2) otfioll 7] ¥ 3] Ag=)sky 277t A
3) otfiell 78 AW 2Yo] J/gH 277t A= A

1) PPFO] M8t ZIEt 7|=

PPFEHA}o) A o] H|7]s ZHo| Bt v tlo]Eli ofz] Falw]z] okgkt), Jrjma ATS AR M olYs]|=
pPPRo] Ae]aldl A2 dgto] et o] F7} IPFS} PPF7} vl ar/do]
7] whgol. ‘el 1Y’ the F 3 7S WE sk Aoz A ojHr.
1) FVCe] Auizt 7t47} 1d U] 5% o|4fo] ALt
2) EA4 B2 3 DLeo?] ZH4art 14 Wi 10% ol/del At

o
B
5|
=
>
N
XN
N
k1
3o
rir
n)
i)
5
-
2
N

2) PPFo| GAtolsE 7|z

(1) PPF2| ZE ZIH| AZH 7=

M85 R Aoz Az o R s 4 g, HE 4R/ER 18T SRE TEsle] 485s

H 1. WS HMRS (progressive pulmonary fibrosis, PPF) &2

M4 R2E (progressive pulmonary fibrosis, PPF)= GAC|atM oz o 4Retot Qe 7Had T=eh eiXtof|A, Ct
X| = )x-IDdEIX| oH— 7(|A 27|.x|§ Ot=xEsS |-D:| I|E|>E||:|-

[
EI_

0o
10
w 0
N

3. Of2Hol| 7=l B TIo] et 2 & ot 7HX| o]
A. Bronchiectasiset stz Tract on bronchiectasis
B. traction bronchiectasis?t szl ground-glass opacity
C. M2 O[Met Y4 S
D. Y&t 28 AX HEf =] Hat
E. MZ20| HAE =2 O|MELCH E7HE honeycombing 2 HYE 85 ZA

[ e




12 1. Chest HRCT of PPF [a patient with NSIP (A, B) and a patient with polymyositis-ILD (C, D)]. (A) Initial axial CT
image shows ground-glass opacity with mild reticulation in both lungs predominant in dorsolateral areas of the both
lower lobes. (B) On follow-up HRCT obtained 8 years after the initial study, progression of pulmonary fibrosis is well
demonstrated with traction bronchiolectasis, subpleural honeycombing and architectural distortion with volume loss
in the lower lungs and also in lingula. (C) Initial axial CT image in a patient with polymyositis shows peribronchial and
peripheral distribution of air-space consolidation with air-bronchograms in the lower lungs, which suggests organizing
pneumonia pattern. (D) On follow-up HRCT obtained 4 years after the initial study, much progression of pulmonary
fibrosis is well shown with diffuse and peribronchial distribution of coarse reticulation and traction bronchiectasis.

Non-IPF ILD €At M 7} 137d A8t sl o2 2 2|2 of|Ssh= A2 ofde. shAet 9 7
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HRCT?] £70] AW 1S St AAZ dfA 7] sit. ol £, W 2 Y(honeycombing)
Q14 7]1¥A&7Z(traction bronchiectasis)2] 2= ©f LY of| &9} o] glom, 4535} ¥w ] i/
IPF, RA-ILD, SS-ILD, fibrotic HP, pulmonary sarcoidosis 12| unclassifiable ILDOIA AFZ-E-S o]+
Az daf A Uk

Y 3)o] FH CTAACZE AN 7| BA & Z(traction bronchiectasis) = A7| 8z &=

o

(traction bronchiolectasis)2] 7t M= 7Hrel29F(ground glass opacity), A2 B2 (fine
reticulation), 1222 AX Hxo] ——ﬂ(mcreased coarseness of reticulation), M2& = F7FeH HY]
¥ (honeycombing), 482740 o &S} T3 nonfibrotic ILD7} fibroticS 2 ¥istsh= A
oJut, NSIP patternoi| A $of UTP pattemgi %ﬂﬁ = 2 S JUdelsh zlgo 2 7hEg 4= QUi

(2) PPFOjA{o] & £

kA dakstkE 299 (QCT, Quantitative Computed Tomography)= A2 7|&Hch 25 o 2%
20| AT SAHTES HolEth . QCT7F t3st=7] Aaiale, 3719l Aoa mEstd T2 EZo)
2-g-o] R=A] " Qg Zio|tt,

IPF 9] R138S 3= FAFAA7E PPFE] = =5 4= gl7]ol, o]ol tisl A+-&o] 23 =] 31t} IPFe
g2 fu ke AR FdE, Ak} aela FEAF0E UehlE pirfenidone™t AlZUl €24l

71UA A A (intracellular tyrosine kinase inhibitor) 2 438+ 2JA45k= nintedanib 5 71|17} k.

1) Pirfenidone

Pirfenidone?] E}o]| thaliA] 24 F-2+9] AFAIH (UILD, RELIEF At)o] MY=| oy, & A B 2}
9] Aol ATk, FR7F 2441, RELIEF 7= &4} 50| FH ] ot 7] FEet 4, ulLD ¥15+= PPF 24}
2] YF2QI progressive ulLDOJ A%t 2185 o] A-dx} sfjAof] A|gH o] it o]2fgt A& Jr{sto], 2022
W% PPF ¥ ATS/ERS/ALAT 2 8] %]ol|A] pirfenidone?] &53 &3 12|31 P Aol ths)] PPF S-S
tdo R 271 Aqs Aty

2) Nintedanib

PPFE tiAtC 2 nintedanibe] &xtol] thsf 72k AAFATL(INBUILD)7F XY= QIcH?. Ao gy =i




Q1 o FVCE4AE nintedanibwtoll A 2J0] QA 2131(107 ml/d), 2H/d= 2% Z80] nintedanibwtol| A
2.498 Wotth. Z42ke] pPPFE J3she g gto] ot nintedanib] a3 A¥/dS HolA| Ut o

23 A AxtE 27 2 slo] PPF & 202213 ATS/ERS/ALAT JE 2| oA nintedanibe] 53t a3} 12
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e M1

(Combined Pulmonary Fibrosis and Emphysema, CPFE)

OF

IS o)

o}
SBHHAQU7IB(CPFE)2 Mol A H7ISTH B Of2fZ0| ZXfsHs HARsL SHEl Wgioz, 2rEy
mmsto| ZRet 47 glo] HESUDHEY, HfT 22 SHruso|Lt B 52 HIES Hols YT Yy

Algt
FTOICE RI7HMQI Folot 2R7|E U A =0i| chiet A7t 2R3t

o =2

1. M2

CPFE= ¥4 $2/81 B2 dtol= Etotal 2 A4E]#] b2 Agho|t}. CPFE«= HlA /3t =gt
H|7]%2] H]-go| ttFshn, HAd-qotet SHbE HE 2y, & AT d-3-8Hsmoking related interstitial
fibrosis, SRIF) 59] Agtate FLEo] Wi}, =3t CPFEoIA W43l e EXbAduA--3(idiopathic
pulmonary fibrosis, IPF)ell s§got= 22 oftt. CPFES] XH7]E0 r—H?l o7t fEs1] wize o= 2
SE AFE vl ZAISte] CPFEQ] A, o< 2 214% x| 5o tigh date 222 =517 AlgH ol
Aom? CPFEZ} 3314 H7le] Agl|of theh =0 & o}2] ARo] gl= “defolct.




1. 52 (IEEEETRE
2. 89|

CPFEQ] o]+ %—‘% HRCTol|A] =] ofeiZx} gufsto] mld-faftet o sHke ol SAgH 57159
EAfolct. ot w715-S H7sE & 4 glou HRCTOA gHalet H71F & 1 mm v]Rke] gF2 T Ho] gl
= T-&lo] et XP:H‘J (low attenuation) 7-2jo] & = 829] 2|4 505 ZIsH= BE F39 H7]F2
2 Aojsitt. dd-f8Hs HRCTolA ddet 270] A1/ 71#A| &4 (traction bronchiectasis), "B =Y
(honeycombing), &2 74 (volume loss)# 7H3-2]8-% (ground glass opacity, GGO)°] Z3Hgl 79|},

3. REE

CPFES] §8& F4X|= IPF &2k2] 8-67% W24 A7E 13 9 ARS8 olof wpe} th2 (& 1). of
Alofel TE|AoA Eom mlFoAs W X2 fHEC] AP S 4= ok o]2ig Alol= f37 2
4, SHE T CPFE 9 Ao7t tt27] tf2d 4= ot CPFE= S92 d# 9 (idiopathic interstitial
pneumonia, IIP) 2}9] 26-54%0A] B30, ¢jlo] st Fxlol|A] R E°] o ETH45-71%)". T|ol
MNE FRE2 E0. gyt QoA CPFE 9] &2 &8 A ¥om o] tifo] fo]Ej7t g5 CTol
tigt A-8-50] U= At A L2 Zlo] 7] wfjZott.

SIxt DEIEH HE HIE (%)
Agtoln =i 8ts
SeH HERS 867
St 7HEY T 26-54
S 2PN Y T SHE HARSS SUt Kt 55-58
SOIE|A P o7 g Ee 858
MAZSS S RS 512
|2} 3-10
HetHZ A5 E 0.04
BEHMICEYY FSE 37
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1) &1} EH(Exposures and Diseases)

SAE Y 4 g 82 CPFEQF dto] ot CPFE«= d/glA] 98l o &} st ofzigt SUX|7F A
oz Aol ¢ 2 FdHof 711k 712 ofch CPFE= H|&A%}, £3] ZAl| 22 A EHconnective tissue
disease, CTD)oIA = WY& 4= glom CTD AHAI7E /13 24US AJAKSIT HAlZgshs At 7H/dol|dgt
(systemic sclerosis related ILD, SSc-ILD) 2H2ke] F 5-10%+ CPFE 2] ®AA 47o] QI1n®, Fole| Azt
A A 7HE A2 3HRheumatoid arthritis related ILD, RA-ILD)o] = H] &%} 11692] §5 HRCT
of|A] H|7|Z0] 27% |4 LrERSTE CPFEE 3t HAIE T (systemic vasculitis), £3] n|742] chday
(microscopic polyangiitis)olA = 1= ek theo] 29 9 59l k& A] CPFEY #ado] 9lom Ay
S S Aol A B it w 2= A S e FA5HA] 82 H S AR ol A A HAlE T

>~1

CPFE &x}e] g2 oF 65-
N

Zo] ¢l IPFOHHEE} chEow o B3t 2] ojst okel Q1A erh.




1. £2 (IR i EEs

CPFE= 4l 2 32k w7153 st o) Afaks shkete 218 5422 gtk CPFE o429 H|Ad
F3ke] = 1 ofjelo] thiste] of2] BEgk Zho|=ekelo] JHEA] @43t7] wiZell AR7FA| o] AAEolA =
o8] 4d-f-st oielo] &0} e o 9ot 5/d7Ha/d H(usual interstitial pneumonia, UIP) s{glo] of
HEAoJLHI™ 1), 1 2Jof EATAE A Eol= H|H|7|EA dE(nonemphysematous cyst) = 19 thE
fibrotic ILDEERF 3Z3tx]o] Qlok. Zeju UIP sigla} 1 9] ok s A= X gRgko|u of &7} b2 7] w2
o F/gA = CPFEZA} QtojlA o] 5 FLiEslloF & B o/l 9lom, ofd tisiM= 712 EEeH 7ol =gt
Qlo] Z a5ttt

7. 4715 S5

CPFE 7= 2552 0] AlgHa o] 1 H&HiH5(DLeo)ol Aol ZHaElo] Jlout 7174 e 9 842 ]
2] HEx]o] Qlr} FVC/DLco Bl&2 tii-ro] Sxjol|A] Z71etc). IPFe} vlwste] A/3t A =g whoatciet
= ¢ 2 9§8A(FVC ¥ TLC), B]<3t FEV,, © &2 7|2 (residual volume), B %2 DLco X ©] @2 =
A4 EA(Pa0,)E UERHTHE 2). 3+ FEV,/FVC H|&-2 URFH 0 2 Z/do] AL} ezt Zhasts /32 X
3ol wkz} Z71st 4~ QAT IPF Hok Yk o 2 Yl(e.g., FEV,/FVC >0.80).

12l 1. Combined pulmonary fibrosis and emphysema (CPFE) in a heavy smoker (A, B). HRCT axial images show upper
lobe predominant emphysema with peripheral bullae (A) and concurrent pulmonary fibrosis with honeycombing
predominantly involving the subpleural areas of both basal lungs (B).
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# 2. CPFEOIM I7|59] =0 EXME

07|15 ZA ZHE= CPFEOIM MYH of&taH H7|Z0| gl= fILDOIM M o|AAA

LR FVC) 2 L= HA(PF Ss0f Blsh 2&E) FaE
167F 2 LrA2kFEY,) ZhA e KA 2ta

FEV1/FVC CHH(HAL 2, = 37 HY E= B
EHE(TLC) LAl 2 b =0 PaE
7| 8%7|18H(FRC) CHH(HAL 2, = 37 FaE
ZE7|2HRV) EFOHEEEr Zt, = =1 PaE
H=Hts(DLco) 2z PAE

UADFERA HO|A|2(KCO) 2o} 2z A= A

255 MAXot: A2t 2xetEts ELoELS

E|chatA E 4 (peak VO,) Za Za

COPDE} H|w5slo] A& © & FEV, 2} FEV,/FVC7t BE&% o] 911 2p8%o] A1 DLco} W}, Fibrotic
ILD (fILD)¢} #71F 25 2AE Pk 7k = w2ut 0| S5 Sof o2 2AF3 7kA w2k THAAA
DLcog A ZaAZItt Ak At e Aot -5 Al A4k E 52 CPFECA] B¢ &5

£35] 42135t 7
S DHeto] PFo] Y u WA, Tk I W HolA] B9 Lo Al7jol WAk,
CPFEIM 98 28& BUEs] 918 282] parametert= oF&7H4 AFEA] 9kt IPF 142 =

Elgohs o] Yukd o2 ALg = FVCe] Wshs CPFE $2ke] As Waol tish A7t 4 Qe 2| #7} ohw,
DLco, ?:]'}} F/d2] ¥sHcomposite physiologic index, CPI), FEV,/FVC 5] CPFES] X18)-& Hojgtr}ar it
;S A7F ot 7t A7E H sttt ATS /7ol =21l flglolM= CPFES 54| 7157 Sl =

2l 75., VA, e 7154 @752 5)E B 2] 1afE d e vt ok Akt

]

AA7kA], CPFES 22| 2jatd 4 T=0 2 Ithehe 7|32 g & o] QU] gitt. #|7]5-2 CPFES] X
Dol % We s azlo R, Srh7|eA) AgiRolA v Hela Al 37187 Airspace)e] Sgo] 719
o] mlyje} FHiE|o| elst 3-8t glo] TE= Ao & Aol r}. CPFECIA T «= #d-g3te] 22]5h4]
E 2 el of7jole 5 A 7H/d -5 (Smoking-related interstitial fibrosis)2} 1
<] fibrotic ILD & 5-0] AFHATHE 3). CPFECIA 5/ME]= HA-R3} s Sollx= UIP7L 71 Sstm, UL
A& CPFECIA E44]Q1 Adolatal Shob #7153} SRIP7| EHE| o] 72 H o] JFo| TaE th= Ho| 2ot




1. 52 [IsEeie MES

H 3. CPFEOIM ¢ 12t 7t MRS (smoking-related interstitial fibrosis, SRIF)2t 1 2| 1Rt ZHE g HEeto] XYz
SR EX|
= 1 o
Moot A
Mgt e gz EROBE  rmor e 2 ®5
(fibroblastic foci)
C= C =2 AHO
SRIF itk = = S
DIP o|2ty =) als AS
BN, ZEE(HERY
UIP, probable UIP  BHE & E015t A A0[Sf A= US Fe0ls O ZHAL S
US)
F-NSIP |ty == ala UAS
Indeterminate  |BHE4t =2 0|ohY + + +
t7HEd M3, DIP, Desquamative interstitial pneumonia, &f2|7H A

SRIF, Smoking-related interstitial fibrosis, ¢ &
| A

|3, UIP, usual interstitial pneumonia, S47HAIAEHZE; F-NSIP, fibrotic-nonspecific interstitial pneumonia, £174 H|£0|
A 7R T,

71 9] fibrotic NSIPL} DIP 5% CPFE®] 2| He]oj|x] Tzte| L #1485} ofjelo|c}?,

WA o2 CPFES NS 4 e FHT Y7152 nhedE o] Q1A GFTHE 4). 0'%7512 COPDE &+

T2 gxof| A, Z|aoflM S50 7]FAIRHe] Q= 4-9oll DLeo?| A 2sHA| Ashe] = -9+ &3] &4 HRCT

{4935} 9 17| Z0] 95l A2 3tolsly| 95 S5 HRCTE 2235ttt m)A-93tel §7|Z0] 37 £
SEATE ohpet el 2 ) 17153 w48 o] R | = Fato] EAstaL, 53] honeycombing
cyst, BIEH71EA4 &F, w710 o] o & 4= Q.

3)H7Is™ 7|
CPFE®] Athg 9lah w7157 7122 gick. thet CPFE ko] 57|54k A} 592 thew} 2} DLeo
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RI1E

H 4. ATS A0l M H|QHE! CPFES] Fol9t CPFE P4 ET =2

A

HM RS H7[S0| SA0f EX{sta,

SRS DA EHHEEFH(HRCT)MIA CHS & 7EK| E0] BHEA| ZXfsHjof siCh

-TH[7|Z2 HRCTOIA 1 mm 035t9] gf2 ¥ = 0| gl= 712/0] Hotoh X{Zhef
(low attenuation) £¢/7t 5% 0| 40|11,

- I8 R8H= HRCTOA HM Rt shEshs 2 [HQlY 7| 2X|2HEt (traction bronchiectasis),
HE 22 honeycombing), 8824 (volume loss)]0| RL0{0F 5111, 2tR2|SF(GGO)2 ZaHE

9.

CPFE £tXh= BIEA| @{0f MIAISH ol 7|E1t &M ChSel SiLt = 1 0fate] S&E 71X

AHTRE 93t

CPFES| E2

Ql0{0F StC:
OIALES ~” -
CPFE gi&d&= - EZH 20| 15% 0|AM0| I|7|&

clinical syndrome)& o - = o

( ugjl,: al HEX0| Hl A HEL0] QS0 St HSUTHLY glo| Hi=hitsol ot 24
S -2AEHE M HSHDEA(precapillary pulmonary hypertension)2 H7|&(FEV,>60%).

M RBHFVC>T0%), = ZHIZE et Sat PRSHA| Lot A

9} transfer coefficient (Kco)7} A3 @oix] Qi Jth& o2 7| F(airflow rate)?} -84 o] HZE| o] gt}
IPF hatet vl wsl] A-G8t =& HAgstol e H-824o] ¢ F7}e=] o] JUI(FVC, TLC), FEV,> AL RV= 571
O 22 DLco, Kco, PaO, gk ]It} FEV,/FVCHS] o2 EF vHlskAY ot Zhas] Ql=dl, /3t
gggol wat 27k 4 Qe COPDE} H| w32 wl, A2 0 & FEV,, FEV,/FVCEES HEEo] 9lar, mg)
(hyperinflation)t= @3}, DLcoE R}

10.X|=

2) HEdwet Xz

7170l Kk #d-fetet As ILD2] FHl, HAd-fek He, ABHE S5 FrisiA P fetA He
AAAE AH82H}. CAPACITY1L Q1tollA m|7]F0] EAfshe L Satoll M= fjekzol Hisl 3 FVC g4
ofl 7]o4%ic}. Nintedanib- IPFS] 5F9] 152 A5 INPULSIS 9tolr] A3-55% ml7|& Al 21=e
Gl 2 Aol 5 Kol x| FekE SISk INBUILD 1tol|A, X| 2ol = E-6kal X19Y%]+= IPF 2] Hld /<
A nintendanib | & k= FAHA] UeRTH . wf2bA CPFECIA B d-/317F Rshes 49 344
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7| A A G FUAE| 20| E= COPDOl| FalA X 5dhe 21 efstAIRt, AGAIE it BE35H A
7golct. Qat o 2t 7| WA WA G O & H|7|F 22S AASHs AL Aty oz Adx 2 o] wolA|A g 4
ok, thAl= Al DLco 74 wiizol] Al& thAtoll Al Al2JE ek Endobronchial valveS o]-&3F 7| 2AUIA 7
A2 e A 2 A-HH 02 vlae glAlT BE o kst

A

4) et X|2

CPFEZ} & W gt X5 Maggdo R itada x| 5skal, 25 go|yof| wHo]Al2 f|s) w|o]4]
AE| = ol2|5h= 59 ]‘?_]'75]?_] T E sk Zolth A+g wlsHudEY 2542 endothelin receptor
antagonists (bosentan, ambrisentan), phosphodiesterase-5 inhibitors (sildenafil, tadalafil), E+=

stimulator of soluble guanylate cyclase (riociguat)2] Y JAIE-2 WEA 2] gro} U W3}A] b=},

5) 42 X2

CPFE &7jol| A dggt w|ote] x| 5ol thgh ekl 2 vhAl 2 ARt o|t ExpE2} vl ssict. 1-27]9] H]
AN ZH| 9 FRtol| M= 7He et HAE AL, 3-470llAE T2 271l S (ex. FYAE, BAAE, W
APA 2] 2)3h 25l o] A& sitt. CPFE Sl A H| ] 5
9] fILDe} #|7]1E 2] 5=t E545 TS WA 7he/dol &t

fu

11. 6f|== 5! 4= (Outcome and Complications)
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B E Y-S CPFE $H40] 15-55%01141 Bate]| 1 glom’, JIthR, &zt o] o] 5ol s &2 2}
7h 2 702 Helth, 4 57| #5%t(estimated systolic pulmonary artery pressures) IPF $Fz}H C}
CPFE 8:Joll4 B r). 57|02 Qlgh 27} 2ere Solel 4198 4w oo 2 HlEmuacte) 9ag =
k=S
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(Interstitial Lung Abnormality, ILA)

Ano| 42 SHRUT & OtL2 LHRIFOME Fol0jst REES 20|H, MUE 3L HE 2t At 2t
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2020\ Fleischner Societyoll A} 7+ o] /ol| tigt Fol & flgt YA & HS}o, ILA94 ol 5 9] 013 1%
QJo]E(6 zones; -, T, 5H) HSEd o/dA 7 (non-dependent abnormalities)2] H]-&0] 7} JG 5%
ol/dS A5 A2 AAISHILY.
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2. 7488

&7 HRCT= ILAS dsh=t Rihet dAafolct. P/ gu| e A 52jo] opd 5402 7 CTE Al
e ohfet O E AFollA TLAS] REES Balstltl, S A whet 2fol7t /lou 4-179%7k] 2]
of v 2 Aate] 2 RHE T vl e FoH &2 FHES BT

og‘-i

)

1%, 59 52 [LAS B3 704 F5H0 2 AA|5H= LA 9 fgeltolck. 4w (Asbestos) w272 H]
23 YA, 37109’ 59 t%‘aw ST 2 7154 2EE i do] 2e)d MUCSB

H 1. ILAQ Holot MBEEF?

ol YAE H|ISHY 2 0lef

\|_|O

C L

=21
t72l(ground-glass abnormalities) SE&= 24 0| & (reticular abnormalities), H 2= (lung
distortion), 742! 7|2t X|2t& S (traction bronchiectasis), 8% 2 (honeycombing), BI7|1E54 5

(non-emphysematous cysts)
| FHO| £ A 500 AR (MTH S7t 51 ST H S 2 SHHSUZ 0 LS FH US| £0|2 &)

A
o
=]

oy

T

O 1 —

=44 7|11 |(Dependent lung atelectasis)
B I3t LA HEote 24 HEFQ 8535 (Focal paraspinal fibrosis in close contact
with thoracic spine osteophytes)
CHE A#0| gle 89 & A 34 ZH(Smoking-related centrilobular nodularity in the
absence of other findings)
FArol 24 AXH0|A4(Mild focal or unlLA teral abnormality)
A2 E(Interstitial oedema)
Z2l4A(Findings of aspiration)

—

[=)
=
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=
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xei 35, 2PINTREIC) 7152 S DRIHR| TR HAOIA USRI ZHH ol
ZHEIM RS0 | Q)= SHA}
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Hholyo g xEhE £ = A= 1Rl (ground glass opacity), /ol (reticular
_]

abnormalities), 0|9 SA4HAd 23 (diffuse centrilobular nodularity), 74914 7] 8A&7Z(traction
bronchiectasis), ¥ 242 (honeycombing), BlH|7|EA 4% 52 ESHHE 1, 28 17, 27] AFE0|
e ZALANEES LAY JAsHy 202 23519 oLt 20204 Fleischner Society A Aol A= o]
S AR, 24, S 1HE] 39, HebRlolA 2145 A] ks S84 o)d4A(dependent atelectasis),

A4 A/EHd S (pleuropulmonary fibroelastosis) -2 ILAS] G/dA7H 0 2= 25| A] IQTHIR 2).

32 1. Interstitial lung abnormality, ILA. (A) Non-subpleural ILA, Screening low-dose chest CT axial image shows
non-subpleural patchy ground-glass opacities in both lower lobes with no reticulation, traction bronchiolectasis or
bronchiectasis. (B) Subpleural non-fibrotic ILA, Screening low-dose chest CT axial image shows subpleural subtle
ground-glass opacities in the dorsolateral areas of both lower lobes with no reticulation, traction bronchiolectasis or
bronchiectasis. (C) Subpleural fibrotic ILA, On baseline staging work-up for colon cancer, chest CT axial image shows
subpleural reticulation in both basal lung associated with traction bronchiolectasis and mild lung parenchymal distortion.

(3

12 2. Imaging abnormalities that do not represent interstitial lung abnormalities. (A) Focal paraspinal fibrosis (not
represent ILA), Chest CT axial (red-arrow) and coronal (short red-arrow) images show a curvilinear fibrotic band in the
medial right lower lobe, closely related to osteophytes. (B) Centrilobular nodularity (respiratory bronchiolitis, yellow
circle) in a heavy smoker (not represent ILA), HRCT axial image shows poorly defined ground-glass centrilobular
nodules and mild emphysema in both upper lobes without other findings of interstitial abnormality. (C) Unilateral
focal abnormality (not represent ILA), Chest CT axial image shows focal reticulation, mild traction bronchiectasis and
architectural distortion in right lower lobe associated with adjacent pleural thickening, that is thought to be sequela of
pneumonia.
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5. He|s™ AH
ILAE @747l tist 7|&=, o]et dxtd ¥e|Azdof tish A= BR] ot 2 SRl &= yelade
H|Eo| 29l dasataly, YR E47HHE (UIP), $A AT A-R-8HSmoking related interstitial fibrosis), H]

Eo|7HHF(NSIP) 5= 2l H At

6. Tict

20209 Fleischner Societyoll A ILA®I thdt AJ A S HE;SH v} Ql=d] o 7|0l A A|AISH ILAL] 2] 7} HAY
7P el 5851 QIok. ILAE G238HA Aol 2 ool ILD7F 24 =] A] o¥9kd 7HRloA] Hlo] o] = Bojate
2|2 5% oS HWsh= 8|5 A o]4f27 (non-dependent abnormalities)S Betch. ojof EtE]= A}
27 9 23| R] o= Aol tisf| & 1)) 25t

ILAZ} A A9, AgE AP B85 32(0l) 55 CT) % CT AAME Aldshs 2ol ILAS] &
S H7kske dlo T80 "ttt 8 CTE 5% 7PdAE] 4 A4 (moderate edge-enhancing
reconstruction) AAH(<1.5 mm) 2.2 A|&st= Zio] Ert. Hek9|(prone) CTE 5273 ol/d4-7(dependent
opacities)2 ZEs=t] =-go|HthE 2).

){l

H 2. ILAS| Tt 8l B0 chet @ 1?

M= (Thin sections (<1.5 mm))0| A
ILA S 7122 2I8) =2k2|(prone), =7 |(expiratory) HAIZ BRE 4+ 9IS
= 8 FIE me| B2

CT AZ: 7t Q2| OfAL QHAL O|AH 0| J|BHK|SHEIS, E| ok

b = o
CT Y= BI85} ILA, 820t B8 Rd ILA £= 8245t dRd ILA

CT protocol

ILAS YAROR o|n] Qi PN STt D
ZIo| SIS ol

25 20

ILACI TSt O 43 74X 0 TR EA| Al 38 H| Z=%{0f| Chet Z=&orX ot
Crefa| TITHEIOM ZHEH Ol &1t 2w Fetof CHet &
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ILAZ} SISl Bt W71, EEa, 59 557 S42 o S4st0?, 6RRgu 2e 25 5e
Aot BT, GAsta Ko 9 2 MEFHEVC)S Aavt SUEE HASY. o)y
o] 1B(12 9 Aute Aol QLo B Hel A" 247} 200, ELHE AToAE oA = 5AZF 48%]
A Aeehe Btk o, BE [LAZF Qlafshs 218 ol B2, 2182 oS3k 9ialeixte o Bavt gk

=4 44t 2710] WAL o5 o] Ego) Hlr] Fupauas

rlr
on, ol

H3HSubpleural reticular change), 5t
<-Al’dsHlower lobe predominant changes), 71/ 71%11;—.7&%(traction bronchiectasis), H7 2%
% (Honeycombing change) 52 ILA o] 113)9] @& Qlxtolct. &, AR5H Folu Tl L(monocyte)', 13"
59 127} ILDE 2] X138 at AH/go] A|AIE HE 9,1'1}.

ILA9F APGETH] AP/g2 e Atupct dute]A] gl =t, o= =W A7] 4 AoA & npztr}
A AT, a7 F A 71 BAEST, B H-E(UIP) S ol 799}, vho] 2ukAQl growth

)
differentiation factor 15" 50| APg 93 at

ILAS HARA A w2y, whabdl mgd”, AN g8 & Hk x5 T &5 ol $lztolrt.,
2wl a5 3 BT AFE Boln”Y, 551 AR [LAE ™ol o ErH H] SE7| g
ILAE tisuimhal x|3heS vhe $irte] AP, sl SolA /498 Feh5F i (acute respiratory distress

syndrome)] g 5 EFT ol &5 HoAth webA, ILAS 71 didztolA gy #& 59 & A,

12 3. ILA and long-term progression. (A) Screening low-dose chest CT axial image shows subtle subpleural reticulation
with ground-glass opacity in the dorsolateral areas of both basal lungs, representing subpleural fibrotic interstitial lung
abnormality (ILA). (B) On follow-up CT obtained 10 years after the initial study, progression of pulmonary fibrosis is well
demonstrated with increased reticulation, traction bronchiolectasis and mild architectural distortion in the subpleural
both basal lungs. On clinical review, the patient demonstrated no respiratory symptoms and spirometric abnormality.
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S = R3S (idiopathic pulmonary fibrosis, IPF) F815F €Qlo] gli= THd W&y HAf3t= Qlsl,
ARH o7 ot SEd} H7|s gAE EX 07 st 1HA T A SH(interstitial lung disease, ILD)
ojct. IPF+= Qo] #HstA] g2 ILDS S/d7HE =™ (idiopathic interstitial pneumonia, IIP) &ollA]
71 Esteh. S U] A-toll A= 2003 RE 2007E7HA] Tk 2,186 2] IIP &4t & 77.1%7F IPF= 2=}
', Ate] g Ao A= IIP2] 68%7t IPF&-2 Ealstlc. IPFe] B &0t &2 H7iet x| Yol w2t
ohgstAl BaEa =t ol= dlofe 43 {iat Aol o7t Anit 234 o2 7] wigo|th U &
Tol| A 1992 RE] 20101 Afololl 2k [PFo] A7 8 E-2 1.84/100,000% 0]9113 ok A-2ollA AR
H AtollA e Az EAYE-2 242 1.6/100,0007, 2.23/100,00078 1Y E2 27} 6.4/100,0009,
10.0/100,0007g 0] ATt

2011 %xﬂ XJEZI%MW% W% IPF 1712 AABHI e, o] F Jdhd S5 tiido 2 St =y

oAM= & 12.9-13.1/100,000%, -9-#E 35.2-38.9/100,000 2. & B 1&tty s, g8 27150 &
JLoj| A A7 ¥R E-2 2.8-5.3/100,0007, %%%% 2-35.5/100,000" 2.2 thefstA B w oy, Bu] 27}
59| Ao = AtA o g =0 vhig gl 0B S HojZ Ql=r) nl2 o} Ziuct oA A3 oA TLoflA]




EESE] 2023 11t 71
Hag AT EYE-2 747 17.4/100,0001, 25.8/100,000%, 78E-2 242t 63.0/100,000%, 78.4/100,00078 ©| %}
th

IPFo] A EN BYES VYIS Z7I6tH FAolA 52 AFS BEJAH P, Zujo] Mathe] 38
E AtollA] 20181 KThEl 13459 9] IPF #kajo] W4 Lo 68.8*1]9‘}3'_ 76%7} 'ddol ek, Eet, S0
IPF S| A AE 2] Aol A] IPF Aol Pt Lho]= 7194, Y2 69% % oM, 24 o7 JArd Lol Al et
th/dake] B Lol 654 o] /o] kY.

2 ALollAl IPFe} OF2 TR AREe] S Bkl it g 8% Atollif= IPF 3xte] 88%0]
A Bt ool FHFS o] Qlglom, £35] Al Wakat w|ok2 Aol 2 FEFS vl THd A o] ATk, T3t
2| HlEREA AFoA] IPFE HY 2] fofn|sh AT, IPFollA] T2 mo] Hx HejoA] 5
2 9y, WAk 9= (squamous cell carcinoma)©] 717 £35] Mok T, nhd w4 w2 gte] &
2 6:67%= THFetA Bai= 11 glom* IPFe] Y RojlA= B3t 75 7] 5 (combined pulmonary fibrosis
and emphysema, CPFE)2] FE]= Yepdth. CPFE«= H-&30] H|w 3 BEE|of 9] o1} [PFoj Hlsl H|ghits
o] @1, Aot S U MAAYEZS Kol 5 APl IPFet s A4 EAS BRIT”. A=Y
FHL [PFollA] thefst fHE-S Ho|al 9lom* IPF 2Ayat o] gl Aoz AZETH, gy TS
2 9% FHHE 5 S EM, S AtollA 66.3%2] FHEES BACH.
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Ergud-3%(idiopathic pulmonary fibrosis, IPF)= €42 292 vhy, AaA A H 23

(Interstitial lung disease, ILD)2.&2 F+& widZ0l|A] Hof] gte]o] Bgsic}. 2Ayjejshy &2 ifo|shy
A

© g EA7HAH| 3 (usual interstitial pneumonia, UIP)2] E43t ot
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0x
40
ol

= o2 =g 7hEgdw " gHidiopathic interstitial pneumonia, 1IP)S Z§5F k2 gefjo] 7HA A w| A Skt
AR e E 9 okE T FulE|A A5 HAIAQl Aghy} Ak M H A SK(interstitial lung disease,

ILD) 5| HiA|=|ofof ghet,

_u

2. IPFo| &H7|1H

A IPF 37102 hE sl o) Aulo) £40 2 Qs REE HREAES] B4 8 24 AEAE) B

512 AJZHEITH el itk IPFY] WAL R 4 29l0] B5 2hg3He|, §AH 4% 2912 7k

AR, EE TARZ0I ol B, ANEAR, i 7]et ofe] 7k B3 20lol] FI7 Al Y
_]

2
g
rlok
oY,
X

2
IPF—OJ oA E4e Bk Alaze] 71de] Tl 4, AR A S A 4 (fibroblast foci)] &4, A4
o 22 o MRst yee] EAE Yol vlFdet AR heterogenous fibrosis)oltt. A-f8H= ¥HEE=
7 5 A AP S B2l doA st &
& SR, AREAE 9 ZEREAE} Z18Yo] Q3 oghs: Sict oju] Hjof] EAfstAY H& Bl R
Mz gRE BahE AR EE ok (collagen) EH|5HH, otw ARl a4t 250 ZA A A 1H]

B PO R Q5| oka o] wof| A},

r—o
ol
FfF
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ox
o2
o|N
o
ox.
o
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N
N

~

AT NI} 2ARS Ho ™ I Ujo]] AFE o] &4 E|o] HE o] MiAR] 1 EHEAA7F AAlE|o] Exo
= AREE A %H*i—t— g K| me} 7|2 uke] o] m W ettt A oA wE
A Z2 TR Aol TN vl Ak, 512 42 WA =9 A M Z7} S AL I
P AR B3}sto] &4 W] 24 a]SHreepithelialization) 7} o] Foi Xtk IPFol| A= 1A m A7}
2= T A7 FE XA FAleH TR AT A7} 4T M2 e et 28tE 2] oot HlEZE
Palatol] Zahed] ol 71-ato] 27hia s £43 Ao k. 7 Mete] eyom 2h 220

BE H 2 Y2 ZHGAM| 2 (mesenchymal cell)7} o] 55HA] E 3L ofw o] dhtkshA £2 g o 24 sigd Hja
7F Al 2] 2] ZsiA| et ol Eje] ®skr} Hl 2 Adujo] iAo' REEAQl 42 ol HE U7k A
A3t 31 21 A (remodeling) = A k.

N



2023 1%H7HE

IPFollA 2/ dm a7} 32 o2 dojuz] Fsh= olfol tisiA F22eg, &4 e Wnt 1l d=
o] A3l E/dstz Aigstr| = Stk Wit T2 glycogen synthase kinase 3b (GSK3b)ell 2]t 8
-catenin®] I4FsHS AA|EHA] B-catenino] o2 o]F3shH= Z1} lymphoid enhancing factor/T-cell factor
(LEF/TCF) 2} Q12te] &/dahE A5ttt o] 2 Qls) [P =|Edm A2 9] F:-A]o] /et 13| 2/ w] Al
29| Boh= oA 5] 1 AJu] 7k o] Y (epithelial mesenchymal transition, EMT)S 3-=3H}.

Meshe WA D FAFA Aol =), AR 2GR LA polypeptide, AsHI2} GBI,
TEln A B BT AR 58 TSk B BA 719 2wl WYHCh. IPF B4
_]

o] 71 TR EA| 2] Hofl = A AHtransforming growth factor, TGF)7} Z7Fsh=tl 53] TGF-3,2 2
Az e FXoke At 24 A B9t ofl gl A{3HE FX5k= o] IR Alo| E7IRI
2’47212 connective tissue growth factor, CTGF), Ad-F-2A]
I /371 AHfibroblast growth factor, FGF)-2, & 43723 %?12Hplatelet-derived growth factor, PDGF),
insulin-F-AH371ZHinsulin-like growth factor, IGF), endothelin-1 (ET-1), interleukin (IL) 5-°] Z&-t}.
Z Y ARIZHtumor necrosis factor-alpha; TNF)-a= IPFol|lA Z7F5tH TGF-3, ¥ th2 peptide mi7i &2
9 S S ARRANES SAAN7IH ok d FHdE fEsttt. o]of ¥hsto] interferon (IFN)-y&= %
W Aol A A-gmAE FAT} ofw A g AAEH oL IPF #te] oA S3HE Kozl &
THO, I1-1, 11-10, IL-12, 1117 S5 3483} Afo] E7llSolt}. Caveolin-12 TGE-Bol o]at Mme]7]|d
2 (extracellular matrix, ECM)2] AJAS A|5t5lal miE Au] o] 3]& 1148 B A]7]7] wj&of IPFof| thet 2
S 288 sh= 2102 Koo IPF $zte] # & o)A caveolin-19] ¥ o] ZAg},

o
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(1) |8 (Genetics)

IPFe] Aol 5742 Zgfo] Qlrh= A
Zto|u} dyskeratosis congenita 22 -4 Th7 | ZEolA ﬂ%l’é w5
oAM= RS Egsh= RIZEEZE 7Rl whet o2 2 SollA Eelg 4

EHE/A A C (surfactant protein C, SFTPC)2} EHAZ/IA| Thild A2 (SFTPA2)= 1T =2 5]
M| zol| A gHdElo] BalEl=t| o] F g3xte] EdRols 7HE/] HARS 9 EEXTE A w95t
TETH. SFTPCOIAE exon 42 skippingy} @3] 37 o]l Al A&(SPCAexon4), C-ZH9] 1188Q
72 EiHo] BRICHOS 9 ¥j2] E¢ito] 50|, SFTPA20|A= G231V U F198V 2 E¢iHHo] Fo] Hilg]
Rt . SFTPCE}F SFTPA29] E)ivol= vl H7|(folding)®t *] 2] (processing)7t A& & o] MZEAIE
(endoplasmic reticulum, ER)9] stress ¥F-8-& &/J5tA|7Itt. o] WEg-2 22 %3] Thjzo] ZX| A 255
A == BE 7|17 og, 35408 AEAPEAHapoptosis) 4 25 E/43HA17]7] Hrt.

A 1100 A= HH F-2HMUCSB) ZX12Hpromoter)2] ¥ol = 745/d 9 4HaHd [PFe] Ay n} A yke]
=0 o] Hol= 7FE4] IPF #2he] 34902t AhAd o] 38060flA], 18] Arkele] 9940l EHl=] et IPF Shat

= O
o] T H|Rt Hro] e E &7

r&

Fl'




of = Aol A 2] MUCSB2] T3 kel et 148 = 31, IPFoh= FoJ5HA| du=u fe55olut Al
735t5 oA g wlAd-g-Solli s EIEA] EokrHe,
TOLLIP (Toll interacting protein)< Toll-like 4~&A|(Toll-like receptor, TLR) A1 &5 ZAsh=tl| L& =]
A7 Hofuhgol 2-aR ) A 11pollA MUCSBO] vl s A EAstct. shAlRk o] -2 Zo] 53
7t EE7] wiEo] M2 534 o s 2-gsh= 2o g Helt) 2ol TOLLIP §7dAke] Ho] 7} IPFo]
Y A= o2 ARl

(2) ER Stress

2Hmembrane) T2 ERol|A A =o] oA 1L 27dE]o] Z2|(Golgi) HHAE 3l olsst €
of. T Aol digh Mlzo) eAtet @ FE= Tl S st 2AS= ERY| 59 Ftoll 2w ol 47|
™ ER stress?} 251 . o] stressol] BFg-5ko] Al g T AHk3(unfolded protein response;
UPR)2 &/d3}A17] ER| Tl A4/ 2ol S8 Y5tetd Hrg &/d3ti7]7] ). UPRo] 245

BHE 4 glow 7] UPRO] EA43}E]o] NEAEAL HRE Foto] MEE 3JAYA|7]A] Hr}. o] ER stress Bt
g0 dutA o7 A7} YERSEE mefEr), 2L} of stress AEIZF LR b o] A ZojAH Alx =

CHOP [CCAAT/enhancer-binding protein (C/EBP) homologous protein]@t ATF (activating transcription
factor)2] & 712 FH 247} B/t o] AlZAEA A= 2 X1FsHA| Hrh = ER stresse AlEZE E o514
R dgol wEki s H2E o2 s = ot

ERF MEE 0 gl o] ZFx]E(sensor)o] M7FA] Ql+=H| IREla (inositol-requiring enzyme 1a)2}
PERK (protein kinase RNA-like ER kinase), 12|31l ATF-6 5°]t}. o]50] &/d3t=™ UPRS Al2beHA
t}. o] FollA IRElax AMZAFEA H 25 Z/d3A7]= A SAEE =, Ho|A] 42 BEdS Ix|sH
S 2P7RIMEHS JFste] MZATEA F2E 7= A E Hule dg2 gttt 2|3 IRElas &
/d8t=] XBP1 (X-box-binding protein 1) mRNAE #3t5t0] XBP1sth HARIAIE AAd5h=t] ©] 1Zk= ER
S-S e 5 IANTIE L2 Sk WebA ER stress@t UPRO| = 7HA] E A2 = IRE1a] )14k}
9} XBP12] &to|ct. IPF $kxte] ITadw| EANm] 4| Zojl= pS0ATF6 (ATF62] 23} &el), CHOP, BiP (binding
immunoglobulin protein), IREla 5°] 7Fsk=t| 0| & &5 UPRo| &/dst&| o] Qlthe= HAlE-E0|th IREL
ao] /st Ql4tst PeQl XBP1s 4] IPF #hate] [T 2/dul Al ao]] F7F=|of Qlop* >,

UPR2] &/dstet EMT 7He] /dot A= B uf Qo w2 4u] M| 27} ER stress2] -F-EA1Q1 thapsigargin
ot} tunicamycin, E+= SPCAexon4 =% Holo| l=Z & ofof 3ot Fej= HIFETh TGF-B A A
Ql SB431542+= ©|)l EMTE Ahe3tet. =3t o] ¥isk= UPR @/d%tel ofs 27 = =d| IRE1] siRNA
knockdown SMAD2/39] QI4He}E Abdst7] wiZoltt. wehbk| ER stresset UPRE] &/deh=, B 2402
TGF-p 2/dstet EMTrl7) F 25 F5tof o] Aol 7]ojghc} >,

ol
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(3) TGF-B &Mz}

IPF 22}e] mlolli= TGF-R7t 57k of lct. AollAl= Al 784 55A (isoform: TGF-,, TGF-B,, TGF-3,)7t
] & Hu|x|o] v]2dst AFef 2 2HE-A peptide (latency-associated peptide; LAP)oll A of Qlct. o]
A8kt A8stA = o 2] A= integrin avP6E S7HAI7]=H o] avBes LAPS] arginine-glycine-
aspartate (RGD) 94f(sequence)t Z3tst 4= Qlth. Integrin av62te] AE-2 TGF-B,2+ TGF-B, SZA9 7}
52t TGF-B,= RGD 47t F=517] wiiZolth avpes Edsh= dujAlze] &/dst= actm/rnyost_E
7N = AE AL 52 St o] 4252 LAPE integrin avpeoll ZFAIZ =M AujAlze] <&

A A TGF-pe] E/dshs f-woto] Alghe o] F9jo] F4ad oz 286 ot Integrin avpeol #i7HE
TGF-32] 274817} IPFo]| 7]ofsh=A] of = ++7go] tf B astA|qt TGF-po] E/dshs wadujAl2e] SA4=
AASIL AR RAEE TAFEAERE B3t Al7]H EMTE &3 AIZITH,

(4) Mm|ZtHo| & (epithelial mesenchymal transition, EMT)

AHTlo| ] 71102 o|Rshe e ATAES] LA ATE BAl 9 AT ERE BEaA e
T QUE| THER] 0 2 TGF-B 22 AARIAHE0] ols) WAGH}, Aul A7t M ek Ak SIS W)

L FAFe vy kol Ma 3l = A|71A] Algol| A e 4 91 o1 SLUG, FSPI, alpha-smooth muscle actin
(a-SMA) 5] T2 A4gF 2% 3l E-cadherin, syndecan 1 52 51 €}, o]2{st HASIE Qla] /1]
A

A
o
AT 34 5 AW A £45e] §AYo] AFEA B EMTE Bigolit Qofubx] ofm 27 &4

s
IPF Hloj|A] Ba]g # A ] A oAl 18] ol & mRNAQ} 7+ thilZlol g-SMA ¥ calponin 1 50] &
7}5lal EMTE £75H= HARIAL SLUG YA Z718HF°, IPF #Hake] A-G-2 A 27} Adu] Al 2= Tl 219l keratin
82 WA= AT Aol A A M2t R RAER Bad v S8t
Aol tishiAl= =2e] 2|7} AL of7]oll= Ad-FEAlE The] ekehar
|7F Bk Ate] w) Agst mol| A ml AT AIE 112 o]3)o] 7k T A vimentin©]tt S100A4-8 5}
£ MZ2] 30-40%E XA He Haw Qlok .

|z o] MR3h= 7149 f474 Edriolet UPR %Wah J8]31/E= EMT Sof 25t ulsE*onJ Alze] =4
Zgoljet, ofw A S FH|ohHs Ad-R-2A| A 7k 4

& 2= 9) om whahr] Abu Ao} 7HA|
ZZA A0

H
Aes) EE AfEAE GAME ke AREAE, 2HFEAE, H9]HE (pericyte),

BEZARZ, 223 nESHA|E o7 /JHTh AREA|EE S4olX ] E7IME, $ehs 5 ARAIE,



o) A7) A F=] e Eykee] <9, 18| 3 A AR 5 47FA] oA felighet 2R EA 2= A REA

ol HETA|E, FAF LRl Fejshy EAS 7HAAL Qlom AR A Ee} A A| oA sy E T HEA|

2= 7)ot Fake] Hof| EAfjoty M| 2= oje] BAEHS whet st F o= dREA2e] F

Q3 o)zt R1E Q) oLt AFte] IPFof| A= EQIE|A] okQteh”. o]2igh ZHAM EE-2 AR} IPF 32t
S|

(

ow P e vl g At o whE Seg SAskr] ol ¥Ae BHwo] sk AemAERolA 7}
Afshr.

I

o
rﬁL’

(1) dMIZ(Fibrocyte)

AFAHIEE 2ol fefists doljojut 2ol M 2 ARl CD34u CD452E, THA| = Thil el T3
ot AE FAlo] B Ao E BRIgh 4 k. ARAEE 193} 18 ok 72 ECM TS 23] Ay
Aot AREAIE B ZHREAER B30 2H, = ofuld A4S F sk Al E7RIS AdRte s
A =) Ad-q-stol] 7]ofgtct. A= chemokine 8491 CXCR42t CCR2E EJSIAL IPF B9 Aul M2+
217}9] ligandQ! CXCL129} CCL2E EJ317] ufl#of Ad-fAlZE= CXCR4/CXCL12 E+= CCR2/CCL2Y] <

S5 B2 RojA] IPFe] Wl 7|ofahe Ao BolLh! ¥,

(2) M2 MIZ(Fibroblast)

3R A2 ollA FQ gle AREAMRZE MEATEAL F27F S48t o] A|AE o ZA 7]Zo]
A =AY A2 W= R] Q=) IPFe] AR-2A| 2= FAS ligandol leE%H A ZpEAbo] 2 5HA| =
A A ot d 2 gAsto] o 2Rt 4 582 7HI7 "ok IPFY] AREAMIEZE A ZATEAIZEE BT
Sz 24} ¥igh= SPARCH survivin®] A4, STAT-3 A15.2] Z7}, cyclooxygenase 2 (COX-2)9] Z4, 18]l
MEAPEAL f & TRl forkhead box 03a (FoxO3a) HAF 278419 24 55 St IPF] Af-RAlE
+= a2fl integrine 535t & ot Ayt A4S 2F85h=t] o] integrine IPF2] -2 A 2o)| A ZFAsHo]
PTEN (phosphatase and tensin homolog) 7152 #5+& 228224 PI3K (phosphoinositide 3-kinase)/
Akt 29| Bl E/stg JESIt) o], FoxO3a7t S7ksto] IPFe] A-RRAZE FAlo] A== 24 S 1
A A Fo 2 m WA Q1 AP dnt RSk 25t gk,

AFEAES A A GrAlat 9 71A]9te] &4 Folof Is] QAL BsiA| SAshe AR-2AE
AREAZEC] 2o itk o] FAH A P FAl= AFEAIZS NEZABALS AT =M
ARRAESAE 4] AFEAEE ubx] Yollsxd ECMS HRlshs /S Bt old FIH
A2 Y= A] EAA|TE a-SMA L Aol AA7E QLA a5R1 integrinol] 2JaiA] F-E=EH a4B1 integrin
AT 2 AAE . 1 Qo= o] M1 532 hyaluronan synthase 2 (HAS2), &+ hyaluronan 483 CD44
ob= A7} =t HAS29] knockdown % 2Lt CD44 2l 2]%] Ao o] 582 ZhAghcH,
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(3) 2K M| E(Myofibroblast)

TGF-B% w3ksh ojg] | ESo] AemAErt THQRAER Bilete s GEstt) mo] Exfets A
FEAEE AREAEe] vls IgotwdS Egeh 7|24 2otstA| 2H] 0}04 A A|ZIeE M| ZAFEAL] A%
skl 7l7<i‘1.% sk AaEAEe] Bdge 2o A&EE v ZAREAEe] 3L ) A &
SiA] TGF-B 22 ZARFEAIZ 23R1AMY] 2|&4]] &/4d3ts Q2 o= A= AZtert. 12fA myoD
(myogenic differentiation 1} -3 2AZ 4712} 5] A=-E A A 5+ —LL*U%EHIEQJ FHFo| vHd 4

ATH.

IPFolA 2] ZA-F2A|E= F 7FA] oA fefish=tl sk A&t viel Zo] TGF-B 5ol 2Jsh Ad-f-2AlE
2RE 2ok F20|Al & shbs 4AR1 AJu]A| 2R E Q] o] (EMT)olth. EMTE IXIA7IE 87R1A}
52 TGF-B, ®1] J%AxHepidermal growth factor, EGF), ZHHI2E /d%?12Hhepatocyte growth factor,
HGF), FGF 5°] 2131 SMAD, Slug, Snail, Scatter, lymphoid enhancing factor-1, B-catenin 5-2] ZdA} 1z}
S QA EMTE F1IAZIH EMTR] 2gol|A] SMA 22 A7 2A 3 B AJAR}F FSP1 22 A - 2A1 2 EA]
A5 8535} E-cadherin®t zonula occudents-1 22 AT A2 EA|2R= glofZIhH:,

(4) OfuE (Collagen)

IPFoll A= ot d o] Ad-REA| et 241 A| kol ofsf] HhsiA| 3/d= o] ECMel F2A5HA| =4t
3% mlollA] of A2 ECM T o] =4 e 2 ut2 A (dry weight)2] 20%E xFA|gtct. 24| o] ot d
& [ T2 7 B2 A= 90% o= st =2 w29 dlel 7| 3] 8l dae] ZHd o 9|3t
g2 4 71:2] &0, Ve 71A2el], 2] 3l VIge 7Hdoll 23t

ofu -2 H 71z o] Yoot dAIE AH A dEth. DNA ZHAtol| w2t ofw 2 mRNAZF Hotwd a-Ak&
2 FAAR S S (translation)d & prolineTt lysine 2H49] 5] ==AsH hydroxylation)ell 2]l ¥17dHct. o]
olA] ot a-AR&2 F2H(glycosylation) =] 1L o] F2lE Aete F/dste] A ofwd ol EHA AF
Mog et T4 o= o]y] ofwd EAEL THid Ho|2 FatE o] YR (fibrillar) ob g 4
o 4 mlofA= ot d 2 A EA o7 APE N Fefjul=t] Fd #H 25 fAISH] sl o] 1ol A5t
Al 2= AREARZE T, T ot S dskal M= /g H ot @2 40% =714 23l et} IPFoA]
+ Y}t ofw A o] ECMell SA=w ofn] {27} 2] 2 Beloll= [o], Afal7E Al2E = F-eloll= 111
go| &2 Bttt IPF 2HAFe] HojA &= wHel o v o)Lt A& ] B ‘?.j(ln situ hybridization) FAMg ot 2

Sdste AREAEZE S716) e Aol FAEHJAL o] REMEZSS SHAM &/ 2] st 2o

=
=920l HRRAEFAYLS FYsto] TF 7 HBOE SejiolA| Hick. o] HelolA g 13 ofmae] B



Baj|gich AQRAE ML, S35 2 AN 2= MMPE £2H]51H mjof] 22| x| ofw o] oL gHA
=) BolE]= 1] ol oJsh AR E T A AdEiolA MMPY] 252 H|w A mju|siu} of 2] 7}2] B4
FElolA = 7kttt MMP7F 2 ECMQ] 23to]] Tofsh= 8 Tz 2a)Q Ao]7] wiiol B2l H/A4
REE2 ECM 249 3 (ath)et 26l (FH) Atole] Extigoleh= 7Hdo] Ao IPF 22 E3H4Ql /3t
ZgtojA] MMP F2] Y871 mll¢- =] Ha == 470 ERIF o]F o] 7Ho] 2318 ohdgt Exith+= o
2 ZAE0] A= AT

t}. 3] N ot A3} gelatin 71A9te] F3F = 714 74 42O 2 MMP-2 (gelatin®al a4 A, Ng o
A B a4)F MMP-9 (gelatin2al| &4 B, IVY n@A R ah)of o

H oA, MMP-22} MMP-90] A4-03} Aefoll A AFeF A= Zo] Shlw|Qiet, 3t MMP-80] IPFo]
A 9 ofud s a4 g2, MMP-81F MMP-9 50| 37F5HA] o]&of tigh 1A A=|#]1 TIMP (tissue
inhibitor of metalloproteinase)-10] BAA 02 Z7}514] gom H| 7+ 71x{ute] ofw A& Hafsto] m| A
Q32 AGPA7|= Ao g H1E7| & 519tk TIMP-1-& & MMP-1, -8, -132} MMP-9Z 2}A|3tc}. MMP=
HE Bosl| T skl £/4A1717] % sh=t| MMP-13} MMP-72 433815 X3YA|7]+= BFH MMP-192 A58
Z2RE 0§ Bo5h= 28-S st

.‘
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—

27] 97 REol 4 IPFE 402 el dyoz delzion, 34 UAk Aol RojelAAls &
2 22 7o) BE e
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(1) CHAIM|ZZQF SHli 1 (Macrophage and Monocyte)

o 35 AN EZ R 7] = oA A} ] ZHof) sk A AMIZ7E Qlor, H] &4 Al H A tiAA]
Zof &4 B ol feile o fdE diAA R 2ekeA] ok &/4do] siad FH eelt f2f o
AN A ZARE 3PS 7HA 0 ARBICH, A2 324 (lineage-tracing) A7 24 AollA] Tl falf
Al2zo] -4 (profibrotic) -F-314} Bl 5’——}‘_‘3}01 o, o] AHo] Tl 2| A Al ARe7t ofRke = A
ST 5 A W AL Aol Flu) Dl S7tehe IPFe] 2% ol Fef Aol Qlgo] Bl
ct. ol2fgt A= g7k g atatrgol] glojA] a9k g Stk Z1S AJARITH .

A M|z e] BHAEY-2 IA M1 (classical activation)®F M2 (alternative activation) EHF O 2 L=
o], M2 IL-4, 1L-10, 2FE Feh A A =291 2Hgranulocyte macrophage colony-stimulating

¢

Hil
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ol
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factor, GM-CSF) ¥ )
of wt F BEHP o2 2313 4= =, IPFO] MASA] Ato] E7FQl €742 TGF-3, FGF, PDGFa, % IGF-12}
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2 st B QxS BH|ska ECM 40 21 & 02 7|ofd 4= Q= M2EHY E5lof 7|odsk= Ao
2 Haggicy,

(2) TRIZ(T-cells)

A AAle A5 RSl HHgsh7] Qs TH=Z=9] 31 7WAlTS ARgeth TH =9 BH X9}
o z2A A= A4} Hjof b]s)] Hubdoz A9 9}7} X3y oA o 42 Aoz By [PF
F93t g sh= Zlo] HuE ok, drby oz TEg I (helper T cell, Th2) Al EFIQIL 75

= Thl At EFIQIIFN-y Y I1-12)S gZ& XI5t Th2 Ao EFFRILS 114, IL-5, IL-9
I1-13S X35t Thekst AuoA] A8t Mgjoll ZQslc}. IPF Ho|A] BhAEl= i Bo] Ty T Th &
dPog Eifol= FFo] TEE o], 7] AFolA= Thl ¥HES f-Edto] ARets 7idstE 1 Al=stqict
Bleomycin f-= A3 A& 2ol IL-12% IFN-yE A=510] /52 AstAZ o, IFN-ye] At Age
Ad-gstol] gt §5-8 BolFA] 2.

He

Cr

3h= IPFO] 7 98 91 IAtR, =3tko] WA= 2 E49] E4 (telomere) 744, DNA
A 5 Y, v T £, UlE%EElOP 7)'s 7ol W 2 o, A7FE A2} -2 A4S IPFO|
Mz e 5 QT M2 /7o) A B ZhaH BA) 7HeAd S B0 R Sl sk mlmATAIES] 8-S
AFAZ1AL AR HE B /9o 2 ﬁl S M-fatol FeketA TheLt. IPFOﬂ/H 13/d M2 w3}

b
o

ol Aokl oA AT S e 2] 15 Do A
TRAe) BEe wslaige) S4Qu”, IPRoly B Bl tieo] g3zte] f4

S
2]
o, St H AE ol A TR/ u 2ol BRAEZo] g2 T2 /st =

rulm
T
T
olf
ol

o] Jc}. ¥istH 55 AkE &, 11]- S
species, mtROS) A EA 02 sH= n|EREa o} 715 Hol= 512 23T} ol 2718 mtROS A3
go] 7eln] S7HE vlEZELol] #E | HopsPA WEDH. YW E 53] B

5t =2 A} Q18RS 71A]7]ol|, | ERE 2o} 7] Hofol Zeksith, w3k v YA} 0 2 e n]EZ 2o}
T IPF E2te] TR/do Aol A = Qleh”. 8} 5l njEZEgjo} 7|50t wald £7 Tl [PFoA =
A Zoll 5 Eolch, tixA o2 PTEN-induced kinase-1 (PINK1)-2 ¥ 0 2 o]En}A](mitophagy) S £3

ﬂlkﬁl

-11-]] /‘H}\]'oi o]
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stal mEZ o g QFYSRith. of2] ARt ATt PINKLS| 24325 FE3eH), o= PINKIL 24
AF ol A Adfrat Ehgoll of Fokshe T2 St PINKL Z2€ 1 #dd nEZE=g o} 7% ol TLRS

#A3Fetal TGF-RE A=56t= nlEZE2of DNA (mitochondrial mtDNA)9] W& E5) 48315 o35}
NEdl= o
6) 2=

A 206 F9F IPF 9 Afsh 7o) 7127t == AYekehd, M2A, 44 vAYUSS Helstedl B
2 o] AUk IPF7F AYSh= 7Hde] Bl ol & 4= 1o digk Al BAIZ U= 4= ok A isl= 42
7| (predisposition stage)Z A2+ EAHo| Y §32; ®ASEE ZHQlo] IPF7F 83 4= = 43S 7HAl €
t}. o] 7ile] A8 ot AdmlAlze] RHdA QI A g (turnover)o] Pojupa] E2do] ZobA| 1l g0l 9 4
of 2Z5HA Hrk o] 2450] FFAH R FHAIRY V)5 oldS AT o] @A BE AlEolA BF
WA o= F5ISH [PF7L sk 22 oy o] of = o]g] @A S0 tfigh w&o] =t 7|3t ujet A
Hot = HA) A= A2 (initiation stage) 2 ER stress?t TGF-R2] st &/43t AT ML 7]5 o) /de] &
A4 o7} 2253 /d7R1AE chemokine, EMTZ f-E5h= Wnt 2H], A-fAEe] 59 2 HAREAxe] 2
3} 5o] ottt MHAE= Z18Y7](progression stage) 2 A1 ZHAMES0] H]G/FHQ] 7| A AES B
H]sto] H|7} &g =] 1L §EEA] HEtE HolA] Ek AREAE ol A o= Ag/de 7oy 3/ 14
o] WMk 7M7) et 1 A Q87 A E] = feed-forward 18]S AJ5H| ek IPF S 9] Y8
£ o] HAIE 23t stk 22 Zidoll= IPF Wy apgoll Al Aduj M2, A-g-2AIE 9 WA e} - 5fo]
aiA] sty n|E2 = a]of gl ThilA vhg o] A2 o] M 27 o7} =T mtROS, B2H B4 2
ER stressE &% 57He DNA &2 =3t 25 AlZoh= o] 2714 Q) 7|0 2k2 TPFL] 2t AHdo] AA|
Hct.
IPFO] BQl2 & stgstoiof aaba Rl x| &A) 7idho] 7Hsd Aol 21217] flsiAl= IPF] 2t T 5ol

g

B4 Zizte] S Ba} A= ko] BAE H 2 olafele Aol WasiA
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- AgAto|tel Al acute exacerbation of fibrosis)
MOl HICH7F 2R - SelAgN ZHO| oA HEE=E 2
SOl Y 2%, 8x (HP, Smoking related disease)
9| 7trE| 2H0| & - {| 2&(Sarcoidosis)
Hhel - | Z3HOrganizing pneumonia S)
- HZ2H50| 2tatE & - 8943 (asbestosis)
UAS - 2HEHEl Al (CTD)

UIP, usual interstitial pneumonia, NSIP, nonspecific interstitial pneumonia; HP, hypersensitivity pneumonitis; CTD,
connective tissue disease; IP, interstitial pneumonia; LAM, lymphangioleiomyomatosis, PLCH, pulmonary Langerhans
cell histiocytosis; LIP, lymphoid interstitial pneumonia; DIP, desquamative interstitial pneumonia

1) SMZFEIAMHAE (usual interstitial pneumonia, UIP) 2F4te| H9|

(1) 85 HRCT &4
§5 HRCT £%-2 UIP, probable UIP, Indeterminate for UIP, alternative diagnosis = & 47}4]

F/detd UIP 272 5 HRCTOlA] Hohe, HAR A/ d o2 HAHF(honeycombing) =7t B
ol A= Ao 4 o, A 7| B#A &S (traction bronchiectasis) E+ A7 A &3S
Bk 4 A ).

F5 HRCTOIA UIP/d& Bolt= ¢ 2% 2jahs] UIP Y/da w2 x| =8 BRIt ™. Probable UIP
pattern H3HE, HAE 244402 G 29 (Reticular pattern)¥t AN 7| HA| &S L= A7 HAF
A= kst T2 WS AAFsHE 2710] Qls 492, JAF8HA] probable UIP pattern S35+ W2 AL At
UIP patterne] 2t5= = (A2 2).

Indeterminate for UTP2] 7% CTollA R8st A5t 574 ¥els
A g2 790, alternative diagnosis®] 7-¢ UIP pattern®Ch= H'dE(cysts),
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i

T2l 3. Alternative diagnosis other than UIP 2FAH|] HRCT A7 (b2l A m|2)




T2l 4. Alternative diagnosis other than UIP 2] HRCT 274 (MH )

_|E| 5 UlP OF)\|'O| II|H:|E|O}'X‘| EI| (A) ana[ hetero-
geneity (subpleural and septal fibrosis), (B) #=X HatE
SHtet HE RO, (C) Tt MRet AAT MREAZEA
(fibroblast foci)2t 22 £7| dFet AHO0| SAlf| 2EEE=
25

(mosaic attenuation), 7H28] 5% (ground glass opacity, GGO) -Al| 5 th2 A O] AJASH= A70] B
ol 4= Ao 4 UTHIE 3, 4).

(2) EEISHH A

UIPY3S] 71 o3t 2225 E42 Aullg Aol A4t 59, 1+ A5, /st d dyng #
RI7F A=l o] FAloll Hol= Zo|tHId 5, £2).

ZAGAF A7 HRCT} vhz7HA]| = UIP, probable UIP, indeterminate for UIP, alternative diagnosis
o] #1AR BRe 4 ek, A5 UIP 472 A48t Wilo] Suksl 2 37 Z9je] 944 EES Hol
A2 ¥ 5 Y3t g3t 4247 82 ZHH A (fibroblast foci)2F 2 7] A

THE ARHS AARSL RheE 270] gle 92 Aoldrt, i n Yy g2 G

R PEOR, ol Mol B3 ME7H Bon] AZ|TA FuldlEe] o) Selute] ek 7Ae] B 4

ox
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H 2. UIP Zatel | =& A AT

UIP pattern Probable UIP Indeterminate for UIP
-ATHE XY g Retet 7| - HEE YT C 2R = - PAH Q7S SESEALE
X o= 8¢ SHSHA| el Rt U
-gAoH A FA T 229 | L O, UIPE AlAlSH= Ad
AN - HCH= UIP7L OfLl CHE 1
- Mo e A OR 21 UIPS| EMS 2 7EXIE 7t B A|A}SH= AH0| SHb
= HAIR IIEO'OLfUIP/IPF o | =ze
S MO NI B A shot TITHO| MotXQl 32 | - y|po] 28 xRSt EX
-CHE TS AARSte 28 4510 O] AXITH, CHE TIEFS Al
Q| £1H ASh= AHO| SHtE 2
-CHE RIES AAE = QU=
S0l gle B2

Alternative diagnosis

- DE MH AW CH2 P
o /B THES 2ol
A2

HP, PLCH, Sarcoidosis,
LAM S9| THE TITHS A[A}L

L=
.
St= &

40| 2ol 32

UIP, usual interstitial pneumonia; IPF, idiopathic pulmonary fibrosis; IIP, idiopathic interstitial pneumonia; HP,
hypersensitivity pneumonitis; PLCH, pulmonary Langerhans cell histiocytosis; LAM, lymphangioleiomyomatosis

N

[ B%HRCTE Egf3t
olo o L %*fs%iﬁﬂ%&'
E UIP or Probable UIP j<—£ 2 HRCT j E #el=telo| 7ts3t ILD
Indetermlnate for UIP
Alternative dlagn03|s
v \
E CFtA| M2 EIEH(Multidisciplinary discussion, MDD) j
¥ Y
7| 2R A AL
[ e e e j
Y
« [ CrBR| 2 EEHMDD) } .
¥ Y
E EUNIERS j E 7|E}ILD ]
J% 6. EUNH NS Fctnty’
wjsle 4158 5w viste] Jelol A Aoz B 4 9tk
UIP/d-2 th2 Aol A= Es]7] wiifol] 53] ZAx2dg A 1w ghd aml/dol|z (e +




H 3. HRCTQ} ZEIGo| Zgtof o|st |PFO| ZITH

Histopathology pattern

IPF suspected Indeterminate for

Alternative

Probable UIP  UIP or biopsy not e

performed
IPF

uIP IPF IPF Non-IPF Dx

HRCT Probable UIP IPF IPF IPF (Likely)’ Non-IPF Dx
pattern Indeterminate IPF IPF (Likely)® Indeterminate” Non-IPF Dx
Alternative diagnosis IPF (Likely)® Indeterminate” Non-IPF Dx Non-IPF Dx
°IPF (Likely) CHS & SHLIE CHEE O 1) SET0IA Mot AQIY J|2XHHE 3 / Ee= M7|2HXI=EES0] 504 049 &
M £ 604 O[&+2 04“01|A1 2R, 2) HRCT Ol 2 2I5H>3000) LArSH0| 2= 70M| 041 A2, 3) 7| 2K I &
MEHoll M ZMT B2t/ EE FEPE0] gl 2R, 4) CHH| M2TIThs Sof IPFOfl chet =l Qli= TITHo| Lo Z2.
*Indeterminate 1) 238 ZZ|0| gl Z2 2) Z23 XX|0| U ZR0i= CHatH| FWREICH e F7HHel W8 Sof AIH
lrCtoz MEFE = US.
(3) TIT
IPF Xt 7|22} 7l Q= 3 6 W 2 33t 2t}
Adol ERt 557U, F5 atelsint @ Wizt oate] chekal Hazino] me} the A91e vjash

= 0] A5t sie] 0. % Rskck, 41 1LD7 SlAlshe BolA] W2l AaAek oler 244 54 oFg, 2

AzA QY 87 =3 5 7PAAHAe] dalzl §3 9lo] LA SHeIFith FH HRCTS Ale & et
E
[e)

© F2 HH %712 HA

AFZHES] 604 o1/d)7t gAY T Eekolut ukE 7|- & Taskal, AIA &l -5 (clubbing)
52 F7IN o] ERU, R ololN Jushre] S7HE S0l WA IPFE o] Hsliof Fhet.
o]} 40-60M1 2 B aA] 32 Aol HAHRFe] 7HEo] ik IPFE] 7hs/dS aefsto] AbAIst W
F7h B asieh FA 2 A/ wdgke] iAlE fisto] A Aol thgt AbAIRE Exle Alska, ARl dHE &
9| 7573 & mEfste] B =E ol tist HHE dofof Jirt. Edh 5§ oFzo|ut WA 21 &2o] tisiA =
golstofof et Az Agke] FRt 7he g eistel ¥ Bl wlR & A Jdo) ik W HHrhEe
5haL, W 5 o 9] 3/ glo] ILD7F AdYshs 497t leu e 7354 *OIE}E @A (antinuclear antibody)
t FrkEl2 QIxHrheumatoid factor) 5 A7FIA| HARS Al 9] of4fs)= Fgto] glotal 7140
2 27V HAFE Al3Y$tH(Anti CCP ab, Anti SS A/B ab, Anti Scl -70 ab, ANCA 5).

¢
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@82 HRCT

&+ HRCT= IPF Wabgol A B4A <l ZAfo|th. HRCTE HlA A o] ks wiztsiA| &l 4~ 3= CT
Zg7|Hoz ZPAS AFESHA| ¢, 1.5 mm ©J31e] ke IS 2= AR 7HAQlo]
o, 27149 (air trapping) ol H51H(atelectasis) 5] BHF o5 1517 fI5te] F7] & F4 @loll 57
2} Boke) 2hAfl(prone position) 2go] &7 = AH-S FHISHLD U 7HH 4 7ol E-go] "o, Hxgt
Y G, 27 A 52 HAtelA] 1ol HEiA|A] 9k IIP 2Aloll A} HRCTE WA AlSYotEE ofal oFshHA|

=
2SS S5l b4 w59 F7HR! HAF AR o 75 A7t

p

i oy

® 22t I Y

QloflA AZgt viel Zro] HRCT A3 & ofshA|] w2 Soff 22Hd w3 of 5 AAshet 22 2t
o] M2 thE F Aol t& 2A|Fo] HEE 4 7] wizoll, o2H4] sy S Al B2 &4 23 o] =
ol A 225 Hofof g},

2|2 71 BA WA S o83 4 718A] Y5 H A (transbronchial lung cryobiopsy, TBLC) Al&©] ILD2]
Ak Qfgt 22 AAL v o 2 AAIEATH . o Aol M= Yoy Azt 52l o3 wHgHS vust
A3t = 7 7 Zehg 2 Bk8olA] felgh 2ot gl A o' Bustt. shARE ZF 7| E LA wr)

TR, Al% 3hgo] mashElo] 91X] Sl TBLCE Ado] B 7|3l Fstol olahd MAZ S thalshe ek

@ 7| BHXIH|ZMA ZAL

IPF $kajol| A 7] 32w A2 Z4AHbronchoalveolar lavage, BAL) 4748 A4tQl &2 th2 uj| @ gto| v|3}
o] S50 H|go| Z7I5IAIT, AA 22| We H@gto|u} th2 AZoM = FAlE 2714 S BY 4 ok F7
CTollA] UIP pattern©] obd 749 BALZ &3l A2 CD4/CD8 Hl&2 &RIsh= Zlo] t-& ILDE} IPF=

Zrdshed =gl g 4 At

1. Douglas WW, Ryu JH, Schroeder DR. Idiopathic pulmonary fibrosis: Impact of oxygen and colchicine, prednisone, or no
therapy on survival. Am J Respir Crit Care Med 2000;161:1172-8.

2. Gribbin J, Hubbard RB, Le Jeune I, Smith CJ, West J, Tata LJ. Incidence and mortality of idiopathic pulmonary fibrosis
and sarcoidosis in the UK. Thorax 2006,61:980-5.

3. King TE, Jr., Tooze JA, Schwarz MI, Brown KR, Cherniack RM. Predicting survival in idiopathic pulmonary fibrosis:
scoring system and survival model. Am J Respir Crit Care Med 2001;164:1171-81.

4. Scott J, Johnston I, Britton J. What causes cryptogenic fibrosing alveolitis? A case-control study of environmental




10.

11.

12.

13.

14.

15.

16.

17.

18.

exposure to dust. BMJ 1990;301:1015-7.

. Mannino DM, Etzel RA, Parrish RG. Pulmonary fibrosis deaths in the United States, 1979-1991. An analysis of multiple-

cause mortality data. Am J Respir Crit Care Med 1996;153:1548-52.

. Raghu G, Freudenberger TD, Yang S, Curtis JR, Spada C, Hayes J, et al. High prevalence of abnormal acid gastro-

oesophageal reflux in idiopathic pulmonary fibrosis. Eur Respir J 2006,27:136-42.

. Raghu G, Remy-Jardin M, Richeldi L, Thomson CC, Inoue Y, Johkoh T, et al. Idiopathic Pulmonary Fibrosis (an Update)

and Progressive Pulmonary Fibrosis in Adults: An Official ATS/ERS/JRS/ALAT Clinical Practice Guideline. Am J Respir
Crit Care Med 2022;205:e18-e47.

. Nishimura K, Kitaichi M, Izumi T, Nagai S, Kanaoka M, Itoh H. Usual interstitial pneumonia: histologic correlation with

high-resolution CT. Radiology 1992;182:337-42.
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Raghu G, Lynch D, Godwin JD, Webb R, Colby TV, Leslie KO, et al. Diagnosis of idiopathic pulmonary fibrosis with high-
resolution CT in patients with little or no radiological evidence of honeycombing: secondary analysis of a randomised,
controlled trial. Lancet Respir Med 2014,2:277-84.
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diagnosis of idiopathic pulmonary fibrosis. Am J Respir Crit Care Med 2001;164:193-6.
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1. 24=KR

Pirfenidone-2 77 FA-F3AZ Uit AFE0A" IPFY] FVC 74 £ &5 A Ashe a7t Sl
pirfenidone®] H7|%5 B3 avh= H|7]59] of1E R Ao = =] ek FVCZE 80% o]5elw #nt ofu)al,
FVC7} 80% o]Akeliol A= &= QI . Pirfenidone? FVCH AL EA A Ga= FVCo| A=l Aglo] A
7ot W= ATl CAPACITY292 RECAP6 Y/dA-tollAl pirfenidone E-8<-2 tzol HIS) FVC 74
7t Zhadtelon, izl Tht pirfenidone H-8w2 2 WAHH 3¢, FVC Zadzr} pirfenidone

ast A& TR 4= ATk, T3t 654 ofst ¥ ofyzt, 6541 o4, 7541 ol dellA = o, A, 9
Z, Hghibs, R RYAAA D] Alo] FVC BES aits SUsHA 2 del. A2 IPF ZSEALR B4

P>

£ 0]

o| A= IPF &2}e] 51 AJEE0] pirfenidone E-83t 7oAl E-851A] 92 vt H|w 3 wff f-2l5kA] =3kt
(55.9% vs 31.5%)". A4 AFY-E3} IPF B APGE & th 2] H]3) pirfenidone oA §-2J51HA] W3ty

Nintedanib-2 Ad-fotA|aE, Eytuln], Famk-fel A1 5 37HA] ARJIAE SAlol AAlsh= Etolz=Al
71UA (tyrosine kinase) 4~8A| AFFAI2M IPFe] A X8-S =57 9Igt 5402 AREE It Nintedanib
Al FVCZL 90%0)/dol7d, olstol 7l H|7] 574 4 Exdavts Helry. 2011 %199 TOMORROW A"
o} 20143 134 INPULSIS-1 % INPULSIS2 A& ti/id o= 3 veR24] 21tol|A)= nintedanibo] AM&-
o] 217 F AFg-E(on-treatment mortality)2 SA14 02 Fo5HA| ZaAl7|e 23S B1517| = SHcH.

Pirfenidone, nintedanib & 2FA|9] A4 CAPACITY 1, 2, ASCEND, INPULSIS 1, 2°] pooled data
Ao M = RS thwtol Blal 3-ol5kA] Bl 7|6 A E ol st

IPFO] 2185 2018\ cfshas) U 557)8t5] ‘AW AS A 82|42 H7|5(FVC)Zt4ol tish 34
3419 PICOE IS vHEFO 2 | pirfenidoned}t nintedanib®] AFHE-S FI4E “E870 2 HISITH.
20234 77 A Ao A= FA-RSHA| Eatol] thist PICOE |7 53 AMGER AAstar, Al &3 1z
T} HlEREAlS A5t

HeR2A A3t [PFEANA 4-38HAIQI pirfenidoneS tiEw3t H|wsle] EAIH 02 {254 FVC
FAE ofstlaL, IPF ¥ AFGEX A AMYES AAAIZT ol tE HERZA dqete 22 2TE
BT,
& A A 2] HeHZA o]l A, Nintedanib-2 T2} vl w5t} FAA 02 {-oJ5HA| FVC HAE o6l
A AFSE =3 -F2J5HA ZAAAIZTHRIsk ratio 0.62 (0.42-0.92), P=0.02). On-treatment mortality+= 3}
e 4= Q= ZAHR7t FAste] £410] E7Fs skt - RakAl x| 5ol tigh 2F PICOS] 23 & 9 #4141
A A= PICO 55 F=std vigyoh
20234 71, pirfenidone¥}t nintedanib2 &5 X% 517} eF=E0]11, oj oFo] o g3b&olzk= <717} 3l

A9k 278y Folthd2 pirfenidonet = E =, H]-&-G3H4Q1 H, B85 T12{cto] Aol o

m

K-}

oo
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=
Pirfenidone®] #2-8& FollA] 4317 3/H A, AHES, A 81%] 5)o] 7P SatH, mjf Hatgoz ot
Zlojut sgxrl/gdo] yehd 4= QItH”. Nintedanib 24802 4817|544 (HAL 4, 43HES, 41827
5)ol 7P &ttt
Pirfenidone} nintedanib2] &
Stol Hal 1254 FVC 47t

w
)
Fu
re
-
rlr
iQ

t}. 5t AAtox = Wekx| 87| nintedanib T5X]

o, @At el drEsTe R

AT
rlo
3
o
HC
@
lo
W
o
ny

2
Tg
ox

lo
£
2

= — L
e 5] a3tE EEs]e ofH Y ¥E 750l o Zag dAolnh ¥R g2 ool tisiA = A3
AofAE HERZALS AlRRleH, SAA o= fofeh kiAol A= Ut webA, FAd-REkAo] e oW
< 9 A= A5 Gt 252 A BRRY] JIEA] RS AlBsto] AFsH ARE RS 2T 4

=8
-2 1A (2huk), 28 20| = /azathioprine/N-acetylcysteine2] H3Hx| &, ambrisentan, imatinib2] AR-&
2 2018 7HA/d o A% 2| Mot upz kA &2, AbSeHA] ok ZS e skA st

2| IPFA| 84 7 Alefo 2 /dd-5o] Bol J¥=al glof 1 237} 7|diE .

30

B

2. HI¥=H X2

. Qo
IPFe| H|E X|20ll= S SME 2F, A X g, 7|8 U 5T Z40] Ciet S 2Het HE0] Zete| At
ARSI U] 22| E Stz 2SR 0| UL 25 MEKEE 2553 4 Y 4ol A iMoo 227t U1, At
RHS OHHA| HULAT Z2 2FA| MAEIETL 85-89%E ZASHE B AlAE 4= QUCH IPFe| 7HE =35t &
57| 340Q1 71H 8 sg=eof| tisiM e oS A At K| 2o 20| YATHFL HSWHIHES SO St &
2ol o|st JHs S ZEolof otCt. IPF SFXS0i|A| el Zatof| et ms 3! 27| d2of|Me] 2t2|et &E S2
etet @S Aot

o w0} vh, [ /e ko2 FAA o))
ol9le] ehx] e gick. meh, ol Wake] WYL ofAlsks PRI oFE 2t ool ZEAE Y
MR, 714 B SEE 59 S0l et ofF 2%, BuF A% U BYF 24, 2 BE L 99 o] of

L= -~ =
3t w8 A 5 oA WS Eaf Ste] w7)s At akel A WS f1gh =2 sfof gt (A ).

iy

E2MguAd-3-5(Idiopathic pulmonary fibrosis, IPF)

[t
I/ol

5=
2or



X X

- ] Hilolél
Nintedanib SRy
Pirfenidone AFZQE

7|EHS R OHHIS) =a x5

SeNHMeEel
CHHA X} 22
A — i 2%} 2t
SNk us e
TS0 et Mgto| S3at A}
[e)

el 1201 263 4zo 42, 1515 0 Wl 5 870 A1) AR o711 IPE 2
o E5bel EEAY L2, 20| X217, H7] At 5ol i chitne) WA A7 Ans
Il

ol g3 813 W 9 587 SElolA SumAe S Bxje) EEAL ot o] Ui 4

A4 o= IPF ol oA A= AR 1 &3 B! A7 Fo] Ao oigh A= @A gt @t dat
o] AFollA A HAtaFol AU 2FA] AitaTo] 85-89% HIREO R ZAShe A9 Ata FolE st

the JE7t el *Eﬁ}dﬁ}“ FER 27= FESHAIR IPFOllA] 15A1%F o] 7] 4ta 2®(long term

oxygen therapy)= =4 s detol Mol 5Tt A-gF oz Al k. Fhd, 2| T F29] i
AFEONA o]5d AkA 2H(ambulatory oxygen therapy)©] IPF #2te] 4te] 2 25 8 U S x4 &
7} QS-S Bastioh> . gk 1355 H|7) &2 high flow nasal cannula) 8#-2 5T 11372 AHAS

F33tol, 471% A3 (dead space) A, EEw A5, Y FEe] ST I A, 771 Ak BF
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o2 Faje] thahel Zol 59| o] Ylof 71 Ak 2¥ie] HRAQ thoro @ AAIE L U

IPF 3452 713 9 5828, §5, 2y, B 9 92 34 52 E5lA sadich d) Abg sl A
SIS LIV SEE AV BAlS] TS THAVIE B RIS £, ol2fE FAEL
A%ol T sk PHo el el Aol H7te 4PE Fo=, UBe) W BPEL B 2 Bt

(1) 7|I&(Cough)

IPF 2}9] oF 50-80% 7t 713 S445 S4sHH, BE 0f2 7|3 o=z A 7
H|3}| A5 & x| 5of HE3-0] W Zlo] EXJo|th. Z7HH 7] HhAL w350 2 Q1s 713 oA Ad-q-o] oty

Jz
ol
rlo
o
)
i)
ox
=)
i)
rlot
1o
o
)

So] 91 7M. AAE. ABAlo: PFT 55 FUEHA w3t 2h 7129 S5 991 ARYA S,

FHESF o5 4402 Zhdsliof gttt X & o= A 7|14} A A 245491 gabapentin,
pregabalin 5-& 0] %] &(Speech therapy)2t Haal Al=siE 4= Qlom, X dhay 7£219] g ALollA]
= thalidomide, gefapixant (P2X3 antagonist)”} IPFQ] 7140l &3}7} Ql-50] AAIE ™| pirfenidone™
4R 7134 B4 B 2 717 B4 2ol o] Hg Bk vt Qok”, o] elol = A g5 AE|2o|=o] o
7] 8% (prednisone 10-20 mg/day, 254, ke Z15AQ1 4+ 223 (morphine sulfate 5-10 mg 5HF 23]),
MAraG FHA] 4bA T 52 BPH 02 ] & 4 ATt

N

(2) = 5=2t(Breathlessness, dyspnea)

S 2L 7)Y} W IPF BA50] ol S4ste W4 SAfolck HiEkg W 87 74, ha 3% %
of 5 557) ARl R WAsly|E o}XI%, Sk e nEeolu ARl elshiE A 4 Atk o
2o 2h-9-2 5o) AAA SAE IPF BAje] ETAS ofeiAZ 4 Utk b, BFEee] 483 A8
2 laixie A AP Abaey], SEAT ST a7l Su Aot Ae)x QSE s 20| Fa3l
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ol E BHE gsie] FAotatz o

)

r&
2
>
rlr
>
oflt
JZi
r°l'
i)

o =
S 7‘;0‘::,1’ AR %—) 2 HHXﬂ 0}7 | 93+ 4 }( |, pro-BNP, d-dimer, troponin, and test for infection)

S A& & 4 o Ae-2 93k e 5 A

Lo
N
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=
>
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rlo
2
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2
N
N
i)
>,
ol
N
52
rlo
oM.

6. =2dod=te| ofY & X|=

FYSE ofshs dej7 HHL lok ot nintedanib B pirfenidone £017F S4d2tshE ofjwlsict
£ 7Fs/do] A=A, E5] A&t upel Zho] MleREMollA] FAd-R8HA] x| =7t F/detske] BAYS oF 40%
A= Erhs 238 ARR-e] F4J9t3) relative risk 0.63, 95% CI 0.53-0.76)7F 1o A o]of| ti&t
A7} o A= et ZichE Ty, 20239 7E AR A ollA = GRS Fole] FAdotst o atol cfgt
PICO 245 AAAQ 23 1@y} vekgA o2 Algisieict. PICORA] 2t FAR3HA Foi7t F/484Y43E

40% H= 325 Zra(F/d-aeHAl Akgte] 39St relative risk 0.60, 95% CI 0.53-0.76)A17| = AHs A
Atk PICOS] #& 11 9 id-{3HA| Fojof| w2 F/dots} ool thgh A4 Q1 A/FAIE Aabe 250 A
AlsHdct.
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se3

oF, Jefu A =R A8
Forete] 2|0 et AAIA S Bk £2 SelR g F3d DEE BAATE DA} he REs)

of HW3k A2 oba] HAUHA gpokeh. TEEoI HATLFol et AaFojel e HEA X7t AN
o2 AlE|m gltk. Tefih 7l e 9 A BEE] A2 ol$vt Basl] g o2 2|27t Ahs e Hea)

o] Frclo] Qe AU Hlol Al Adfoh= 4 eloll FHEA] =

201133 201630 T TPFO| Xtk 8l %] 5ofl theh A Haljtol M= SAdotel x| 5o 272 54 Hl&
ol gk 2121 e ez, oFEX| 5ol Tt 271 BEohy 1830] AB|Ro|E QWS fAAo R Aks) B
TSIk, A Zo|=o] Safut 7|7k sl %
1,000 mgg 3Yzt Fofokal o] & 3] Zakehs WAl S 7P Wol ARgshar Ut

Cyclosporin A4 warfarinZ-2 HAAA AU -S04 AHES Al=gh 9% AR warfarin

2 IPFEALS] AMES 7M1+ 2108 SRIEQot”. Aactols vrebgla] ghot, Ui HilofA]
cyclophosphamide, tacrolimus®} Z+2 HYAA|A*"* polymyxin B immobilized fiber column (PMX)
hemoperfusion®] Z7]Ago] E-go] E|Irtil B stl=d”, A2 A5 53t Flo] " asict

au)
g

e

317l 7|52 @12t methylprednisolone 315 500-

O

7.2-890ste| o=

Foleh B ool XAl e F=ul, HA IPF AR o 40% 8 A= 713 223 A
7o) Yelolek. F4ots 2y 3 38l ) AREL oF 50%01n] FY HEZIHE 374U Has|gIck,
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1. 10|~} 7L

wlo] Al FEo] 7]t A4 21 1eefo] 73| Wasich ol Aol £ AE s 4
3 2ol 12k Zo| S5 FR31.
wlo|4lo] 14 B3t 28 5e

O O uw
-1 FEZN 29

/gl ASHILD), 13/ wgul|all g =l deH(COPD), 324 d-7-5(CF), &
Ho = Qg H7|E, HeHuEA(PAH)OITH. o] WEH5o] HAAH R mHo]A] 452t of

~&zlo
85065 A3 UmiA] 1506 choret W] magko 2 TAgslof 9lck. FulolAl s IPF7H 500 HEE 243}
o]y F 5

= w2 M7 82 A (post-transplant bronchiolitis obliterans)©] 6%, 7] @A 2Fg50] 5% g =o|ct. gk
AR DS o=t g 19 =2 W
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® w52 1 EHPAH)O] FHHE F¢
© gu|a/dm| o 2 FHo = 152 BODE (Body mass index, airflow Obstruction, Dyspnea
and Exercise capacity) 247} 564 &+ FEV, 0] ollZ2]9] 259 o]k

@ G273 (cystic fibrosis)

mo]4] Sl chat H7He Bxbe] e, AR AAL HoAHLUHEo AL, thasel Hholai 7l AP,
9 715 AAHER CToH S| BRAT, SAEASS T AL, 205, © Htﬂzw, I RAE

9 Spge o5 AP, S U AelAeld Aol thet TR Q) HALE Sl B3k Bl
B7He QubH o o4 AlElo] o] Ao, o] 4] elutelal, ZHEAY, AR AN} Bl 7|et HEILE Hee

cstAl i ofs) sy itk ZAH: Bxte] Lhole} e, 54 o] 4] HlEjo] m & 2o ket ki zfo|7} 9IS 4

0]=e] 79 o]A] g lof| A AR SRIEH HE 4 (Lung Allocation Score, LAS)E AlAbetct.
LASE ti7|A} {etol] Q= $HEAMe] 95 24 sh= | ARg-Hoh
UM = ol 2 A|ARIR 22 SHEE 7IE 2R ot A, Faly, tf7] A7 o] 715 o]y
uteh 37F 47t FolEn, o]4] EZ}% 370l et 042 BEREE, 2 % —’T—% 2 A e R
of Hh=t}.
@ 8 02 TF B o= Qlsf 7|AI7] = A 2]ahitb4 @ ¥ (extracorporeal membrane oxygenation,
ECMO)E ARESh= A€ gt sttt
@38 12 o5 F 171 o139 Z-olth. ti7]37] st 4ta 2%(Pa0,) <55 mmHg; v HE Yt >65
mmHg =& FHa A 42 >15 mmHg; 4% A4(cardiac index) <2 L/min/m? o|Atstebs 2ob
(PaCO,) =80 mmHg; == 173 % ZHEeH73 30 L/min o), S7|4AR-E >0.6)2 25 o) ¢
Rl B

)~

@ d8 2= th F skt o)doz2 Aelstct 127 A S713HFEV,) <25%; Pa0, <60 mmHg, th7]5
7loll A 7 Al; 10-15 mmHge] B+ A% Eek; 5565 mmHge] H+ wllE‘%“%h A% Al <2251/
min/m? PaCO,°] 80 mmHg ©]4}; == Hj&Akso] of| =] 2] 309 n]RHel

@ /el 32 T 5 sh o]Ao] EAllsh= 2R el Hrt. @ Hjo]Alo ﬂﬁi QAR H|71E, w1 E
o == gk 7AW AEE FEV, <30%; == 58 B0 2 33] o)At 9.

© el 4= glol SHFsA) P BE B}
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& AAE oA AL HAAAANE ARE-5H7 | Wil o] EAde 9ol S7F
Stk FoRtRRE = Aok Ahols Alat, At 3L Bol2 A ejo] F Eekdtt

(3) 71HREG: ARG A Ee W R & 4 glom, FAY WA X271 B asit.

o}
o2
o,
et

(4) H2A17) 82 Y 5F(bronchiolitis, obliterans syndrome, BOS): ©]A1¥ m]2] -2 7] xofl {4k

02 m|7]50] AstE=

(5) HeAA| HA-g ot
J2)a1 ¥h2k(seizure), =¥ S (encephalopathy) 2 &% (stroke)S ZE&SH 417812 g Zo] Hhysh 9jg]o]
Exdrisg

(6) B IAAS AFE S T e YuES T 54 A8 o 2y o) ol 4 ek,

ISHLT (International Society for Heart and Lung Transplantation) ®.11of] w2 m]o] 4] & 4 AJ=
g2 1:of| 2F 79%, 5ol 63%, 100l 44%0]ct. T2jut &2 o2 o] uet th2d)|, of| & S0, IPFol| T
oF 5| AYEE2 °F 50%1] BHH, FEAH {5l thieh 59 AEE-2 °F 70%°]H

Shtoll A2l Ho]A] 422 19870l 2 AlYE Q1o m’, o] & 30 o]4fe] 7|7t ok W2 oS Aokttt
o 71e] 2tgol7l st = mjo]Ale] 1| FEES <F 75.5% FEolil, 5 FEELS & 61.8%=E 43l
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|ZZIZEHCTD)oI2t RZIEM7E HAS &8stHA of2] 7|0l 242 71X|1, 0|2 Qlsf Cryst Z4Tt T
D7h s AgtoR, ojuff Bttt HAEEISO| I 24S RESIH H7H Rt = ZHEEHESH(ILD)
ZE|Eet At 2P W EEHCTD-ILD)o|2t BTt = Sy ZFEEY HiF>IP)2t XIg R o=t
mi20i ILD7} EIEHE QXPOHH'— CTD &8 RFE EX3| ZAHOF SiCt. ILD7} St 4= Q= HEHe

&l

('7
—
=
=
=)

= ROE[AZHE £S5 H(Sjégren’s syndrome), e E T ZXIH(MCTD), S
N AZSISHZ(IM), ﬁﬂ%i—?—n*(SLE) 50| JAOM, 0|F SScOlA ILDS| Stto| 71 gsfth M, H7|s
Rfot ol %$ HRCT 4} ILDAZS H0|B1A| CTD Zt2to] EXIMQI FIEI| XS BHEA|7|= B CTD-ILDE FEt

g = ULt CTD-ILDE REEO0| K1, MBS M| 24-0| HFSE HQlstl= EH%‘E°I e tizZ
A7L 7| MEofl Xz YHOo| & FEE|o AX| Tt CTD-ILD7t 5822 LHSI7L TSI S4f0] Zd
Ste ZR0lls SHHoz AHZ0|E 3 HAAX|H 2 X| =S n2{Sict

A 22 A gHconnective tissue disease, CTD)o]Z A7}HA7} AAIS =2lslHA] ofg] 7)o £AHS 7]
231, o] = sl thefRt S/ H7F WAYsh= A2 on|stH, o] FollA A7RAel oFh Tt M ukS
o] Hl&/dS fHksto], w7t Ad-fste = 7H/AdH A EHinterstitial lung disease, ILD)S ZA| 22 A% A% 7t
2/d 9| 42K connective tissue disease related interstitial lung disease, CTD-ILD)°]2} $Hc}.

oAl EHg7H g w " (idiopathic interstitial pneumonia, 1IP)2] &l 7|&E| 1%o], ILD7} A=

—_
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ghato] ek 3ol A} 7P MA] Eolgt A2 HEE [LDE fikshs Ylo] ZAsH=A] ojFo|t}, o]z ILD
FEsks 4l Y9l 5 7HE 9A adE ok k= A 59| stk HE= CTDo|t. CTD gHAteflA] ILD7F 3
che) Al ILD $HAlollA CTD7F Xeke]d 2% CTD-ILDE AL & 4 it} CTD-ILDE ¥Q1e X 2= [P} X
T ofA Me &zt e 9 o &7t t2 2 2 [LDEAL A CTD7}F S| =A] ERlshs Ao mi¢- Fa35ic}.
CTD-ILD &7} F U= ILD7} CTD] A 54 @& o|7ut, T ILD Xk o] $ofl CTD7} Xeks= 7397k 9l
7] wiizoll, 710l CTDE Rekz] b2 St A e o] 5 AlAbsh= A4 37, A7FEAl AL A Rddad
S AEsto] CTD S5t 952 HA3] A of sttt YAF ZAto)ut sty o & o)io] =i} E4 CTD-ILD

2 75_1‘46}7] o]H& 9ol = A7 Y P A (interstitial pneumonia with autoimmune features,

1) XI=E 2 A ZHE G2 CTD-ILD)S| 27 X §F

CTD-ILD= ¥4 CTDY &

ON

ol whet 2y Rl gl ol s 4 ok gz ez, Fujg Akl
%(rheumatoid arthritis, RA), 41785 (systemic sclerosis, SSc), £ 135S (Sjogren’s syndrome), &
A AA 22 A¥Hmixed connective tissue disease, MCTD), £/ A3 35 (idiopathic inflammatory
myopathies, I[IM), ZA1 ZHFE I (systemic lupus erythematous, SLE) 913 7HAw|2gko 2 B85} 9)

0, 2 IPAFZF F7F] it

(1) FOIE[AZESE A2t 2 E| 2 (RA-ILD)

+ILDE RA S T ZI3H & 71& ¢t Hefolct,
. alsiE o2 ta B3t Hef= UIP Hefolct

 RA= O d0j| M 23HX| 2, RA-ILD= 40l A E51C.

ILD+= RA A% md8 F 718 &t f8E2 tiEA Ee ol wet 2to7} e}, 5%
HRCTE 0|83 :3F4] A7 ol RA-ILDS] R5-2 19-60%= Atatet to] 7} Qldl, ol #{2katt ILD
o] AJojet Xeh o] thefstel] wiiZolth RA S8]YolX 557] 374 f-Foll A glol §5 HRCTE Al
HH A (cross sectional study)ollA] ILD2] &2 19%% 3L, §4 HRCT+ ILD Adto] &2 71zt

RAE ojAo]l &3}, RA-ILDE B4l o &3t 2oz dajx Qo dukd o2 40-50thol| A @hs}
31, tolot o] ILD o] oixtz B H !, Fute] AQ12Hrheumatoid factor, RF)2} anti-cyclic
citrullinated peptide (anti-CCP) GJA] ILD @Az} Hto] 7 Zlo & deZIcH* ", gAF A |z oz 717
&3 RA-ILD &7 5/ 7H2 0|9 (usual interstitial pneumonia, UIP) (24-79%)°] 1 t}2-2 H| S0t
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* SScOilM HIA'H2 S5, RAGIME L O =5HA| LIEHATH.
HRCT %! Ha|AAHE2 NSIP HEHO|LC}.

[=]
=
« 7t% 298] YAHE|= XPIFEHI= anti-Scl-700|C}.

A7 5H5(SSe)2 A 2P o] WAYRIE= RARETH F|Rt # 92 RAETH o] &sjct. SSc EhAfol| A
ILDo]| of5t #7]5 o) Rl 70% 4 =7k UEhn]' HRCT= 232]d g ul 50-70%°] FHES 21l
T}, SSc-ILD9] A ¢JsliA+= §5 HRCT, =715 HAHpulmonary function test, PFT) ¥ 62 = E A}
(6-minute walk test, sMWT) Al3Jo] W42olm 714 £ FH HRCT 472 H|Eo|7Ha A2 (NSIP) FE)
ojt}’, ddz o g u]& o|e] A7|S W5t LM A sk=(diffuse SSc)ollA] ILD7} &5k, A7FdA] =

d(profile)o] HHIt Ao Qli= Zlo & A=ZIch™™, Diffuse SSc BAtol|A] 7H &3] BHAE = A7 A
+ & ZAol/dskaA(topoisomerase) 1 FAll(anti-scl-70)0]ch. o] FAl|7t FAQ 2Hrte] 85%01A4] ILD7} #HAY
5tH, o] gAlo] FEet ILD] T35 & Y /=7t o] Qo Harsloh !,

SSc-ILDe] We|4H F 7P 25t -2 AR du SolraH ™ (fibrotic NSIP) FEjo]H, 109 B]RtollA] Al
2/d H|So|zhdu|H (cellular NSIP) 2.2 urehdTh. UIP /9l 720l At Adastet HammzdAgagd
(fibroblastic foci) 22 EXH/dm4d-7-8H5(idiopathic pulmonary fibrosis, IPF)2] &2 Ql £E7Jo] 30% v|gt
oflA] B>,

SSc-ILD 3HAte] AL %7] 3437 ILDL] s aAJo] 714 37] w&oi|(45-55%) 712 Q] PFTS E3}
o715 24 o5 FRlsljof girh. AR xb= FASH H7|50] ofElE7| = gt SSc-ILD ¥4t F 1) ILD
A 7 A 5 HRCT /4 ILDS] AH 97} 20%S @A PFTONA =3 /du| &K (forced vital capacity,
FVC)o] A% oll&=19] 70% vl9kel -9, 2) 4 & #&4its(diffusing capacity of the lung for carbon
monoxide, DLCO)°] 15% 5= FVC7F 10% o)/ #4Ash Ffoll= 1Yoz 1155t 2|85 1&g ¢
AT,

SSc-ILD+= =59 13 H(pulmonary arterial hypertension, PAH)¥} 3H7| A A 74515 ghxto] 2 Alg-¢
Qlojtt”. SScoll ILDe} PAH7} 5RF 3H8% 74-97F PAH ©50 2 $hiH 749 Er} Apge] 9J3do] sul H= =
Thar e Ao,

¢

131



2023 1A 7HY
(3) 2T8IBET At ZHEAm|ESkSjogren's syndrome-ILD)
« ATHSSF AZHILDS| HalAH T 7HE E3 22 NSIPO|LCH,
AA| £AFTT SAF2] 9-24%00 4] HZR o] s, S40] gle ATFS ST 2Ae] oF 75060141
PFT, 7|¥A| = Z A4 (bronchoalveolar lavage, BAL) ¥ §% HRCT2] o|4} £740] I, dutzoz
£ ZS oM = HZH-2 RAY SLES] 4™ Aghe] B7|of Est, A Y S/ 2= 2 UEuA] &
=}, HRCTOIA #| 5, 3192 F=2 3+ fibrotic NSIP, 73229 (ground glass opacity, GGO) % 7|
B2 7% UIP2L NSIP o] S55]7] = gt
Ho] ZHA R ofygt S E7|A HAHE HHT 4~ o] ILD o|elo|= AXA|7|HA| Y
A7ledgtozr g 4= ot ofudt FRIZE HZHo| Y= 4T7F
ol’d SV Aoz duA] ot
244 & (lymphocytic

A Z S Holr]
Qi 7490l w3} 4}
)3k, o] 2lo|

LIS TEL2
(follicular bronchiolitis)z} Z+&
Tt A= 109 F APGEC] HZ ol gle

7H &3t Welsha A2 NSIPo|H, A1) 28-61%%
interstitial pneumonia, LIP)o] 17% S X}A|5hH= 02 B &

M| ZsMCTD-ILD)
(polymyositis, PM) -F-AF 57d0] HXHA] & Ul RNP A7}
dot= 4=

(4) =g EH|=E 22t Azt 7HE
MCTD+= SLE -84}, SSc AL TH-5< iti
QAL T8t & UL RNP &17F Aol tleks, SLE, SSc, PMZ of - aluke] g|
F7N oge] gk 7] o] £
AUAFZ ZHE . o
U= o shHollx]2] NSIP

=2
kst 4= gick. SLE, SSc, PMZ
o}3} tjEo] MCTDS] LHE o) &
55t 2L

3Rl A7 dgh
Zol Fgshks 4= MCTD= 1t
B=& 3 (overlap syndrome) 2.2 25514 H1E
2 Ags] B3 HOo R oF 47-78049] SHajol| A BHAE L, FH CT
P 2 GGOoltt. o] w2 MCTD Aol A Ale ILD7F oF 19% A =ollA] @85k, o= & Ro-52 &
He}k ko] glom, Agho] o) 7|7to|u} FAZ IH= BAIZF GIUTH
(5) S8 HE2SES At ZHEEHEEH(IM-ILD)
« IM-ILD= Ciefet ZatE 29Irt.
« CTDZ} ZITt=|7| ™ ILD7t A LIEt b= H|Z0| CTD-ILD & 7+& 235tct
« lIMOf| ILD7t & El AR 0= 7} SESICE
M+ th8-% (polymyositis, PM), (dermatomyositis, DM), F-81 o] 225 (clinically
amyopathic dermatomyositis, CADM)-& Z3l5H Z}zke] Ak theFsh s ojo] ol 28 1 2 HE
He 4 ok IM-ILDE #2491 4-9-5E F43] Jashs Fe7ir] A7t ohefsict ™. IIMelA] ILD &




82 207802 thFsla, thilA o LDV} ehge 29 FZal Apgso] 275 % [IM-ILDE th2
CTDS} H]asted MAA3to] Leh}7] Mojl ILD7F 7F HA] UFERLF= 707} w5 waba] pM/DMAI T o
A] ILDSHF of Hoj] T3t &elo] ™ @5}, Anti-ARS FH|= theF 50% PM/DM-ILD ZFRtollA] HEAR >,
Anti-MDA5 = DM/CADM kol A AT, &2 )| A4 /4 NSIP7} 50-70%, UIP£:240] 10-20%
of o] &,

Antisynthetase syndrome (ASS)2 IIM2] E®3} o} (subset) 2 &, Tl At o] Throjsts A
(antisynthetase antibody)7} 913l ILD7} &R =lof JlomA T, w5, 2o, 71Hls &3 22
WP T LRI Hehs S3olth. thfet S8 & Aol 7Hd &3] AR == A2 anti-Jo-1 &
Aotk ASS FehS 91k W4 e4xof ILD7F 23HE JEZ ILDE ASS) W Bl of Fof] 235t} ASSILDE
CHE [IM-ILDAE thefet AH1tE Hole=d|, ARt J o] Srto|A] F/dSZH M (acute respiratory failure) S
2 it B 9oyt
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29 AWk 707} oo 1, ILD &eje] MW H 8L 1-15%2 95|18 T CTDEL Atidos whe
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« CTDZt O|O] ZITHE! 2tXtof| A ILD7t Site! 22 CTD-ILDY 7ts40| oLt AHIREL ILD, 2
off CHSt BiRIZ 2 ST,

« CTDQ| A Huf AaekAMO| ILDQI A7t JASDZ, 0|0 CTDE ZITHEX| 942 ILD 2txte| A0z CTD &
HHo{£20l| CHEH Hxjet W7t Hasict

«ILD7t o MEl= ZE 2HXIo|M CTD ¥40| S0{= antinuclear antibody (ANA), anti-cyclic citrullinated
peptide (anti-CCP), % rheumatoid factor (RF) ZAS A|E 242 HOPICE

g L=

« MEA| TITHE! ILDEIXEZE Q1 0] 2+0|1 IPFIt 2| =™ MDDE Aldiet A4S AT}

1) 0|0 CTD ZIEHS &2 2iXte| F2

Z¥z¥o] CTD 7] Foll 27{8te] CTD7} oju] Xeke 2kxjol|A] ILD7} B4 Q1S uff CTD-ILD e /4
tf4 o &2 st CTD x50l AFEE = kAo o3t ILD ¥yt 7+ of 7 59 uijA|7} & 25ch NSAID,
methotrexate, leflunomide, sulfasalazine, penicillamine, 2§25} AA)|(tumor necrosis factor-a SA|A,

interleukin-6 444 5) o] ILDS &g 4= ATt
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U ghzjol| A= ILD7} CTDE] theFst /¥ 5 A HA2 S3E = 497} Ut} o]2igh 32-= IIMell
A 717 &5 (2F 10-30%), ©] @l = RA $Hate] 4o} uf-¢- gk SScoll A = g Hf Tk e,

E5 3 o] gl APt FAeHA Sg2eto] 1gstal, §5 HRCTOA At 2l8gshe 7-3-2] 290
WHEHA SERH07HA] o] 2= 42 CTD-ILD ¥ 7Fs/d& ale{stoiof ot, 5] Z&a 4 (e.g. creatine
phosphokinase, aldolase)E°] 2715t -9 [IM< 7|4 2go = —4 JOH Holof g}, THg Al H1ts Kol
ILD9] Z9ol= CTD7} 7|4 A% 4 Qlom & CTDE o|Aa gkt ZAbo|Lt 257} gliex] Hh=A] Ehelsjop
SICHE 1). o]2 gt F4olu 27t CTDE el /1o EO]EJHLL— | AT, A7FA7E /g oA o]
334, %7 o™ CTDY] 7Fs/do] &t oll& &o] glo| =@/, oht B 7 1123, Z8Ast 342 &
o] =7} W& wolut 7] A1 F £(Mechanic’s hands)(22 1), Gottron’s papule (12 2)o] It Mcko] Eo|=7}
Fob 7|4 Ago 2 mRAgPo] 23 7HsAdo] &rl. o|2fst CTDE 2JAld vhet Al Z/dolut S3E0]
504 o]5te] of Jol| ] LERLH FatE] A W Eke] FHtofHof| tigh F7Erh g st Y,

H 1. ILDEXIOA 7|X CTDRIGHS Q[st shal ZSAE™M

sholgljoF & E = E(manifestations)

2/|0] =3 & (Raynaud’s phenomenon)

27245t S (sclerodactyly) (12! 3)

22712k 2 (digital ulcerations) S 2 scars (A& 4 A, B)
S opsix

2ol S (telangiectasia) (1 5)

=7t 399l =tt(rash)

=, 85 45, o7l 22/2] Z8HHeliotrope rash) (12 6)
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12l 1. Mechanic’s hand, cracking and fissuring along T2 2. Gottron’s papules, red and scaly papules that
the sides of the digits and palm. erupt on the metacarpophalangeal joints.

112 3. Sclerodactyly, fixed fingers in a semi-flexed position with tightened and wax like skin.

12l 4. Digital ulceration, an ulceration on the tip of finger (A) in patient with SLE, (B) in patients with SSc.
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T2l 6. Heliotrope rash, violaceous erythema on the
upper eyelids.

121 5. Telangiectasias, multiple dilated facial small
vessels.

12! 7. Radiologic pattern of NSIP in a patient with systemic sclerosis. HRCT images show bilateral basal predominant
ground-glass opacity.

- HAAZOR CTDAILD 9} IPE PEY £ girt.

«1IP2| B2 UIP HENZ} 7+at Z6X|2H CTD-ILD= NSIPLE OP HEHZ Xt LIEILIEZ UIP HEfZ} Ofl B2
71X CTD| EX o R E =telsfiof otk

YA 270 2 11Pe} CTD-ILDE 7T 4= @itk CTD-ILDL] 9/d8H3 4742 NSIPS UIP7}F 2.5F el
olH, 7|35l ™ (organizing pneumonia, OP), Bt2]7H/d =5 (desquamative interstitial pneumonia, DIP),
Z-2 |9k LA (diffuse alveolar damage, DAD) £730] 32l 4 Q1311 ©EA| LIP YAdo] LR = shoh
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(32 7~9)°. IIP+= UIP FeIZ Yehhs 227 7P gon g, /daziola M2l UIP7} obd 2ol 714
Ao 2 CTD7Vs/dS AHAI8] ZALSHolof ST, CTAtollA] CTDSF HRAE -2 AlAbshe AE 2= 2he) B3
2 S (exuberant honeycombing sign, 2] A58 F-2F 70% o]o] FHE Y-S 2HA])<}, straight-edge
|2 (m|2] lRoll A Adm|et st B9i7F BEshA iAo )7} Ik RATLDOA] UIP FEfe] o
S Ho|&= 7% NSIP FHIZ Uehd tj2tt o &7} E=kstrtar dejx Qlot. olelol= G/dzdAtollA 4]
78%- SSc7t 71AE Y 7HsAdo] 9L, ILD2] o] ezt S35k 9ol = 7|0l CTD7}

EAE 7Fs7d0] E=THS OP, NSIP7F &A1 749 IME 7Hs/3& AIARRD". #1718 /50l 3k 3¢

o v

oX

o

B
Y

[o

1
o
o
b
)
S
o)
rlr

(combined pulmonary fibrosis and emphysema, CPFE)= CTDECH= §2o] 9= 1TPY 7HsAJo] o1,

1%l 3. Radiologic pattern of organizing pneumonia in a patient with
dermatomyositis. HRCT images show multiple peripheral patch consolidations.

121 9. Radiologic pattern of lymphocytic interstitial
pneumonia in a patient with Sjogren’s syndrome. HRCT
image shows multifocal variable-sized, thin-walled,
cystic lesions on both lungs.
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RACIA = LrERE 4= QlT}Y,

P oz el 4 9l ILD P9 Rl=& ZF CTD M2 th2t} RA9| 4% UIPS] FEj7L 71 &5
202 47 31(50-60%) 7IEF NSIPH OP, DIP2] Fej 2= Uepd =& QIr}H’. SScollAl= NSIP FEf7t 7}
% &5131(80-90%), UIP T 10-20%°11A4] LERE 4= Itk MCTDS] 749 NSIP gEj7} 7P &5, PM 9 DM
o A}+= NSIP, OP, UIP, DAD2] &efj 2 Uehd 4= Ql= 7oz HuEcl,

3. ZEZAL

« CTD-ILD ZIEHS fIsl BtEA| 2|0t M4 0| T K| CHo A= =20 ULt

« Ha|AA OtOZ CTD-ILD2} IIPE F+E38}7|= &L}

« CTD-ILDS| HE|AHOZ NSIP| H|E0| 528 Z, HE|AA A NSIPZ RIChel AL J7|X CTDe KFE 2ol
SHOF BtCt,

«Ha|AA A& UIP HElX|2H M RA 2 (fibroblastic foci) 7t H|mH X1 HERAMLSHhoneycombing)7t &

Mt 22 J2|1 X5 (germinal center), 21215l (lymphoid hyperplasia) 3 228t plasmatic

infiltrationO| S&tEl ZR0fl= CTD-ILD2| 7t540| =Ct.

CTD-ILDf| S W] g7t 9= A2 ohy7] wiel Xe|Azdrto 2 TIPRIA] CTD-ILDRIA| &3]
2 CTD-ILD:= NSIP &2 Ueh}= njgo] =ouoz wHa| Ay}t A NSIP Jej7}t 3+
=W, 714 CTD2| /-7 &Rlo] ﬂéﬁ'«%}t}” . &3 CTD-ILDE UIP Pei2 TEE &= et df4ad

(fibroblastic foci)7} A2 7 &e] L, ‘E°J°4Eﬁ(honeycombmg) F & s, $25 4 (germinal
center)d} $7A St FZLZ2] (lymphoid hyperplasia)©] S5 1 3 ]S plasma cell2] &-8-0] 2
= Aol ot " = A/ Al718A] Y (lymphocytic or follicular bronchiolitis)o] &8H== 7%

7} B5pE.2 UIP &efol ol2fgt S4o] @] Lrefbal CTD 4t ofo] et Selo] W Rsjchae 97 ", wat
Fpre] DY ZA0I} B4 A, T Lok A7, 7], 8 W S| o) W 47do] Holwl CTD-

ILDE | 4J5tofof g},
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4. Xt7FetA|
o |ILD ZIEHA| CTD-ILD S22 ZHE Q|olf Xi7tatA| A ZRSICT
o Xt7tetH|7t ZRHSHX|TE AMHMO 2 CTDO| 2EstX| L7LE EX CTD X7 |=0| X s A0 ==
CTD S A0| s 4 Qlo O 2 CTD S A o{ £0f| it ZatatEo] ZestCt,

0

ILDE =312 wf CTD-ILDRIA] Eelst7| Il A7IdA| AAre] Aldjo] B esithE 2). nl=-g+53]
A ZolA= ILD7} &4 == EtollA CTDL] /454l @ltjgke antinuclear antibody (ANA), anti-cyclic
citrullinated peptide (anti-CCP), ¥ rheumatoid factor (RF) ZAAS Al3§g 21 Paghch®, w3tk ILD &
Aol A ZZFFA| AF Bzt 2710 S/doltRte 5 FPo® UEd 4 Jle e FAHARE Halskal 9l
CF*, M5 ZJAFQI extractable nuclear antigen (ENA) antibodies (anti-Scl70, SSA/Ro, SSB/La, RNP, Sm

12l 3. Histopathology of the lung in a patient with
interstitial pneumonia with autoimmune features.
(A) usual interstitial pneumonia with lymphoid
follicles (x10); (B) follicular bronchiolitis (X 100);
(C) lymphoplasmacytoid cell infiltrates (X200).
Haematoxylin eosin saffron (HES). Courtesy of Prf. Shim
HS, Yonsei Universiy.




autoantibodies)?} myositis antibodies (anti-Jol, PL-7, ¥ PL-12)= 2JAlE= gxjol| A Mefz oz AAJE
Z& YA SSe7t 24l =H anti-Scl-70/topoisomerase-1, anti-centromere, anti-RNA polyrnerase
111, anti-UIRNP, anti-Th/To, anti-PMScl, U3 RNP (fibrillarin), & anti-KuZ A& 4= Q3 &£T3=2=
0] QA= anti-SSA/Ro U anti-SSB/LaZ Al3etcl”. et d#edo] o AlE|™ anti-cytoplasmic antlbody
RS AR, AR 271l = CTDILDE ] o 5122 J3h-g Sh=tl| SSc EAtollA] anti-Scl-70/anti-
topoisomerase I antibody”} 21711} anti-centromere antibody”} $1.2H 55 SSc-1L.D2] Wa7FsAdo] &>,
735-oll Wk 27 FARE Akl /g4 o= CTDol| §dsA] 871y £4 CTD Jd7|zoll 34| o= 3¢

T 2. Xp7Fet| o) Z2¢f o|m|®s2

ANA (antinuclear antibody), anti-cyclic citrullinated

O| MO A TaX AAIE H D
peptide (anti-CCP), RF (rheumatoid factor) ILD Sfef2ixiol A & QNS AR

extractable nuclear antigen (ENA) antibodies (anti-Scl70,
SSA/Ro, SSB/La, RNP, Sm autoantibodies), Myositis = ME{X MA|E H1
antibodies (anti-Jol, PL-7 and PL-12)

ANA H|SO0IH, H7t7t O CTD7ksd =5
RF RAOIIM &5, CHE CTDOIM = HISO0[H
, . bodies: Scl el gersat o
anti-topoisomerase | antibodies; Scl-70 Sarst oS gl || pe| Sutat oint
Hl

A= gl Q
anti-centromere antibodies (ACA) o . IS e

2t
& —
MA| SSc-ILDS| St 7HsA =7t

RNP (serum autoantibodies to small nuclear
ribonucleoproteins)

Jo-1 =<9 50| gA|

et 259 oipt

—

antisynthetase PL-7,PL-12, EJ, OJ &H|, 25 LD Azt

MDA-5 E A M2l Gottoron’s papules@t 2t M Zst D2} o1t
PMScl s ZotEn S5 = 22 ot

Ro-52 A2t |LDRF Hat

SSA, SSB 40T At A

anti-CCP (anti-Citrullinated Cyclic Peptide Antibodies) RAZIEE 50|27t =2 A

ANCA (anti-Neutrophil Cytoplasmic Antibody) ILD H2H0| ES5HX| 2Lt Itsd US.

anti-ds DNA (antibodies to double-stranded DNA)

. o o LE X E0|20t =8
anti-Sm (anti-Smith antibodies) . =7t
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= 9lek. ek of g 9ol E 27 Bol A CTDY Yol Liehd 4 9002 449l Zupae o
S} S4go] cish Frbel AU} g ole} ol W e sk,

5. C}stA| Itk (multidisciplinary discussion, MDD)

2018\ mI=E R A2 AlEAAl KT ILDZAIOA] Rl nl/do]al IPF7F o4l =™ MDDE Al@d A
& WIS, 53] /A A, AR AL S 225 AP M2 AXSHA] @& o MDD7 o2 -85}
82 & Ak 2ol WE ILD AlEjollA e 3] dollx, 7]Ee] MDDe} Fute|2 oAb} 2ot
MDDE &3li4, A7 212 6099 ILD ghxte] Zahs Hlawstglet”. 7|22 MDDE §oliA] IPF2 X1eHe
22to) 21%+= FHFE| A QAR 2£3HE MDDollA = CTD-ILDZ JTE 1L, IPAFR Jdhe)= 2o vl g =
FOHE] & oAbt 2oke MDDOIA 77% S7FsHiT. o= ILD #kxke] Zdko]] glojA, 222 219l F shel CTD
o) e ffsiA FutElL fate] ofdo] Fadt AT HojF= A7 o|tt. Bt CTD-ILD &l glo1A
CTD9] HA12] X 8QFILD X8 f15to] &5 7|Uiat Atk Frbe]l A oJAf 2ke] o o] Wasirt™.
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o Db

- JOE|AZPEY At ZHE M ES Sixtoll M S RAHE AT = Ot (2ASE *3, #usSa ZUR

=)
- MAZASS ot ZHE S RS 2EXtof| A X| =2 2FF|Z mycophenolate mofetil (MMF)2| At&S #$tC}. (2
HeE S, Ansa: oA #n)

- X7| WAlFstEs A 2GRS extol| M £X| = o2 tocilizumabs ALY 4= QUCL (2AHSE FSE,

ZAA| 22 A2 A 27F FAlof ofsf Al dFo] A=, B2 7|7 &4FE = ARolnt. of2] 7|7}
S ohgst S4do] WSk, CTDO ILD7F SHEEH, o &t AFgEof ofggke nXtt. CTDolA] ILD
7bsRbE A9, AMYE S7He] F83F Qo] H= 5 FR35 T F st AR obA] EE X 57 P E o
AA| gkt EFE 2|50 B2 CTD-ILDO| theh 24 2|5 Al ZAAsH= Zlo] ule F25HH, ol& 3l
ek FAl9] F5 HRCTOIA A8t A (A |2 2] 20% o))t 576 Al A FVC (70% olshE &8
S 4= Qlr}. ik oha}, xte] A F ARe] Yo Holxl= foJgh #|7] 52 A(FVC>10% E=
DLco >15%)%}t 62y AAtoll A EafA g o] Zhas 9l P Aof] BIsiA] 25 F AFARSIE 74 (<4%) 55
glsto] x| 59| A|2kg A slof gttt
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1. CTD-ILDS| 2tH= 4l ehM gl K=

0

CTDILDA B F2h9lu] A7/t 213, 2747} HEslo] B2 2242 Felo] 94 gtck. CTDILD
A8 aH 0.2 FekE CTDO| st 2|20l tlsfo] ILDo| thalq Ae]2o] =9} viojolialg -8 Fofahs
5227 AlEE| T ek, 2ol ILDO] A6k o] tstel G4a3t oAt ofe] A7 S Ea) Al

CTD-ILDY] FAFA5E AHZo|EQ}F Y JAA|E ARG AH|ZO|Es, A0 E T7|7o &
F(0.5-1 mg/kg/day) 0.2 AlZeto], 2ate] F4, A4 At 9 x| &of ot ¥hE-S v o HAHA 53] oH
(10-20 mg)S Fof iy,

Azathioprine (1-2 mg/kg/day)2 H 2] T4 JA|5h= HAFJAAZ, CTD-ILD X|&of|A4] AH Z0]
Tt tlEo] W3t AFEA] bHSE 2102 A Qlof, 7Hd Wol Wishe efAlo|ty. 22 CTD-ILD EHjo]
Al azathioprine 50 & ALgo| & o755 QHgstol] &7} Qlrbe A An7prt HaEglow, ofo of
S A7 BEslo], ozl s Fofof| tigt Z7= FE5ith o] SSc-ILD #Ajol|A AH|Zo]Ee} FHksko
cyclophosphamide (CYC) £2Fo]% 67§ %t azathioprine2 2 F-A|51H FVC7} QPYEI A9 A7 R-2l4
2 UATE. webA] B Qo gigh Qg A7 A e ] 7k, AE| 2ol =ot B Qo] HaEt),

Mycophenolate mofetil (MMF)(1.0-L5 g)= JZ70] 248 ojAsH= chatelA4]2°, SSc-ILD, IIM-ILD,
RA-ILDE 233t 1257 9] S AtollA] FVC 7H4do] U911, SSc-ILDE /o= 3t At t 2ol A]
FVC EZol| tet CYCet vl Sap7h AAAT. SHAIRE 22 qiollM BJ(FVC = 70% )] SSc-ILD 2t
oAl MMF Fo+= FVCe] 7H4del] e]n] Qli= Azt o]oj =] 2] Zotgirt.

Cyclophosphamide= "Il AZ5A]S Hol Al W HHHA S AAsh= LS =, 7P B2
7F A3 ekAjo|th. o] SSc-ILD Aol Al 73t CYC (2 mg/kg/day) Foiw+o] thx+2t H]ulsto] 1HA] FVC
o] 7jMo] Qitka B uatgiey. ey 2 2W7t MMF AR 23t 187F CYCE ARR-S H] w3t Aox =
9|75 7HAdoll & 23t ZFe] 7} Qi1 aL, MMFQ] 713t ARgo] CYCET F2Hg-0] Aol X & f-A|of o 722
T USE AAFSHATY. CYC AFE-2 H|7]5 7ol Eabd ol 2|9t 1\ ol/fe] Z7|7t ALg- Al 284, WiE
T2, W 9 QoF H g} 2 B2g ZER Q15| ARgolls B2 Agto] T,

Tacrolimus (1-3 mg/day)= TH X 245t 2 Q1e] 27 (interleukin)-2 A4 IS A= ZA1FH o
AA =, TIM 2E2}e] AtofjA] ol ARG Ut AH| 20| =9} WEF ARE-Alo] IIM-ILD Aol A 7]5-9] 7H4
2 YEE FF YA, AAAR] B nFo| M & AE|Ro|=0] ARG 8750 Zhaet HEo], Hl7)5 A

o Z3p7h YTk, SHAIE, T o] FH ATE A& AV RES, W 10k HPH A75o] Wes

e
-
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=

Rituximab-2 CD20°]| th3t S 2H 2 71 W] Mo 24 A=A A (biologic agent) 2 A% 31t
oo ILD Ejof|A AE|Zo|= ‘3-! HA A %] 50 ¥H3-0] Gl 7 rituximabe] ARgoll thgt AFE0]
3= 11 9t} (1,000 mg intravenous on day 0 and day 14). & G=ollA] 7249 2 A2 rituximaby}
CYC Fora-Z H|w3t 24 A7 218y =]Qlar, 24527 2| 5 Fof CYCel| Hsl rituximabwtol|A] H|7|5 741 =t
BEE 5ol 9u] Y= LS BolFA] Floit.

22 1L-6 &40l st G228 X FA19] tocilizumab?] 34 AFolA, izl |5}
tocilizumab o)A 4854 FVC7} g2 n|sHA| B2E = 3 B oo, SSc-ILDEAI| A tocilizumab o
Al H7)s BE GIHE 7S 4 QL3-S AlARSHATH .

N

2) R K=

PR A 8Als EREEE RSl FVC A4S =55 Fou|et 217 &Rl o] 2hdsA| AREE AL 9l
O}, CTD-ILDQ] F<ollA] 2| & A= AR o] Agte|o] QlT}. x| 7]&9] AF|2olE 9 HAAAAS
O] ARgoll e Me¥sh= AR CTD-ILD #HAtol| A @78t X 8 All & ARE-She B2 At50] 3= AL QU

A, pirfenidone JA-F3HAIA = 71 W] AREE|l o™, CTD-ILD Aol 2|2 2hilstA| A+te 1
ALk o)A Atol|A] DM =2 SScit A ILD 2HAtell A pirfenidoneAh8-0] FVCe] ZHAE F-olm|gt ATHE
HojZFz] ZicH ™, SRk 2|2 RA-ILD $4+2 tid o 2 pirfenidone?] ®]7|5 7i41a}H AFg-Eo] gt A

Y5k 131, SSc-ILD EFxfol| A= pirfenidonext MMF2] B3 o] H|7]% 7iAdof| ujx]= ko] thst
T7F X8gE 2 it

Nintedanib-2 Efo] 241Q14Fska Ax(tyrosine kinase) 84| A=, S2HduAd-R-8t5-0l| A pirfenidone
I} 71 o] ARg5l 4478t x| Aot} CTD-ILDOA = FVC Z4of] 317} QAo tig AE X135}
A1, HA] 24.7%2] CTD-ILD A7} Z3H INBUILD AFollA AZF FVC L4 £E2 oJu|QlA| EojF+=
T2 BT, ojof] SSc-ILDEALE: thid o & Algid SENSCISI Lol 41+= MRSS (modified Rodnan skin
score) 52 ¥ 9] & x| 5oll= &7t QAN O ILDS] L35 S5 & A HS #|7] 50l 4] 2F 44% 7 &= FVC

= = 20
Ak HEE LR AE BuHAN,

t

It

o

2.RA-ILD K| =

RA-TLD®| %] & tigt HH= Z]’I‘:‘% AAN7HA] Qlom, e Ao F5:=et o] % Y o) tigh o=
=

o] A& WA &2 of= &%

-
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g, s 5 94 2 BE] 2204 UIP sigl o] Fxt of & 3l gkxjo] ofd 55 Jrafsfof gt o7 RAS)
7|22 84|91 DMARD (disease modifying anti-theumatic drugs) ¥ S AFQIA} A A (tumor necrosis
factor inhibitor, TNFi) £0] Alof &= RA-ILD7} 2}5}2 ¢ AEA 02 71.83F0] AH|Z0|E Foj7} A= gL
O gike} obHAof tigt 2 & of & BES|ch AH|Z0|EE E5] NSIP 52 OPollA] 2]52] Z7to 2, A}
A7 g S Bol7| e gy, o] Qo= 7|ef HAAA|A, B AA|, P74 5] RA-ILD] %]
Fof| A=Y, thfEt oAl S ke R ARFA] FAIRE oy At7F RESho] fogh H|WEA S 517 of

ek,

il

o

off

= Ujol|A] X E 3t S Aol A= FH FAdolA] UIP tiElS FHISH RA #AjoljA AH|Ro|E T =
< AH| 2ol =9 Hol A o] Wet 2| 5 X137 A] 847 2] A} - 5090014 7HA
Ztol| vlal A=S WASHA = ETH. =3 119 2] RA-ILD &S 35t 267 9] CTD-ILD AollA], 11§
Z Ag|ZolE x| 7o o] 2 1\7ke] AH|Z0o]E-tacrolimus HEHS 192w FVC, 23 A7 4 3Hxj=A

AH(patient reported outcome)ol] €S HITH. o] QJoj = CYC I MMF7} A|gHa] oLt &5k &2 uj

>
o ol
rlo

0

oX,

o

-

i

T

2

|o

I

£

oA CYC E4 2/ (pulse CYC)2 thxtol| vlsl folstA| Hat HE7|17HS S7HAATH7270E off 4371

TollA, MMF foF & 43k 897 59t 2] waslglE u UIPHHS FHk6kA] 2 EAFE0lA 5750l
SR, 22| E Q7Fo] ST, RA-ILDOIA] R A|A| o] Fajol] st PICO BA1& Al=st3le
), 275t s A7 glom =AA o2 StejE Hajto] glof, ob&] WojojAA| ARGl thet ZAE= =

stk mebA Z7he) Aol mat M Este] AR welelaAe) ALg-S AEs) & 4 gl

2) DMARDs, ‘S=stA|x| 3! 2Fx| 5d2| 7tsd

DMARDse} £33 |7 5 RA x| 840l o5 Hl&/do] BAE 4= Jlom, ¥ S-S | 8at7] g oF
AE2] RA-ILDolA 9] aat= B&HAlsict, o]2i5t o] 8- leflunomide= RA-UIPOIA AFE5HA] ¢k 2 UaiE
o}, 35t methotrexate (MTX)= 2FAIG- Lol 9] 19IFHRA-ILD B, 604 o1/, T, ALRRIEZ 5)
oM osteE FaEo] YTk 2|2 7|AH| Aol gle RA FAHE thd o2 MTX A9 &3} o] % H| W3
AP st 2 AtollA] MTXC] #722h8-0] 932 of| et 32] ghom, Zx)2 0 & RAILD 2} 7l
A 7HsA S AABH = SHITH?. d2jut o]n] RA-ILDE Wt ALt o] el MTX pneumonitis

9o
=
o] BEo] A= 4F MTX9| Fol&= Fo5 3tth ZEA =2, MTX ¥ TNFi 59 B34 AAE Fofst
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= B, M2 HZE A Al X5 AIZFA7]9F AEd ERlE Foll AFEREd Hgol tis o] alsiof sh,

al g A EC] Fof A4 AlFsloF gtk TNFis A-f-3H(profibrotic) ¥ 473
(antifibrotic) 2-8-& 25 =5, 0|59 Bw¥o| ILDE FLebAL QPYAZITH ™, o|9]ol = abatacept,
rituximab, tocilizumab & TNFi £]2] AJEsHAA|#|S0] RA-TLDAIA ofste] g4 9 Ard-e Eizoz 7t
ANZITHE AT7b 22 B 1E Qo ® RA-ILD A2 tjato g & Hakd F5E A9} S5k o144l
rituximab©] H7]5-& P45t Alzith= A7t 9lom, MTXOl rituximab (1,000 mg at day 1, 15, and again
at weeks 24 and 26, with MTX)-2 371312 uff RA-ILDEAF 79 5 69ollA] 485 & FVC7F FAE At &
27} ek, AR7EA] o5 ofA|Q] FoFAIZAI ol thg F5igk 9hol= glam, =5 RA-ILDOA a7t 5H
e A= EAlHA] =t webA 5359 ILDR 9ol A/d4] oyt AE7te] 2| Esto)] AF|Zo|E
€ MMF %+ rituximab2 ¥ ARg-& 128 4= Sl

H

3) &=l

18/ o475 (progressive pulmonary fibrosis, PPF)ol| 3igs= RA-ILD, £3| UIP ¥/d-S Hol+=7
S PERA 25| FAHA ool thsl HAdo] lojgtout, A7 B S/l tiet atoll= ZAEo] of
A Qi ALt HgAAe] W eH o] f-adol| thaiA e At " astot”. theFst ¥l 23 PPF
AL i F o2 gty Aol Al nintedanibe] X84 o] o] A= OHY ALE 519 1F HAoA &
3] FVC 74 £ =2 715 x| & o]Fo] CTD-ILDS Z33t BE NohE stejrdola SHE et =35t
pirfenidone2 RA ¥ 7|7 9] 523 Ato]E7}QIQI I1-62F TNF-alphad] 5=5 7HAA17]1" RA-ILD &4}
o] Bz A oA AgRAEe] A RA|LE] HES A5}, o]2|gt o] &2 RA-ILD £35] UIPYAR! 7
S0l pirfenidone®] A}-&o] 13 ==d], 0]&F(unclassifiable) X33/ HAd-F-Z A}ollA] pirfenidoneo]
A e ZAaARIhs 2] A7AT7t AATH. ol 9oz, 7]& 2| 2ol| §Hg61A] ¢ HISEYmHAE /-5
22} 127782 o2 pirfenidone?] &xfol] gt 27 F219) o2 A1 RELIEF trial2 197 <] CTD-ILD
LS EFoIG oW, pirfenidone©] FVC ZHAAIA A X188-g ARG Hastgiot.

RA-ILD A5 o &2, R3S ARESE ol tigh AAIAQ] w3 nztat ek & AlYskql,
F2F o 273t 23 (pirfenidone 13, nintedanib 13)o] A ATH, FA-GakAo] AFEL 7129 A
Bl2o]=E 2t HAAAA| = flokte] Hsl, foJstA] FVCE HEA7]= &7} UJTHEVC mean
difference: 2.20, 95% CI: 2.01-2.38, p<0.01). A7} =512 Fof 28-S T35 T QI A|eko] QAT 7]
9] oFA9] ARgoll = AL, UIP = Hol= 97 RAIILD AfollM = FAfetAE 8 ATt

(EAsE W, e 208 d).
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3.SSc-ILD X|=

SScoll A= th& Agtof] |3l x| 2ofl tigt A7} Eho] A= lom, o]2{dh Ate] Axk= SSc #t ofzt,
T2 CTD-ILD 2&2] A7} = AL Qlt}. CTD-ILDolA] X]829] 7|&0] &= AH|Z0|=29] 749 SScollAl&= Al
HX(renal crisis)?] 9@ =7} Qlo], AE|Z o] = o]ele] th2 Wl AR Aol thgt At} Eho] o] ZojF{Ty,

Scleroderma Lung Study (SLS) T @170ilA], CYC 12702 2] A+ & (2 mg/kg/day)= 9 fa-2t H] 23] A],
FVC ZH4E 20150, 34 9 4] A2 S4A)7)& G337t QIAch’. sHA|g, H|7] 5ol tiet &3k 28 $8
1271 Foll= RAIEA] 94otal, S8, a4 9 WId 5o BARgo] vju Sskal of 29 9
of thet S22, AA| d/dollA F717ke] Abgoll= AgH o] Utk ool &4 Al SLS IIol4= MMF (53
£2F 1,500 mg 23]/, 217t AF8)2t CYC A% 2(2 mg/kg/day, 1997t AHR) 2] &7HE v watic. & ok
oA BE H7] 5o BE SgTte] Y 9 u]H Z/4H(absolute change in mMRSS)oll= E3H7} 55| 9laL
& ofAl| 7te] fofgt atol= iUt shA|RE, FARg Bl oA &g ol thofi A= SLS T A+te] Axfet mixtrtA|
2, MMF& H|24 58753 #4835 —”i?l HFH, CYC &2 ofA|o] B2kgo] Y, X5 E Fote &2t
F7F FolotA| Wekew, ofA|of AMERE SH7ER| 9] ARt= MMF<2o] Hlsf 2ottt o]2ist A5 vigoz
SSc-ILD gAjol| A 24| & k4|2 MMF % CYC 2FAloll thgh PICOE A7AskaL, A1 &3 1zt mepEAl
= Algstict. gt o] ARSIt 27 A Bl & Ho| v RARR A7 MBI E| R, SSc ErAfol|A] FVC B T
St MMF & CYC F 2FAl9] -2Jgt 2fol= giithmean difference -1.18, 95% CI: -3.33-0.97, p=0.28)"""".
SHARE o] o] AAtolA 2 47l CYCY RAES 5'—34%‘ o, 2 Z]Zol| A= SSc-ILD Afo|A] 2252
MMFQ] A& HUSHHEASE: g, PS5 275 H). 4Z2] SSc-ILD (Fa FVC 82%, HRCT o
A8 A= 2-17%) SARIA TL-6 484 theh E2EdA] 212412 tocilizumabell HiRt PICOE A5t A
AA RN gt HERE Al AlFYskQiT). T ol FARt 2l et fh o) v R AT AEE i, =
719] SSc gztell A giekell HIsHA] tocilizumabe] AHE-2 FAA 02 Fof5tA] FVCe| BE& 7t ERlE ]t
(FVC mean difference: 5.00, 95% CI: 3.70-6.30, p<0.01)***. wr2}A], 27]9] SSc-ILD % X| & & tocilizumab
e 4 JATHIASE: 65, HAsH 2UF A1), 544 A 2o =t A A|9] AR %
0 2 H|7]50] AlE F5E-520] 3ol A rituximab®] & ol st PICOS A3k, A|AZQl &
I} HlEHEA] S A5, o] Fakef o2t tel v el v AR A7t M =] ok, Byt
Ho| A9k Aef 2] o 2 W= CD20°] thet GE2dA|= BHETE 14 A7)+ rituximabe 544 <
| Zo] =9} Mo AAA|2] ARgol e X|&A 07 H7]5o] AotE| Aot 5552 Sl fojn|
FVC B G35 Bo{FtHFVC mean difference: 3.66, 95% CI: 0.61-6.71, p 02) pEIVS I EXCI P E=]
= NYshe $5E-552 SScILD Aol A rituximab2] AHE-S 12E 4= ITHEASE: g, A5
278 A5, A FAEA U YESHAAE 239t TheFst eklet vl =] W %, x| 5ol gt A7}

rak Jg o
-
3t

l> lo
l:l=l
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Y=L Ut w|7)s HE ek ofye, me] 34 Bl ofA|e] #2182 A3stal 7|&2] 2|50 tiet ¥H-3-2 3

7stol 2714 oF2 2|2 Ei H|oFZ 2|25 AAstolof dtet.

4.SSc-ILD, RA-ILD 2| CTD-ILD2| treatment

IIM, SLE, &30 35 MCTD
&4l okl 2771 BSslo] EE A=
o] A|AJE .

IIM-TLDOIA AE|Zo] =7t @359t AxFAQl 2B AR a1, A7+ AHZ0]=(0.25-1 mg/kg)S
7] A82 Fofsto] A SHS 7| 4 Ao, ogh, AE|Ro]= ¥hgo] Y2 rapidly progressive IIM-
ILD 7%, £t AHZo|E IS Z& 02 azathioprine, CYC ¥ MMF 58 25t WA A o] H&
£of(combination therapy)S 1&g 4= Stk IIM-ILD $AHE tdo 2 3t 5§F% Aol w2/, 6672
azathioprine Fo}7-2} 449 2] MMF Foi- 25ollA x| & 7|7t 5t -8 Fof A| AF|Zo|E Qlgko] Zha
9} FVC 7HA1S Bof Fth, Tacrolimuse} AH|Zo|E0] H& Fojojr A gilEo] BiE=d)| 419
O TIM-TLD AHE ek A Atof|A] LB 20| & T Fofito] Blgto], X| & 27|47 tacrolimuset &
H| 20| =5 37 Foigh oA ©7] AJEEo] Q. gl AHZo| =8t A3 CYC &2 cyclosporined &
of 5t ol B]5}o] tacrolimusS 715t 7ol A FARAAIZE S-(event-free survival)o] ZQtth= Avtr) Q1T
0]¢] refractory IIM-ILD x}oj|A] IVIG Fof = F2E 2| W< (plasmapheresis) x| & &xtol thsto] S
H7kQllony, O o3k ofz] mEtsel] ghr,

IIM-ILDoj| A e} a7 A 2, SLE, £718 233 MCTDE Z¢sH th2 CTD-ILDS] X 8ojH % 27| x|&
o= AH 20| E7} &5] ARG M, AR o] Fatof wat M dAAe) et S e 4= At Azathioprine
9] 742, CTD-ILD Aol azathioprine T FojA|, H|7]52] To] QIIthe Hur} Qlou ofa] the
Fofo] tigt 27 BEstth IIM-ILD 215 ti/de2 o 9384 A ol|Al= azathioprines Foi3h oA
FoeHA F2 AMYES BEojFlou”, o2 gJejo] CTD-ILDoA & A& tish 24+ glth CYCE SSc-
ILD RS o2 o BAR|t 2 Aol A 7|5 70 B 4Fe] d, 8¢t 34 5ol tisto] /83t &
I7h ERIEl oY, SSc-ILDE A|9J$t CTD-ILDo A= 3] 1 717} njefsict. MMF &5 CTD-ILDE] ]
Fo|A CYCY] tieto. 2 &3] AFEE= HYJA|A| 2, SSc-ILD, [IM-ILD, RA-ILD, £32:1535+ AW ILD &
o] et FEfe] CTD-ILD 2Hat 1257 & 2 okot 9F $:3-4] Aol MMF £0j4] #7]-5(FVC, DLco)9] 7HAd
I} A Zo|E gk Zhao] gabrE QLT

2023 HaEH FALH| L ARl RECITALOIM = $5 Ex 3435] 21¥sh= CTDILD $A-5 tido=

t

155



2023 1A 7HY
CYCol| thet Rituximab®] 9438 &l5ta#t 5191t} SSc-ILD, IIM-ILD ¥ MCTD-ILDE 233t 97932
CTD-ILD &ztof| A, CYC Foft3t rituximab £kt BEFol|A] 2453 FVC &4 9 4te] A s Elont
rituximabe] CYCo]l tfsto] $-2/de HolFAl= Zollth. o, rituximab®] F2-8-0] tf Athal Bk o],
2|52 tigro 2 wajd 4 gl

CTD-ILD®] 2| &oll= thebAl| 4 deo] astn, ofF Fof efoe H|oka4] 2| 89] T2/ ot A|lAJHot

2%, A5 WSS 93 BRL Eakshs TEANEo] W5t do] e BAAY) T £80l & 4 ek, o}
£ 9hy T Aselqet BRI R, CIDILDOINE A4 AA4Ze Bol7} SFES Tashe A9

3

-

ol

g gElol A= 718 At o] Alge] Fasttt

ohgEt Dﬂ%ﬂ"l.ﬁﬂﬂ% &%t X 2o EFelal ILD7F A3Yshs 49l Hlol4lg =g 4 Itk CTD-ILD
Fatol| Al Ho]AlS 3t -9 CTD-ILD A{dto| ufe S831 =2 MZEg w3t [PF $Hajol|A] mo| At GAlslTH=
A7} B ) glr:}” oheh, 2|2 oF 5o, IIMFILD7} obd ©h& F-7-2] CTD-ILDOJIA = H|o] A A] o
7} IPF &zte] mjo] Al a}k GAFstLE, IIMAILD $Hxke] #o|A]-2 [PF ¥z} B} of W A2 go] B Jr}”,
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T2l 1. HRCT of NSIP. (A) HRCT axial images (lung window setting) show ill-defined ground glass opacities with
subpleural sparing in periphery of the both lower lobes. (B) HRCT axial images (lung window setting) at level of both
lower lobes demonstrate reticulation, ill-defined ground glass opacities, and traction bronchiectasis with subpleural
sparing along bronchovascular bundles.
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Holz] gAY et o9 EETHIE 1). 2y NSIPZF JPA] Ho] {37t Fatel #1714 Z3shd
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4%t 2% SAE 4 9lon ol 7|A3skHH (organizing pneumonia, OP)< 2|u|stH ZX| 22| 2 go]
St 749 Qlt}. IPF Xhof| A UIP %= probable UIP patterng B2 79 thshA] 59|23l & ZAL glo]

VLA 7IRFe2 g o 9l Zlk= 22, §7 HRCT 22470 2 iNSIPE RITe o= gl

2) 7| EXIZ ZAL

7| BAH A A S B3 AlH N AE BA A g THES 28 o] F7H=U(>20%) o= HIEolA] &4
o2 o] Bzl Qg & Folrt. 7| FAHEA|H o FxFo] Frh= glom S5 £&o] wHH
IPFO] 7hs/d S 7 e g mefstojof Shp !, 27 8A|H 47 = Xkl Al=E|1 9lout Ao Yol &
SEoko] A= Bl 9t AARE HREA et

AL
3) 2&5 MY
S SAsiAle HYHol Badoln 2o RE nabgoR Uehtl el A3 HAsHE B

12l 2. Pathologic findings of NSIP pattern. (A) Lung
| architecture is preserved with uniform appearance. (B)
Cellular NSIP shows uniform thickening of alveolar septa
with cellular infiltration. (C) Fibrotic NSIP shows uniform
thickening of alveolar septa by collagen.
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H 2.NSIP o| XXISHS X|C

L= |_|_|'7|

A

Flthl| 28l 285

Cellular pattern
Mild to moderate interstitial chronic inflammation
Type Il pneumocyte hyperplasia in areas of inflammation
Fibrosing pattern
Dense or loose interstitial fibrosis with uniform appearance
Lung architecture is frequently preserved
Interstitial chronic inflammation: mild or moderate

H0|X| 9ojof &, = C}2 ZIEkS TR{sio{of St AHS

= e

Cellular pattern
Dense interstitial fibrosis: absent
Organizing pneumonia is not the prominent feature (<20% of biopsy specimen)
Lack of diffuse severe alveolar septal inflammation

Fibrosing pattern

Temporal heterogeneity pattern: fibroblastic foci with dense fibrosis are inconspicuous or absent: this is especially
important in cases with patchy involvement and subpleural or paraseptal distribution
Honeycombing: inconspicuous or absent
Enlarged fibrotic airspaces may be present
Both patterns
Acute lung injury pattern, especially hyaline membranes: absent
Eosinophils: inconspicuous or absent
Granulomas: absent
Lack of viral inclusions and organisms on special stains for organisms
Dominant airway disease such as extensive peribronchiolar metaplasia

4 gl ol HAMoR ol FAF Fel ehta
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H3xo] 7| 2= HEE 0] Ql= 4ol UIP ook
4, & TIPF oh= th2oP’ (A& 2). o] & NSIPY/Jolatal ‘B'PD# Z 252 0 2 M| ZA(cellular) NSIPR}F A5
(fibrotic) NSIPZ #5784 916, cellular NSIP= H|ZH{of] 7] F= M Z7} g5 o] QlomA] oy _4
dfehe 7] =R o B, fibrotic NSIPE Bl 23 o] JZA 2] H-go] giAY glejete Bz o] A
Q3tE|o] FAQA Hol= e &2 SHSHP?*, Fibrotic NSIPS] 7} o &31o] 80-90% S x}A|gHc},
71ds ol A R ARehs s Hol#] AU °‘HE}E 719] oll = 7] glotof St} yHEE|ClEtE 7]
Aty 229 Hele A 220l A 10-20% o] 5o thE 2
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= M (INSIP)OIM AE|Z20|E ths X222 Z17F HAHLE AH20|E o|&
Cot HAAR|N| Hete e AH8Y 4= ULt (2HSE METL ol #1Sa RHE #1)
6

[S)= =y

- | MR3t7t TEsh= 22 (progressive pulmonary fibrosis, PPF) S QStM|E AFES HIBICE (2HSZ:
HMEt o, HnSE: ZstA #1)

1) =M K=

iINSIPS] X| 2oll= UHFA oz Ag|zo|=ef HAA|A|So] AR shA|T Argo] Fup7} thefsiH, o]
2iet oAl Eo] BAg Ul ke 52 A uff, Agho] et Aeole 4 2wV, 7 ARE 7714
o2 AAretm zlggoll thgt ket s 4 TS w4 ok, AR INSIPE R EC] Wil B w A

= T =
20 SAY WO R TRHRY] o], A E3HA] U3k B2 XA WalBoIt PSS X2 ANE F

A 53 A1Eo] oJ5hH AH|REo|Eu 7|E HAAA A S-S 24} 7)52] 0] ZHojjA] T F.2 obA
S FEShal gafA] St} Watanabe 52] 170l A= AHZo|= X & 1 0| % 109 9] $z} B Fof|A] w
2 2 A4S A7 SAEQ 1D§D¢o] Z72 4,338 AP5EIT) ShARE o]2]gh x| & Heke- cellular NSIP
L} OPE FH5H= NSIPZ Zho] 9% 714S 2 Kol 7-9ole avbz{ol}, Za¥sh= Y49 fibrotic NSIP
o= Hhgo] &2 ¥th= A1 0] °‘EP26 Xu 579] 7ol w2H, HgH o2 ZThe INSIP 32} 7455 0llA]
AH|Zo|E X85 AldYsto], 54134708 4 7|3 51F 177(22.9%)0] APYSIAL, AHEO|E ST A] 34
5(45.9%)01 A AHehS B sl A 2o=o] §3tE YF5Ict $HH Park 5172 ol W 17.4+
12.170Y 57t AH| 2o = s e R Ao} SR ARSRE 6878 2] INSIP k] oF 809601141 H7]50] <F
A o2 |AERET, 1 F 36%7t S AU Lee 572 22|8H% 0 & ZIthe iNSIP 22} 357
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Al AH|ZolE X &5tS W 3270 AAESIAL, 7|5 A= 2478 0] 2% AL 6750l Pgehd dHEi=
FAEE Bstlr). shARt AH|2o| =g S 307 5 Bt 5571€ 2] 34 7)1t F1t 675(20%)ll A AEs
AL, o= 27| A-80.5 mg/kg)e] AB|Z0|E ARG 9 M2 2| 57|k} Aol QU

A/dollA] INSIPO] 2| 2ol 7 &5] AR&Sh= AH|2o|Es 1 &5 B 7|3} whdsto] ikt 2132 ¢
2k 0.5-1.0 mg/kg Z-2 40-60 mg prednisoned 27| 80 2 A|Zstal 170 71 G215 5 Hh-gof uje} A
A5] ot Wo] duk o &2 ARgE A,

A3 (Fulminant)Q! 7% methylprednisolone®] 52 2% (3¥7F 750-1,000 mg/day = ©]% 1 mg/kg
787, o1%F A3 AR)e Alsh | = S, A 8 ¥hE-S 4650l AA BEt A5 AT AEH|RO|ES
WFetA =ln, 23] 4872 2 3A|5HA "rH5-10 mg/day)™

INSIPol|A] 212f8t ghet TH A4 2= azathioprine, cyclophosphamide, cyclosporin®} mycophenolate
mofetil MMF) 50| 1 or AH|Zo|=e} Frtsto] ALEE 79 AH|Zo| & 7] ARa} Wl H S F-S E0l
1, AHEo|E9] 888 ZHAAF|HA H7|5-S QHFYEIA|7|= Z o & HlE|ojgit}, o] ekr|ES Agte
x

o =X 2
15k Aol A1) &2 o] Hajo]ut A8|Zo|= o Aloj AZeAo] che fateh A1 glont, dukao

- =

Y

2 AE 20| Eof| HRZSEEA] i B o] A &2 el 5 {AIsH ] flste] AH|2O|EE Al ARESloF sh=
o]Fo] = 7Z-oll ARSJIF O, INSIPOllA] o]2]gt oFAlE2] ALE ETtoll thgt 7|thet o442 & CTD-ILD
oflXe] x| g ZollA HlZE of Algtdo] Rt

9]9] k& FojlA= cyclophosphamide?t P& ® B 17} 71 @}, Kondoh 579] dFtoAE 1299] =
sk 0 2 19 fibrotic NSIPO|A] A Fof] a1-8F2] 258 methylprednisolone (1,000 mg/day, 3¥7HS
ARESE | 1E7HA] 485 AE|20]=(20 mg prednisone 2 )2t cyclophosphamide (1-2 mg/kg/day) &
QS AP 33% (4/12)0l1A S8 67% (8/12)014 FHH ¥H-S B AL, 21%0llA cyclophosphamide
of Ty ALY WU, WET UaT, I4 ol T3 2 4 5)ol Ui Corte 5°'9] Ao
A whEA| J3Ysh= 549 2] iINSIPEAIOIA] cyclophosphamide FAMAIS Foi5tod, A& 670 & 46%014]
A, 41%004 SHEE 5 oA Fst H3tE Bk Schupp 52 AF-ollA* cyclophosphamide
£ 39 o)/ ARERNE ILD $H2} 5472 ti/d o= 18701 59he] AEE-2 A sl3l=tl, o]% iNSIP 870 3t
Q1A BE FxloA] AH|Zo| =t ARSERl o, Th2 ILD (IPF 269, Lymphoid interstitial pneumonia
(LIP) 6%, Rheumatoid arthritis (RA)-ILD 79, perinuclear anti-neutrophil cytoplasmic autoantibodies
(pPANCA) associated ILD 75§)ll H|3l| NSIPZHRFOI A 7Hd FE 3§ progression free survival-S 211510,

Z]

cyclophosphamide %2 2% (pulse therapy, 500-1,000 mg cyclophosphamide®} 600 mg urometixan
monthly)o] cfl&ell A o] P = = USS AU Fujita 5''0] WESH =2oA] 22| iNSIP
Ao A AH|RZol =t 1993 A8 Z0] =2} cyclophosphamide Wt 32 2|7 A3Hs AT, &
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Bl Zo| =t Hls] HAAAAE B8 2] APgEo] 1.581(95% CI 0.26:9.79) &2 Z& &<lst
AR, o= A AAl9] AR AR F ¢ S5o|AY AH R0 =0 BEESHA] UH SAES tid e
£ cyclophosphamideE £ 7Fs/d = Qlo] F7FAQ1 A7 E 238ttt Azathioprine, cyclosporin 2
MMF Z-2 TH2 oA S & A4o] Za 4|02 1 g3lr} B i g]ojgitt,

S 71 TS EoA 2617 9] INSIPEA} S0l 11 o) 2|8 9515 g o2 %] 5o tiet ’ig-2 B
DA, A2 86% 5 81%-2 prednisolone B L= azathioprine¥t W2 25, 5%-2 azathioprine
= ARESHRAL, 92 BEAR] X 5T I X gtol|lA H7]5o] folshA| desti o, e Al 54
9] 2|& 7|3to] F2F Hhgo] ot Zlog HEQe: ot i 9 7| AolA A 2AHARR
ZRIH fibrotic NSIP 20498 = ooz Aro] Mo JFs F+= 2%l tigt 245 U3y st
(69%)°] iINSIP 2. H, 637(31%)-2 CTD# NSIPSIt}. Ht 17.870€7F 2 23191 1009 (51%)2] Hatoll A
Zrgo] MagstALE ATt DLeo >60%, 7138A| Bl Z A2 ol 2] =31>150%, corticosteroid®} azathioprine ¥
X572 ol F AR

$HH, Keir 52 7] WY AA|Aol| ¥-8-514] &= IPF o]ele] $3 ILDEHA}F 507ollA] rituximab (1,000
mgS day 02} day 140 Fo) 2|87} #)7]s WA F4ZQ ZoHE Holrkal Bistel=d, iNSIP =}
23] 2] teich, 22 2 7] WA A|A| x| 2ol HHS-S Ho]z] ¢k= 224 NSIP $*HCTD-ILD, iNSIP &
HE o2 MMFo rituximab& F715to] X 8313l wf o|7]5-2 T of| ol v|x]= kol tigh 3

rr

n°|‘

& FAe) iz AFHEVER-ILD trial)7h A=, 22 a7 BOEQleh. CTD A £ [PAFE 25
235k KA 1227 2] NSIP 2fol| A MMF @5 2|55 9 597 0f| H]sl Rituximab 1,000 mg (1%, 15¢# &
o)zt MMF 2 g ("hd £of)S -85k 631 OM 6701 X231 S W rituximab & oA FVC 7} 1.60% &

7Fet HFH MMF @5 oA 2.01% Z4:3k9dth. Rituximab -8 oA F-213) A& & (progression-free
survival) =3+ 3-2]5HA] 7 =] ict. AR INSIP #HAk= & 43 0 2 rituximab H-& ol 217, MMF &=
ol 227 0] Bl =1, SFR1E A4S ol wl 67119 X & & FVCO] Watol|A rituximab ¥-8&°] MMF
th=of u]sf |23t 7iA B3tE HolRA] = 2sl9i)

(3) &M 3A|

Pirfenidone} nintedanib-2 IPF %] &0l 37} 5H 4d-f3HA|oltt. IPF o]¢]e] thE ILDojA] Zlayst
+ et ol ol=igt oFl|o] ARGl Tt #hlo] S71stlaL, NSIPTHS: tid ez &F T2kl A=

et skel 15 412 &3l fibrotic NSIPol| 4 o] gt tisiA = 32| Q1 o] Harx| ]l

Progressive fibrosing ILD (PF-ILD) 2} 66342 th’d.2 2 nintedanib 150 mg 3}5 & ¥} 9ok H|w
SF 2219] tiz AFH(INBUILD trial)”7} o] 2013 11, 525:7ke] x| & & FVCe] ¥shs #2lst3ict. Nintedanib
FojFo|A FVC Zr4a7F A A= a1, INSIP £} 12590 thsh 519 15 EAollA = 281t 2to] 141.7 mLE
a2 HojFich Nintedanib X|E7ol|lA] goko] HIs| AL A TLE, A& 74, 7H4x] Abso] o Bt
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6. XtHZnte} of|=
EE2 IPFRET} Fota] T oA 51 FEE2 70% o/d o2 HuEl glom®, £35] cellular NSIP
o] 4% APAT AFgS A AP A 5E 2 A 20| =2} azathioprine, cyclophosphamide,

cyclosporing MMF} 22 HAAA| A E AHESIRoH, A X5 & A4 vhg-2 Fola| 3522] 2 o]idolA &

M= AL QA1 ATHE Blch Jeju, (88 S0 & AdE= 427 Dot Lee 572 20%°llA4] Park 5

- 36%0114] ZH‘:‘E%}%%% BT, A 79 o T & vhhch, =3 [PFol| A 9F nb7 kA 2 iNSIPol|l A & 73

33 52 iNSIPol|A 14 59t 4.2002] F4 ka7t Q19182 stk

NSIP i&x} = Ax ﬂi& ek} B 73 of| &7} INSIP Bt} £9kom, FVC T+ DLco”t B 5%, 7.5%
L L

iNSIP ?}XPQJ 7| A | ZA A Y Aol A Calgranulin B, Krebs von den Lungen-6 (KL-6)2] 5%=7} 24
o] 2= o H|g5l7| = §lom*, fibrotic NSIP #x}2] & W KL-6, surfactant protein-D (SP-D) 57} 5
s RO 0, o] F 24 AN ASH 02 A5 7 xRl S ok ofake} Tl Qlrke
HIE Qop? &FA|Rk ob2)7kA] INSIPE] of| &5 o E3h= o] Tgo] 2 Thet A A2 = WES] gle A2
ool thshiA= 714 ]l A7k H esitt.
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Il. SE2-87IE2H|E

(Cryptogenic Organizing Pneumonia, COP)

. Qo
Eut e 7| &St (cryptogenic organizing pneumonia, COP)2 24 =2 otg49| Z1tE Hols EY
MZHEMHE F stLio|H, O|XtAQl CHE Yol =2 AetS tixst = Rt & QIoh SLMZHE NI
5-10%%E AHX[SHH, ZIT A| WHLIO|= 50-60M 2, £2 OtE 7|H, 25222 A6HH, YWE, 0|2, N5
A S LYot Z4S SHIBICL 85 HRCTOIA 23| E0|= AH2 Yxof CiE=IAXNORE WMst= HH3t
(consolidation) 2740|H, IS ZE SHHAM LAHE £ QoL X2
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S FIEt glo| N2 E 4 QXIS FIE0| Berstr| oo
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1AM SHO| Wa 2 oS 20|= HO|LY, [Ero| S3iLt.

1. 4§ZE

COP= 1980 tholl Davison 5'¥} Epler” 5°] ‘Z7]|9} 22 Z/d0] 4-1052] obgA] A4S HolHA =
Z)5tA 0 2 o3 (alveoli)Qt B ZHalveolar duct) W 71238 P4S Holal Al Zo|=of HR-3-S Zslit A
5t EAS zh= ASP o 2 7)<46lel 1 ZH2F COPe} Hl4fAl| 7] x] 7)1 A&t (bronchiolitis obliterans

organizing pneumonia, BOOP)Z Hg3}3ict. 1997 Miulleret Colbyoll ot SRz dw A

(idiopathic interstitial pneumonia, 1IP)2] #F0llA] idiopathic BOOPO] S&%Ql Ay o2 7|&H o|%

T
T
e
o

|

-

20029 1]=/4 §75H8] ERollA= COPE ¥Hsh7| 2 2= UY. o= BOOPo|& &oj7} 7| =dghe 5=
Sh= 8ol =52 4 313, organizing pneumoniagh= -§017} TRt 1A AdE o] UERE 4~ =

181




IRSESNES 2023 1xF 7HA

URkstE -gof(generic term)2h= £/ whizo]qict. 254 0 &2 2013 7WH vl=/4-H85-535]9] [IPE-Foll
A= COPEh= §0l &5 A& AHSSIATL, 231 OP+= S/t -2517] 9ol ‘S ldt AdeE OP (=
Eo] FulE]ATEATH OP 5)2 7|€T 21 AN, 224 OP2] ¥lo] vle- thefsty] whioll 23+
OPE HijA|SH & COPE RTkar 4~ Qltt,

2. o3
COP2| 7ehet W a} fHE2 & 4 glou ofo|&tte 571 MAoflA 2078 = SF4 o= 25 A}
QI 1098 110l EAstRA T, Hutcte] 32 WS R olA 109H A & 2 58&2 6.500%0}. 1+

AJu|AE 5204 COPY| R E-2 o AFollA] 5%, T T2 AFLoAE 10%= B k. 20081
thetas 8l i%ﬂi@oﬂ*ﬂ AR W e 2Abel] mh2™ 2,186 9] TIP &4 5 8.5%F 2FA|sto] 222t
oM e AAIZ S5 P22 ERIE Y. OPS fishe Tt 2950l B5{ol wfet CoPel The-2 B
ofA| 3 Ik, COP ek Al Batitol= 50-604 (9] 17-954) ATHCOPE 2 & #xtei/g 37702] =&, &
1,490g 9] SRR’ WAYol] glo] 2915 AAIshs A2 glrke Bk g, Aol WgEo] 52% 2 F
2 e Erhs Bae ok 22y Sy COP ks aldoz g Al7ie] BatoflA="" ojzko] ul&o] oF 60%
Z o E9dth e Al FARRO] HE-2 15% 1] THo] AL HlFARFL] H]-Z0] 54%2hs H L= QlojA]™* COP &
Yol Flah= wedo] 912 7Hsgdol =t

3. ettt

COPE 24 slH o2 295 Bt YAl Bl Wh3HA 2 wf oJAs) Holo} Ik, A 54
o 22 4 Bl o FHOR $3o0lA] 4ol AH Uehd 4 913 F2 Ak 2748 Holl } F4o] A2
th b £ SHORE BIE 7 W17 25 Al Bl P £ F5E0] SEE(62)] ow] ¥
A(4496), 312, ANz} % AFBLES CFSHA S 2 01, T, 93 9 W, 155, 7)Y, 2, 28
£ 9 0ea 22 QBRI FAF FAL 10-15%00A HAET AW BHFL 5w nje S8k
A BrjollA] FHTERAOE w2 WY 4= k. chREe] BtolA E7] Al £ (60%)0] HHI=]
A Foll A Ul AR EE-Go] LELA] 952 4 Uy,
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H 1. O|xtd 7| &%}t HE(Organizing pneumonia, OP)2
- M|z Burkholderia cepacia, Chlamydia pneumoniae, Coxiella burnetii, Legionella pneumophila, Mycoplasma

pneumoniae, Nocardia asteroides, Pseudomonas aeruginosa, Serratia marcescens, Staphylococcus aureus,

7t
oo
- HFO|2{AT adenovirus, SARS-CoV-2, cytomegalovirus, herpesvirus, HIV, influenza virus, parainfluenza virus, HHV-7,

RSV
- 7|4=1 Plasmodium vivax, Dirofilaria immitis

Streptococcus pneumoniae
- 7 aspergillus, Cryptococcus neoformans, Penicillium janthinellum, Pneumocystis jirovecii
=. amiodarone, nitrofurantoin, bleomycin, methotrexate, freebase cocaine

: rheumatoid arthritis, Sjogren’s syndrome, polymyositis or dermatomyositis, systemic sclerosis,

3

my | 1o

M=z A
antisynthetase syndrome, vasculitis

Hok: leukemia, lymphoma
gl Z43AM Ezlmyeloproliferative disorder)
ILD2t A2t eosinophilic pneumonia, hypersensitivity pneumonitis, organizing diffuse alveolar damage, usual

OFY | mot

o

A
=T
lung, liver, bone marrow

o
AL

o

o HAH K| % 24t

OHto
T o

Crohn’s disease, ulcerative colitis

=
interstitial pneumonia

Mmg

CHE
A=A
Oo o
et Ak abscess, diffuse alveolar hemorrhage, airway obstruction

(inhalation injury): S¢!(aspiration), aerosolized textile dye, mustard gas

7|Et

- Ef% =
-5 &Y
- Common variable immunodeficiency
- Granulomatosis with polyangiitis, other vasculitis

- Cryoglobulinemia
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Patient with unexplained dyspnoea and/or cough and parenchymal infiltrates

Y

HRCT chest scan nonconstrast (inhalation and
exhalation, supine and prone views)

Y

‘ HRCT pattern ‘
[ MDD with radiologist
UIP and Indeterminate Organising
robable UIP ‘ pattern or alternate | | HP pattern pneumonia
\p ) | diagnosis for UIP_ ) pattern

Y

No infection in
BAL
N

——

Ve

Y

No clinical evidence of infection, including COVID-19
No environmental factors or clinical features of CTD
Negative COVID-19 testing
Negative serologists for CTD

L Negative IgG for antigens attributable to HP

¥

MDD to include ILD expert pulmonologist, radiologist, rheumatologist and pathologist if lung biopsy obtained

Diagnosis guided by appropriate clinical settings for ) ‘ Histopathology: organising pneumonia without )
other diagnoses per guidelines infection, neoplasms or features of CTD
(e.g. IPF, HP and sarcoidosisc) ) /
! Y y ,
e N N
IPF |n.tr'1e apprgprlate Diagnosis other than COP . COI.D Definite COP
clinical setting (high confidence)
o / o J
I8 1. S8y |Eotm >l Tt e Ee
COPE ZA|ZIAL glo] a0z Aek & X284 YXT, Atko] Bag A9 7S 95 o) 2A AL
Bestn] olejd 49 chehd E0|S S wY o} 52 Zslor AthaE 1). sHe) 2Hsy 472 5
ol x4 7| Wstsl (el: B9, BHY =t 7)) AALS % 4 Yk 9w Uck ZHZA} glo] M EIH A9
A 74t 4 W Aol COPLt YAIoHA] Y= 49 IS A 7Isfok obm o] w 22 HAE Bad 4
T QJTHsIe,
1) ZAK 27
AP 272 HSolZo|n] of Wyt Yrwo| FajolA WxF WETZr}E3} Cukg T Y(CRP), A
PPN E(ESR7F Z7HACH 2, AR 22 ] 4 PolBgo] WAIshy] S3ollA S74d Hel olxbd
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4. S|S0

kSR Y || S5 7| 2ot

o]

OP7} Uehd 4= 7] wiioll /g4 o2 A x2dgto] oj4ld ujj e lagho) tigh ZAH: ANA, RA factor,
anti-CCP, anti-ds DNA, CK, anti-centromere Ab, anti-Scl-70, Anti-Jo-1)& Al3§af & 4= AP

2) 17|15 AAt

7| 5AMs dRtH 02 AISHY $7|Fol S Bolr =3 /du|&eH(Forced viral capacity, FVC)©] 60-70%
Aol ez A B 5= A5HE Bt 7|RAIRH E6kA] ko B e Al SAAIAIN B 4= U
o} 25% A Eo] Shajol| A -84 2 7ol o2 o] ghatolA BE4ts(DLeo)ol 50-70% == A
gk A #7)50] DojA] Qloje x| 5ol thet §hgo] £2 Z-oll= ThA] /o2 S EH T,

T2 2. (A, B) Axial HRCT images show peripheral and peribronchial distribution of air-space consolidation with ground-
glass opacity in the bilateral middle and lower lungs. Air-bronchograms and mild cylindrical bronchiectasis (arrows in B)
are commonly seen in the areas of air-space consolidation.

”,

= oo &

32l 3. (A, B) Axial HRCT images show subpleural distribution of nodular opacities in both lungs. Air-bronchiolograms
(arrow in A) and mild perinodular ground-glass opacity are also seen (arrow in B).
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HYHQl FRHRCT A28 72 FUolrol /| BPBFULE U} ke f4s 2002 oy
12 £51 AR 2P, ol o el 37 BAZ e el

grow =27 BRI 4). iRl
2 wle A7l The 172 o] Eate] B

Z/dolm o 5 k)

% molth, 23 SAjolA (e} 15%) Thae] HAW T £7) 2o By 4 rkIE 9. AU SHE - 1
5 4> k. Reverse halo® & (%= atoll sign)+= FHFAL 7+
Bl

T2l 4. (A, B) Reversed halo (or atoll sign) is well shown on axial (A) and coronal
(B) CT images in a patient with organizing pneumonia pattern, which exhibits
central area of ground-glass opacity with dense crescentic or ring-shaped

periphery.

12l 5. Organizing pneumonia pattern. Photomicrography of transbronchial lung biopsy showing several intra-alveolar
fibroblastic plugs (arrows). Mild interstitial lymphoid cell infiltration is accompanied.
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Q] 2~ 9] 7 (mlgratmg) 2| 235}A] ot A H 2 $7E 4~ Qlth(spontaneous regression). 25 X HH|t)
L c 23 Ao FukilEo] T EH| SHRE 4 Q022262838 21si ] .05} oFAbu W] moko] Mgt nfe

Ty

A et

4) 7| ZX|H|IZA A ZM AA

Ym, W HE 9 2277 20 Yol thesill Eaishe 1B EEA R o} AlIE AL 250 o)4ge]
n7 28 27} A7S ol YU Z7)7} E5tu] CD4/CDS o] 2 ZHaskAlRt HlEo|Holth, 557,
SATE 2748 4 QT $37 271U A9 A S siAIsiol s ST 2712 29 ST AE

|Z2ZF Bl 7e A iRl ] sl 7] e w 2A|1 2 o] HE

ol

o
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e
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(o]
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o
=2
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oX,
i)
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ZAsPH o 2 oo}l Hzy I J7 A7]8A] Yol SotxA] A7 (granulation tissue, Masson’s body)
Aoz Holo, A7 A Ul Eo] SRM=AU SHHE ] o8& 4= JItHad §). of=2{3t &2 7123}

H& (organizing pneumonia, OP) £740]gkal 5} OP 4740] H|th% & 22 (patch distribution)Z o] &
U o pxo] Wy & Holz| ket IR R8Y Sobg(granuloma), MAL H8d, ZAaH hyaline
membrane) 59 £ E& £ 08 THE A AR, 2AZAE AT A 444 w22 HARL
ARo| ATk A7 | HA|H P e 2 Jdksh= A= ot 37782 td o= §F AtoilA A7|hA|= g o] X
-2 RIZEE 64%, 50l & 86%°]om" HH S5kA] Aola] 7| w0 7| AstY S T
sto] 2E|2o|E X8 o]F SHES Birstal Qo HARFe] BEFES 4 A TR0l Qlo] o8 gsitt

BEFAYA R Rtho] 7HsBhe At ok 2 AJYE I QL A7 8| #5487 (Transbronchial
lung cryobiopsy, TBLC)®] ILDZIEto]l Qlof 4&2] w221 A Y| =7t s Bt §le]™ COP Zitol]
Lgo] d 2102 Holu} COPYHE tld o= 3 A= §lof F£7H4]Ql A+t7h H e sirt.
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5. X2

- E447| S (COP) XI22 AH|Z0|E A S #UBHT). (2HpE ME27t 2o, #nsa: st #1)
iy 2ot A1 5/6, ZUR M1 1/6

27| ESHE(COP) SHXtoflA AHIZ0|E = X| R0 ZIHSAL Asts A2 HAANKE AI8Y

=
Uk (ASE MEIH g, #SE TR # 1)

ey X5 A1 6/6

1) AH|Z0|=

COP94 i] FolA AE|2olEe} 9ofg H|WEH txATE= glrh T2y o] =RollA AH|Zo|E A&
Z w2 A T30l UgS BT, A FoF 872 prednisone 0.5-1 mg/kg & AJ&FshH, 515 2o
60 mgWPZl 45 S © 3] B Fofdit) 4 whgoll wet 4-67 el AxA A Eof UrhH, X8 7|t
2 A= A] koLt 67 EolA] 1do] FHE T, 2|7 §hgo] £ Follif 24-72A17F oW A SHES
Kol 37} o|Fof ¢k a7} &RlE] 7= SHF. prednisone 20 mg/Y ©]/d AF& Alofl= Pneumocystis

jirovecii ol Qo] FHECH’. Ao F5rrt =1 w2 WYPEHA SF Bxlo| Julsh ghape] 749
methylprednisolone 500-1,000 mg iv, 3-5¢& AFERH AL-&3 AF|20|= 54 QRlo] g 4 glowm, g}

o] /JEl7t AW A ¥ o2 4~ o o]ufof] HBGIE, AR|Ro|=o] xSt Bak8.o] 9Fg o7
A&l 71 Aol A= prednisone 7]& 0.75 mg/kg/Q 457 B8, o]F 0.5 mg/kg/¥ 45, 20 mg/d 45, 10
mg/¥ 67, 5 mg/d 65, F 247 AR o B8oh= S 2 A7lE HE k. 919] &7l 7IE 8RS
2 =T B S uf AR Haks th22] gokom | A AE| 2ol = S8R 26l ZhASHATHS.

Ak Alof| = AE|Zo|=of /g2 &3ttt Prednisone 20 mg/day ©J5t2 28 F A5t S wf 20 mg/
dayl 2 8 F7HIX & o Yhe 499 1 o)) £5H(F 1 40 mg/day) 2 &2 S7HAIX & S0 UZHE
AE H]J—J'_o]- S uf) JAHA ATtoll= zpo)7t Qlal B-8eFtolA] B2k o] ¢ weke-S H st o) &

AZ 2 Al prednisone 20 mg/day S 2 A EF T LS Fof U7t & 4= R}

2) Macrolide SH4|

AR T BEATAN FHF E4E 7H macrolide FAJAl (erythromycin, azithromycin &

& clarithromycin)7} 7 28| Zo|=9] HEA|7} & 4= 9l-go] B Hf J3** macrolide 447} H|

188




4.

am

S| S 0lZHE M} 7|2t
7150l B4R F COP xtollA] 22 X877 F2 BAG(7|e 4, AE57h 4 32 ALES &
o] 2H|Zol=o] tieto] & 4 Q13- HUsTH. s AtollAl9] macrolidet clarithromycin©] A&
E|9lon, 500 mg 23/, 371Y 59 AT 58513 AHZo|E Foj#2 m =& (prednisone)= A
g3l om, P 27|82 0.6710.24 mg/kg/AolRom, H 8.59+3.0570 5 FFstATH. 7]
E} Aol M= macrolide®t AH Zo|E Bga ¥yt A Zol= thE ey dis) v|wstlEt], AH R0
Z¢} clarithromycin®] &2 (clarithromycin 100 mg/¥ 155, 500 mg/Q 35, 250 mg/¥ 85, & 125
+prednisone 0.75 mg/kg/Q 25, 0.5 mg/kg/d 25, 20 mg/Y 25, 10 mg/¥ 35, 5 mg/d 35, & 125)0] &
g 2o]= th= x| E(prednisone 0.75 mg/kg/Y 455, 0.5 mg/kg/Y, 455, 20 mg/¥ 45, 10 mg/¥ 65, 5 mg/Y
65, & 245)Ht F2 ¥hS e =2 A EE Hol= § AFRo|E G E} O 99U Tt HoFA

+ ZoPT . whebA, COPS) x| 2ol 4] macrolide®] 3 of#] &) 517l uf glrt”.

3)7[Et A==

O

Immunoglobulin®, rituximab®, cyclophosphamide®, mycophenolic acid**2} 22 T || #|of| ch3]
M AH|ZolE Hof g = AF|Zo| o BEZo] gl= 55 COP Aol A tiA|Al 2 Al =%l 3o of4|

S8 Bi pFo 2 gk EREsith

6. AfHZnjet o=

COP= oF2 A& glo] AIA 02 s 79k Jlon] dRha o2 Ad|Ro|=of igh X| 2 vhgo] Fo}
U2 9X5] SAEh 2 20| E AIZ & 4 o ofyjo] whEA] ST EEA| 10 o) A7)
2E 3N ol F A4 A7o] SHHECF S, FR HRCTS 248 By s 4she RREHo R T
A 2738 Hol= Whiol| g2 (reticular opacity) 2] 4-¢-oll= ALE A M} &S 4= o] 4 &
452 @7171= St S Aol QJ5hd 7] F7 CTolA] AR 718 AZHZ-S SRkt w35k} 24
H

7B A= S FA 2 A2 Fof 9lom o|ald 0Pl 79 S/l s

D>

OOP g4jol] chefA] B sjgtn] o2 o i B34 =

Aol Bl Eatal kg2 13-70%7HA] ThFskA] HaEnHe, o2 2|8 A2 19 o] ufol] Adaha A
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BlZo|ES AL ST ul Attt S/ 8 § 287 AdE 49, 27] 2| 20|= §F0] AL

[} =
A} 712b0] BHE 72, HAB BG4 A 7o) HTHHTDE 20 mg o] 42 prednisone ALE &

tHi O

=2
E= T S 1870 o] 5ol AEsh= 49 COP ztho] Bh=A4] Arlsiof sk A 22| gko]u w7l g Hg =

= okgo] eJt 0|2} OP7} obl A] Bels ojof ah}”,

12l 6. Acute fibrinous organizing pneumonia. Photomicrography of explanted lung specimen showing many ovoid-
shaped aggregates of fibrin, acute inflammatory cells, and macrophages filling the airspaces (arrows). Alveolar septa
display near-total denudation of alveolar pneumocytes with diffuse fibroblastic proliferation (arrowheads), which

indicates diffuse alveolar damage.

32l 7. (A, B) HRCT images show ground glass opacity with reticulation and consolidation in the periphery of both
upper and lower lobes, which are similar findings with organizing pneumonia pattern.
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4. S2gH|So[EdmE R 7|1 2ot E RSeS|

7.28 MeAM J|EsHIH
(Acute fibrous and organizing pneumonia, AFOP)

49 A4 7183k (Acute fibrous and organizing pneumonia, AFOP)2 2002\d Beasley 51| 2|
M7rA/d mlsd el oF 22|5HA efolch. F435] A HidS Holu 7]E9] njghy
| 2 &2 (diffuse alveolar damage, DAD), 7|28} 5 (organizing pneumonia, OP)i}= th2A] ¥ e 224]5}
Aoz HE Y AgA(fibrin)Q) &4 A (intra-alveolar fibrin ball)o] S=&5tA] 2= 11 Q1743 W] A7l o]
&, T3e] A5 a3 A 28 HE JujAxe] Falo] PR CHI 6", WAMASHH 0 2 oFZ o|(R2 H5t
ol thhd 3t 4278 7|Hho 2 Wy, Wd-uAAd e 2 3ol ey & Sl 7). 20139
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DIP= F2 3 &=0] AlgHy &7] Foliet S5=9 slehits da 2742 Holu, o] 7 Ao Zae Aeto]
Fomet & Yx|ohs Aol ekl iyt FHut e o] Q7] whiol] m7]F o] FHkE 797} ot maf
3 87 Aozt HgE 4= Qlom, W2 A4 w8 ol = mighitett 445 ache A= AT
2) B2 X-M U BEHRCT

5 XA wol] whet FAd MY = gl o] Azdo] A|gHA o] ALt v Eo| ¥l 497} B35}t . DIP
+ P e Egol AdRtd ez saiat ISt S H dHRE 'EHE‘—W}XI H&she %78% 7HA Xl‘ih =

= Ke)
= 3%
At} i EC] Wot titi A47h FE3HAN, 2272 td 2= ¢ 57 HRCT 24 oﬂ;Loﬂ/q_t_ RE 3

J&l 1. HRCT of DIP. It shows widespread ground-glass
opacification and subpleural paraseptal emphysema.
A section obtained at the level of the lower lobe bronchi
reveals extensive ground-glass opacification.
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12l 2. Pathologic findings of DIP. Accumulation of
smoker's macrophages (pigmented) with diffuse
distribution in the alveolar spaces.
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1. Xoje} glol

LIPE= 44, et oz gole =7 7Ha/dudehe] gt ez = Adof| o5 S84 "=+ 4]0l I
ojub= 44 A gHbenign polyclonal lymphoproliferative disorder)o]th. 19661 Carringtoni'—} Liebow”}
A& AF5HR 1§ o) dtiid Syt Avke njubd ol g =AY 2-(diffuse pulmonary lymphoreticular
infiltrates associated with dysproteinemia)2.& AF%%lct. LIPE o 7Ho) THZ T BHI L, A
Z, ZAF7F 2&sto] 434 vESS o]+ Agtoltt. LIP= /o2 AT = QAT A x4
Agtolu} Ha/ddehat Satslo] HhAe o Qo B Q] AX A HEoZ AT T (Sjogren’s
syndrome), A4 SHFE I A (systemic lupus erythematosus), F0HE] A3 A (rheumatoid arthritis), <
g g7t 85 (primary biliary cirrhosis), 228 (Crohn’s disease), 55523 (myasthenia gravis),
SHA| L EZH A1 (Hashimoto's thyroiditis), AF7FH &8 R1E (autoimmune hemolytic anemia), 2H/gdHl
@ (pernicious anemia) 5°| Uth. ZA|ZAAS Foji= 2T:FFo] LIPS} 7P UAgeh ABdE 71
a1l g Agoll= HIV 4 == AIDS, Epstein-Barr virus 2+, human herpesvirus 8 244, THdg
54 71, Azt g, F32AE(Pneumocystitis jirovecii) B3, 7§&7H (Castleman’s disease), 23}
(tuberculosis) 5°| LIPet T o] I}, T3 phenytoindt 2-2 2F&, 3-57PHH A (common variable

immunodeficiency), 55&40]4], o] Al H )& TR Sol A = LIP7F 2A¥E 4= Qlch

LIPS R E 2 I E2 ¥3A] A Fon, S Y2 40-70t], F= oJdollA] AP}, B

/d LIP= '@4dolA, AAl x4 dgat B E LIP= ofAdolA sttt dd5/d2 AAls] TAsty 4
712+ 7 270 ARE 123717 sttt 887] S4RE 8w, ntEr, 9 §50] S5t
o, AAZdo 2 02, Id, A5h, 4w So] WS, JRF 2o B3] £, 5714 A
ol =2 ATt °F 60%2] EA}7} o] AT oé%—(dySplro‘[ememla)% WA=, 12 EEdES

ri
ok
o|N

(hypergammaglobulinemia)©] #1722 5388 %(hypogammaglobulinemia) 2}t o &35}t
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3.4 AA

1) W7 1S AAk

thi-zo] Aol A AEH 7|57 (FEV./FVC 571, FVCeF FEV, 9] #4r)E Ho|i, H&Hiks(DLco)

=1-11,3
¥4 gatsim

2. 88 X-H4 A EF HRCT

b}

LIPE= 5 X-A AN Ao g2 Hol= 97t St o1 Hlofe] Wt = 284590 B & 3l
‘3}4-

B HRCTOIA 7H3-2]8% (ground-glass opacity), $414:% 4724 (centrilobular nodules), &1} 5}

@@(subpleural nodules), 7| #A & <41 ]—‘?—(bronchovascular bundle thickening), 7| #A| D HF2 =

(peribronchovascular cysts) 501 2 < o st Yt S35 7HIcHIz 1)*°. LIPoA] Hol& g

Zo e Puzao] ofs) Walshe s1E wsk@uslaol ols) WS, WaE Pmzo) A7jE

Ly

to} H¥FAY5H= ball-valve mechanismell 9]l o]xt& o & dhgsh= 2o dajA gick

_]EI

32l 1. LIP in a 51-year-old woman with Sjogren’s syndrome. Axial (A, B) and coronal (C) reformation HRCT scans at the
level of the upper (A) and the lower (B) lung zones show diffuse distribution of centrilobular nodules and ground-glass
opacities. Mild thickening of bronchovascular bundles and interlobular septa is demonstrated in lower lungs.
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H$ES FAd5he 2g F LIpet 7ol Hash Aslols dxdgEas (1ymphang101e1omyomato818), &
A 2gAM| 2 2] FZ(pulmonary Langerhans cell histiocytosis), ¥ E S 155 %+ (Birt-Hogg-Dube

syndrome), oF'd 2 0] =Z(amyloidosis) 5°] 1t}

LIPolA GEe ERA o P 3 mm-1 cm FE0] 27|15 71 530, F2 I FHo| njubygos
£33 (diffuse random distribution) A3y, Y=ot XA E7} | LAY FZ (interlobular septa)
= AWM 2gArtolE At (interlobular septal thickening)7} §5 HRCToA B 4= Qlcka &&#]

U EE 2o|t) x|t et Pz e 4 k. skAIRE F429F H7d2H(consolidation)=
LIPof|A] o9 =2 A7o|n 2 Fool WAsH ] HY moji= s ] SHkE 21xX So] oby W3S 71 s|of
stk 5k 11 mm o]0l AL 37|17} AR e HZA- T P mEo] BhAS AJAlsHs 70|t} B1A|9E o] 23t ¥
HH o] g gto]| thgh PET-CTe] 98- 23t LIPoj|A] Kol HAdo e &4 w7t 5718 4= 97| wf

7| TR H ZA 2] A A FZALZTFE(H4d CD4/CD8)o] T 4 ARk, LIPoARE Uehts E4Z
Ql 4zdo] ofm, 7 7]3%A]H|*8 7 (transbronchial lung biopsy)2] X982 HlwA e Ziog Az Q7]
ool LIP2] Mok fJaiie &2 2AZAAE Fasttt. LIPe] 225y E42 22T re} thofst 4
o] YR 11 9] He A Z(immunoblast), THAIM| ) & 7o) 7HAA Z]-g-o]tHa 2). °F 50% FollA F

A}54) (germinal center)?t AA/d 3 ZT7-8-F (nodular lymphoid aggregates)o] 2 4= Qlckar da#] k.

12l 2. Pathologic findings of LIP. polymorphous small lymphocytes and plasma cells are diffusely infiltrated. The
distribution of infiltration is random.




ILD 2= X| %! PAICHPN P FS

P g2 THE et B x7p S5t o] AR =, BEZ = A8 /g A% (nodular lymphoid
follicle)oll TH == H (interstisium)ol] F+2 23T}, w2 =of] 2k QF == H]ZAY §olFo] Hol7|=
gk 5 CT F/dolA EAE 3 (cyst)> ZAolM = TSR] b=t LIP7F Jgshi 7H4 Ad-fatel E

5. k|2

LIP %] 20] that 3} iz 2xke] oAb AJ8] ATt ofAl7hA] 9lom $af Zaf B
Bolc}, LIPe] X2t $Hxle] 24k 7)5AI5 714 AsH ANz A 2% H

of E}E} SalACh E8golUh 7|4 Ak} odnke LIP RS ZAFo] Zu]at 7-0o)=
4 lont grek Zo] AU H|7s £4d0] e Aol AT 2HZo|EE Fofsh=d]", ¥H8-2 50-60%
oAl ZAFo|ut HPARMEEA 0 & SR A E T %7]of| prednisone (o]0l 553+ 82F0] prednisolone)
0.75 to 1.0 mg/kg/d (ideal body weight, 2t 100 mg/d olshE 512 13] Fojsto] 8-125% H= 2|45t
of. qhef 2 2ol t&%ol QIThiL whehEl, o] HAs] st A 6125 SO 0.25 mg/kg/d 71 SR,

AHEo|E X 50| §ES5HA] @S 7J-9-ofl= azathioprine, cyclophosphamide, cyclosporin, rituximab,

hydroxychloroquine, mycophenolate, tumor necrosis factor antagonist®] A8 F7F4 02 J18a) &
4 QUTHHIOE, gt 20 mg o) &7 AE|Ro|=E 7|7 Fofahs Aol |l EARS Zhedol oigt ot
2 YA sFske RS AAstolof gtk HIV ZHdo] 5HHE LIPS] 9ol FHtol2ia x| 87t =go] Hrk*™,
wiebA] AR ol AAE Fof WA| o= HIV Aol A X 55 Q5h= LIP7H g ghatolz| Az o] &
ol & a12sfjof gttt Thef o2 AAfol Hh-g-o] AL FHlolZ A4S Fof AL 9= HIV Aol A LIP %]
27} T, AE|Ro|ES 715 B 4= ATH. LIPQ] AR5 IS Y 1Ye =37] Al IR
SHA| AHg-2 Eael uf glo,

6. 0ll=

LIPS] ApA7g et of| 2of] tfsiAf= 2 4
O = SHEAY M= A1, () éEﬂEolE s s A A B8 AR BB 49, 3) MR
g7t Do) SERH 502 NPk 732, (4) ¥ = HAA Zedo] s B2, (5) BTFo] Hshe

H
7. SHAI, olefat ATE ST 4 A YA, WA L HelsbH Q) A EL obg kA gk 15%9) LIP3
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o) FntelAnael, 19e) ABURIEA, 190] 28, 1
wo] BE7hHEwelA, 390] S LIP)o] olo}w, 13%0] At|RolE MBS ek, B7l7} 7153 o
% 892 AR STHHUAY HstEgic. F7F AE7IZHE 115WeIgit. LIPS X Rel 275} 5

of AON(HIV 7% 5)et elofx] x| 2ol iz W 4 9
=) =|

—

£ A1ZIe P ZOICN, U e HAY PEF0 2 WYk 9t SBAT of 5% Fxjell A LT
4 e, 58] 278 57 SlollA YPEt F7bshe 2o defA ok, LiPeh AR PmEL o]

A 2 Batg]of A A3] Aleke el #Hd (mucosa-associated lymphoid tissue, MALT) & ZZo]c},
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ILD TEXIE 2023 X+ 7HE

V. 8= 80=E

(acute interstitial pneumonia, AlP)

o
12

ZH M m|& (acute interstitial pneumonia, AIP)2 EEX|3H 7| X HZ 20| gls HAloloA S43| X
HMAM HESoR, AMMOZ G 2SS T (acute respiratory distress syndrome, ARDS)2t
AFSER|2E Q10| HESHA| QECH= XtO|F0| ALE. 404 O &oiM HE 5! SH FF2t 2tA|gl0] LSHH, 2
7-14% O|Tof| T+ 40| SHEE|11 &UH 0|2 £ Lo F£3| ZTIATICL ARDSSt FAFSH &% E21t 0|
H| & AH(diffuse alveolar damage, DAD)2| Z=XI5tH =tolof| o|sf XISt HRTIIX| SElEl K2 A
FH HESEI|E S5t EEXN X|20|Ct YMHOR AEE[= HEXQI AH|Z0|E X2, CHH| HAAX X2

[==Jy =

of my
rr ox

S

—

%0 Ok r2 of 40 o

HO|Al2 WMZ M= LEHR 2HIL RFSIEZ FIPHQl FHat HL7F HQSIC.

o HTALE

-AIP X| 22 AH|20|= AFS HTeiCt (2AHF: W27t &ol, #nSa: ZsiA 2 1)

SRR 251 B3 4/6, T2 H1 2/6

1. 9|

/374735 (acute interstitial pneumonia, AIP)2 th2 S2J7HaJ =™ (idiopathic interstitial
pneumonia, IIP)2} B2 EEX|TF 7|4 #f|@gto] gl FARlolA F43] st 244 o dgtolct?,

‘Hamman and Rich syndrome’ 2 2% E2|™ 20000l v]=-§F835|et f 557|589 gholo e} St
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/Ju|’d-3-Z(idiopathic pulmonary fibrosis, IPF)2} T = FA7HE A 2gko 2 74351k

AIP9] R ARDS®} FAFSHAIRE 21Qlo] Potox] of2 /2] 43k DADS] Z2]8H #Rloj oJ3) o] %
ojXItt.

FE XA ARRIo|A 42 o] n]wg o] F7]7]32] 2G4 air bronchogram)& Hol& 73t S9jo] ozt
=, o] = A slREH vt 2oz B £ Qlo] o] it AE e ol Adzen A 2ed &

PALS]



AF2Q FFHRCT 2742 ¥ H|9| Fofsloll 2 = s elsH ety 1122 ZsHA yer

U= 732159 (ground-glass opacity, GGO)¥t 74 &to]m, Uk 0 2 Gtz L] A] Q=THIE 1). A7t
uhE 20| 2 Koo, 27]9] A=A ©@|(exudative phase)olls HE 57 BZof oJ5t GGOLF 4514 &L 7
5} 27d0] W&E L, 79| 7)43} DA (organizing phase)oll= Ad-R8ket FRIgH 124 o5, 71 71¢A]
2 Fusl ¥R g (honeycombing appearance)©] LFERE 4= QIoH . ARDSollA TEEl = A7 §A

SHAIRE, ATPollAf = Bt tig A o] al F5/d 0 2 stedoll F& Yehdt),

ZASA A2 22 W B 430 2sto] o] ol Ry, ATpofirfe] 22| 4742 DADA] 9]
gk Zio|H, At Al7]ell whef 2ko] 7} itk AHEAd DAloll: 15, F-2] @Rk (hyaline membrane), 38749
Azdo] BEE|T, 71438t Aol 497 714/ ARstet 28 sl A e] 2hed/do] 2 vehdthIz 2)°.

7 ]%XILH/\]%'T*]' 71 #A] | EA)Z (bronchoalveolar lavage, BAL) A= HEZWESE, SAE7RE A3t 5
Agh 7 W Foll o5k nvky A& 5o of2 Aekat ATPe] 7HE Ztho]] &2o] & 4= it} BAL ZAleIA
+ HIEo|Ho|Avt TZet vy Hl ] F7p7F TE T, IIP Folli] F/4 o= JgPshs fARE 4
P/l IPF 27923} 9 vrej7ha |3 (desquamative interstitial pneumonia, DIP)Z}2] 7HES Ao 2

Jestofof gtk 1 o] Fute] ATE Y (theumatoid arthritis, RA), H417 8k (systemic sclerosis, SSc), £

255 7(Sjogren’s syndrome), SFA A2 A H (mixed connective tissue disease, MCTD), E2Hd A5

H.I

" Z(idiopathic inflammatory myopathies, IIM), Z41-&¥H2FEA(systemic lupus erythematosus, SLE)
5o Az AR Ay 7/ do| A ek HiAl|sh] 913 HANE F e sttt

72l 2. (A) Acute phase of Diffuse alveolar damage (DAD). Eosinophilic hyaline membrane (arrow head) along
edematous alveolar septa and interstitial inflammatory cells infiltrates are present. Intra-alveolar edema is also
observed in early DAD. (B) Organizing DAD. Prominent fibroblast proliferation in the interstitium around a residual
alveolar duct. Bronchioles show squamous metaplasia with mild cytologic atypia.
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4.X|=

Ak SE EaAQ) A RE AL BRI 7ARI)E B0 BEY A Ro|t TR G5 aehe
SERAOE A3 HUEH T WA

71AR7] A= P Za5tH, ARDSOIA ARGE = HE S 2] (lung
protective ventilation strategy)2] 2-8-0] FHE . =5t F3tAo| A WAIE 4= QL= M F Qg 2 2
22} 7kl 59 S A oS 9l = o] F sttt

PEA o2 AF|20|=7) AIPO] X5 2 ARG o] fitt. ShA|R AL8&f AF| 2ol X 5of tfeh 2AkR = 4
2o F BuE= AR, 2 Y3t X8 Aifso] 4y glo] sty whizel dAl S84 o2 ARES
7loll= Algto] UL, o] o W Atet FE o] Wasttt. Av|Ro|E 59 BEA X gl &2} gl ¢

4xf

At 7| 2 ¥ (alternative immunosuppressive therapy)x o] 4], A @] ulAkA-F-373] (extracorporeal

=13
membrane oxygenation, ECMO)& A& &= 9l o1} of2] Zef|7} 2o # A2 ARg-2 ob] A|gha]o]cf* 2!,

5.0

oj2] Aol mhZH, AIPo]l 23t AFYE-2 500 o4O 2 uf9 a1, thEEL Z4} e o] 67l ool
APRITE!. AR BEARL] 9 The 2 g A et thaA Ate B RshA] L, HlaA A/del 7

gy

)
5l7) 0] 218 571% Sht A i AT AR 2 Ash 49w Baisn glop,

B a2

=
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A2 3 (idiopathic pleuroparenchymal fibroelastosis, iPPFE)+= A d7Ha 2 1
o} JAH5h= A9 “%ﬂ% ERo2 sh= = f 7Hadu A%k (interstitial lung disease, ILD)o|tt. A0
= |& (idiopathic interstitial pneumonia, 1IP)¥H= the B2 YAFoZ Ho|
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BT, ok ] gk sk oA Aleh S5FA Aol sk 4557 9] S du|4d-R-F (idiopathic
pulmonary fibrosis, IPF) 22} Z-ofl 2875 (6.3%)2] 2217} PPFEE 2kl 31T}
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3} HIILE 5198 W) A5l 2712 Kol PPFEZL o] 4lg wf Alajs] 2 4 Qi w4 1T o]tk KL,
SPD7F 443 4 9lon], Aol HErt Aol Ay Eet AAsiA AX|SHARE Agk 2 Qg e e
A ob2] QA7) RES Abelo| . gk A7 b ela A (Rt Aol §EETAIEA ) R Aol et
16GE A4 Kol 497} 9lout, 1 AEst AAskA ehon] 7|3 o] o] & ElX| ok APE A4S

2 4 9lof PPFE AH410] Aol Ao} Bgoll AsHg S Belcy? 42,

2) H7|sdA

2~

FVC, TLC, DLCO/VA ZAE Hol= A ¥l 27 9 FEV,/FVC= % &= 371
FVCe| Zr42] 749 57478 d |3 (usual interstitial pneumonia, UIP)ol H]3l B]&5HAL o w2 Lx2 7+

4% 4 ok FUETEAGAD Aiks O AR} v s AdAaES, AEiE S B o5 E

e

F2 XAl F5 7 Alol 27Esk Fotul 27do] B 4 gloLt W 27]0] 49 ol 27do]

) fs
& UehA] 92 4 9100, 1 9o 7 BX e, 2588, TS, 71F Sol therd 4 9L, Wsto]

32 1. HRCT of PPFE. Axial (A, B), and coronal (C) HRCT images show apical predominant subpleural thickening,
dense subpleural consolidation with reticulation, traction bronchiectasis and volume loss in both upper lobes. Mild
reticulation with bronchiectasis in subpleural areas of both basal lungs indicates concomitant probable usual interstitial
pneumonia.
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IESESSESY 2023 14H 7HE

FE S A v ae of FLo] A o] Jid o2 Zhashs Hggatel 7t vERe 4 QU
FRCT7F Aol -85t Ahell Fobst TSI A4y E4A oz Hojm Futd ]
(pleuroparenchymal thickening), Q1g+ AAAR3E 214 71822743, 371 (bullae), 3&, IH=1S3
UIP 9 B| S0l s do] T2 Addolla] ehdt >, tdt 4f<de] w82 o] ZhastHA] izt o 7o
78/l Bl o= o] o= ol HY 4= Uk 1 Qloll = =5 # o]l 7R5aFE 7N (pleural cap)2] FE

o

-

_

7Hurebd 4= AT, PPFECIA] 5o o] &et gutsl A fehe SF8lohA] 957U glot. 22 IPF ™, Az
2] A2 g H| W EHconnective tissue disease-associated ILD, CTD-ILD)'*'**| fibrotic hypersensitivity
pneumonitis (HP)*** 53} F8HE 4= 9lo] H| 3ol A = ®wo] e 4= cHaz ).

P (7% i'ﬂ‘f—"-%“ﬂ'-. Al BN B

12l 2. Pathologic findings of idiopathic PPFE. (A) Scan view of H&E-stained wedge-resected lung biopsy specimen
showing dense spiculated fibroelastosis extending along subpleural and interlobular septal region. (B) Van Gieson
elastic staining highlights prominent elastic fiber deposition within the fibrotic region. (C) Low power view of the
fibroelastotic region showing elastic fiber deposition intervened with the collagen fibers. (D) Van Gieson elastic staining
of the correspondent region in (C).
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&2 d-3-Z(intraalveolar fibrosis and elastosis, IAFE)¥} W&-§9Hd-3-Z(visceral pleural fibrosis)©|
E4Aoltt. W25 2ol 23 of 17| wZell AAHolA HolA] = 4 Ak mduld-f-atet
TAFES 2|3t Ze7ida8k2 /3% o] HlZ U7 alveolar space)S #H-$-= HHA o)+ H| 2 H (residual
alveolar wall)-2 &) 4 (elastin) J2HS Rol=d”!) o]2igt E4-2 H| /JedollA F2 HQItHIR 2).

H2)eh ke #i7]<& Gl (elastic Van Gieson)2 2 wl, Fv} Falstol] 95 WA AUALS
_]
A

S ffoto] a8 A AR Aol & FojA H 23S A= Aol S5t o|f+= PPFE &7 Xtk
=@ 4 AN e oldado] A gl e mIgellA ERIE T I Beolo] 22|54 sfjel e oA Feld
£ Q7] tiolth. &4 XAAAE 718, TA571S, B A7 3712 air leak) S /23 = e 7
H#AF 92 (bronchopleural fistula)S Y27]= 97t Qo] Fol5 23ttt 77|82 44 (transbronchial

lung biopsy)', 77135247 (transbronchial cryobiopsy)”, 7 &F8H47 (transthoracic needle

biopsy)“& Z3HeF Bl & 2AZAL 5 thfRh B g s & 4 Sl

wakstel 4ee Auat mwr uilE|ofof S}, AR A, HegTera, UnE, ohdue, o
4297} (apical cap)2} 22 ] Eo] % AgatE 7o) Weshe™

5) PPFE ZIgt 7|%

2012\d°]| Reddy 52 &+ CTeH Wejshy 4242 S&oto] 58/ PPFEQ] A 7|&3 X522 A9kl
¥ 2. PPFE TG 7|2
Reference Terminology Method Description
2| HTSERI N QXD Sotel Q1N HYUE QST MY B9 HRS
=S PPRE e Foft|sote HRHEl Aol UEE BB A0 ol E £
°° =2 X| 7Lt A2l eig
Redd . HZ LA RF0| ZXSIX|RE 1) 0|0 U= BUNRS T} 2210| glon]
eet aly ° 2) =2 BUslo| UX| 241, 3) Aol HEZIZA]M HO|X| 243
SEH PPRE ZorHIR S St Aol B9t HISBIE HOLE 1) Wste] BEE
=P AtGollpt FZEX| QAL 22 2) H|o| T2 £2/0f PPFES| SR
0| ZxHsts 2L
SUX|X PPFE | el |ePEE w UX[BHPPFE ZIES LIE 4 gl EQ
Aol Batol H|23} B2 H|TEIE SHISIX| oS X BofsiHZS
(consolidation) & st & F=2{X| 7Lt 8IS,
Enomoto e ity RIHO| BPARMSHE stol(URA0] AR TTLol|A B2UH|S Y/E
et al PPFE ST yolo| HigEZA oiso) BAigi0] Aelel Hatel B71E HolE)
glolg 2Bt 4 gl C}2 HESH0]: ZN|EXZe Hat 2PN E
gt OrN TR, TS, HETRYE Y SAHAE)S Jelg
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ILD 2= X| %! PAICHPN P FS

—

2 inconsistent with”"& A7} 2 519 &

o, “eFdA definite”, “U3¥H4] consistent with” = “EUx
2 I} HAPA SR EA-S HiRR o 2 “g 70| A

2%
FCHE 2, AFAISS EXFA PPFES TS 2 2|H 2|57 E4
U ‘A’ Q1 Z1o 2 7hee w2 A olskgict.

o] 7] 58 PPFES] ko] tish /4 2JAbE2] olalE =AIT, Be|ahd 77t d e sha]of tigh =
o] ASitt. £/ PPFE 2At= | 7]50] of3tE]o] Qlom o &7} £X] k2 797t Won, Xido] Yzl &
o= LWJOJ ] EH*Ol giths dit & 2 7153 4993 59 Sol A

2L

O:

N
N
30
)
l‘ll‘
)
=2
>
X

X
oY,
>
1o

20170} Enomoto 52 443 9] 352 thAto 2 3t o) BAoj|A], JAFZ] EA A HIAAISHE] 7142
o2 $48 A 712g ARMIYTF. f7Ats-e E1g PPFES] Xtk YA S43 ool wabAst
Ao R A 715 BF TEE w2 A olsirt.

Qofsla Welsty Bt olle A SolE, AH EYT YAty anvtozw [Tk YR 4 I,

eloby A Estel AHke Uzl 2ol 71 it

(1) %2 1|2

AA7HA] LI PPFEQ] o x| &0l thet At ¢ AlRba ol AJE7I7He AT IS oF=

i]_,%_% %il:]—l’7’56’57_

2H|20|= S HASARF

A o8 A8 AHR0|ETFARRET|E S, o] S s A7 719 §ltt. 512/ PPFE ¥
= wAAE g Aol 9 o] B AH RO ES ARESIEH, TL F 278 0] FFHRCTOIM o= &2
Aohal BUstie. 1g7Fe] Av| 2ol =t A= 2ol f1dE £UL estol A ARG HA| =Tt

IPF2IA} 2599 T4 o2 EAFE ATol|A] 647 0] “<doll PPFEZ} BRM= 1, 1 F 8%(12.5%)°]

2678(40.6%)°] pirfenidones AHE-51IT}. PPFEZL BHIE A] ¢k2 &2 [PFRHA}

ol 4= 38%5(19.4%)°] nintedanibg AHE-SFAIL 53%(27.1%)0] pirfenidones AHE-SHATE FAd-RA| AHE-

2 A4 [PFEAREo|A H7 |5 TALEE f-2sHA 4] §EH PPFEZ} EREE [PFRHAtol| A= folst &

+ IQlch oS 24 Ay} IPF $HAtol| A PPFEZ} EhtE= A2 SAH &2 fofsiA| /A x|&ol o
ot k22 o =35l= A & F 59l tHodds ratio 7.096, p=0.002)*.

i)

ot
e
ol
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i) Pirfenidone

PPFE 2F2}oj|A] pirfenidone &x}oll tis] 3F2] oz Z3e 4 A2 Qlot. AA7A] e 45 &2
&2 BA T 440 BE th o E S A golcp Y,

iPPFE A} 44788 A A LofAl= & 89 0] pirfenidones -85t 0Lt f-olt avh= gtk &
1331, 297 9] iPPFE A2 BAE th2 Ao A= & 109 0] pirfenidoneS B85+ 1 % 19
oA FVC ol &% 9] byt Bolrky B sgicy,

ii) Nintedanib

PPFE &A}ol| 4| nintedanib &}o]| thsto] HFd oz aie A4 AP glot. Progressive pulmonary
fibrosis kAol 4] nintedanibe] H|7]5 Ast&EEE F-2l5HA ZAAAIZITka BuskE INBUILD ko]l 44
(et 227 A= A] &8-3)9] PPFE EAb7t 3ghe] 7] = 1l U, PPFE 2Hfto tigh e 24 b= B
15}A] 9o PPFE #H2kol|A] nintedanibe] &2Hs S| F= T 2= vlofsirt,

o] 9o 27119] kA A7} U=t dRtE= ks Hustioh. E2d 3 o|xHd PPFE At 21759
A g} ofE9] B8 A3 58 F FVC oS 9] W& 31| i3] Azt A4E vjuFld 3t AtolA=,
nintedanib& E-831H 9% % 89ol|lA] nintedanib E-& & FVC &3] 7449] FYs}t 52 £xo Ztart
=hel=]glet. T3t nintedanib Fof % FVC of|S54]9] 4 ATF Zrd = -13.61+13.4%/yearl 1l nintedanib
Fo Foll= -1.6£6.02%/year 2, e FE5= XS/ 2RtoM= 58 A 58 5 /-2l 2t
7} = 2] kAT, ¥ nintedanibg 670 o/ AFERIE E1/3 PPFE 22} 1592 IPF 82} 278
Zo 2 v A5 E th2 Ao A=, nintedanib ARE-0] IPF #2te] A7 FVC &3] 74 £ 25 (0|5}
Al ZraA1Z AT PPFE $H2tol| A= f-o] gt &3HE Holz] Z5ielrtal B shiot”,

2

kd
f

(2) HI=X %|2

@ HO|A!

21205 {PPFE 2 |34 PPFECA] Hlo] 41 Tafat 4= 9oL} mo]4] 3 ool T3k i vj$- Al
#o|r}. QoA 19E 3 Q1104 201 £k W] A8 ¥ iPPFE 2} 3173} IPF 7 6942
3} = Zo] Y277l §ol3t Aol gtk BASYTY. Alah FululE, e BMIL, BHTIIS 2D Alg A

A7) 525k Ho] 4] x1ggo] lo] 13 I} & 4> Qlo A5t ghxte] o] Fashr .
@78 K=z
22 2aE & AtollA] iPPFE 22t 89S AIEH At 531(59.6%)0114 1202]9] 7] o] EAgstelEt,

76.7%0]| A 7]%94 3717} A9kl 70.8%0 A= S4ko] AT 2335](19.2%)0l A TS Al3Y5HE AL 133
(10.8%)°l A G-2H&=2 AJ3¥5t o™ 33](2.5%)0lA] A& = £a-S Al3YEITt B uskedohs,




ILD 2= X| %! PAICHPN P FS

® 7[Et

o A7ollA] SEAFo] Ego] Hrki Bustelonfs, 27} Aty F S Qo) HH PPFE Bl
B4 Fo 3717 AR Ego] B 4 glon), Bt & AAT)7|7) ofele 297k B o 9f the 2w
Wk} opb) 2 2 AkaE o] i A9 kb e vlo] Wastn] 74 olgsly] giet ol o] Anect,

7) 0=

(1) A&7zt

o}%|7}%] iPPFE Aol tifgt til2 18] 7 glon] aka] dSolA
E:l—y—El:l—'— 2}11:]_1573031353756577376 2013]{1 E%—é‘_%ﬁ‘jj_
_]

=
75, % 44 ﬁw%a A28 Hol: FAEL BAYH of2] A7 5M

A |
9T =2 54 Agf 82 5806}, :LEM PPFE 22} 4478 & 2AI%H T2 Aol 5
AJZ717to] 3571 ol Bl T 51 AYE-&-2 28.9%ATH’. T A7 FVC o=%] ZhasrEo] FY7ho] 20.3%
2 Zgho] Wggo] [PFEL} w2 F3YS Bk A7 9lonf’, PPFE 32} 672 oF 4071 E2t 4ot

35(50%)0] APgsH= L o &5 B 57| = SHATHC. o]4] & ¥st= o2} PPFE 3ats S whe A
o] zlg) &l LH of| &5 H T}

PPFE 32} 299} IPFEHA} 67982 B3 & ALollAl= PPFE 2H2te] of| &7} IPF AR -0 5HA Lt
k= 23S WL, o] Aol A] GAP stages 7|8HO 2 7} £4S Alg¥atel=t, GAP stage 1o sig
She RSO E & 9] dlFol| 2to|7} gl oL, GAP stage IT ¥ 1110} s Fsh= AES thi o2 H|wsh
1S o PPFE 2Akto] IPF SR CE 3051 T U2 o &5 B,

1o

(2) = 21X}

FVCe| 74, RV/TLCO] 7}, BMI 74 9 HFFH 2|4 (flat chest index)2] 447} AW 8g3t o] Q)
Cha B 1=, FVC of| &9} GAP staget 3-2J5HA| AFES oS3k AAICE. o] 9]of telomerase ¥+
F7zte] EdRio]”, 5ol UIP pattern?] 23S FHIsh 357 dZskAAlg} Ak 797 1 of| &7}
LpETk . B sl Qict

i

(3) Argiol
F9 AV Q9102 nekAtd o] FubE TS E R AL FAJE) ool (cachexia), W, HAAE 5

o] B E A
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(4) PPFEZI SttEl ILDQ| of|50]| O|X|= &k

UM 7]&St 2 PPFEE o8] $72 ILDeF B4 4= Ql=d|, IPF**, CTD-ILD'*"**, Fibrotic HP* &
ARo] /g<doll PPFE sfj€lo] sk 4= QU
@ IPFE Zaf6t= IIPLE SHHEl PPFE
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IPF 2ol A] RVe} RV/TLC % & PaCO, 2|7} ] &=
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i) Systemic sclerosis (SSc)-ILD

SSc-ILD &} 53972 EAE to|A 18%7F PPFE 4£740] SHIEIT 1 3 11%0)A4+ FH st
PPFE7} &= itk PPFE« SSc-ILDO] S5 =9t 5% 0 & 7|8z o)/da} 42 AJE7|3to) o] YAt

ii) Rheumatoid arthritis (RA)-ILD

RA-ILD 3} 47798 BA3IE Aol A 6.5%7} PPFE A710] SHIE|Ql 11, PPFE= W& BMI, @& FVC,
UIP 1&, 7] §- /857 DLeo Aot Hao] Il out ArdE Z7keh= o] glgict™.

® HP2 S¢HEl PPFE
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12l 1. Nonfibrotic hypersensitivity pneumonitis HRCT patterns. Axial HRCT scans through the lung show diffuse and
heterogeneous bilateral ground-glass opacities. Note striking lobular and segmental areas of decreased attenuation
and vascularity due to air-trapping.

a2l 2. Nonfibrotic hypersensitivity pneumonitis HRCT patterns. Axial HRCT scans at the level of (A) upper and (B)
lower lung zones show diffuse bilateral poorly defined centrilobular nodules with ground-glass opacity interposed with
patchy areas of decreased attenuation.
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12l 3. Fibrotic hypersensitivity pneumonitis HRCT patterns. (A) Axial HRCT scans through the lung show findings of
fibrosis with areas of honeycombing with upper lung predominance, traction bronchiectasis and bronchiectasis, and
architectural distortion. (B) Coronal HRCT scans show lung fibrosis of upper lung predilection.
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12l 4. Fibrotic hypersensitivity pneumonitis, three-density pattern. HRCT scans show heterogeneous bilateral ground-
glass opacity with minimal superimposed reticulation, lobular areas of decreased attenuation and the three different
densities: high attenuation (ground-glass opacity) (red stars), lucent lung (regions of decreased attenuation and
decreased vascular sections) (red arrows), and normal lung (black arrows).
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12! 5. Surgical lung biopsy specimen from a patient with nonfibrotic hypersensitivity pneumonitis (HP). (A) Low-
magnification photomicrograph showing airway-centered cellular interstitial pneumonia (x10). (B) Higher-magnification
photomicrograph showing mild peribronchiolar cellular infiltration with extension to adjacent lung parenchyma (x50).
(C) Higher-magnification photomicrograph showing lymphocyte-predominant inflammatory cell infiltration with poorly
formed nonnecrotizing granuloma (x200). (D) Medium-magnification photomicrograph of another region also showing
bronchiolocentric cellular infiltration. Focal organizing pneumonia is accompanied (x100). Hematoxylin and eosin
staining was used.
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12l 6. Photomicrographs of surgical lung biopsy specimens in a patient with fibrotic hypersensitivity pneumonitis.
(A) Scanning magnification view of wedge-resected lung parenchyma showing patchy subpleural and centrilobular
interstitial fibrosis(x10). (B) Low-magnification photomicrograph showing centrilobular interstitial fibrosis. Mild cellular
infiltration and peribronchiolar metaplasia are accompanied (x20). (C) Higher-magnification view showing a poorly
formed granuloma (x200). Hematoxylin and eosin staining was used.
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# 2. H{s35352 Scadding E7|

B XM HA A

171 o 4E0|= 0|40 gleHM HE =2 ST 2 LE H|tHTE LIEHL = H<
27| o HEO| 0l¢fs SHOIHM HE 2 ZHIHE H|THIL LIEHLEE E2

371 o AEO| Th= O 2 L= B2

47| Yo, 12 HIEE, dEgds B0l= TdE HYd R A= 2

12l 2. (A) Stage | sarcoidosis. Posteroanterior chest radiograph in a 31-year-old man with sarcoidosis shows symmetric
both paratracheal and hilar lymph node enlargement. (B) Stage Il sarcoidosis. Posteroanterior chest radiograph in
a 27-year-old man with sarcoidosis shows right paratracheal, aortopulmonary window, and symmetric both hilar
lymph node enlargement. There are also seen pulmonary parenchymal abnormalities characterized by small nodular
opacities and conglomeration of nodules with areas of consolidations involving mainly right upper and middle lung
zones. (C) Stage Il sarcoidosis. Posteroanterior chest radiograph in a 31-year-old man with sarcoidosis shows a diffuse
bilateral reticulonodular pattern involving mainly the upper and middle lung zones. There is no evidence of mediastinal
or hilar lymph node enlargement. (D) Stage IV sarcoidosis. Posteroanterior chest radiograph in a 47-year-old man with
sarcoidosis shows a linear and reticular pattern involving mainly the both upper lobes. There are seen mild elevation of
the hila and distortion of the lung architecture characteristic of fibrosis.
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&l 3. Sarcoidosis with characteristic lymphadenopathy on CT. Contrast-enhanced chest CT at the level of aortic arch in a
31-year-old man with sarcoidosis shows homogeneously enhancing, enlarged right paratracheal and left paraaortic lymph
nodes. CT scan at the level of the bronchus intermedius shows enlarged bilateral hilar and subcarinal lymph nodes.

T2l 4. Sarcoidosis with characteristic perilymphatic
distribution on HRCT. HRCT axial image at the level of
carina shows numerous small nodules in both upper
lobes located mainly along the peribronchovascular
bundles, and interlobar fissure (particularly well seen
in the right upper lobe). Small nodules along the
subpleural regions are also evident.

T2l 5. Pulmonary tuberculosis manifesting as diffuse
centrilobular micronodules on HRCT. HRCT axial image
at the level of aortic arch top shows diffuse centrilobular
small nodules and tree-in-bud opacities demonstrating
segmental distribution, characteristic of bronchogenic
dissemination. Also note the multiple tuberculomas in
left upper lobe.
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REo 2 Xtho] ofe R 792 22 =Rl o] ZH/du e Aol #hds] AE1 e 7| HA WA G S 53
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&2 &% 5 A2 (surgical lung biopsy, SLB) 7| HAWNAIG 71&2] & 3 7555 Aol A

= 74971 8ol 01532, TBLB, TBLC7|-&°I5HA] %82 74 SLB7F B ot 49k 3l 4 At whet
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endobronchial biopsy 24 Al
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‘ 2o E0H(+) ‘ ‘ 2T Zrj(-) ‘
-REES Xray 8717|222 27| -REES Xray 87| 37| =22 47|

2

0t o

Y Y

EBUS-TBNA + TBLB = TBLC ‘ ‘ TBLB + TBLC = SLB ‘

12l 6. Diagnostic algorithm of sarcoidosis

12! 7. (A) Photomicrography of transbronchial lung biopsy specimen showing multiple small, uniform, round-to-
ovoid nodular lesions scattered along the bronchovascular bundles. (B) These nodules are composed of discrete non-
necrotizing granulomas, which suggests sarcoidosis.
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93 B39 2 7P R DAL WA NES AT AZ AHSH: Zoltk M BE Aol
U Azt w1715 gollo] o] 1A, Aol o) £4lo] QXS uhetslaL SAlo] $ake) ozl S8 mefal
of Aalo} gtk AR A17a # o] Y Aol The %7] WY 2 AloF 24 Fulsks 497t 55
Wysto g X8t WRd 397t ek

Ay 24 ok2e 37 Al 7R Lhs 4 e

7}. 28| 20| = (o]l prednisolone)

L}, ] A A (methotrexate, azathioprine, mycophenolate, leflunomide, hydroxychloroquine)

th. AE5HA AA|(ell: Infliximab)

7V 202 AEdhe 8= AHZO|EZ T prednisolone A|A|o]H gxlojAlA TEE= ofz] HE
£ st tetAA ez X 57} o] Foxfof it

AH|20|E QH
2E|2olE X 8E SAT JHEH 27 9 #7)5 5 Tejsto] Aok stk sl oln] As] WY

&t WA 5ol = AE 0| =0 ARO] =g z| 2o ofsf o] THH I A= FAR] T

A 13@17%0@47}6@
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52
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I 7He] B AFE QOJ%‘ 4%, 1 ANES UﬂE} AU W oFF X RE oFA] Y= tiRol H|T
o AH|RO|EE AMEE A9 Aol SHEAL T2 Hojx S g Gt QIS 1T 4 ATHES
7(1—}_)

t}. Aol el A|&E] U, W 5] Mayst= Z-¢ prednisolone 10 mg/d 73594 Xi%%‘:P—EE T %
59 4 A1, 3-8 methylprednisolone FAF 2 ARESH 3 AZQ 2| 2= ol whaA| 1
o: A §555, A8 #5535, A AIAR)S AlLstale 7o) BastA] Yot X5 & Hl=Z Al’%%PXI
= 5 Hol Jdet= 3717 B B X8 AlZkE areslof gt
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Ysor 2t
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23 7 32 7|Eo R ol 1Y g w2t
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s
™ =T
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&
o
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2
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() 27} AE|Eo|E AFRo| tish 75t & 9 7to] 9l AL

22} 2| 84| 2+ methotrexate, azathioprine, mycophenolate mofetil (MMF), leflunomide®] $1tt. o]
FAlEE =4 A, 7 54, 713] s 23R FARgo] Jlon g ol ZAF BUE o] TS ARtA| o
& 30 HIRES HolAY, f8350R QIgh 1F Wo] ofRiA| 1H7]5 o)/F(H/d 11715 AdetA1] 24l o))
< Hol= 4%, B 14, C 79| 4% Akgoll 2)7} F a5}t
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St FALZ Fojs & 4= Atk =4 AAE Y5t s Aiks FofsioF gttt Methotrexate2 Q1% o5
(methotrexate-induced pneumonitis)2 EEX|W 8550 2 QI ZHAJu|/d-5-8k52] 28zt 7HHo| g
S0t IR o 2= X5 AR} oA =5 o|Ujoll o= nfE 7|, S U 5o F/do] EAYsHA|
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Reviewer: 23|9Y, X|21Y

o PICO 1. AN =2 FXISIMO 2 FICHE IPF EXoflA M RA (pirfenidone £2 nintedanib)
£ok2 =0 HsH 2AMeteto| WS AR

1. IPF Nintedanib treatment =¢1 Z4AiAl

MEDLINE

1. Idiopathic Pulmonary Fibrosis/ OR (Idiopathic pulmonary fibrosis or Idiopathic Interstitial Pneumonia* OR Idiopathic
Pneumonia* OR Pulmonary Fibrose* OR Fibrocystic Pulmonary Dysplasia® OR Fibrosing Alveolitis OR IPF).tw,kw. 13,183

2. exp Antifibrotic Agents/ or (Pirfenidone or pyridone* or Esbriet or pirespa or pirfenex or nintedanib or Indoles or Ofev
or Vargatef or Estuary or antifibrotics or Antifibrotic Agent*).tw,kw. 15,707

3. 1AND 21,129

4. (Meta-Analysis as Topic/or meta analyS.tw.or metaanalyS.tw.or Meta-Analysis/or (systematic adj (reviewS$1 or
overview$1)).tw. or exp Review Literature as Topic/or cochrane.ab.or embase.ab.or (psychlit or psyclit).ab.or (psychinfo
or psycinfo).ab.or (cinahl or cinhal).ab.or science citation index.ab. or bids.ab.or cancerlit.ab.or reference list$.ab.or
bibliograph$.ab.or hand-search$.ab.or relevant journals.ab.or manual searchS$.ab.or ((selection criteria.ab. OR data
extraction.ab.) AND Review/)) not (Comment/ or Letter/ or Editorial/ or (animal/ not (animal/ and human/))) 410,813
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5. (Randomized Controlled Trials as Topic/ or randomized controlled trial/ or Random Allocation/ or Double Blind
Method/ or Single Blind Method/ or clinical trial/ or clinical trial, phase i.pt. or clinical trial, phase ii.pt. or clinical trial,
phase iii.pt. or clinical trial, phase iv.pt. or controlled clinical trial.pt. or randomized controlled trial.pt. or multicenter
study.pt. or clinical trial.pt. or exp Clinical Trials as topic/ or (clinical adj trial$).tw. or ((singl$ or doubl$ or treb$ or tripl$)
adj (blind$3 or mask$3)).tw. or PLACEBOS/ or placebo$.tw. or randomly allocated.tw. or (allocated adj2 randoms$).tw.)
not (case report.tw. or letter/ or historical article/) 1,748,591

6. Epidemiologic Studies/ or exp Case Control Studies/ or exp Cohort Studies/ or Case-control.tw. or (cohort adj (study or
studies)).tw. or Cohort analyS.tw. or (Follow up adj (study or studies)).tw. or (observational adj (study or studies)).tw. or
Longitudinal.tw. or Retrospective.tw.or Cross sectional.tw. or Cross-sectional studies/ 3,402,408

7. OR/6-8 4,901,221
8. 3AND 7 564

EMBASE

1. ('Idiopathic pulmonary fibrosis' or 'ldiopathic Interstitial Pneumonia*' OR 'Idiopathic Pneumonia*' OR 'Pulmonary
Fibrose*' OR 'Fibrocystic Pulmonary Dysplasia®' OR 'Fibrosing Alveolitis’ OR 'IPF'):ab,ti,kw 25,753

2. 'antifibrotic agent'/exp or (Pirfenidone or pyridone* or Esbriet or pirespa or pirfenex or nintedanib or Indoles or Ofev or
Vargatef or Estuary or antifibrotics or 'Antifibrotic Agent™'):ab,ti,kw 83,471

3. #1 AND #2 4,227

4. #3 AND ('case control study'/de OR 'clinical article'/de OR 'clinical trial'/de OR 'cohort analysis'/de OR ‘comparative
effectiveness'/de OR 'comparative study'/de OR 'controlled clinical trial'/de OR 'controlled study'/de OR 'cross sectional
study'/de OR 'double blind procedure'/de OR 'major clinical study'/de OR 'meta analysis'/de OR 'multicenter study'/
de OR 'observational study'/de OR 'phase 2 clinical trial topic'/de OR 'phase 3 clinical trial'/de OR 'phase 3 clinical
trial topic'/de OR 'prospective study'/de OR 'randomized controlled trial'/de OR 'randomized controlled trial topic'/
de OR 'retrospective study'/de OR 'systematic review'/de OR random*:ti,ab,tt OR placebo:ti,ab,tt OR (compare:ti,tt OR
compared:ti,tt OR comparison:ti,tt) OR ((evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess.ab)
AND (compare:ab OR compared:ab OR comparing:ab OR comparison:ab)) OR ‘control group’:ti,ab,tt OR ‘control
groups’ti,ab,tt) 1,622

Cochrane

1. [mh ~"Idiopathic Pulmonary Fibrosis"] OR ("Idiopathic pulmonary fibrosis" or "Idiopathic Interstitial Pneumonia*" OR
"Idiopathic Pneumonia*" OR "Pulmonary Fibroses" OR "Fibrocystic Pulmonary Dysplasia®" OR "Fibrosing Alveolitis" OR
"IPF"):ab,ti,kw 1,762

2. [mh "Antifibrotic Agents"] OR (Pirfenidone or pyridone* or Esbriet or pirespa or pirfenex or nintedanib or Indoles or
Ofev or Vargatef or Estuary or antifibrotics or "Antifibrotic Agent*"):ab,ti,kw 4,485

3. #1 AND #2 598

KoreaMed

1. ("Idiopathic Pulmonary Fibrosis"[MH]) OR ("Idiopathic pulmonary fibrosis"[ALL] or "Idiopathic Interstitial
Pneumonia"[ALL] OR "Idiopathic Pneumonia"[ALL] OR "Pulmonary Fibroses"[ALL] OR "Fibrocystic Pulmonary
Dysplasia"[ALL] OR "Fibrosing Alveolitis"[ALL] OR "IPF"[ALL]) 237
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2. ("Antifibrotic Agents"[MH]) OR ("Pirfenidone"[ALL] or "pyridone"[ALL] or "Esbriet"[ALL] or "pirespa"[ALL] or
"pirfenex"[ALL] or "nintedanib"[ALL] or "Indoles"[ALL] or "Ofev"[ALL] or "Vargatef'[ALL] or "Estuary"[ALL] or
"antifibrotics"[ALL] or "Antifibrotic Agent"[ALL]) 192

3. 1AND 2 16

MEDLINE 564
EMBASE 1,622
COCHRANE 598
KOREAMED 16
F#| 2,800
552423

A= 2,377

2.2 HM Z0 8

Records identified through database searching

Medline (564), EMbase (1,622), Cochrane (598), KoreaMed (16)
Total (n=2,800)

Y

Records after duplicates removed
(n=423)

Y

Records screened
(n=2,377)

Y

Full-text articles assessed for eligibility

(n=

14)

Y

Studies included in q

uantitative synthesis

(meta-analysis)
(n=5)

—

—

Records excluded
(n=2,363)

Full-text articles excluded, with reasons
(n=0)

~

- Not targeting patients interested in key
questions (n=1)

- Not reporting appropriate results (n=7)

- Non-inclusion target study design (n=1)
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3. 27{H# %! Risk of bias

Double-blind, placebo-controlled trial of pirfenidone in patients

with idiopathic pulmonary fibrosis

year 2005
author A.N. Azuma, T.Tsuboi, E.Suga et al.
study design .Phase 2, randomized controlled,
multicenter prospective study for 36 weeks
participants Placebo Pirfenidone 600 mg, tid
total no. of randomization 35 [y
age 64.317.6 64.0£7.1
mean VC (% pred) 784+17.2 81.6+20.3
mean DLco (% pred) 57.6%17.2 57.6x176
Outcome
Incidence of acute exacerbation (number, %) 5(14.3) 0(0.0)

Pirfenidone in idiopathic pulmonary fibrosis

year 2010
author H. Taniguchi, M. Ebina, Y. Kondoh et al.
study design .Phase 3 randomized controlled,
multicenter prospective study for 52 weeks
participants Placebo Pirfenidone 600 mg, tid
total no. of randomization 104 108
age 64.71+7.3 65.416.2
mean VC (% pred) 79.1+174 7731168
mean DLco (% pred) 55.2+18.2 52.1+16.8
Outcome
Incidence of acute exacerbation (number, %) 5(4.8) 9(5.5)
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Efficacy of a tyrosine kinase inhibitor

in idiopathic pulmonary fibrosis

year 2011
author L. C. Richeldi, U.Selman, M.Kim, D. et al.
study design .Phase 3, randomized controlled,
multicenter prospective study for 52 weeks
participants Placebo Nintednaib 150mg bid
total no. of randomization 87 345
age 64.717.3 654175
median FVC (% pred) 776 78.1
median DLco (mmol/min/kPa) 37 35
Outcome
Incidence of acute exacerbation (number, %) 16 (18.4) 34 (4.9)

Efficacy And Safety Of Nintedanib

in Idiopathic Pulmonary Fibrosis (INPULSIS)

year 2014
author Luca Richeldi, Ronaldo M. du Bois, Ganesh Raghu, Arata Azuma, Kevin K.
Brown et al.

sty dlesiar Phase 3, two replicated, 52-week, randomized double blind trials
(INPULSIS-1 and INPULSIS-2)

INPULSIS-1 trial

participants Placebo (150r’:lqlg,t§f/iac2?:laily)

total no. of randomization 204 309

age 66.91+8.2 66.9184

mean FVC (% pred) 80.5+17.3 79.5+17.0

median DLco (% pred) 475+11.7 478+12.3

Outcomes

I(Eslncizzf,eo/sf acute exacerbation per 12 Mo 11 (5.4) 19 (6.1)

INPULSIS-2 trial

participants Placebo (150r’\rlwlg,ttewf/iac2|l<3:|aily)

total no. of randomization 219 329

age 67.1+7.5 664179

mean FVC (% pred) 78.1+19.0 80.8+18.1

median DLco (% pred) 46.4114.8 81.8+6.3

Outcomes

I(:Lcjﬁir;ie%(;f acute exacerbation per 12 Mo 12 36) 21 (9.6
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Effects of nintedanib on quantitative lung fibrosis score

in idiopathic pulmonary fibrosis

year 2020
author L. G. Lancaster, J.Trampisch, M.Kim, et al.
study design .Phase 3 randomized controlled,
multicenter prospective study for 24 weeks
participants Placebo Nintedanib 150mg bid
total no. of randomization 57 56
age 662194 68.8£7.6
mean FVC (% pred) 78.1+19.4 78.0+174
mean DLco (% pred) 52.5+14.7 53.6+3.6
Outcome
Incidence of acute exacerbation (number, %) 1(1.8) 1(1.8)

4. Risk of bias in studies

Azuma 2005
Lancaster 2020
Richeldi 2011
Richeldi 2014

Taniguchi 2010

® ®|® | ® O slinding of participants and personnel (performance bias)
® O O ® | ® |sinding of outcome assessment (detection bias)

® ®|® | ® | ® | Anocation concealment (selection bias)

® O O ® | ® |random sequence generation (selection hias)

® O ® @ O |mncomplete outcome data (attrition hias)

w | | e | e | s | Selective reporting (reporting bias)

® O O B ®|otherias
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5. IPF S QSIA| HEHEA

Author(s): 23|F, %2/

Date: 2023'A 3& 29

Question: Difference in the occurrence of AE-IPF
Setting: Randomized prospective studies

Bibliography: Azuma et al. (2005) “Double-blind, placebo-controlled trial of pirfenidone in patients with
idiopathic pulmonary fibrosis” Am J Respir Crit Care Med. 2005 May 1;171(9):1040-7. Taniguchi et al. (2010)
“Pirfenidone in idiopathic pulmonary fibrosis” Eur Respir J. 2010 Apr;35(4):821-9. Luca Richeldi, et al. (2011).
"Efficacy of a tyrosine kinase inhibitor in idiopathic pulmlonary fibrosis" N Engl J Med 365(12): 1079-1087.
Luca Richeldi et al. (2014). "Efficacy and safety of nintedanib in idiopathic pulmonary fibrosis" N Engl J
Med 370(22): 2071-2082. Lancaster et al (2020) “Effects of Nintedanib on Quantitative Lung Fibrosis Score in
Idiopathic Pulmonary Fibrosis” Open Respir Med J. 2020 Sep 22;14:22-31.

antifibrotics Control Risk Ratio Risk Ratio
Study Events Total Events Total Weight MH, Random, 95% CI MH, Random, 95% CI
Azuma 2005 0o 72 5 35 22% 0.04 [0.00-0.79] :
Lancaster 2020 1 56 1 57 23% 1.02[0.07-15.88] RS E—
Richeldi 2011 34 345 16 87 377% 054[0.31-0.92] |
Richeldi 2014 31 638 32 423 441% 0.64 [0.40- 1.04] !
Taniguchi 2010 9 163 5 104 13.7% 1.15[0.40- 3.33] f
Total (95% CI) 1274 706 100.0% 0.62 [0.41- 0.95] |
Heterogeneity: Tau® = 0.047; Chi® = 4.97, df = 4 (P = .29); I = 20% f ! ! !
Test for overall effect: Z=-2.20 (P = .03) 001 01 1 10 100

favours antifibrotics favours control

antifibrotics Control Risk Ratio Risk Ratio
Study Events Total Events Total Weight MH, Random, 95% CI MH, Random, 95% CI
Azuma 2005 0 72 5 35 04% 0.04[0.00-0.79]
Feng 2020 8 36 13 31 56% 053[0.25-1.11] —a
Kang 2020 61 474 104 474 366%  0.59[0.44-0.78]
Lancaster 2020 1 56 1 57 04% 102[0.07-15.88] IS E—
Richeldi 2011 34 345 16 87 103%  0.54[0.31-0.92) el
Richeldi 2014 31 638 32 423 134%  0.64[0.40-1.04] e
Taniguchi 2010 9 163 5 104 27% 1.15[0.40- 3.33] -
Zurkova 2019 70 383 53 218 307%  0.75[0.55-1.03]
Total (95% CI) 2167 1429 100.0%  0.64 [0.54- 0.76] +
Heterogeneity: Tau® = 0; Chi® = 6.60, df = 7 (P = .47); I = 0% [ ! ! |
Test for overall effect: Z=-5.03 (P < .01) 001 01 1 10 100
favours antifibrotics  favours control
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Study or antifibrotics Control Risk Ratio Risk Ratio

Subgroup Events Total Events Total Weight MH, Random, 95% CI MH, Random, 95% ClI

subgroup=RCT

Azuma 2005 0 72 5 35 04% 0.04 [0.00-0.79]

Lancaster 2020 1 56 1 57 0.4% 1.02[0.07-15.88]

Richeldi 2011 34 345 16 87 103% 0.54[0.31-0.92] e

Richeldi 2014 31 638 32 423 134% 0.64 [0.40- 1.04] Bl

Taniguchi 2010 9 163 5 104 27% 1.15[0.40- 3.33] R

Total (95% Cl) 1274 706 27.1% 0.62 [0.41-0.95] <

Heterogeneity: Tau® = 0.047; Chi® = 4.97, df = 4 (P = .29); I© = 20%

Test for overall effect: Z = -2.20 (P = .03)

subgroup = cohort

Feng 2020 8 36 13 kY| 5.6% 0.53[0.25-1.11] —

Kang 2020 61 474 104 474 36.6% 0.59[0.44-0.78]

Zurkova 2019 70 383 53 218 30.7% 0.75[0.55-1.03] .

Total (95% Cl) 893 723 72.9% 0.65 [0.53-0.79] +

Heterogeneity: Tau® = 0; Chi* = 1.59, df = 2 (P = .45), F = 0%

Test for overall effect: Z = -4 18 (P < .01)

Total (95% Cl) 2167 1429 100.0% 0.64 [0.54- 0.76] +

Heterogeneity: Tau® = 0; Chi = 6.60, df = 7 (P = .47); > = 0% ' ' ! !

Test for overall effect: Z =-5.03 (P < .01) 001 01 1 10 100

Test for subgroup differences: Chi*=0.03,df=1 (P =.87) favours antifibrotics favours control
T2 3. AT CIXelof| 2 51| 244

Study or antifibrotics Control Risk Ratio Risk Ratio

Subgroup Events Total Events Total Weight MH, Random, 95% CI MH, Random, 95% ClI

subgroup2 = PFD

Azuma 2005 0o 72 5 35 04% 0.04[000-079]

Feng 2020 8 36 13 31 56% 053[025-1.11]

Kang 2020 61 474 104 474 366%  059[0.44-078]

Taniguchi 2010 9 163 5 104 27%  1.15[040-3.33]

Zurkova 2019 70 383 53 218 30.7%  0.75[0.55-1.03]

Total (95% CI) 1128 862 75.9% 0.65[0.48- 0.88] '

Heterogeneity: Tau® = 0.037; Chi* = 6.08, df = 4 (P = .19); I = 34%

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

subgroup? = Nin

Lancaster 2020 1 56 1 57 04% 1.02[007-1588] —_—
Richeldi 2011 34 345 16 87 103%  0.54[0.31-0.92] -

Richeldi 2014 31 638 32 423 134%  064[0.40-1.04] R

Total (95% Cl) 1039 567 241%  0.60 [0.42-0.86] -

Heterogeneity: Tau® = 0; Chi* = 0.39, df = 2 (P = .82); F = 0% :

Test for overall effect: Z=-2.82 (P < .01)

Total (95% CI) 2167 1429 100.0% 0.64 [0.54- 0.76] *

Heterogeneity: Tau® = 0; Chi® = 6.60, df = 7 (P = .47); F = 0% ' ' ! !
Test for overall effect: Z=-5.03 (P = .01) 001 01 1 10 100
Test for subgroup differences: Chi> = 0.1, df = 1 (P = .74) favours antifibrotics  favours control
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o] &l=|9itt. I3yt Taniguchi 572 YE9] th7|3 34 W& F2+9] Aol M pirfenidone 600 mg tid +
ok (n=108)2} thE2H(n=104)°A] F/dtst 2y H|go] A Zol7} gles EISFATHE.5% vs. 4.8%).
Richeldi 52 34572 nintedanib £oF 2ol A] 8792 Qjokitol v]al 52559t AleH F2kefuj Aol
A FAetst W o] [-o5HA] W2(18.4% vs. 4.9%, p<0.05)S H 135}tk T3 Richeldi 52 INPULSIS-,
2 trial= “&5ho] 525272 nintedanib 150 mg bid £oF2] &3+ H7Ist{th. INPULSIS 1 trialoil A= 30978
9] nintedanib §£2F3} 2045 2] RS B|WSIA A, 5257 GAJotste] HHE2 = 5o EAX o
frofet Zpol7t YoM (IR E: 1.17, 95% A= 77 0.56-2.46, p=0.68), A B/AeP71A| 9] 717 57
7 golat xfol 7} AUTHSIFH]: 1.15, 95% A2 77 0.54-2.42, p-value=0.67). L&jL} INPULSIS-2 trialoflA]
+ nintedanib F2FH(n=329)°l4] thxw(n=219)°l vlsl F/d}s} U RI=7}F F-ol5tA] AAX(CHH !
0.38, 95% Al=7-7F: 0.19-0.77, p-value=0.007), & F/dtet 7HA] 7|3ko] f-ofshA| AJATHSIEH]: 0.38,
95% AlZ]717F 0.19-0.77, p-value=0.005). & A5 #4Fst 23} nintedanib F2Ft(n=638)-2 txtol| H|3l
(n=423) BAH L& FolotAl= Akt FAetst B Wk A E = 0.65, 95% 412 7H: 0.39-1.06,
p=0.08), A S/dtst W7kA] ©f 71 71ZHSIH]: 0.64, 95% 121—?” 0.39-1.05, p=0.08)= Hol= A=
Btk Lancaster 52 569 2] nintedanib 150 mg bid F2F 591 Ah= 577 2] tizol] H]slA] 2457 34
ofs} Y H|go| %ﬁﬂx—iﬁ I3k 2to| 7} 315(1.8% vs. 1.8 /)% HUskQITh

tido] == A2 & ARl FARMIAH| /AT ER, A HIEY
of interventions, Bias in measurement of outcomes®| &+ $5& oF TA4 -
% (moderate)’ = 7Fotiet. HilsE2 A3l $2H-8 L oA 85 sto] Uil 552 2R A

&= Aokl

g 7}of| A Bias in Classification

A o] B 2A4ES F5

Antifibrotics Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Azuma 2005 1] 72 5 35 2.2% 0.04 [0.00,0.79] *
Lancaster 2020 1 56 1 57 2.3% 1.02[0.07,15.88]
Richeldi 2011 34 345 16 87 37.7% 0.54[0.31,0.92) ——
Richeldi 2014 N 638 32 423 441% 0.64 [0.40,1.04) —i
Taniguchi 2010 9 163 5 104 137% 1.15(0.40,3.33] I —
Total (95% Cl) 1274 706 100.0% 0.62 [0.41, 0.95] <>
Total events 75 59
Heterogeneity: Tau®= 0.05; Chi*= 4.97, di= 4 (P = 0.29); F= 20% =nn1 051 1%0 1EI|]=
Testfor overall effect: 2= 2.20 (F = 0.03) Favours [antifibroticsl] Favours [control]

A% 1L IPFRIXOIM g Reta| 2] Fefo] gdofetol| DIX|= Fefs Bt | #I¢t Forest plot
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- 222 (GRADE summary of Finding

Anticipated absolute effect’ (95% ClI)

o — Risk with anti- Relative effect Ne of patients Certainty of the
Risk with placebo fibrotics compared (95% CI) (studies) evidence (GRADE)
to placebo
52 per 1,000 RR 0.62 1,980 DODO
AE 84 per 1,000 (35 to 80) (0.41-0.95) (5 studies) moderate

The risk in the Intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison
group and the relative effect of the intervention (and its 95% Cl).

AE: acute exacerbation; CI: Confidence interval, RR: relative ratio

GARDE Working Group grades of evidence.

High: We are very confident that the true effect lies close to that of the estimate of the effect.

Moderate: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the
effect, but there is a possibility that it is substantially different

Low: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate
of the effect.

Very Low: We have very little confidence in the effect estimate: The true effect is likely to be substantially different
from the estimate of effect

QA 52 2AsA o2 A IPF IS tio 2 she /Al X159 A Aapx|xQl F4dds
3t 7 2312 510|9lc}. Bias in Classification of interventions (A o 7|7to] 24-5237}7)
t}F), Bias in measurement of outcomes (FAJ2fstof| tist Xtk 7|&9] Zfo], FHA Q4) 59| FEoA 5

H2 %50l ‘moderate or low' 2 J7Isto] £ 2ol thet T TAeES TEEE WIS

Ao A3 ATEL FARAN X B7H IPF EApollA] F/dofster Baidt o1de Az 4 e A
2 BIskglonh, FEigh o] So] WEHA| &2 = AT FEE o] So] WHHA| g2 Ate F
’dofal Wy RI=7} WA SFelE|gl=t] Lancaster 579 951 nintedanibe] £oF G35 Hi= 2 29l F
nintedanibo] FDA®I| IPF X| A2 SR =M, At 7|7to] 67]g n|the2 ghelo] F/dotst vlert

A 2241139 5 270(1.7%) 2 vl WA 1= ]t} Taniguchi 5% 5257t pirfenidone FoFS HIF O 2 A
Hk 324 Aol A A B2t 21278 F 147 (5%)ollA] Bl A whe Fdotst WS B usielct. wpehi] @4d-Rst
Ao} F/gotet W o] a7t FEishA] k2 A7 Bl W2 AR W02 QISEE 7ol Sle A= A

o
ZHstol, SHHOR PARA FobS FAHoIS o 918l IPF BAjol Ford 1€ Bnshu ek

0
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PICO KQ #2
Reviewer: X[s]|=, 2iA A

« PICO 2.1 IPF &X}0i|M pirfenidoneF0{= CHZ=Z0] H|3H FVCZAS H25H=7}?

« PICO 2.2 IPF &tx}of| M pirfenidoneF0{= CHZERLO| H|SH AL ES ZHAAFI=71?

rot
\Y
=5
>
>

1. IPF pirfenidone treatment =

MEDLINE

1. Idiopathic Pulmonary Fibrosis/ OR (Idiopathic pulmonary fibrosis or Idiopathic Interstitial Pneumonia* OR Idiopathic
Pneumonia® OR Pulmonary Fibrose* OR Fibrocystic Pulmonary Dysplasia® OR Fibrosing Alveolitis OR IPF).tw,kw. 13,183

2. exp Antifibrotic Agents/ or (Pirfenidone or pyridone* or Esbriet or pirespa or pirfenex or nintedanib or Indoles or Ofev
or Vargatef or Estuary or antifibrotics or Antifibrotic Agent*).tw,kw. 15,707

3. 1AND 2 1,129

4. (Meta-Analysis as Topic/or meta analyS.tw.or metaanaly$.tw.or Meta-Analysis/or (systematic adj (reviewS$1 or
overviewS$1)).tw. or exp Review Literature as Topic/or cochrane.ab.or embase.ab.or (psychlit or psyclit).ab.or (psychinfo
or psycinfo).ab.or (cinahl or cinhal).ab.or science citation index.ab. or bids.ab.or cancerlit.ab.or reference list$.ab.or
bibliograph$.ab.or hand-search$.ab.or relevant journals.ab.or manual search$.ab.or ((selection criteria.ab. OR data
extraction.ab.) AND Review/)) not (Comment/ or Letter/ or Editorial/ or (animal/ not (animal/ and human/))) 410,813

5. (Randomized Controlled Trials as Topic/ or randomized controlled trial/ or Random Allocation/ or Double Blind
Method/ or Single Blind Method/ or clinical trial/ or clinical trial, phase i.pt. or clinical trial, phase ii.pt. or clinical trial,
phase iii.pt. or clinical trial, phase iv.pt. or controlled clinical trial.pt. or randomized controlled trial.pt. or multicenter
study.pt. or clinical trial.pt. or exp Clinical Trials as topic/ or (clinical adj trial$).tw. or ((singl$ or doubl$ or treb$ or tripl$)
adj (blind$3 or mask$3)).tw. or PLACEBOS/ or placeboS.tw. or randomly allocated.tw. or (allocated adj2 randoms$).tw.)
not (case report.tw. or letter/ or historical article/) 1,748,591

6. Epidemiologic Studies/ or exp Case Control Studies/ or exp Cohort Studies/ or Case-control.tw. or (cohort adj (study or
studies)).tw. or Cohort analyS.tw. or (Follow up adj (study or studies)).tw. or (observational adj (study or studies)).tw. or
Longitudinal.tw. or Retrospective.tw.or Cross sectional.tw. or Cross-sectional studies/ 3,402,408

7. OR/6-8 4,901,221
8. 3AND 7 564

EMBASE

1. ('ldiopathic pulmonary fibrosis' or 'ldiopathic Interstitial Pneumonia*' OR 'ldiopathic Pneumonia*' OR 'Pulmonary
Fibrose*' OR 'Fibrocystic Pulmonary Dysplasia*' OR 'Fibrosing Alveolitis' OR 'IPF'):ab,ti,kw 25,753
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2. 'antifibrotic agent'/exp or (Pirfenidone or pyridone* or Esbriet or pirespa or pirfenex or nintedanib or Indoles or Ofev or
Vargatef or Estuary or antifibrotics or 'Antifibrotic Agent*'):ab,ti,kw 83,471

3. #1 AND #2 4,227

4. #3 AND ('case control study'/de OR 'clinical article'/de OR 'clinical trial'/de OR 'cohort analysis'/de OR ‘comparative
effectiveness'/de OR 'comparative study'/de OR 'controlled clinical trial'/de OR 'controlled study'/de OR 'cross sectional
study'/de OR 'double blind procedure'/de OR 'major clinical study'/de OR 'meta analysis'/de OR 'multicenter study'/
de OR 'observational study'/de OR 'phase 2 clinical trial topic'/de OR 'phase 3 clinical trial'/de OR 'phase 3 clinical
trial topic'/de OR 'prospective study'/de OR 'randomized controlled trial'/de OR 'randomized controlled trial topic'/
de OR 'retrospective study'/de OR 'systematic review'/de OR random*:ti,ab,tt OR placebo:ti,ab,tt OR (compare:ti,tt OR
compared:ti,tt OR comparison:ti,tt) OR ((evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess.ab)
AND (compare:ab OR compared:ab OR comparing:ab OR comparison:ab)) OR ‘control group’:ti,ab,tt OR ‘control
groups’ti,ab,tt) 1,622

Cochrane

1. [mh ~"Idiopathic Pulmonary Fibrosis"] OR ("Idiopathic pulmonary fibrosis" or "Idiopathic Interstitial Pneumonia*™ OR
"Idiopathic Pneumonia*" OR "Pulmonary Fibroses" OR "Fibrocystic Pulmonary Dysplasia®" OR "Fibrosing Alveolitis" OR
"IPF"):ab,ti,kw 1,762

2. [mh "Antifibrotic Agents"] OR (Pirfenidone or pyridone* or Esbriet or pirespa or pirfenex or nintedanib or Indoles or
Ofev or Vargatef or Estuary or antifibrotics or "Antifibrotic Agent*"):ab,ti,kw 4,485

3. #1 AND #2 598

KoreaMed

1. ("ldiopathic Pulmonary Fibrosis"[MH]) OR ("Idiopathic pulmonary fibrosis"[ALL] or "Idiopathic Interstitial
Pneumonia“[ALL] OR "Idiopathic Pneumonia“[ALL] OR "Pulmonary Fibroses"[ALL] OR "Fibrocystic Pulmonary
Dysplasia"[ALL] OR "Fibrosing Alveolitis"[ALL] OR "IPF"[ALL]) 237

2. ("Antifibrotic Agents"[MH]) OR ("Pirfenidone"[ALL] or "pyridone"[ALL] or "Esbriet"[ALL] or "pirespa"[ALL] or
"pirfenex"[ALL] or "nintedanib"[ALL] or "Indoles"[ALL] or "Ofev"[ALL] or "Vargatef"[ALL] or "Estuary"[ALL] or
"antifibrotics"[ALL] or "Antifibrotic Agent"[ALL]) 192

3. 1AND 2 16

MEDLINE 564
EMBASE 1,622
COCHRANE 598
KOREAMED 16
| 2,800

3= 423

£|Z 2,377
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2. IPF pirfenidone treatment &

Medline (564), EMbase (1,622), Cochrane (598), KoreaMed (16)

Records identified through database searching
Total (n=2,800)

Y

‘ Records after duplicates removed ‘
(n=423)

Y

‘ Records screened Records excluded ‘
(n=2,377) ’ (n=2,363)

Y

‘ Full-text articles assessed for eligibility
(n=4)

Full-text articles excluded, with reasons ‘
(n=0)

Y

‘ Studies included in quantitative synthesis
(meta-analysis)

3.IPF SMeH| 27{E 9 Risk of bias

Double-blind, placebo-controlled trial of pirfenidone

in patients with idiopathic pulmonary fibrosis

year 2005

author A.N. Azuma, T.Tsuboi, E.Suga et al.

study design Phase 2, randomized controlled, multicenter prospective study for 36 weeks
participants Placebo Pirfenidone 600 mg, tid

total no. of randomization 35 2

age 64.317.6 64.0£7.1

mean VC (% pred) 784+£17.2 81.6+20.3

mean DLco (% pred) 57.6+17.2 57.6+17.6

Outcome

All cause mortality 0 1
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Pirfenidone in idiopathic pulmonary fibrosis

year 2010

author H. Taniguchi, M. Ebina, Y. Kondoh et al.

study design Phase 3, randomized controlled, multicenter prospective study for 52 weeks
participants Placebo ?Tiﬁg%%lii%%gg;f
total no. of randomization 104 108

age 64773 65.416.2

mean VC (% pred) 79.1+17.4 773+16.8

mean DLco (% pred) 55.2+18.2 52.1 £16.8
Outcome

Decline of FVC, % predicted >10% 11 5

All cause mortality 4 3

A phase 3 trial of pirfenidone in patients with

idiopathic pulmonary fibrosis

year 2014

author Talmadege E King Jr. et al.

study design Phase 3, randomized controlled, multicenter prospective study for 52 weeks
participants Placebo Pirfenidone 800 mg tid
total no. of randomization 277 278

age 68.4%6.7 67.8%+7.3
median FVC (% pred) 67.8+11.2 68.610.9
median DLco (mmol/min/kPa) 43.7+10.5 4424125
Outcome

Decline of FVC, % predicted >10% 88 46

All cause mortality 20 11

IPF related mortality 7 3
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Pirfenidone in patients with idiopathic pulmonary fibrosis (CAPACITY):

two randomised trials.

year 2011
author Noble PW
study design ' Phase.3, twp replicated, 72-week,

randomized double blind trials (CAPACITY-004 and CAPACITY-006)
CAPACITY-004 trial
participants Placebo Pirfenidone (800 mg, tid)
total no. of randomization 174 174
age 66.3%£7.5 657182
mean FVC (% pred) 76.2%15.5 745%14.5
meian DLco (% pred) 46.1+10.2 464195
Outcomes
Decline of FVC, % predicted >10% 60 35
All cause mortality 15
IPF related mortality 11 4
CAPACITY 006 trial
participants Placebo Pirfenidone (800 mg, tid)
total no. of randomization 173 171
age 67.0+7.38 66.8+7.9
mean FVC (% pred) 73.1£14.2 749+132
mean DLco (% pred) 474492 478498
Outcomes
Decline of FVC, % predicted >10% 46 39
All cause mortality 15 13
IPF related mortality 13 9

4. IPF 2t a2HH| HIE}

Author(s): %3], 2fA S

Date: 2023 3& 7

1A

= 1

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

Setting: Randomized prospective studies
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Bibliography: Taniguchi et al. (2010) “Pirfenidone in idiopathic pulmonary fibrosis” Eur Respir J 2010; 35:
821-829. King TE et al (2014) “A phase 3 trial of pirfenidone in patients with idiopathic pulmonary fibrosis”
N Engl J Med. 2014 May 29;370(22):2083-92. Noble et al (2011) “Pirfenidone in patients with idiopathic
pulmonary fi brosis (CAPACITY): two randomised trials” Lancet 2011; 377: 1760-69.

Pirfenidone Placebo Risk Ratio Risk Ratio Risk of Bias
EVENLS Olal EVEeNnLs | olal ht M-H, Ra m, 9 1 vl -} lom, 9 -
46 278 88 277 348% 0.52[0.38,0.71]

Noble 2011 b /174 60 174 30.1% 0.58 [0.41, 0.84]

Talmadege 2014 3@ 1T 46 173 291% 0.86 [0.59, 1.24]

Taniguchi 2010 5 108 11 104 59% 0.44 [0.16,1.22) — oeeeeee
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); " = 36% 'ﬂ o1 0:1 1 1:0 10!]:

Test for averall effect: Z= 3.64 (P = 0.0003) Favours [experimental] Favours [control]
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel {performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Author(s): /8%, 2tA S

Date: 2023 F 38 7¢

Question: Difference in the all cause mortality
Setting: Randomized prospective studies

Bibliography: Azuma et al. (2005) “Double-blind, placebo-controlled trial of pirfenidone in patients
with idiopathic pulmonary fibrosis” Am J Respir Crit Care Med. 2005 May 1;171(9):1040-7. Taniguchi et
al. (2010) “Pirfenidone in idiopathic pulmonary fibrosis” Eur Respir J 2010; 35: 821-829. King TE et al
(2014) “A phase 3 trial of pirfenidone in patients with idiopathic pulmonary fibrosis” N Engl J Med. 2014
May 29;370(22):2083-92. Noble et al (2011) “Pirfenidone in patients with idiopathic pulmonary fi brosis
(CAPACITY): two randomised trials” Lancet 2011; 377: 1760-69.

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 ABCDETFG
Azuma 2005 0 72 1035 1.7% 0.16[0.01, 3.94) * feeeeee
Noble 2011 a 1M 278 20 277 32.9% 0.55(0.27,1.12) —— feoneee
Noble 2011 b 8 174 15 174  24.4% 053(0.23,1.23) — (1T 1 T 1T 1 1]
Talmadege 2014 1311 15 173 33.3% 0.8 [0.43,1.79) —-— (J11111]
Taniguchi 2010 3108 4 104 7.8% 0.72[0.47,3.15) e L Ll L L 1]
Total (95% CI) 803 763 100.0% 0.64 [0.42, 0.96] L 4
Total events 35 85

) P A 7 . . \ , ,
Heterogeneity: Tau®= 0.00; Chi*= 1,85, df= 4 (P = 0.76); F= 0% TR P ST

Testfor overall effect: Z= 2.15 (P = 0.03) Favours [experimental] Favours [control]
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (aftrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias
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Author(s): %[5l BtAS

Date: 2023 38 7€

Question: Difference in the IPF related mortality
Setting: Randomized prospective studies

Bibliography: King TE et al (2014) “A phase 3 trial of pirfenidone in patients with idiopathic pulmonary
fibrosis” N Engl J Med . 2014 May 29;370(22):2083-92. Noble et al (2011) “Pirfenidone in patients with
idiopathic pulmonary fi brosis (CAPACITY): two randomised trials” Lancet 2011; 377: 1760-69.

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
Noble 2011 a 3 278 7277 19.7% 0.43[0.11,1.83] [IT1IT1TITT1]
Noble 2011 b 4 174 11 174 28.0% 0.36[0.12,1.12) —
Talmadege 2014 9 171 13 173 52.3% 0.70 [0.31, 1.60] —— L L LT 1 1]
Total (95% CI) 623 624 100.0% 0.53 [0.29, 0.96] >
Total events 16 ki
Heterogeneity, Tau® = 0.00; Chi*= 0.87, df= 2 (P = 0.61); F= 0% TTRRY o

Testfor overall effect. 2= 2.10 (P = 0.04) Favours [experimental] Favours [control]

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

5. IPFEIRPOlM SeFetH] =23t 24

2.1 WA &2 xA|shx 0 & Xgkd IPF $2H(P)ol|A] pirfenidone F2K(1)o] thEwH(C)oll B3l HE5}=7}

2.2 YA B 2A8kH o2 215kl IPF BAHP)oIA pirfenidone FOHD)o] hEZ(C)ol v} AEEE =

31N
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-PICO 84

Population: Q&M =2 TX|SHHO 2 ZICHE |PF 2HX}
Intervention: pirfenidone
Comparators: CiZE

Outcomes: 1) FVC ZtA
2) ALE

Study design: 2Z+2{H{EH| m QAA[E (RCT)

riot
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ol
ek
N
fjo
rH
kl
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M Y
AR S5f 20239 19 28U7HA] F 2,800710] HAE|QICE EAMHIG oA FE-S A|9]gH423
7) 2,377739) A5} 252 o]-8sto] A(screening) & F 42| Y- HESI] Aol gt Adeuiz] 7|

F2 A8silet. 57ie] AFH(RCT 5A)7F A=l on], 2T 27 me] 23 Avte T 5O R BT 79

1. HHAYE
Azuma 5'& Y29] tpr|T 24 AeF F2E9] Aol A pirfenidone 600mg tid FoFtolA (n=72) thx+

2
(n=35)0ll Hl3}| 365F T&7|7HERt tETol ATt 19 Abgo] ZRIE|{t}. Taniguchi25-2 I-22] o7 3
g W F2H9] Aol Mpirfenidone 600 mg tid T2kt (n=108)2}F 2 (n=104)ol| A Z+z} 3zt 475 2] AR
o] ZI=|ItHHR (95% CI) 0-49 (0-12-1-95), P=0.310]. Noble 5°2] CAPACITY 004 ¥1LojlA] pirfenidone
T 1747 = 89, iR 1749 F 1589 Aol g9l omM[HR (95% CI) 0-51 (0-22-1-20), P=0.115]",
CAPACITY 006 970l A+ pirfenidone 1717 % 139, th2 1739 F 158 2] AFgo] 2R1EJItHHR (95%
CI) 0-87 (0-41-1-82), P=0.704]"". Talmadege 5-2] Aol pirfenidone 278% & 119, R+t 2779 F 20
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g o] Atifo] ERIE|ATHHR (95% CI) 0-55 (0-26-1-15), P=0.104]".

5719] AFE wleHEA S A}, A £2 22 0 & Xtk IPF 2A}ol| A pirfenidone £9F2 thz ol
HsjA F£o7]7t 5ote] AT ES BAN R FofotA ZrAAIZTH I EH] 0.64, 95% Al=H3E: 0.42-
0.96, P=0.03).

2. IPF 2 AILE

Noble 5’9] CAPACITY 004 A7ol|A] pirfenidonew 1749 3 47, 2+ 1747 F 1192 Abgo] &Rlg]
RO M[HR (95% CI) 0-35 (0-11-1-09), p=0.057]"", CAPACITY 006 ¥LolA]= pirfenidone 1719 3 9, thx
T 1739 5 1332 Abgo] ERI=IITHHR (95% CI) 0-69 (0-30-1-62) p=0.391]"". Talmadege 52] AFollx=
pirfenidone 278% - 3%, thx 2779 % 77892] APgo] ERI=UTHHR (95% CI) 0-36 (0-12-1-14), p=0.069]"".

370e] AFE HEREAM S A, A 2 2R H o7 KTk IPF #RjollA] pirfenidone FoF2 thR+
of ulaA] Fof7]7F Fote] IPFEH AMYES
0.29-0.96, P=0.04).

3.FVC&ArET

Noble 5°9] CAPACITY 004 ¢17Lol| A pirfenidonew 174 & 359, thE7 1749 & 609ollA FVCZA
7F10% o)/ 2HAy51l oM™ CAPACITY 006 1Ll A= pirfenidone 1717 5 39, tiZ& 1739 % 4570l
A FVC 747} 10% o]/ 285t ict. Talmadege 5-9] 7ol A= pirfenidone 27878 5 4678, th&< 277
g % 889ollA FVC 471 10% o]/ 2AY5FATH . Taniguchi 52 AF-ollA+= pirfenidone 1089 % 59, tf
Z 1049 F 119014 FVCZ47}10% o) =ik,

4719] AE vebRAe Ayt A S 202 Tk IPF #Atol|A] pirfenidone £oF i
o HlsjA] Fol7]|7t 5ote] FVCHA B gaprt gA o2 folotA] AATHIHAEH] 0,62, 95% Al=|71k:
0.48-0.80, P=0.0003).
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- Z2tQFH (GRADE summary of Finding)

Anticipated absolute effects*

(95% Cl) Relative effect NQ.Of Certai.nty &
Outcomes - - (95% CI) participants  the evidence Comments
Risk with Blsk WIth 0 (studies) (GRADE)
Placebo Pirfenidone

, 46 per 1,000 RR 0.64 1566 DODO
All cause mortality | 72perLO00 "3y e (042t0096) | (5RCTS) Moderatea
) 26 per 1,000 RR 0.53 1247 DODO
P ezl 0perl000 | 048 | (029t0096) | (3RCTS) Moderatea
, 175 per 1,000 RR 0.62 1459 DODO

>100 ’

FVC decline =10% | 282per LOOO | =554 1 205) | (04810080) | (4RCTS) Moderatea

The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison
group and the relative effect of the intervention (and its 95% Cl).

CI: confidence interval; RR: risk ratio

GRADE Working Group grades of evidence

High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.

Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the
estimate of the effect, but there is a possibility that it is substantially different.

Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the
estimate of the effect.

Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially
different from the estimate of effect.

2 HGo] thgk ZAATE 43, £312 33|l Bias in Classification of interventions (24| Fof 7]7to]

247125712 T 9] FEolA 5= 30| ‘moderate’ 2 H7lsto] & ARl digt T 2ALES T
S='2 Frskeicth

2) 0|52t /s

IPFgkAtol| A pirfenidone?] Foi= W7 5744 S B o510, [PFEE AFSEY AAANGES HAA7|EE,
PAlH oz Fofgh 212 YAt

J2{u} pirfenidone X8+ F280] & 4 oM, X & Bite AP dold 4= Qe 7Y LRl

nagonL g% Aol W=, 2715 Hof 5o

s
lo
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pirfenidone x| S A|Z}A], 2h2te] 7HE A Q1 A&t o] S 12] - 74]Ql ko] 25, pirfenidone %] Eof
S A BARE 5ol tigh St HEE Allgotal, 2hake] ZE ARl Aol g A He RAg 7 B e
shzlct.

3) 7Kt M=

IPF&FAFOY| A pirfenidoneFoiAl, Ul A2 Z¢Feto] Fojof ], ofEof| st eI, ATyt 72HE, o]
2 =9 =317 02 Tejsio] MEole} s Akl AR zﬂo] Harglr. Pirfenidone F2F o] $ojl =
|4Q1 et 7L g s, £2Rgo|ut gato] whef ofx) H7do] B et 3¢ 2hxtet Aofsto] A sk= A
| a5, o] 5 flsl| T-E7t AT} T A1E5A 1 HAlo] H st

N

)

4) X} (H|B)
o A= A IPFEALA| pirfenidone £ HelFof sgio] 9lov g [PFEHAIO| A pirfenidoned]
FatE VT off, v]-8-53HAQl Aol & 4 it

5) CtE =7t YT =X A e M H]

El

20154 AR 0|2 EREE RS E7|6HE /LR 5 E7|5H8 et elotul )7 FRoke) 2 AW o)A
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PICO KQ #3
Reviewer: 0|Z4I

« PICO 3.1 IPF &Xt0j|A] nintedanib2| F£0{:= CHZ=Z0]] HISH FVC Z#A S H25H=71?

« PICO 3.2 IPF & X}0l|M nintedanibl| £0{= Ci=Z0] H|sH AIFYES Z2AAFIE=712

rot
N
>
>

1. IPF nintedanib treatment &

MEDLINE

1. Idiopathic Pulmonary Fibrosis/ OR (Idiopathic pulmonary fibrosis or Idiopathic Interstitial Pneumonia* OR Idiopathic
Pneumonia® OR Pulmonary Fibrose* OR Fibrocystic Pulmonary Dysplasia® OR Fibrosing Alveolitis OR IPF).tw,kw. 13,183

2. exp Antifibrotic Agents/ or (Pirfenidone or pyridone* or Esbriet or pirespa or pirfenex or nintedanib or Indoles or Ofev
or Vargatef or Estuary or antifibrotics or Antifibrotic Agent*).tw,kw. 15,707

3. 1AND 2 1,129

4. (Meta-Analysis as Topic/or meta analyS.tw.or metaanaly$.tw.or Meta-Analysis/or (systematic adj (reviewS$1 or
overviewS$1)).tw. or exp Review Literature as Topic/or cochrane.ab.or embase.ab.or (psychlit or psyclit).ab.or (psychinfo
or psycinfo).ab.or (cinahl or cinhal).ab.or science citation index.ab. or bids.ab.or cancerlit.ab.or reference list$.ab.or
bibliograph$.ab.or hand-search$.ab.or relevant journals.ab.or manual search$.ab.or ((selection criteria.ab. OR data
extraction.ab.) AND Review/)) not (Comment/ or Letter/ or Editorial/ or (animal/ not (animal/ and human/))) 410,813

5. (Randomized Controlled Trials as Topic/ or randomized controlled trial/ or Random Allocation/ or Double Blind
Method/ or Single Blind Method/ or clinical trial/ or clinical trial, phase i.pt. or clinical trial, phase ii.pt. or clinical trial,
phase iii.pt. or clinical trial, phase iv.pt. or controlled clinical trial.pt. or randomized controlled trial.pt. or multicenter
study.pt. or clinical trial.pt. or exp Clinical Trials as topic/ or (clinical adj trial$).tw. or ((singl$ or doubl$ or treb$ or tripl$)
adj (blind$3 or mask$3)).tw. or PLACEBOS/ or placeboS.tw. or randomly allocated.tw. or (allocated adj2 randoms$).tw.)
not (case report.tw. or letter/ or historical article/) 1,748,591

6. Epidemiologic Studies/ or exp Case Control Studies/ or exp Cohort Studies/ or Case-control.tw. or (cohort adj (study or
studies)).tw. or Cohort analyS.tw. or (Follow up adj (study or studies)).tw. or (observational adj (study or studies)).tw. or
Longitudinal.tw. or Retrospective.tw.or Cross sectional.tw. or Cross-sectional studies/ 3,402,408

7. OR/6-8 4,901,221
8. 3AND 7 564

EMBASE

1. ('ldiopathic pulmonary fibrosis' or 'ldiopathic Interstitial Pneumonia*' OR 'ldiopathic Pneumonia*' OR 'Pulmonary
Fibrose*' OR 'Fibrocystic Pulmonary Dysplasia*' OR 'Fibrosing Alveolitis' OR 'IPF'):ab,ti,kw 25,753

316



8. symen 2oz SRS

2. 'antifibrotic agent'/exp or (Pirfenidone or pyridone* or Esbriet or pirespa or pirfenex or nintedanib or Indoles or Ofev or
Vargatef or Estuary or antifibrotics or 'Antifibrotic Agent*'):ab,ti,kw 83,471

3. #1 AND #2 4,227

4. #3 AND ('case control study'/de OR 'clinical article'/de OR 'clinical trial'/de OR 'cohort analysis'/de OR ‘comparative
effectiveness'/de OR 'comparative study'/de OR 'controlled clinical trial'/de OR 'controlled study'/de OR 'cross sectional
study'/de OR 'double blind procedure'/de OR 'major clinical study'/de OR 'meta analysis'/de OR 'multicenter study'/
de OR 'observational study'/de OR 'phase 2 clinical trial topic'/de OR 'phase 3 clinical trial'/de OR 'phase 3 clinical
trial topic'/de OR 'prospective study'/de OR 'randomized controlled trial'/de OR 'randomized controlled trial topic'/
de OR 'retrospective study'/de OR 'systematic review'/de OR random*:ti,ab,tt OR placebo:ti,ab,tt OR (compare:ti,tt OR
compared:ti,tt OR comparison:ti,tt) OR ((evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess.ab)
AND (compare:ab OR compared:ab OR comparing:ab OR comparison:ab)) OR ‘control group’:ti,ab,tt OR ‘control
groups’ti,ab,tt) 1,622

Cochrane

1. [mh ~"Idiopathic Pulmonary Fibrosis"] OR ("Idiopathic pulmonary fibrosis" or "Idiopathic Interstitial Pneumonia*™ OR
"Idiopathic Pneumonia*" OR "Pulmonary Fibroses" OR "Fibrocystic Pulmonary Dysplasia®" OR "Fibrosing Alveolitis" OR
"IPF"):ab,ti,kw 1,762

2. [mh "Antifibrotic Agents"] OR (Pirfenidone or pyridone* or Esbriet or pirespa or pirfenex or nintedanib or Indoles or
Ofev or Vargatef or Estuary or antifibrotics or "Antifibrotic Agent*"):ab,ti,kw 4,485

3. #1 AND #2 598

KoreaMed

1. ("ldiopathic Pulmonary Fibrosis"[MH]) OR ("Idiopathic pulmonary fibrosis"[ALL] or "Idiopathic Interstitial
Pneumonia“[ALL] OR "Idiopathic Pneumonia“[ALL] OR "Pulmonary Fibroses"[ALL] OR "Fibrocystic Pulmonary
Dysplasia"[ALL] OR "Fibrosing Alveolitis"[ALL] OR "IPF"[ALL]) 237

2. ("Antifibrotic Agents"[MH]) OR ("Pirfenidone"[ALL] or "pyridone"[ALL] or "Esbriet"[ALL] or "pirespa"[ALL] or
"pirfenex"[ALL] or "nintedanib"[ALL] or "Indoles"[ALL] or "Ofev"[ALL] or "Vargatef"[ALL] or "Estuary"[ALL] or
"antifibrotics"[ALL] or "Antifibrotic Agent"[ALL]) 192

3. 1AND 2 16

MEDLINE 564
EMBASE 1,622
COCHRANE 598
KOREAMED 16
| 2,800

3= 423

£|Z 2,377
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2. IPF nintedanib treatment 231 Z4AM Zial =5

Medline (564), EMbase (1,622), Cochrane (598), KoreaMed(16)

Records identified through database searching

Total (n=2,800)

Y

‘ Records after duplicates removed

(n=423)

Y

Records screened

(n=2,377)

Y

(n=3)

Full-text articles assessed for eligibility

Y

Studies included in quantitative synthesis

(meta-analysis)

(n=4)

|
I

Records excluded
(n=2,374)

Full-text articles excluded, with reasons
(n=0)

3. IPF Nintedanib treatment 27{H %! Risk of bias

Efficacy of a Tyrosine Kinase Inhibitor in Idiopathic Pulmonary Fibrosis

year 2011

author L. Richeldi, U. Costabel, M. Selman et al.

study design Phase 2, randomized controlled, multicenter prospective study for 12 months
participants Placebo Nintedanib

total no. of randomization 85 343

age 64.81+8.6 63.4%7.38

Median FVC (% pred) 77.6 78.1

mean DLco (mmol/min/kPa) 3.7 35

Outcomes

Annual rate of decline in FVC
(L/yr, 95% CI)

0.19 (-0.26—0.12)

0.06 (-0.14-0.02)

All-cause mortality

12

20
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Efficacy and Safety of Nintedanib

in Idiopathic Pulmonary Fibrosis (INPULSIS-1)

year 2014

author L. Richeldi, R-M. du Bois, G. Raghu et al.

study design Phase 3, randomized controlled, multicenter prospective study for 52 weeks
participants Placebo Nintedanib 150 mg bid
total no. of randomization 204 309

age 66.918.2 66.9184

mean FVC (% pred) 80.5+17.3 79.5+17.0
mean DLco (% pred) 475%11.7 478+12.3
Outcomes

Decline of FVC, (mL) 239.9 114.7
All-cause mortality 10 12

Efficacy and Safety of Nintedanib

in Idiopathic Pulmonary Fibrosis (INPULSIS-2)

year 2014

author L. Richeldi, R.M. du Bois, G. Raghu et al.

study design Phase 3, randomized controlled, multicenter prospective study for 52 weeks
participants Placebo Nintedanib 150 mg bid
total no. of randomization 219 329

age 67.1£7.5 66.4%+7.9

mean FVC (% pred) 78.1%£19.0 80.0+18.1
mean DLco (% pred) 46.4114.8 47.0%14.5
Outcomes

Decline of FVC, (mL) 207.3 113.6
All-cause mortality 21 25

Effects of Nintedanib on Quantitative Lung Fibrosis Score

in Idiopathic Pulmonary Fibrosis

year 2020

author L. Lancaster, J. Goldin, M. Trampisch et al.

study design Phase 3b, randomized controlled, prospective study for 6 months
participants Placebo Nintedanib 150 mg bid
total no. of randomization 57 56

age 66.2£9.4 68.8£7.6

mean FVC (% pred) 78.1+194 78.0+174

Mean DLco (% pred) 52.5+14.7 53.61+13.6
Outcomes

Decline of FVC, (mL) 94.1+37.1 30.91+39.2
All-cause mortality 4 1
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4. |PF Nintedanib treatment H|EF2A

Author(s): 0|=2!

Date: 2023 F 3& 7

Question: Annual rate of decline in FVC (Nintedanib vs placebo difference in annual rate of decline in FVC)
Setting: Randomized prospective studies

Bibliography: Richeldi et al. (2011) “Efficacy of a Tyrosine Kinase Inhibitor in Idiopathic Pulmonary
Fibrosis” N Engl J Med 2011;365:1079-87. Richeldi et al. (2014) “Efficacy and Safety of Nintedanib
in Idiopathic Pulmonary Fibrosis” N Engl J Med 2014,370:2071-82. Lancaster et al. (2020) “Effects of
Nintedanib on Quantitative Lung Fibrosis Score in Idiopathic Pulmonary Fibrosis” Open Respir Med J. 2020
Sep 22;14:22-31.

STUDY Estimate [95% Cl]
TOMORROW, 2011 130.80 [ 27.00, 234.60]
INPULSIS-1, 2014 om0 125.30 [ 77.85, 172.75]
INPULSIS-2, 2014 — 93.70 [ 44.85, 142.55]
Lancaster, 2020 63.20 [-39.90, 166.30]
RE Model ———— 107.61 [ 76.75, 138.47]
| 1 T T T T 1
-50 0 50 100 150 200 250
Observed Qutcome

Author(s): 0|5 2!

Date: 2023 38 7¢

Question: Difference in the all-cause mortality
Setting: Randomized prospective studies

Bibliography: Richeldi et al. (2011) “Efficacy of a Tyrosine Kinase Inhibitor in Idiopathic Pulmonary
Fibrosis” N Engl J Med 2011;365:1079-87. Richeldi et al. (2014) “Efficacy and Safety of Nintedanib
in Idiopathic Pulmonary Fibrosis” N Engl J Med 2014,370:2071-82. Lancaster et al. (2020) “Effects of
Nintedanib on Quantitative Lung Fibrosis Score in Idiopathic Pulmonary Fibrosis” Open Respir Med J. 2020
Sep 22;14:22-31.
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SRELCESon Fayak:d | SSETH{S
Nintedanib Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Rand 95% Cl  Year M-H, Rand 95% CI
Richekil 2011 20 343 12 BS 30.8% 0.41 [0.21, 0.81] 2011 —a—
Richled! {INPULSIS-1} 2014 1z 309 10 204 214X 0.79 [0.35, 1.80] 2014
Richelkdi (INPULSIS~2} 2014 25 329 21 218  44.5% 0.79 [0.46, 1.38] 2014
Lancaster 2020 1 56 4 57 3.2% 0.25 [0.03, 2.21] 2020 e — —
Total (95% CI) 1037 565 100.0% 0.62 [0.42, 0.92] <>
Total events 58 47
Heterogenehy: Taw® = 0.01; ChE = 3.14, df = 3 (P = 0.37); ¥ = 5% o0z o1 1 50
Test for overall effect: Z = 2.36 (P = 0.02) Favours Nintedanib Favours Control
Risk of bi n
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
=
5. IPF 2HX}0llA Nintedanib 2t 24
SHAIRIE=
HyEE 3.
AArH o zAshH 0 g ZckE [PF 22H(P)ol|A] Nintedanibe] £eKI)o] thRZ(C)ol| H]s) FVC ZHAS

VdA e 22 o2 Itk IPF #2KP)oll A Nintedanibe] £2K(I)o] ti27H(C)oll Hla) AFGES 7t

-PICO 84

Population: A& =2 TX|5tMO 2 XICHEl |PF Xt
Intervention: Nintedanib
Comparators: Ci =

Outcomes: 1) FVC A e
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- UM =2 RESIMO = TITHE IPF 2HXtof|A, FVC 24 2SS 2I3ll NintedanibS At 22 HoHCt

Huksk xtA 8/8, M 2T ZSHA| 5/8

AP 74 5L A E A0S S5 2,800719) ¥l0] AAEITh, BAMETEoIN F52 A2fet 2377212 A
uiA) 7122 #8519
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2011 Richeldi 52 43272] £/ mlid-R3} Sxtol|A] AT 34793 th2 8592 o= Al3yst
TOMORROW A7tol|A] AgitollA] 42} 50 mg 57 3 ¥, 50 mg 31 &+ H, 100 mg 3% & ¥ 150 mg 3}
2 &= 9| Nintedanib 12712 7+ FoIgt 23 Nintedanibg 150 mg 8h% F ¥ Foi3t :rLoﬂ*‘l [ S|
H]3fl F 130.8 mL (95% A= 77} 27.0-234.6 mL)2] FVC 2§ &35 HojEriy tggé}giq“ 5 3=
INPULSIS-1 % INPULSIS-2 Lol A &= Nintedanib2 150 mg 5H¢ = ¥ £oigt 79 tjz3to H|s) 5414
O QoI5 FVC RS a2 HoFlom™ 2020 WHEH Lancaster 50| WESH 7S E3H5H el A]
o A% Nintedanib®] AF8-2 5AZ 02 §2J5t FVC B3 S5 714 2= 2102 BA ),

AFGE-2] 749 TOMORROW Lol A= Nintedanib®] Al-&o] EAZ 02 qofdt ZQl AFgE2] 7+
22 HojFlout? O & Waye INPULSIS-1 % INPULSIS2 AFollM& el A& 74 avbe=
o]z=2] B3It 20204 Lancaster 50| A|8jst Ad7= 13 b2 A o A= Nintedanib@] AFgo] A
ol AFHEO] AFFEO] QoJ5t ZhA FHFE HolFE Zlog BAL) gk 2011 Al3E TOMORROW o
Tol| A= flollA] 7143t viel ZFo] Nintedanib X8 §&fo] T2 ofg] gxjto] ZgtE|o] glon = ojof gt
A2 Fo]7F = 2351tk TOMORROW, INPULSIS-1 ! INPULSIS-22] Hlo]E|S &30} x]& & AFdE(on-

i)

treatment mortality)ol| thet HIEHEAS Al3St & Lol A= Nintedanib2] AH&o] 2| & F AFYES F2l5
A ZAA7 = ATHe B = sHl o, 2 BAoM = A8 § AFFES oetd 4 e AkE7t st

B490] 27H5319ct.
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8. syzent 24 EEEIREE

- Z1Q ok (GRADE Summary of Findings Table)

Anticipated absolute effects*

(95% C1) Relative effect Aeol Certainty of the
Outcomes . : . . (95% Cl) participants evidence Comments
Risk with Blsk Wltl‘.'l 0 (studies) (GRADE)
placebo Nintedanib
. 112.0 1602 PDPODD
FC decline (79.6 to 144.3) (4 RCTS) High
. 56 per 1,000 RR 0.62 1602 PPHD
Overall mortality 83 per 1,000 (17910 769) | (0.42t00.92) (4 RCTS) Moderate

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the
comparison group and the relative effect of the intervention (and its 95% Cl).
CI: confidence interval, MD: mean difference; RR: risk ratio

GRADE Working Group grades of evidence

High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.

Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the
estimate of the effect, but there is a possibility that it is substantially different.

Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the
estimate of the effect.

Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially
different from the estimate of effect.

W34 2 AT o7 A IPF $Ak5 tiid 2 & Sh= nintedanib %59 344 Axpx]#1 FVC
) < 3wolglt}. Zotd HE A} FA Higo =

2 AAE AFEA FVC 74 B0 Eﬂﬁﬂf‘ﬂ:— TAFES =502 ool oy AFgEoll oAl Bias in
Classification of interventions (24| o 7|7to] A7getA] ko k29| 870 50 mg once daily*-E] 150
mg twice daily7H2] Tt)e] FEolA 53 W30 ‘moderate’ 2 H7tsto] AMdEC] thet 2AREE ‘F5
T2 grksiieh

2) O|=2+ 2/5H

-o|5

Nintedanib2 4d-fobAlaE, Eyhdin], axhfel 87412 5 37HA] 7R1AtE SAlol ASh= Eto] 24
7IUHA (tyrosine kinase) =84 A =24 TPFO] A IS =57] 9% HA o2 ARSH Itk FVC 4
Koo SHojA AuEetS o, & HEREA oA = 749 vilA 525 2 FVC Zdae X A5 Sskele
o} nintedanib AH&ollA] TiZtol ]3| FoJstA| 2 A& UERtor AA| AFYE gt th2 3t v w s}
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A wf o)k o7} k=] rh(Risk ratio 0.62 (0.42-0.92), P=0.02).
VleHAE Boshal, AAMNGES AT BR Fokg AT 4 Qi

- Sl

Nintedanib®] AR§-2 AA}, 7 Bl &, &5, 48504 9 7ha 4 45 50] 3l2H ofd tialiAf= 7

ol A w2 Tk ik,

3) x| JHK|Qt M

IPF Aol A nintedanib Fof Al, Ui @42 Ziebsto] Fojof R, ofzo] digh #E=, Flyt 748

Hl-§ 55 THH 2= J7sto] 1

Aolet 3 st

714Q) B3t 3717k B esto], akgolut vlel utel b Mol Be
7t glet.
) RR(HI)

A Fujol A= 20179 29 5E nintedanibe IPF gkabo]l 21at 4
1 Qlrk.
5) CHE =7t T =X A e 21 Hlw

Bs}g]/
S IPF Ao x| 20] 9l

20159 WA nj=gF

Jo

9
T
Y
Iz
>
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1
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nintedanib
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CEEnIEeZE | SHYHHRS

PICO KQ #4
Reviewer: ZX|H, 2t4AH

* PICO 4. Y4H =2 xx|stH o= XICHE IPF EXHP)of|M EMH|Q! pirfenidonezt nintedanib
He £oto|(l) M N tE QH(C) HisH otHMo] Z4st=7H0)?

- PICO 824

Population: IPF 2tx}

Intervention: 41 K[Q! pirfenidone 2t nintedanib H& QX
Comparators: 243 A| pirfenidone =2 nintedanib tH= 2
Outcomes: IT1d- 2212 LM HI

Study design: 22|t H| 2 AFA|E (RCT)

_:{1:]__7'_

El]

o ATALSH

IPF01|A‘| = §> 173t I1I(nintedanib 1} pirfenidone)2| 5& 20| Tt AX| F0f CHH| QFH A2 & A|-0f|A
x =

AP A Fof 2,800719] 730l FEEUNY, FES AlQE 2,377 A5 255 o8] A
(screening) ¥ F 6w 2] Y-S AESIAUTE APdol Ast Ae] vijA] 7|52 A-gsto], 2|FH o= 21| &

Sl Elm QA At Mgl

g

= A 2L Pirfenidone?} Nintedanib?] H-& Q% o] Pirfenidone =-2 Nintedanib ©% Q1o H]
aff g3t 4 QbAoA SR E Fotal} st oL = x| 50| s H|w et AR i A= glo

|

ato]| tigt HlERZ A2 Al3okA] ZRTE HE5F QP S Hl WSk A A+t 232 25 Nintedanib T2
thH] Pirfenidone™} Nintedanib B-8 Q2] QFA S B 15E A2 o]of thet HERHZ Ak A AJ5)3] T

IPF $kx}ol| A Pirfenidone &-2 Nintedniab ©% Q¥ ¥} B w3lo] T kx| & Fojo] thgt a3} = FVC
Haut A g o A0E Bash #aedi 2= AL, B 7] Aol g 21 o] avtE Hals)
AL, &2 ofiet 2ot

Tkeda 52 randomized, open-label selection design, phase II trialol4] Pirfenidone %o 6712 W

il

325



ILD X =X| %! pAPERPS P S

of FVC7} 5% ol 743 222 thid o 2 Nintedanib2 2 H (A9 A]w)stAY -2 Pirfenidone}
Nintedanib (&%) 0.2 F2k9] ghgds}o] primary endpointQ! A 67H€7F FVC 5% ©J4F 44 -2 Abd
ES AT, F 7B (AT 4%, B8 T 38)o] S=ET, 294x|F2 19 o) Nintedanib&
AEstR o, B8 Foiet 5 282 AlAe #2822 6709 o]Ulol| Nintedanib2 SH5I31tE A 6714 &<t
FAYE2 2812l A 50.0%, HH-E-FofwtollA 66.7%R L, HE7IHEQE AP A=
AU o] A= WEFolTe] S} mo] o1l SFR/Y 937} A7 =] o] 27| FHEIQIT Vancheri 52
open label, randomized trialolA] Nintedanib @5 x| &3} H| 15} Pirfenidonex} Nintedanib ¥-&5%
9] Qb oFFst 4l autE RARSIICH . B-8F0fto] Nintedanib T X 8+tol B]5 12527+ FVC 71 &
ZAPSS TESIATHH 8T 125 FVC 3.6 ml 57}, S5+ FVC 48 ml 44y difference 51.6 ml; 95%
confidence interval, 13.3-116.6). 12|}, B8 Q¥ a5 BAJ517|ofl= ATtol] 23 Sxpprt 2E514]
X 7|7kE ASH Askdo] 9Tk FVC >50%, DLCO >30%2] IPF 217} 2% Flaherty?] single-arm,
open-label &= B3 2% 9] primary outcome©] RFA/J0|L 1L, 245 o] % H|7|5 AL AP} Q= A}
o] k55 7| A x| e} vl wSHATH®. 245 & FVC 7} 7hs A7t 727, 245 & DLCO 87t 7Hs 37 699 0]
A=Hl, FVC+= 0.81+0.6 %, DCLO 1.410.8%7}F ZhAstRitt. o] Aol A= H| o] §lar, Aol ZgH 2hat
$7F 322 2471wl 'atol] tigh H7k= ol gt okstH, 4 fekAl T 24 oiH| Nintedanibat
pirfenidone *§-§& 28 9| 35 7}t |oll= A7 BA] 44l primary outcomel & &S FA 9 At
+ 719] glof & AlFollA= IPFollA] @2k 18 f®o] Rato] tight 82 =&517]= otk
IPF #tof| A Pirfenidone -2 Nintedniab @5 %3} B|w3slo] & oFx] & Fojo] obxl Aol ti3)
Me 29 525 &6l 3719 FAEE 4 A7 ZEUET, olF Tkedad] A= oA ATtz
S

HlE 52 APEE) AR, A Bt IgiA]

primary endpointe 2|2 &IH67HE# FVC >5%704
T Ayt ERWEke] 2F HeHEAolA A9 EAcH’. Ogura 52 randomised, double-blind, phase II,
dose escalation trial2 nintedanib 2-& placebo Fo €x}of| pirfenidoned F7}sto] FF 28U 7129
o] IS5 ZAFSA oS BEAISHITH”. Nintedanib ©5-ollA 179 5 9 2] xtof| A, Nintedanib
7} Pifenidone W& FollAl= 219 5 107 2] SEato|A] o] dik-go] ¥gstglom 71 &3t Ra-go s
£ A7 FEHC, Vancheri 59] 7= open label, randomized trial2 Nintedanib T 2| &3} H]
w34 Pirfenidone I Nintedanib ¥-8FoiollA & 12571A]2] Qb ek5e}, a7ts HAIsHATt.
Nintedanib @504 517 F 2774 2] $x}of| A, Nintedanib 7} Pifenidone ¥g*| & wol|A+= 539 & 379
o] gkajof| A o)/ gHk-go] EAYsIR o 7P S5t BAME e 2= Al &, AAPE URIH A7) 2719 AFE
HEHZASH A} IPF Aol A] &4d-R-8HA] B8 Q-2 Nintedanib ©5 Q7o) H|5} o)/gih-3-o] 2y vl w7}

Z7Vele AFS Bolo) EAAH O R Qojn|siA| s A9tH( @ ZH| 1.57, 95% A2 7k 0.80-3.09).
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Pirfenidone + Nintedanib  Nintedanib

—Study or Subgroup Events Totz al We
Ogura 2015 10 21 9 17 385%

Odds Ratio

Odds Ratio Risk of Bias
0.81[0.22,2.91)

gNnis VeIgnt vi-1

Vancheri 2018 37 53 27 51 615%  206[0.92,459]
Total (95% CI) 74 68 100.0%  1.57[0.80, 3.09]

Total events 47 36 ) ) ) )
Heterogeneity: Chit = 1.46, df = 1 (P = 0.23); I = 32% b : —
Test for overall effect: Z = 1.32 (P = 0.19) Favours [Pirf+Nintedanib] Favours [Nintedanib)
il

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

T2l 1. IPF 2Xtof A ZMRA|Q1 pirfenidonet nintedanib HE& £20] (1) &Rl T 2E(C)of| b eFH 8 g HItsty| 9
ot Forest plot.

- Z3tR 9 (GRADE Summary of Findings)

Anticipated absolute effects*

(95% CI) . Ne of Certainty of the
Relative effect o :
Outcomes : : Risk with (95% Cl) participants evidence Comments
B'Sk W'th Pirfenidone+ (studies) (GRADE)
Nintedanib . :
Nintedanib
638 per 1,000 OR 1.57 142 000
Adverse events | 529per LOOO | "z 0 777) | (0.80 t0 3.09) (2 RCTs) Very low?

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the
comparison group and the relative effect of the intervention (and its 95% Cl).
CI: confidence interval, OR: odds ratio

GRADE Working Group grades of evidence

High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.

Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the
estimate of the effect, but there is a possibility that it is substantially different.

Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the
estimate of the effect.

Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially
different from the estimate of effect.

Explanations
a. HISR ot 2 HEJFE3| JHSA| 2 A0 S=aet b, & &7 Zp7F 4olgt ¢ 247 A1 A2|F7H0] 12 X
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8. siuzest 2o1x ETEEEES

4) XHA((HIB)
=] ojg X Fof|A= PF oA &34 5 pirfenidoneTte] Fo]2 ARE 7h535kaL, Nintedanib 2 9]
EXYo|A Fof7} FA] = AAoltt. mebA], A AJ-ol| A= Nintedanib ¥-8-2 22} SHHol|A| 117} oA 2]
2717t v Feto] Hhagsto] fkxf HEd L 2 Ao = wE
5) CHE 27} larsigx|alnte] 3 vl
IPF &kxtof|A] Pirfenidone ¥ Nintedanib®] ¥-& QHof tigh tf& =7}e] A x| gl= Afefolth
2022 70 v=gREE/AHEE 7|5 /d 2S5 8 ] /et ot el7t FHEE] 35 Z]ZollA

of thet @ A7 Wase AFaigint
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o 1) PICO. RA-ILDEX}0f| M EHMR3tA|(nintedanib or pirfenidone)7t 2t XIS & £ U712

1. Antifibrotics for RA-ILD £%1 Z4AHAl

- Pirfenidone

MEDLINE

1. exp Arthritis, Rheumatoid/ OR (Rheumatoid arthritis).tw,kw.151,916

2. exp Lung Diseases, Interstitial/ OR (interstitial lung disease or Interstitial Pneumonia® or Interstitial Pneumonitis or
Diffuse Parenchymal Lung Disease or ILD).tw,kw. 90,354

3. 1AND 22,847

4. exp Steroids/ OR Cyclophosphamide/ OR Mycophenolic Acid/ OR (Steroid* or Cyclophosphamide or Cytophosphane
or Cyclophosphane or cytoxan or Endoxan or Neosar or CYC or mycofenolate or mycophenolic acid or MMF).tw,kw.
1,096,167

5. Rituximab/ OR exp Biological Products/ OR Abatacept/ OR (rituximab or Mabthera or Rituxan or tocilizumab or
atlizumab or Actemra or Roactemra or biologics or Biological Product™ or Abatacept or Belatacept or Orencia or
Nulojix).tw,kw. 704,953

6. (pirfenidone or Pyridone* or Esbriet or Deskar or Pirespa).mp 13,367
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7. 3AND 4 354
8. 3AND 5 167
9. 3AND69

EMBASE

'rheumatoid arthritis'/exp or (rheumatoid arthritis):ab,ti,kw 274,247

=

. 'interstitial lung disease'/exp OR (‘interstitial lung disease’ or 'Interstitial Pneumonia*' or 'Interstitial Pneumonitis' or
'Diffuse Parenchymal Lung Disease' or ILD):ab,ti,kw 127,559

3. #1 AND #2 7,428

4. ‘steroid'/exp OR 'cyclophosphamide'/exp OR 'mycophenolic acid'/exp OR (Steroid* or Cyclophosphamide or
Cytophosphane or Cyclophosphane or cytoxan or Endoxan or Neosar or CYC or mycofenolate or mycophenolic acid or
MMPF):ab,ti,kw 2,003,924

5. 'rituximab'/exp OR 'biological product'/exp OR 'abatacept'/exp OR (rituximab or Mabthera or Rituxan or tocilizumab
or atlizumab or Actemra or Roactemra or biologics or 'Biological Product*" or Abatacept or Belatacept or Orencia or
Nulojix):ab,ti,kw 1,024,531

N

6. (pirfenidone or Pyridone* or Esbriet or Deskar or Pirespa).ab,ti,kw 5,683

7. #3 AND #4 3,167

8. #3 AND #5 1,730
9. #3 AND #6 42

10. #7 AND (‘article'/it OR 'article in press'/it OR 'review'/it OR 'short survey'/it) 2,198

11. #8 AND (‘article'/it OR article in press'/it OR "review'/it OR 'short survey'/it) 1,170

12. #10 AND (‘case control study'/de OR 'clinical article'/de OR 'clinical trial'/de OR 'cohort analysis'/de OR 'comparative
effectiveness'/de OR 'comparative study'/de OR 'controlled clinical trial'/de OR 'controlled study'/de OR 'cross sectional
study'/de OR 'double blind procedure'/de OR 'major clinical study'/de OR 'meta analysis'/de OR 'multicenter study'/
de OR 'observational study'/de OR 'phase 2 clinical trial topic'/de OR 'phase 3 clinical trial'/de OR 'phase 3 clinical
trial topic'/de OR 'prospective study'/de OR 'randomized controlled trial'/de OR 'randomized controlled trial topic'/
de OR 'retrospective study'/de OR 'systematic review'/de OR random*:ti,ab,tt OR placebo:ti,ab,tt OR (compare:ti,tt OR
compared:ti,tt OR comparison:ti,tt) OR ((evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess.ab)
AND (compare:ab OR compared:ab OR comparing:ab OR comparison:ab)) OR ‘control group’:ti,ab,tt OR ‘control
groups’ti,ab,tt) 1,289

13. #11 AND (‘case control study'/de OR 'clinical article'/de OR 'clinical trial'/de OR 'cohort analysis'/de OR 'comparative
effectiveness'/de OR 'comparative study'/de OR 'controlled clinical trial'/de OR 'controlled study'/de OR 'cross sectional
study'/de OR 'double blind procedure'/de OR 'major clinical study'/de OR 'meta analysis'/de OR 'multicenter study'/
de OR 'observational study'/de OR 'phase 2 clinical trial topic'/de OR 'phase 3 clinical trial'/de OR 'phase 3 clinical
trial topic'/de OR 'prospective study'/de OR 'randomized controlled trial'/de OR 'randomized controlled trial topic'/
de OR 'retrospective study'/de OR 'systematic review'/de OR random*:ti,ab,tt OR placebo:ti,ab,tt OR (compare:ti,tt OR
compared:ti,tt OR comparison:ti,tt) OR ((evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess.ab)
AND (compare:ab OR compared:ab OR comparing:ab OR comparison:ab)) OR ‘control group’:ti,ab,tt OR ‘control
groups’ti,ab,tt) 747

Cochrane

1. [mh "Arthritis, Rheumatoid"] or (rheumatoid arthritis):ab,ti,kw kw 18,428
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2. [mh "Lung Diseases, Interstitial"] OR (interstitial lung disease" or 'Interstitial Pneumonia*' or 'Interstitial Pneumonitis'
or 'Diffuse Parenchymal Lung Disease' or ILD):ab,ti,kw 3,312

3. #1 AND #2 115

4. [mh "Steroids"] OR [mh "Cyclophosphamide"] OR [mh "Mycophenolic Acid"] OR (Steroid* or Cyclophosphamide or
Cytophosphane or Cyclophosphane or cytoxan or Endoxan or Neosar or CYC or mycofenolate or mycophenolic acid or
MMPF):ab,ti,kw 107,965

5. [mh "Rituximab"] OR [mh "Biological Products"] OR [mh "Abatacept"] OR (rituximab or Mabthera or Rituxan or
tocilizumab or atlizumab or Actemra or Roactemra or biologics or "Biological Product*" or Abatacept or Belatacept or
Orencia or Nulojix):ab,ti,kw 42,692

6. (pirfenidone or Pyridone* or Esbriet or Deskar or Pirespa):ab,ti,kw 1,322
7. #3 AND #4 22
8. #3 AND #5 25
9. #3 AND #6 12

KoreaMed

=

. (("Arthritis, Rheumatoid"[MH]) AND ("Lung Diseases, Interstitial"[MH] or "Interstitial Pneumonia"[ALL] or "Interstitial
Pneumonitis"[ALL] or "Diffuse Parenchymal Lung Disease"[ALL])) 27

2. (("Steroids"[MH]) OR ("Cyclophosphamide”[MH]) ("Mycophenolic Acid"[MH]) OR ("Steroid"[ALL] or
"Cyclophosphamide"[ALL] or "Cytophosphane"[ALL] or "Cyclophosphane"[ALL] or "cytoxan"[ALL] or "Endoxan"[ALL] or
"Neosar"[ALL] or "CYC"[ALL] or "mycofenolate"[ALL] or "mycophenolic acid"[ALL] or "MMF"[ALL])) 5,848

3. (("Rituximab"[MH]) OR ("Biological Products'[MH]) OR ("Abatacept’[MH]) OR ("rituximab"[ALL] or "Mabthera"[ALL] or
"Rituxan[ALL] or "tocilizumab"[ALL] or "atlizumab"[ALL] or "Actemra"[ALL] or "Roactemra"[ALL] or "biologics"[ALL] or
"Biological Product"[ALL] or "Abatacept"[ALL] or "Belatacept"[ALL] or "Orencia"[ALL] or "Nulojix"[ALL])) 693

(("pirfenidone"[ALL] or "Pyridone"[ALL] or "Esbriet"[ALL] or "Deskar"[ALL] or "Pirespa"[ALL])) 24
1AND 26
1AND31
1AND40

N oo v &

- Nintedanib

MEDLINE

1. exp Arthritis, Rheumatoid/ OR (Rheumatoid arthritis).tw,kw. 164,421

2. exp Lung Diseases, Interstitial/ OR (interstitial lung disease or Interstitial Pneumonia® or Interstitial Pneumonitis or
Diffuse Parenchymal Lung Disease or ILD).tw,kw. 94,414

3. 1AND 2 3,119
4. (nintedanib).tw,tw. 1,413
5. 3AND 431
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EMBASE

1. 'rheumatoid arthritis'/exp or (rheumatoid arthritis):ab,ti,kw 275,977

2. 'interstitial lung disease'/exp OR (interstitial lung disease’ or 'Interstitial Pneumonia*' or 'Interstitial Pneumonitis or
'Diffuse Parenchymal Lung Disease' or ILD):ab,ti,kw 128,908

3. #1 AND #2 7,532
(nintedanib).:ab,ti,kw 2,974
. #3 AND #4

o »

Cochrane

1. [mh "Arthritis, Rheumatoid"] or (rheumatoid arthritis):ab,ti,kw 18,541

2. [mh "Lung Diseases, Interstitial"] OR ('interstitial lung disease" or 'Interstitial Pneumonia*" or 'Interstitial Pneumonitis'
or 'Diffuse Parenchymal Lung Disease' or ILD):ab,ti,kw 3,339

3. #1 AND #2 116
4. (nintedanib):ab,ti,kw 698
5. #3 AND #4 5

KoreaMed

1. (("Arthritis, Rheumatoid"[MH]) AND ("Lung Diseases, Interstitial"[MH] or "Interstitial Pneumonia"[ALL] or "Interstitial
Pneumonitis"[ALL] or "Diffuse Parenchymal Lung Disease"[ALLI)) 27

2. ("nintedanib"[ALL]) 10
3. 1AND20

MEDLINE 40
EMBASE 96
COCHRANE 17
KOREAMED 0
ZH| 153
5528

%]

>

O

125
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2. Antifibrotics for RA-ILD

Identification

Eligibility

M En cH

Records identified through database
searching: 153
Ovid-Medline (n=40)
EMBASE (n=96)
Cochrane (n=17)
KoreaMed (n=0)

Registers (n=)

Y

i A

Records screened
(n=125)

Y

Y

Articles screened
(n=109)

Y

Y

Full-text articles assessed for eligibility
(n=109)

Y

Studies included in Qualitative synthesis
(n=2)
Nintedanib (n=1)
Pirfenidone (n=1)

28 duplicates excluded

16 excluded based on the titles and abstracts

0 full-text article excluded with reasons

107 articles excluded

1. P: No patient of interest (n=7)

2.1: No intervention of interest (n=55)

3. C: No comparison intervention of interest (n=23)
4. O: No outcomes of interest (n=7)

5. S: Study design is not subject to inclusion (n=25)
6. Not published in English or Korean (n=0)

7. Duplicate publication (n=1)

8. Other reasons (n=9)
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3. Antifibrotics for RA-ILD 27{E % Risk of bias

Nintedanib in Patients With Autoimmune Disease-Related

Progressive Fibrosing Interstitial Lung Diseases:
Subgroup Analysis of the INBUILD Trial

Year 2022

Author Matteson EL, et al.

Study design Subgroup analysis of randomized, double-blind, placebo-controlled trial
Partisipants Nintedanib Placebo
Total number 82 88
Age (mean=SD, years) 63.3+10.0 65.1+11.1
e I
Baseline FVC % pred (mean=SD, %) 69.6115.1 72.1+146
Baseline DLco % pred (mean==SD, %) 4494134 50.8+16
Primary outcome

Absolute change from baseline FVC % 97409 60408

pred at week 52 (mean=+SD, %)

Safety, tolerability and efficacy of pirfenidone in patients with

rheumatoid arthritis-associated interstitial lung disease: a randomized,

double-blind, placebo-controlled, phase 2 study

Year 2022

Author Solomon JJ, et al.

Study design Randomized, double-blind, placebo-controlled, phase 2 study

Partisipants Pirfenidone Placebo

Total number 63 60

Age (mean (SD), years) 66.0 (61.0-74.0) 69.5 (63.5-74.5)

Baseline FVC % pred (mean (SD), %) 69.4 (14.8) 70.4 (14.2)

Baseline DLco % pred (mean=+SD, %) 50.0 (12.6) 47.6(12.8)

Primary outcome

Decline in FVC % pred by 10% or more or 0 0

death (n, (%)) 7 (11%) 9 (15%)

Decline in FVC % pred, overall (mean i i

(SD), %) 1.02 (0.51) 3.21(0.52)
o 0

Decline in FVC % pred, UIP (mean (SD), 1020 (0.74 381 (0.70)

%)
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Risk of bias in studies

Other bias

-~

Matteson 2022

Solomon 2022

. . Blinding of patticipants and personnel {performance hias)

. . Blinding of outcome assessment {(detection hias)

® | @ | selective reporting (reporting bias)

@ | @ | ncomplete outcome data (attrition bias)

® | ® | Random sequence generation (selection bias)
® | @ | ~location concealment (selection bias)

8. AR 2 IR Sk R b i

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)

Incomplete outcome data (atirition bias)

Selective reporting (reporting bias)

Other bias

% 25% 50% 75%

=T
-
=0
=
o+

B Low risk of bias [Junciear risk of bias Bl Hioh risk of bias
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4. Antifibrotics for RA-ILDH|Et2A

Analyst(s): O|xHst

Date: 2023'F 5& 10

Question: Can antifibrotics slow down the progression of RA-ILD?
Setting: 2 randomized controlled studies

Bibliography: Matteson EL, Kelly C, Distler JHW, Hoffmann-Vold AM, Seibold JR, Mittoo S, Dellaripa
PF, Aringer M, Pope J, Distler O, James A, Schlenker-Herceg R, Stowasser S, Quaresma M, Flaherty KR;
INBUILD Trial Investigators. Nintedanib in Patients With Autoimmune Disease-Related Progressive Fibrosing
Interstitial Lung Diseases. Subgroup Analysis of the INBUILD Trial. Arthritis Rheumatol. 2022 Jun;74(6):1039-
1047.

Solomon JJ, Danoff SK, Woodhead FA, Hurwitz S, Maurer R, Glaspole I, Dellaripa PF, Gooptu B, Vassallo R,
Cox PG, Flaherty KR, Adamali HI, Gibbons MA, Troy L, Forrest IA, Lasky JA, Spencer LG, Golden J, Scholand
MB, Chaudhuri N, Perrella MA, Lynch DA, Chambers DC, Kolb M, Spino C, Raghu G, Goldberg HJ, Rosas I0;
TRAIL1 Network Investigators. Safety, tolerability, and efficacy of pirfenidone in patients with rheumatoid
arthritis-associated interstitial lung disease: a randomised, double-blind, placebo-controlled, phase 2 study.
Lancet Respir Med. 2023 Jan;11(1):87-96.

Nintedanib or Pirfenidone Placebo Mean Difference Mean Difference Risk of Bias

atteson -2 . - : . . .94, 5, e —

Matteson 2022 (1) 27 81408 82 6 75047 88 0.6% 3.30[0.94,5.66] PO9900?
Solomon 2022 (2) -1.02 051 63 -321 052 60 994% 219(201,237) [ | LR 13 )
Total (95% CI) 145 148 100.0% 2.20 [2.01,2.38) L]

Heterogeneity, Chi*= 0,84, dr= 1 (P = 0.36); 1= 0% T 13 i 1

Teslfor overall effact 2= 23.71 (P« 0.00001) Favours [Placebo] Favours [Nintedanib or Pirfenidone]
i}
(1) al 52 weeks, nintedanib (A) Random sequence generation (selection bias)
(2) at 52 weeks, piffenidone (B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplate outcome data (affrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

Bibliography: . Nintedanib or Pirfenidone versus Placebo for RA-ILD. Cochrane Database of Systematic Reviews [Year), Issue [Issue]

Ne of Study Risk of \ - - I - Other Nintedanib . Relative | Absolute Certainty Importance
studies | design bigs | NCONSISIENCY | INCUECTNESS | TMPIECIION | considerations | oo ol plac ©s5%cl) | (95% ¢

FVC -RCT

2 | randomised |  not not serious serious® serious? none 145 148 - MD22 | @@AOQ | CRTCAL
irials serious higher Low
(201
higher to

higher)

Cl: confidence interval, MD: mean difference
Explanations
a. Solomon 2022: only for patients with RA-ILD / Matteson 2022 Of the 663 patients in the INBUILD trial, 170 (25.6%) had autoimmune disease-related ILDs, of whom 89 had RA-ILD, 39 had SSc-ILD, 19

had MCTD-ILD, and 23 had other autoimmune disease-related ILDs.
b N =145 148
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PICO: Fute] A $A Y A 7H | AE Sxfo|A] &4d-R-8HA] (nintedanib or pirfenidone)”} 28 783
== Ue
ZAE: AA 29 H4M F Futelas 3E g A A AgH AR Aol A FA3-3HAIQ nintedanibat
pirfenidoneo] F¥ IYPS =F 4+ =7tol Bk A= 2719 304 F 2701 nintedanib, 1

=4 thet mean difference”} 2]t 2}H0](2.20, 95%
CL, 2.01 to 2.38)5 E It} FAR3HAl= Frte] A B vk 7R du| 2 Siatol A A X8-S A|sicta
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 2) PICO. MMZASHE A7t ZHE M| E s gixtoM x7] X]&2 Mycophenolate mofetilo]
Cyclophosphamide=Ct L&$HHRM AH20| D2{E|=71)?

1) SSC-ILD MMF vs CYC 2% Z{AtA]

MEDLINE

1. exp Scleroderma, Systemic/ OR Sclerosis/ OR (sclerosis or scleroderma).tw,kw. 161,131

2. exp Lung Diseases, Interstitial/ OR (interstitial lung disease or Interstitial Pneumonia® or Interstitial Pneumonitis or
Diffuse Parenchymal Lung Disease or ILD).tw,kw. 90,292

3. 1AND 2 3,324
4. Mycophenolic Acid/ or (mycofenolate or mycophenolic acid or MMF).tw,kw 11,571

5. Cyclophosphamide/ or (Cyclophosphamide or Cytophosphane or Cyclophosphane or cytoxan or Endoxan or Neosar
or CYC).tw,kw. 73,067

6. 4 OR 593,566
7. 3AND 6 354

EMBASE

1. 'scleroderma'/exp or 'sclerosis'/exp or (sclerosis or scleroderma):ab,ti,kw 313,522

2. 'interstitial lung disease'/exp OR (interstitial lung disease’ or 'Interstitial Pneumonia*' or 'Interstitial Pneumonitis' or
'Diffuse Parenchymal Lung Disease' or 'ILD"):ab,ti,kw 113,996

3. #1 AND #2 10,940

4. 'mycophenolic acid'/exp or (mycofenolate or 'mycophenolic acid' or MMF):ab,ti,kw 35,980
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5. 'cyclophosphamide'/exp or (Cyclophosphamide or Cytophosphane or Cyclophosphane or cytoxan or Endoxan or
Neosar or CYC):ab,ti,kw 258,317

6. #4 OR #5 288,115
7. #3 AND #6 2,051
8. #7 AND (‘article'/it OR 'article in press'/it OR 'review'/it OR 'short survey'/it) 1,290

Cochrane

1. [mh "Scleroderma, Systemic"] or [mh "Sclerosis"] or (sclerosis or scleroderma):ab,ti,kw 16,037

2. [mh "Lung Diseases, Interstitial"] OR ("interstitial lung disease" or "Interstitial Pneumonia*" or "Interstitial Pneumonitis”
or "Diffuse Parenchymal Lung Disease" or "ILD"):ab,ti,kw 2,988

3. #1 AND #2 385
4. [mh "Mycophenolic Acid"] OR (mycofenolate or 'mycophenolic acid' or MMF):ab,ti,kw 3,764

5. [mh "Cyclophosphamide"] OR (Cyclophosphamide or Cytophosphane or Cyclophosphane or cytoxan or Endoxan or
Neosar or CYC):ab,ti,kw 13,588

6. #3 AND #6 160

KoreaMed

1. (("scleroderma"[ALL] OR "Sclerosis"[ALL]) OR ("Interstitial Pneumonitis"[ALL] OR "Interstitial Pneumonia"[ALL] OR
"Diffuse Parenchymal Lung Disease"[ALL])) 1,707

2. ("Mycophenolic Acid"[MH] OR "Cyclophosphamide"[MH] OR "mycofenolate"[ALL] or "mycophenolic acid"[ALL] or
"MMF"[ALL] or "Cyclophosphamide"[ALL] or "Cytophosphane"[ALL] or "Cyclophosphane"[ALL] or "cytoxan"[ALL] or
"Endoxan[ALL] or "Neosar"[ALL] or "CYC"[ALL]) 1,107

3. 1AND 2 32

MEDLINE 354
EMBASE 1290
COCHRANE 160
KOREAMED 32
x| 1836
=209

XZE 1627
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2) SSC-ILD MMF vs CYC 2% Z{M Znl c§

Records identified through database
searching: 1,836
Ovid-Medline (n=354)
EMBASE (n=1,290)
Cochrane (n=160)
KoreaMed (n=32)
Registers (n=)

Identification

i A

209 duplicates excluded
A4

Records screened
(n=1,627)

\

1,392 excluded based on the titles and abstracts
A4

Articles screened
(n=235)

Y

1 full-text article excluded with reasons
Y

Full-text articles assessed for eligibility
(n=234)

Eligibility

231 articles excluded

A 1. P: No patient of interest (n=9)

2.1: No intervention of interest (n=118)

3. C: No comparison intervention of interest (n=93)

L . o . 4. O: No outcomes of interest (n=2)

Studies included in Qualitative synthesis 5. S: Study design is not subject to inclusion (n=0)
(n=3) 6. Not published in English or Korean (n=0)

7. Duplicate publication (n=0)

8. Other reasons (n=0)

3) SSC-ILD MMF vs CYC 27 H 3! Risk of bias

Intervention and study

Characteristics .
duration

Number of
subjects;
Study design Year mean age of
experiment

group

Number of
subjects, Experimental control

mean age of group group
control group

MMF 1500mg  oral CYC 2.0

randomized 69;52.6+9.7 | 73;52.0£9.8 mg/kg/da
Y HRreT

controlled trial twice daily
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Intervention and study

Characteristics

duration
Number of
subjects; Num.ber ?f . Outcome
: subjects; Experimental control
Study design Year mean age of
. mean age of group group
experiment
control group
group
MMF mean CYC mean
Panopouls, | nonrandomized | 2000- 10; 10; daily dose 1,500 dailv dose 90 FVC, TLC,
2013 study 2009 | 47.0%11.2 4761122 | 'mg treatment " y DLco, HRCT
initiated &
MMF initiated
with 500 mg CY2C §00mg/
m” given as an
onceadayand |.
was increased Intravenous
Shenoy, nonrandomized . 34, 23, to maximunm (IV) infusion e
2016 study 452411387 46.00£10.34 and was
tolerable .
increased
doseortoa
. tol2gas
maximum dose tolerated
of 3 g daily '
Risk of bias in studies
@ g
2 5
i E
o — o
(1] w
0 E 3 &
T o o
= t 5 o
= 2 = S
o — ~— < Ll [=]
T % T § & 5 3
3 & £ =z & _ 3 e £
w = o k= w o = - £
- g2 ¢ 5 £ £ g 5 = 29
§ ¢ & £ § 2 - £ 2558
= 2 2 5 F D - E o ¢ o @
@ x T w o~ £ £ © 8 o E E o
a £ £ @ «© T - 2 3 9 0 g
c 2 5 oo 75 2 20 ¢ n o £ g
35 ¢ & 3 8 £, 88838
s £ 8 2 2 3 : 35 E8 802,
= 3 = o e £ m 2 T o 9 4 % v ©
@ = bxs o W o £ - o - ot
S g £ £ 15 F o s 2 £ £ 2 2 3
T 5 T 2 °© =2 2 o 2 2 =5 o E T w
S S . o 2 E § E £ g 8 2
s 2 °2 % 3 ®© £ o 9 X = I3 2 0 =
E 2 2 o E_ 2 = F - O wm & £ o O
= @ = = T} f
5 & £ £ § 2 £
E 2 £ £ ¢ 2 g Panopouos 2013 | @ (@ (@2 |12 (@ (@ (@ |2
Tashkin 2015 | @ | ® | ® | @ | @ | 2 | 2 shenoy 2016 | @ | @ @2 |2 (@2 (@2
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Analyst(s): O|xHst
Date: 2023 F 53 10
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Question: The effects of MMF and CYC on changes in FVC % pred.

Setting: Randomized prospective and non-randomized studies

Bibliography: Tashkin DP, Roth MD, Clements PJ, Furst DE, Khanna D, Kleerup EC, Goldin J, Arriola E,
Volkmann ER, Kafaja S, Silver R, Steen V, Strange C, Wise R, Wigley F, Mayes M, Riley DJ, Hussain S, Assassi
S, Hsu VM, Patel B, Phillips K, Martinez F, Golden J, Connolly MK, Varga J, Dematte J, Hinchcliff ME, Fischer
A, Swigris J, Meehan R, Theodore A, Simms R, Volkov S, Schraufnagel DE, Scholand MB, Frech T, Molitor JA,
Highland K, Read CA, Fritzler MJ, Kim GHJ, Tseng CH, Elashoff RM; Sclerodema Lung Study Il Investigators.
Mycophenolate mofetil versus oral cyclophosphamide in scleroderma-related interstitial lung disease (SLS
I1): a randomised controlled, double-blind, parallel group trial. Lancet Respir Med. 2016 Sep;4(9):708-719

Panopoulos ST, Bournia VK, Trakada G, Giavri |, Kostopoulos C, Sfikakis PP. Mycophenolate versus
cyclophosphamide for progressive interstitial lung disease associated with systemic sclerosis: a 2-year case

control study. Lung. 2013 Oct;191(5):483-9.

Shenoy PD, Bavaliya M, Sashidharan S, Nalianda K, Sreenath S. Cyclophosphamide versus mycophenolate
mofetil in scleroderma interstitial lung disease (SSc-ILD) as induction therapy: a single-centre, retrospective

analysis. Arthritis Res Ther. 2016 Jun 2;18(1):123

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

MMF CcYc
Total Mean
53 288 6.0088

tudy or Sul n
Tashkin 2016 (1) 219 60225

Total (95% CI)
Heterogeneity: Not applicable
Test for overall effect Z= 0.58 (P = 0.56)

53

Eootnotes
(1) at2 years

Total Weigh
51 100.0% -0.68[3.00 162

51 100.0% -0.69 [-3.00, 1.62)

Mean Difference
IV, Fixed, 95% Ci

Mean Difference
IV, Fixed, 95% Cl

-

0 5 0 5
Favours [CYC] Favours [MMF]

Risk of Bias
ABCDEFG
00008 7

Risk of bias legend

{A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance.
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete oulcome data (atirition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

(B) Change in FVC % pred. - Nonrandomized studies

Heterogeneity: Chi*= 0.08, df=1 (P =0.78),F=0%
Test for overall effect: 2= 1.44 P=0.15)

Eoctnotes
(1)at2years
(2) at & months

MMF CcYC Mean Difference Mean Difference Risk of Bias
_Studyor Subgroup _ Mean  SD Total Mean SO Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI A FGHI
Panopoules 2013 (1) 22 14 10 82 124 10 305% -300F1344,7.44 2— % 00000000 ¢
Shenoy 2016 (2) 607 1193 34 1084 1381 23 695% -477}1160,215 — 09070007097
Total (95% C1) 44 33 100.0% -4.23[-10.00,1.54] ——

10 5 5 10
Favours [CYC] Favours [MMF)
Risk of bias legend
(A) The possibility of the target group comparisons
(B) Target group salaction
(C) Confounder
(D) Exposure measurement
(E) Blinding of assessors
(F) Qutcome assessment
(G) Incomplete outcome data
(H) Selective outcome reporting
(1) Other blas
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(C) Change in FVC % pred. - RCT and Nonrandomized studies

MMF CcYC Mean Difference Mean Difference
Study or Subgrou; Mean 50 Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed. 95% CI
111RCT
Tashkin 2016 (1) 219 60225 53 288 60088 51 86.2% -0.69[-3.001.62)
Subtotal {95% CI) 53 51  86.2% .0.69[-3.00,1.62]

Heterogeneity: Mot applicable
Testfor overall effect Z= 0.58 (P = 0.56)

1.1.2 Nonrandomized

Panopoulos 2013(2) 22 114 10 52 124 10 42% -3.00[(13.44,7.44]
Shenoy 2016 (3) 607 1192 34 1024 13831 23 96% -4.77[11.69 215 S
Subtotal (95% CI) 44 33 13.8% -4.23[10.00,1.54] e
Heterogeneity Chi*= 008, di=1 (P=078),F=0%
Testfor overall effect Z=1.44 (P=0.15)

Total (95% CI) o7 84 100.0% -1.18[-3.33,0.97] -
estfor overa L= =0

Testfor subgroup differences: Chi*= 1.25, df=1 (P = 0.26), F=19.7% Favours [CYC] Favours [MMF]

Foolnoles

(1) at2years

(2)at2years

(3) at 6 months

Bibliog versus C

for ILD patients. Cochrane Database of Systematic Reviews [Year], Issue [Issue]

Certainty assessment Ne of patients “
- Certainty Importance
Ne of Study - - - - - - mycophenolate 9 Relative Absolute
fisKotbis m Giherconsiderations ycloptospanide (reetey )

FVC-RCT
1 randomised | ot serious not senous notserious | yery seriousd none 53 51 - MD 0.69 @00 CRITICAL
tnals lower Low
(3 lower
to 162
higher)
FVC - Nonrandomized study
2 observational |  not serious nol senous nol serious very serious? none 44 33 - MD423 CRITICAL
studies lower Very low
(10 lower
to154
tigher)

5) SSC-ILDEXI0|A MMF vs CYCX|Z g1t 24

PICO: ZA1738E 3 2H/dul| @& 2ixlollA] 7] 2152 Mycophenolate mofetile] Cyclophosphamide
Hot L7 HeA ARgo] AlajE]=7})?

A& A 28 AM F ANAES A 1 dE A g ghatell A 27] X &2 mycophenolate mofetil
¥} cyclophosphamide®] &35 M4 o= £ A= 712] FRlolA F 37HA o, mef FA1o] At
Randomized (mean difference, -0.69; 95% CI, -3.00 to 1.62), Non-randomized (mean difference, -4.23;
95% CI, -10.00 to 1.54) study 25 MMF2} CYC7} FVC % predicted®l ] x| G F-2Julst 2ol 7} ¢13]
}.
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Biologics for an initial treatment in SSc-ILD2%1 Z{AiA]

MEDLINE

. exp Scleroderma, Systemic/ OR Sclerosis/ OR (sclerosis or scleroderma).tw,kw. 161,131

. exp Lung Diseases, Interstitial/ OR (interstitial lung disease or Interstitial Pneumonia* or Interstitial Pneumonitis or

Diffuse Parenchymal Lung Disease or ILD).tw,kw. 90,292

. 1AND 2 3,324

. Rituximab/ OR exp Biological Products/ OR (biologics or Biological Product* or Rituximab or Mabthera or Rituxan or

Tocilizumab or atlizumab or Actemra or Roactemra).tw,kw. 701,312

. Cyclophosphamide/ or (Cyclophosphamide or Cytophosphane or Cyclophosphane or cytoxan or Endoxan or Neosar
or CYC).tw,kw. 73,067

. 3AND 4 146

EMBASE

'scleroderma'/exp or 'sclerosis'/exp or (sclerosis or scleroderma):ab,ti,kw 313,522

. 'interstitial lung disease'/exp OR (‘interstitial lung disease’ or 'Interstitial Pneumonia*' or 'Interstitial Pneumonitis or
'Diffuse Parenchymal Lung Disease' or 'ILD"):ab,ti,kw 113,996

. #1 AND #2 10,940

. 'rituximab'/exp OR 'biological product'/exp OR (biologics or 'Biological Product*' or Rituximab or Mabthera or Rituxan

or Tocilizumab or atlizumab or Actemra or Roactemra):ab,ti,kw 1,017,308

. #30OR#4 1,172
. #5 AND (‘article'/it OR 'article in press'/it OR 'review'/it OR 'short survey'/it) 731
Cochrane
. [mh "Scleroderma, Systemic"] or [mh "Sclerosis"] or (sclerosis or scleroderma):ab,ti,kw 16,037
. [mh "Lung Diseases, Interstitial"] OR ("interstitial lung disease” or "Interstitial Pneumonia*" or "Interstitial Pneumonitis”
or "Diffuse Parenchymal Lung Disease" or "ILD"):ab,ti,kw 2,988
. #1 AND #2 385
. [mh "Rituximab"] OR [mh "Biological Product"] OR (biologics or "Biological Product*" or Rituximab or Mabthera or
Rituxan or Tocilizumab or atlizumab or Actemra or Roactemra):ab,ti,kw 38,988
. #3 AND #4 53
KoreaMed
(("scleroderma"[ALL] OR "Sclerosis"[ALL]) OR ("Interstitial Pneumonitis"[ALL] OR "Interstitial Pneumonia"[ALL] OR
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"Diffuse Parenchymal Lung Disease"[ALL])) 1,895

2. ("Rituximab"[MH] OR "Biological Product"[ALL] OR "biologics"[ALL] or "Rituximab"[ALL] or "Mabthera"[ALL] or
"Rituxan"[ALL] or "Tocilizumab"[ALL] or "atlizumab"[ALL] or "Actemra"[ALL] or "Roactemra[ALL]) 681

3. 1AND29

MEDLINE 146
EMBASE 732
COCHRANE 53
KOREAMED 9
Al 940
5583

%% 857

O
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2) Biologics for an initial treatment in SSc-ILD 2¢1 Z4M Zut = H

Records identified through database
searching: 940
Ovid-Medline (n=146)
EMBASE (n=731)
Cochrane (n=53)
KoreaMed (n=9)

Registers (n=)

Identification

i A

83 duplicates excluded
A4

Records screened
(n=857)

Y

676 excluded based on the titles and abstracts
Y

Articles screened
(n=181)

Y

0 full-text article excluded with reasons
Y

Full-text articles assessed for eligibility
(n=181)

Eligibility

231 articles excluded

A 1. P: No patient of interest (n=28)

2. 1: No intervention of interest (n=88)

3. C: No comparison intervention of interest (n=57)
4. O: No outcomes of interest (n=4)

5. S: Study design is not subject to inclusion (n=0)
6. Not published in English or Korean (n=0)

7. Duplicate publication (n=0)

8. Other reasons (n=1)

Studies included in Qualitative synthesis
(n=3)

3) SSc-ILD initial treatment with biologics Z27{& ! Risk of bias

Evidence data

Effectiveness and safety of tocilizumab in patients with

systemic sclerosis: a propensity score matched controlled
observational study of the EUSTAR cohort.

Year 2016

Author Khanna D, et al.

Study design Randomized, double-blind, placebo-controlled study
Partisipants Tocilizumab Conventional treatment
Total number 43 44

Age (mean (SD)) 51 (11.7) 48 (12.9)
Disease duration (mean (SD), months) 17.6 (13.9) 19.5(17.0)
Baseline mRSS (mean (SD)) 26 (7.2) 26 (5.9)
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Baseline FVC % pred (mean (SD), %) 80 (14) 82 (13)
Baseline DLco % pred (mean (SD), %) 73(19) 74 (21)
Primary outcome

Follow-up mRSS at 48weeks (mean (SD)) 19.56 (10.08) 22.27 (8.05)
Least squares mean change of FVC % . ) e 0L i
ored at 48weeks (95% C) 2.3 (-52t0-0.1) 6.3. (-8.9t0 -3.8)

Tocilizumab Prevents Progression of Early Systemic Sclerosis

Associated Interstitial Lung Dlsease

Year 2021
Author Roofeh D, et al.
Study design Multicenter, randomized, double-blind placebo-controlled trial
Partisipants Tocilizumab Placebo
Total number 68 68
Age (mean (SD), years) 47.6 (12.5) 48.7 (13.3)
Disease duration (mean (SD), months) 23.0(17.2) 226 (16.6)
Baseline mRSS (mean (SD)) 20.7 (6.8) 209 (7.2)
Baseline FVC % pred (mean (SD), %) 77.7(13.9) 81.5(14.9)
Baseline DLco % pred (mean (SD), %) 68.7 (16.8) 72.1(17.0)
Stratified analysis
Patients with mild Quantitative ILD (QILD) 13 at baseline 12 at baseline
(>5-10%, n) 11 at 48 weeks 11 at 48 weeks
(Bsas)c-’zl:);))e FVC % pred in mild QILD (mean 85.4 (13.1)
Primary outcome of mild QILD

i 0,
(thzgﬁe( Slr[\) F(://OC)) % pred at 48 weeks 410.5) 10 (26)

Effectiveness and safety of tocilizumab in patients with systemic

sclerosis: a propensity score matched controlled observational study of

the EUSTAR cohort.
Year 2022
Author Kuster S, et al.
Sy desigr Multicenter, propensity score matched no-treatment controlled
observational study
Partisipants Tocilizumab Conventional treatment
Total number 93 93
Disease duration (mean=SD, years) 64154 6.2+49
Baseline mRSS (median, IQR) 14.0(6.0, 22.2) 11.0(6.0, 21.0)
Baseline FVC % pred (mean=SD) 9.40%19.6 88.01+22.8
Baseline DLco % pred (mean==SD) 6221224 65.1
Primary outcome
Follow-up mRSS (mean estimate, 95% Cl) 11.2(9.1t0 13.3) 12.2 (9.7 to 14.6)
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Follow-up FVC % pred

(mean estimate, 95% Cl) 887 (83710 93.7)

87.2 (80.8 t0 93.6)

Risk of bias in studies

RCT

Other hias

Khanna 2016

)

] . Blinding of participants and personnel {performance hias)

Roofeh 2021

® | @ | Blinding of outcome assessment (detection bias)

® | ® | Random sequence generation (selection bias)
@® | @ | Alocation concealment (selection bias)

@ | @ | ncomplete outcome data (attrition bias)

-

® | ® | Selective reporting (reporting bias)

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)

Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias |

0%

25% 50% 75%  100%

Bl Low risk of bias [Junciear risk of bias

Il Hioh risk of bias
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Non-randomized study
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The possibility of the target group comparisons

Target group selection

Confounder

Exposure measurement |

Blinding of assessors |

Qutcome assessment

Incomplete outcome data

Selective outcome reporting
Other bias
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B Low risk of bias [ Junclear risk o bias Bl Hich risk of bias
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4) Biologics for an initial treatment in SSc-ILD H|EH2A]

Analyst(s): O|xHst

Date: 2023\ 53 10¢!

Question: Can biologics be used as an initial treatment in SSc-ILD patients?
Setting: Nonrandomized study

Bibliography: Khanna D, Denton CP, Jahreis A, van Laar JM, Frech TM, Anderson ME, Baron M, Chung L,
Fierlbeck G, Lakshminarayanan S, Allanore Y, Pope JE, Riemekasten G, Steen V, Miiller-Ladner U, Lafyatis R,
Stifano G, Spotswood H, Chen-Harris H, Dziadek S, Morimoto A, Sornasse T, Siegel J, Furst DE. Safety and
efficacy of subcutaneous tocilizumab in adults with systemic sclerosis (faSScinate): a phase 2, randomised,
controlled trial. Lancet. 2016 Jun 25;387(10038):2630-2640.

Roofeh D, Lin CJF, Goldin J, Kim GH, Furst DE, Denton CP, Huang S, Khanna D; focuSSced Investigators.
Tocilizumab Prevents Progression of Early Systemic Sclerosis-Associated Interstitial Lung Disease. Arthritis
Rheumatol. 2021 Jul;73(7):1301-1310.

Kuster S, Jordan S, Elhai M, Held U, Steigmiller K, Bruni C, Cacciapaglia F, Vettori S, Siegert E, Rednic S,
Codullo V, Airo P, Braun-Moscovici Y, Hunzelmann N, Joao Salvador M, Riccieri V, Gheorghiu AM, Alegre
Sancho JJ, Romanowska-Prochnicka K, Castellvi I, Kotter I, Truchetet ME, Lopez-Longo FJ, Novikov PI,
Giollo A, Shirai Y, Belloli L, Zanatta E, Hachulla E, Smith V, Denton C, lonescu RM, Schmeiser T, Distler
JHW, Gabrielli A, Hoffmann-Vold AM, Kuwana M, Allanore Y, Distler O; EUSTAR collaborators. Effectiveness
and safety of tocilizumab in patients with systemic sclerosis: a propensity score matched controlled
observational study of the EUSTAR cohort. RMD Open. 2022 Nov;8(2):e002477.

TCZ PBO Mean Difference Mean Difference Risk of Bias
Study or Subgroup __Mean SD_Total Mean SD_Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl ABCDEFG
1.21 RCT
Khanna 2016 (1) .26 69628 30 -B3 7.3325 33 26.7% 2.70[017,7.23] —=— 2920000
Roofeh 2021 (2) 4.1 25 11 10 26 11 T733% 5.80[3.77,8.03 . 5 97000
Subtotal (95% CI) a1 44 100.0% 5.31[3.49,7.14] L 2

Heterogeneity; Chi*= 1.09, df=1 (P = 0.30); F= 9%
Test for overall effect Z= 6.71 (P < 0.00001)

Total (95% CI) M 44 100.0% 5.31[3.49,7.14] &
i 0.1 o T
Test for subgroup difierences: Not applicable Favours [PBO] Favours [TCZ)

Eootnotes Risk of bias legend
(1) at 48 weeks (A) Random sequence generation (selection bias)
(2) at 48 weeks, for mild ILD (B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance...
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias
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- Non-randomized

TCZ Conventional treatment Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean SD Tota Mean SD otal Weight IV, Fixed, 95% Cl IV, Fi
Kuster 2022 (1) 07 2343 93 -86 13111 3180 100.0% 9.30(2.70,15.90)

Total (95% CI) 93 3180 100.0% 9.30[2.70, 15.90)
Heterogeneity: Not applicable F
Test for overall effect Z= 2.76 (P = 0.006)

-20 -10 0 10 20
Favours[Conventional treatment] Favours[TCZ]

Footnotes Risk of bias legend

(1) at1 years (A) The possibility of the target group comparisons
(B) Target group selection
(C) Confounder

(D) Exposure measurement
(E) Blinding of assessors

(F) Outcome assessment

(G) Incomplete outcome data
(H) Selective outcome reporting

(1) Other bias
- RCT & Non-randomized

TCcz PBO Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.21RCT
Khanna 2016 (1) -26 69629 30 -63 73325 33 248% 370([017,7.23 —
Roofeh 2021 (2) -4.1 25 11 -10 26 11 68.1% 5.90(3.77,8.03 . =
Subtotal (95% CI) 41 44 92.9% 531[3.49,7.14] <>
Heterogeneity: Chi*=1.09, df=1 (P =0.30); F= 9%
Test for overall effect: Z=5.71 (P < 0.00001)
1.2.2 Nonrandomized study
Kuster 2022 (3) 0.7 2349 93 .86 13111 3180 7.1% 9.30([2.70,15.90] -
Subtotal (95% Cl) 93 3180 7.1% 9.30[2.70,15.90] —el—
Heterogeneity: Mot applicable
Test for overall effect: Z= 2.76 (P = 0.006)
Total (95% CI) 134 3224 100.0% 5.60 [3.84,7.35] “
Heterogeneity: Chi*= 2,40, df= 2 (P = 0.30); F=17% 0 10 0 0 20

Test for overall effect: Z=6.24 (P < 0.00001)

Test for subgroup differences: Chi*=1.30,df=1 (P=0.25), F=23.2%
Footnotes

(1) at 48 weeks

(2) at 48 weeks, for mild ILD

(3) at 1 years, control group: conventional treatment

Favours [PBO] Favours [TCZ]

Bibliography: . TCZ versus PBO for ILD. Cochrane Dalabase of Systematic Reviews [Year], Issue [lssue]

TCZ PBO

- Certainty
Study _ : _ - Relative Absolute
m ——— S -- s A2 ooty

FVC - RCT

2 randomised |  not serious nat serious not senous serious® none 41 44 - MD 5.3 [GIGIG]e] CRITICAL
tnals higher Maderate
(349
higher to
714
higher)

FVC - Nonrandomized study

1 observational |  not serious not serious not senous sorious? none 93 3180 - MD9.3 ®000 CRITICAL
studies higher Very low
(2.7 higher
0159
higher)

CI: confidence interval, MD: mean difference
Explanations

aN=4144
b.N=83
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5) SSc-ILD 2Xtof|lA| £7| X|= 2 bioologics2| o} 2

PICO: AAIHsHE o
ZE: A & HM

oa

A AR ERtel| A 27] 2| S 2 Biologics AHS-& 11T 4= =P

= XA skE AP 7FEAE - g Skajol| A 27] 2|22 biologics, £3] Tocilizumab
(TCZ)& AHESIS wie] 2| & &atol ¥t A= 3719 &l & 37HaL 1712] Non-randomized study
o} 2719] RCT7} 3= it HeREA A3t Tocilizumaba Conventional therapy =+ Placebool H]5}Ho]
FVC % predicted®] -F-23t 7 235 BTt (Mean difference 5.6 (95%CI 3.84 to 7.35)) whabA] 24173}
Z AT 7HAdE A ERtol|A] 7] 2 B2 Tocilizumab g 128 & 4= Ut

4.PICO. Z£7| X|=0] i 83}7“ = %5 339| MRS AR A
Suj|EE 2K 2SN 2EE na{E = U=

1) Biologics for refractory SSc-ILD 23 Z{AiA|

MEDLINE

1. exp Scleroderma, Systemic/ OR Sclerosis/ OR (sclerosis or scleroderma).tw,kw. 161,131

2. exp Lung Diseases, Interstitial/ OR (interstitial lung disease or Interstitial Pneumonia® or Interstitial Pneumonitis or
Diffuse Parenchymal Lung Disease or ILD).tw,kw. 90,292

3. 1AND 23,324

4. Rituximab/ OR exp Biological Products/ OR (biologics or Biological Product* or Rituximab or Mabthera or Rituxan or
Tocilizumab or atlizumab or Actemra or Roactemra).tw,kw. 701,312

5. Cyclophosphamide/ or (Cyclophosphamide or Cytophosphane or Cyclophosphane or cytoxan or Endoxan or Neosar
or CYC).tw,kw. 73,067

6. 3AND 4 146

EMBASE

1. 'scleroderma'/exp or 'sclerosis'/exp or (sclerosis or scleroderma):ab,ti,kw 313,522

2. 'interstitial lung disease'/exp OR (interstitial lung disease’ or 'Interstitial Pneumonia*' or 'Interstitial Pneumonitis' or
'Diffuse Parenchymal Lung Disease' or 'ILD"):ab,ti,kw 113,996

3. #1 AND #2 10,940

4. 'rituximab'/exp OR 'biological product'/exp OR (biologics or 'Biological Product*' or Rituximab or Mabthera or Rituxan
or Tocilizumab or atlizumab or Actemra or Roactemra):ab,ti,kw 1,017,308

5. #30R#4 1,172
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6. #5 AND (‘article'/it OR "article in press'/it OR 'review'/it OR 'short survey'/it) 731

Cochrane

1. [mh "Scleroderma, Systemic"] or [mh "Sclerosis"] or (sclerosis or scleroderma):ab,ti,kw 16,037

2. [mh "Lung Diseases, Interstitial"] OR ("interstitial lung disease" or "Interstitial Pneumonia*" or "Interstitial Pneumonitis”
or "Diffuse Parenchymal Lung Disease" or "ILD"):ab,ti,kw 2,988

3. #1 AND #2 385

4. [mh "Rituximab"] OR [mh "Biological Product"] OR (biologics or "Biological Product*" or Rituximab or Mabthera or
Rituxan or Tocilizumab or atlizumab or Actemra or Roactemra):ab,ti,kw 38,988

5. #3 AND #4 53

KoreaMed

1. (("scleroderma"[ALL] OR "Sclerosis"[ALL]) OR ("Interstitial Pneumonitis"[ALL] OR "Interstitial Pneumonia"[ALL] OR
"Diffuse Parenchymal Lung Disease"[ALL])) 1,895

2. ("Rituximab"[MH] OR "Biological Product"[ALL] OR "biologics"[ALL] or "Rituximab"[ALL] or "Mabthera"[ALL] or
"Rituxan"[ALL] or "Tocilizumab"[ALL] or "atlizumab"[ALL] or "Actemra”[ALL] or "Roactemra"[ALL]) 681

3. 1AND29

MEDLINE 146
EMBASE 732
COCHRANE 53
KOREAMED 9
TA| 940
5583

£& 857

O
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Identification

Eligibility

Records identified through database
searching: 939
Ovid-Medline (n=146)
EMBASE (n=731)
Cochrane (n=53)
KoreaMed (n=9)
Registers (n=)

Y

Records screened
(n=856)

i A

Y

Articles screened
(n=180)

Y

Y

83 duplicates excluded

Y

Full-text articles assessed for eligibility
(n=180)

Studies included in Qualitative synthesis
(n=6)

676 excluded based on the titles and abstracts

0 full-text article excluded with reasons

175 articles excluded

1. P: No patient of interest (n=28)

2.1: No intervention of interest (n=83)

3. C: No comparison intervention of interest (n=59)
4. O: No outcomes of interest (n=4)

5. S: Study design is not subject to inclusion (n=0)
6. Not published in English or Korean (n=0)

7. Duplicate publication (n=0)

8. Other reasons (n=0)
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3) Biologics for refractory SSc-ILD 27 2! Risk of bias

Experience with rituximab in scleroderma:

results from a 1-year, proof-of-prinsiple study

Year 2010

Author Daoussis D, et al.

Study design Open-label, proof-of-principle, randomized, controlled study
Partisipants Rituximab Continue on previous treatments
Total number 8 6

Age (median (range), years) 53 (41-66.5) 56 (47.7-68.5)
Disease duration (mean=SD, years) 6.871£4.88 8.33+56
Baseline mRSS (mean=®SD) 13.5+6.84 1154216
Baseline FVC % pred (mean=SD, %) 68.13+19.69 86.0+19.57
Baseline DLco % pred (mean==SD, %) 52.25+20.71 65.331+21.43
HRCT score (mean=SD) 13.1+45 164+6.4
Primary outcome

Follow-up mRSS (mean=SD)) 8.37%6.45 (p=0.0003) 9.66+3.38 (p=0.16)
Follow-up FVC % pred (mean=SD, %) 75.63+19.73 (p=0.0018) 81.67+20.69 (p=0.23)

Intravenous cyclophosphamide vs rituximab for the treatment of

early diffuse scleroderma lung disease:
open label, randomized, controlled trial

Year 2018

Author Sircar G, et al.

Study design Prospective, randomized, open-label, parallel group trial
Partisipants Rituximab Cyclophosphamide
Total number 30 30

Age (mean (SD), years) 34.67 (8.13) 36.50 (9.73)
Disease duration (mean (SD), months) 21.57 (8.49) 23.0 (10.14)
Baseline mRSS (mean (SD)) 21.77 (9.86) 23.83(9.28)
Baseline FVC % pred (mean (SD), %) 61.30 (11.28) 59.24 (12.96)
Baseline 6MWD (mean=+SD, meters) 359.63 (65.95) 335.9 (89.3)
Primary outcome

Follow-up mRSS (mean estimate, 95% Cl) 12.10 (10.14) 18.33 (7.69)
Follow-up FVC % pred (mean (SD), %) 67.52 (13.59) 58.06 (11.23)
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Effects and safety of rituximab in systemic sclerosis: an analysis from

the European Scleroderma Trial and Research (EUSTAR) group

Year 2015
Author Jordan S, et al.
Study design Multicenter, post hoc nested case control, observational study
Partisipants Rituximab Conventional treatment
Total number 25 25
Age (mean+SEM, years) 45.0+2.4 50.03.0
Disease duration (median(range), years) 5(3-7) 5(3-7)
Follow-up duration (median (range), 6 (5:9) 749
months)
Baseline mRSS (mean=+SD) 26.6+1.4 25.0+1.2
Baseline FVC % pred (mean=SD, %) 60.61+2.4 60.91+2.8
DMARDs treatment (%) 20/24 (83.3) 16/22 (72.7)
Primary outcome
Follow-up mRSS (mean estimate, 95% Cl) 20.3%1.8 (p=0.0001) 23.0%1.5 (p=0.1)
Percental change of mRSS (mean=SD, %) 24.0%5.2 17143
Follow-up FVC % pred (mean=SD, %) 61.31+4.1 (p=0.5) 56.11+4.0 (p=0.02)

0,
frgzzlr:f_fscg’a;o%e Of FVC 96 pred 08422 48+17

A multicenter, open-label, comparative study of B-cell depletion therapy

with Rituximab for systemic sclerosis-associated interstitial lung disease

Year 2017
Author Daoussis D, et al.
Study design Multicenter, open-label, comparative study
Partisipants Rituximab Conventional treatment
Total number 33 18
Age(mean=SD years) 54.3+14.33 52.11£16.10
Disease duration (mean (range), years) 5.73 (1-28) 2.56 (1-10)
Disease subtype
Diffuse (%) 30/33 (90.9) 14/18 (17.8)
Limited (%) 3/33(9.1) 4/18 (22.2)
Baseline mRSS (mean=+SD) 14.72+10.52 17.781+9.48
Baseline FVC % pred (mean=SD, %) 80.60+21.21 77.72+18.29
Baseline DLco % pred (mean=SD, %) 59.22+18.17 64.24+25.56
Primary outcome
8.83%7.83 (p<0.01) 15.7849.89 (p=0.064)
+ < + =
Folon-up MRSS at -4yt (mean:£5D) ss5925 (000 S
5.37+8.34 (p<0.01) 13.6478.56 (p=0.023)
(F;':;f;gﬂz)o/ bpred atlyrs 83.02+19.05 77.18+19.25
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Rituximab therapy is more effective than cyclophosphamide therapy

for Japanese patients with anti-topoisomerase I-positive systemic
sclerosis-associated interstitial lung disease

Year 2019
Author Ebata S, et al.
Study design Retrospective, observational study
Partisipants Rituximab Cyclophosphamide
Total number 9 30
Age (mean=SD, years) 425+182 51.5+9.1
Disease duration (mean=®SD, years) 8.1£59 7.8£32
Baseline FVC % pred (mean=SD, %) 69.0+13.9 7341146
Baseline DLco % pred (mean=SD, %) 44.8+153 64.8+£15.8
KL-6 (mean=SD, U/mL) 1315%575 1399+883
Primary outcome

0 .
ért])qs()or::r]ts(a/egn/;grl)e)d improvement at 39491 24411
Steg:qcslnotr;] Srate of KL-6 (U/mL) 17.1% 57 4%

Comparison of the effectiveness of cyclophosphamide and rituximab
treatment in patients with systemic

sclerosis-related interstitial lung diseases:
a retrospective, observational cohort study

Year 2021

Author Yilmaz D D, et al.

Study design Retrospective, observational study
Partisipants Rituximab Cyclophosphamide
Total number 9 30

Age (mean=£SD, years) 525+126 49.0+118
Limited/Diffuse disease 14/13 25/10
Disease duration (mean=SD, months) 1791138 133+113
Inefon et s omeon e
Baseline mRSS (mean=+SD) 9.8t6.4 75169
Baseline FVC % pred (mean=SD, %) 67.0%+14.6 70.0+183
Baseline DLco % pred (mean=+SD, %) 4441128 49.8+t15.3
Baseline 6MWD (mean=SD, meters) 370%96 389490
Primary outcome

(Eil:r:v ;spD,F\({/E) opredarbmenths 68.7+16.7 (p>0.05) 71.8+19.0 (p>0.05)
(Fgé(;vnviugg %)Z‘)’ % pred at 6months 51.8+17.4 (p>0.05) 49.9+17.9 (p>0.05)
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Risk of bias in studies

RCT

8.

Cther hias

Daoussis 2010

)

@ | @ | ciinding of participants and personnel (performance hias)

. . Random sequence generation (selection bias)
® | @ | ~nocation concealment (selection bias)

Sircar 2018

- . Blinding of outcome assessment {detection hias)

® | @ | ncomplete outcome data (attrition bias)
® | @ | selective reporting (reporting bias)

-~

syzzn 248 ERESSEEEE

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

0%

26% 50%

75%

100%

. Low risk of bias |:| Unclear risk of hias

Bl High risk of bias
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Non-randomized studies

Daoussis 2017

= | Other bias

) . Blinding of assessors

Ebata 2014

-~

Jordan 2015

-

® | ©® | ® | @ e possinility of the target group comparisons

® O ® | @ raroetoroup selection

® ® | ® | conounder
® ® | ®|® outcome assessment

® | ® | ® | ® |Exposure measurement

Yilmaz 2021

® ©® ®| @ incomplete outcome data

® ® | ® | @ seectve outcome reporting

)

The possibility of the target group comparisons
Target group selection
Confounder

Exposure measurement

Blinding of assessors

Outcome assessment
Incomplete outcome data

Selective outcome reporting

Other bias

% 25%

oT

50% 75%

100%

.an risk of bias |:|Unn:lear risk of bias

B Hioh risk of bias
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4) Biologics for refractory SSc-ILD H|E}2A

Analyst(s): O|xHst

Date: 2023\ 53 10¢!

Question: Can biologics be used for refractory SSc-ILD patients?
Setting: 2 Randomized controlled study, 4 non-randomized study

Bibliography: Daoussis D, Liossis SN, Tsamandas AC, Kalogeropoulou C, Kazantzi A, Sirinian C, Karampetsou M,
Yiannopoulos G, Andonopoulos AP. Experience with rituximab in scleroderma: results from a 1-year, proof-of-
principle study. Rheumatology (Oxford). 2010 Feb;49(2):271-80.

Sircar G, Goswami RP, Sircar D, Ghosh A, Ghosh P. Intravenous cyclophosphamide vs rituximab for
the treatment of early diffuse scleroderma lung disease: open label, randomized, controlled trial.
Rheumatology (Oxford). 2018 Dec 1;57(12):2106-2113.

Daoussis D, Melissaropoulos K, Sakellaropoulos G, Antonopoulos |, Markatseli TE, Simopoulou T, Georgiou
P, Andonopoulos AP, Drosos AA, Sakkas L, Liossis SN. A multicenter, open-label, comparative study of B-cell
depletion therapy with Rituximab for systemic sclerosis-associated interstitial lung disease. Semin Arthritis
Rheum. 2017 Apr;46(5):625-631.

Ebata S, Yoshizaki A, Fukasawa T, Miura S, Takahashi T, Sumida H, Asano Y, Sato S. Rituximab therapy is
more effective than cyclophosphamide therapy for Japanese patients with anti-topoisomerase I-positive
systemic sclerosis-associated interstitial lung disease. J Dermatol. 2019 Nov;46(11):1006-1013.

Jordan S, Distler JH, Maurer B, Huscher D, van Laar JM, Allanore Y, Distler O; EUSTAR Rituximab study
group. Effects and safety of rituximab in systemic sclerosis: an analysis from the European Scleroderma
Trial and Research (EUSTAR) group. Ann Rheum Dis. 2015 Jun;74(6):1188-94.

Yilmaz DD, Borekci S, Musellim B. Comparison of the effectiveness of cyclophosphamide and rituximab
treatment in patients with systemic sclerosis-related interstitial lung diseases: a retrospective, observational
cohort study. Clin Rheumatol. 2021 Oct;40(10):4071-4079.

RTX Standard of care Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% ClI
1.1.1RCT
Daoussis 2010 75 1943 8 -4.33 1933 6 21% 11.83[868 3234
Sircar 2018 6.22 1277 30 -1.19 12.04 30 145% T.41[1.13,13.69] -
Subtotal (95% CI) 38 36 16.6% 7.79[1.78,13.79] -

Heterogeneity: Tau®= 0.00; Chi*= 0.16, df=1 {P = 0.69), F= 0%
Testfor overall effect Z= 2.54 (P=0.01)

1.1.2 Nonrandomized study

Daoussis 2017 242 20004 33 -0.54 1851 18 64%  2.96[7.99,13.91] —
Ebata 2018 39 21 9 24 11 30 345% 1.50 [0.07, 2.63] =

Jordan 2015 08 22 9 48 17 9 331% 5.60[3.78, 7.42] -
Yilmaz 2021 1.7 1556 27 41 19.08 34 93% -240[11.10,6.30] —_— T
Subtotal (95% CI) 78 91 834%  2.79[-0.61,6.19] o>

Heterogeneity: Tau*=6.77; ChiF=13.599, df= 3 (P = 0.004);, F=78%
Testfor overall effect Z=1.61 (P=0.11)

Total (95% CI) 116 127 100.0%  3.66 [0.61, 6.71] <>
Heterogeneity: Tau®= 6.48, Chi*= 16.14, df= 5 (P = 0.006), F= 69%
Testfor averall effect Z= 235 (P=0.02)

Testfor subaroun differences: Chi*=2.02. df=1(P=0.16). F=50.4%

220 <10 0 10 20
Favours[Standard of care] Favours [RTX]
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Bibliography: - RTX versus Standard trealment for ILD_ Cochrane Dalabase of Systematic Reviews [Year], Issue [Issue]

Certainty Importance
Ne of Study Conventional Relative Absolute
ket m- L) gR Ll

FVC-RCT
2 randomised |  not senous not senous serious? serious? none 38 36 - MD 7.79 @@OO CRITICAL
tnals higher Low
(178
higher to
13.79
higher)
FVC - Nonrandomized study
4 observational |  not senous s’ asionst sarious® none 78 a - MD 279 @mo CRITICAL
studies higher Very low
(081 lower
0619
higher)

Cl: confidence interval, MD: mean difference
Explanations

a Daoussis 2010° Four patients in the RTX group and two in the control group were on MMF therapy during study enrolment. Three patients in the RTX group and one in the control group had received CYC in the past but were off that therapy for at least 3
years pnor lo study enralment,
bN=T4

c.I=78

d. Daoussis 2017: All patients in the control group received conventional freatment, which consisted of azathioprine (n=2), metholrexate (n=6), and mycophenclate (n=10, dosage 2 g/d) / Jordan 2015: RTX-realed pabents were matched with control patients
from the EUSTAR database not treated with RTX

e N=169

PICO: 27| 2|50l HH-3-5HA] b= S5 =-552] AAldeks A 7Ha/du| e &xjol| A AEst2 A4 &

2314 3 AM F 27] 2 5ol vhESHA] g %—%E-%%'S‘J AR eHE A /gl g gkt A

% 5—.}7‘4 AJA| & Rituximab (RTX)2] 2|5 &3}of] & 6712] E3olA] F 670t} 2702] Randomized

controlled study®} 47H2] Non-randomized study7} 3= et HERZA] Aol A= FVC % predicted #t

2] mean difference”} --23F 2}0](3.66, 95% CI, 0.51 to 6.19)2 Ech webd 27| x| 5of HF35}A] ok=
T2 AAGekE A 1 du| A 2Rjo| A Rituximabe] £o1E s 4 AT

n°l
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(HP)

I—I—

1) AMEE 1: 22 En|F0| 2| x|= ZHE dniE et 2EXI0f|A] 7| 2Ex|m] =
Z

20201 Z3HE tebEA o]& A o2 MEDLINE, EMBASE, Cochrane, KoreaMed £ ©]-§5to] A&7
ST £ 911 FRISIIH. o]% 27| o7t s oz FS HUkst] 2F 1Y =22 VIS =
°4°ﬂ Z7Vsto] AR BHNELS 5ot THIR 1), 7| BAIT ZAH AHALS A3t L0 AlH5}A] ke 7

5 H|weh FALEIYAIES glo] Bt 2T AFERE o] Zoj R =7e] A B7H= Newcastle-Ottawa
scale 4 Quadas-2 =72 W50 Al3Y5+eIct.

71&E =2 iR =, AR HE o] 7| A H AR GAL ARE SR/l -RS5
AT TR HLS ATS/JRS/ALAT 7ol =afel e 7122 ulAeA/ARA R 23191, 7]
A o 77 7IEEA] 2 7 HISoId IgHE o= RS-

:lo
_\;_
=
5

rm
Hu

=

MEA A £ 2, AR Brldsgoel 170, vlSel/d el dugo] 470301, vl el g
T2 Uik webA Bl TRIgEF e iRt 2412 7120 23t Sdsith. wE &
Z3Fsto] AlRYSE & outliers A|9Jstal thA] AJRYSHIT. 11 23, Irl/dud 2 527/ w4
o] 7| WA HEA| 2]} AALe] L u]-go| HF 28.5% (95% AlZ 7Y 24.26-32.86%) =34

&4 2K (sub-group analysis), BI’d-f/d Heduld2 S sl f5 vlaste] 7|85
EA|H Y o] FI HEo] Fat 31.8% (95% AN =|7F 23.34-40.26%) =241, A3 AR/dHHE Het
19.7% (95% A& 3E 11.63-27.91%) &30, H|So]/4d Hil/dus] JA] it 32.3% (95% 412717 26.04-
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[ Previous studies j [ Identification of new studies via databases and registers j

ZN2 S8 Holsl 2814 914

O
e el

5 Ovid-Mediine (n=114)

= N EMBASE (n=775) M HIAE 2ol
(1] 0= Tk She| o 1A

& 4 J‘E((:l_Es ':')'— ars Cochrane (n=0) > FEOE QIstHIA
‘qt':; - KoreaMed (n=25) (n=72)

k=)

Registers (n=0)
+718dM (n=0)

‘ MEE 23 5 ‘ HHRIE 23 4 ‘
(n=842) (n=773)
Y

‘ M 2 & 2 SHE(X| o2 2 4 ‘

(n=69) (n=9)
HEHEE MY 2ol N HHRIE 231 4
(n=60) T 1P SAER0| BSIRIS O 51X 242
2 (n=3)

2.1 HMAZ 2EA ST A=K 942 B2 (n=2)
3. C: AR 2l H| BRI A[HE[X] b2 2L

DA EHE ML =2 4 )
(n=8) 4.0 S5t ZTH(HES, AIRE S)7t 2 TEIK| 2
222 (n=10)
5. 20{ = 312017} 01 FS (n=0)
DA EEHE| E =2 A 6. SZ22 ARHE B2 (n=11)
- (n=92) 7.7 [EF AR (n=3)

38.5500) & o} 7| & et ARt kS HolFITHIH )

- 8% % (sarcoidosis)a} H|

N

A8 HR1/du- o] 171, Bl ol Il uE 4719] E&o] AlEAl F7H= UL vl & =
2eket 312 Uit webA vl TRl/dudol digh 2412 7|E0] ZAatet Fdstt). Hel 242
2312 23ksto] A|dSt & outliers AQI5Ha ThA] Al8st3itt. AT} B HH L 98227} 1)

A ZA A Y HAe] FZA v]go] B 17.0% (95% A1=717h 14.91-19.23%) =9kt =3k ok AT
Z3Hsub-group analysis), HA-#4 R/JEH 2 F-555 2} Hlwsto] 7| WA H ZAIH Y Akl FL v
o] 3t 20.5% (95% A1Z|73F 15.21-25.83%) £k, A5/ TR uES H 10.0% (95% A= F3E 3.11-
17.03%) =3kon, H]5old ul/dms A B 17.6% (95% Al=77h 15.02-30.37%) & =of 7]& A<t
AR ARHE Hof QI eH(IE 5).

ox
_\?_1‘
=
ox,
i)
)
=2
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Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight [V.Random. 95% Cl IV, Random, 95% Cl
10.1.1 NonfibroticHP vs. IPF
Bertarelli 1358 445 151 11 a.8 432 7 20% 3570[26.25 45.15] -
Costabel 1992 78 10 24 15 15 22 2.0% 63.00([55.56, 70.44] -
Drent 1996 55.82 15.498 43 10,78 11.91 82 21% 45.04([39.62, 50.46] -
Haslam 19490 45 20 13 7 7 3 1.8% 3B.00[24.55, 51.45) -
Hoogsteden 1893 372 179 ] 6.1 8.2 8 19% 31.10[18.10,44.10] I
Komhbach 1996 25 ] 10 21 4 29 21% 4.00[0.58, 7.42] r
Kucejka 2009 391 208 9 367 227 7 15% 12.40[8.22 3407 T
Magdalena 2003 349 7.3 9 174 3.2 19 21% 17.50([12.52, 22.48] -
Okamoto 2015 8211 1445 35 ] a4 54 21% T311[B7.77,78.45 -
Papakosta 2014 434 2232 19 186 11 38 1.8% 23.80[13.22,34.38] -
Perez-Arellano 1993 4547 3037 5 1325 1748 5 1A% 32.232[1.32,63.17)
Pforte 1993 44 5.4 20 31 5.1 200 21% 13.00[9.74,16.26] -
Robinson 1987 a0 30 4 17 10.58 Too1A%  33.00([2.57,63.43]
Suga 1999 715 21.91 5 8.8 1.9 21 1.6% G2.E0[42.73, 82.47]
Yamashita 2015 525 183 26 175 543 14 21% 35.00([32.02,37.98] -
Subtotal (95% CI) 242 336 27.7% 34.67 [23.01,46.32] .
Heterogeneity: Tau®= 480.51; Chi®= 724 .66, df=14 (P = 0.00001}); F= 98%
Test for overall effect: £=5.83 (P = 0.00001)
10.1.2 FibroticHP vs. IPF
Bellanger 2016 46 29 16 129 104 11 1.8% 33.10[17.62, 48.58] -
Bergantini 2021 T BAs 31 8  BBT BY  21% -1.00[-4.28,2.29] T
Furasawa 2017 297 265 76 168 168 107 21%  12801[5.14, 19.66] -
Groot karmelink 2011 a0 19 22 12 7 21 2.0% 38.00([29.51, 46.49] -
Lohtonen 2014 a7 30 3 24 19 17 1.0% 23.00[-12.13,58.13] ]
Markart 2009 297 2116 7 68 128 16 1.7%  22.90[5.02, 39.78] -
Morell 2013 111 EB.83 19 BY5 497 4 21% 214 [-1.50,5.78] ™
Mukui 2019 204 209 32 3.8 1.8 8  20% 16.R0([9.25 23.95) -
Ohshimaoto 2009 67 36 3 8 B 68 21% 59.00([54.68,63.32] -
Okamoto 2015 2712 3049 a7 ] 8.4 54 2.0%  18.12[9.86, 26.38] -
Pesci 1993 56.5 18.89 15 8.1 5.4 9 20% 48.40[38.35 58.49) -
Przbylski 2015 4047 18.74 6 1282 713 18 1.8% 27.65[12.30,43.00] .
Schrmidt 2002 34.44 1173 5 1092 1077 12 1.8% 2352[11.57,35.47] -
Sterclova 2009 246 264 16 30 30.54 8  1.4% -540[-30.20,19.40 I
Wasakowa 2008 237 283 7233 232 7T 1.3% 1.40[2571,128.481] -1
Williems 2013 28 3157 11 104 1012 11 1.6% 17.60[-1.89,37.19] '
Subtotal (95% CI) 326 459  28.8% 21.50[9.17, 34.02] -
Heterogeneity: Tau®= 583.30; Chi®= 617.86, df=15 (P = 0.00001}); F= 98%
Testfor overall effect: 2= 3.41 (P = 0.0007)
10.1.3 NonspecificHP vs. IPF
Bargagli 2007 372 281 7179 118 15 1.5% 19.30[3.07, 41.67] 7
Cai 2013 53 2332 34 9 7.34 54 2.0% 44.00([35.92, 52.08] -
Espoladore 2014 3263 3435 15 1072 B.A58 14 17%  21.91[4.18, 39.63]
Firernan 1994 58 12 3 13 13 3 16% 4500[24.98 65.02)
Gunther 1999 321 2375 32 147 162 36 2.0% 17.40[7.62,27.18] -
Hill 2004 622 207 115 176 7 94 21% 44.60[40.56, 48.64] -
Hoogsteden 1989 29.2 20 7 8.4 9.4 18 1.8%  20.80[5.36, 36.24] —
Jara-Palmores 2009 473 235 64 173 154 Y6 21% 30.00([23.28,36.72] -
Jehn 2022 468 262 ] 20 6.1 8 1.7%  26.590([9.27, 4453
Kopinski 2011 538 .6 7133 aT 16 21% 40.60([35.39, 45.81] -
MNovosadova 2019 283 177 15 9.4 9.4 22 20% 1890[9.12, 28.68] -
Oshirna 1999 71.2 9.8 4 74 T.AB 10 1.8% 63.80([53.11,74.49] -
Pardo 2021 66 17 10 27 18 9  17% 38.00([23.21,5479] —
Phelps 2004 675 218 23 236 136 26 2.0% 43.80([33.57,54.23] -
Raulf 1993 1941 109 13 74 4.3 18 21%  11.20[4.95 17.45] -
Salisbury 2019 328 147 M7 6.8 G.E 182  21% 26.00([22.28, 2972 -
Sherson 1992 58 13.22 7 17 15.49 18 1.8% 41.00([28.46, 53.54] I
Sokhatska 2019 545 21.41 53 26.681 11.52 g8  20% 27.8Y9[18.04, 37.74]
Thomeer 2004 53 29 50 15 16 37 2.0% 38.00([28.45, 47.55] -
Watanabe 2019 282 3z 51 104 1.2 78 21% 17.80[16.88,18.72 -
Welker 2004 43 1818 66 12,93 1164 112  21% 35.07([30.18, 39.96] -
Wojtan 2016 6041 31.81 10 11.38 476 6 16% 48.03[28.95 69.11]
Zigsel 2000 348 222 ] Al 5.8 11 1.8% 27.70[12.80, 42.60] e
Subtotal (95% CI) 721 838 43.6% 32.51[26.65, 38.38] <
Heterogeneity: Tau®= 170.50; Chi®= 441.05, df= 22 (P = 0.00001}); F=95%
Testfor overall effect: Z=10.87 (P = 0.00001)
Total {95% CI) 1289 1633 100.0% 30.07 [25.29, 34.86] L 2
Heterogeneity, Tau®= 276.83; Chi®= 1870.07, df =593 (P = 0.00001), F= 97% ‘_1 o0 -5=D b 5=D 100

Test for overall effect: £=12.33 (P = 0.00001)

Test for subaroun differences: Chi®= 283, df= 2 (P=024). F=28.2%

2. Tf2Ig Tt

m

Favours [IPF] Favours [HP]

UM ERS(PF)Q 712X HEZNMHe| Bt 27 22 (outlier MA H)
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Study or Subgroup Mean

HP

SD Total Mean

IPF
SD Total Weight

Mean Difference
V. Random. 95% Cl

Mean Difference
IV, Random, 95% Cl

10.1.1 NonfibroticHP vs. IPF

Bertarelli 1358 44.5
Costabel 1992 78
Drent 1996 55.82
Haslam 19590 45
Hoogsteden 1993 372
kombach 1996 25
Kucejko 2009 391
Magdalena 2003 3449
Okamoto 2015 a2.11
FPapakosta 2014 43.4
Peraz-Arellana 1993 4547
Pforte 1993 44
Roblnson 1987 a0
Suga 1999 715
Yamashita 2015 2.5

Subtotal {95% Cl)

15.1

128 176

11 8.4 42 7oo00%
24 14 14 22 0.0%
43 1078 1.1 82 32%
13 7 7 3 25%
9 6.1 8.2 8 25%
10 21 4 29 0.0%
9 287 227 7 0.0%
9 174 3.2 19 32%
35 g 8.4 54 0.0%
19 186 11 3| 28%
5 1325 1749 5 1.2%
20 3 5.1 20 0.0%
4 17 10458 713%
] 2.9 11.m 21 0.0%

26 175 543 14 33%

19.9%

Heterogeneity: Tau®= 104,87, Chi®= 61.36, df =7 (P < 0.00001); F= 89%
Test for overall effect: £=7.37 (P = 0.00001)

10.1.2 FibroticHP vs. IPF

Bellanger 2016 46
Bergantini 2021 T
Furasawa 2017 287
Groot karmelink 2011 a0
Lohtanen 2014 47
Markart 2009 287
Morell 2013 11.1
Mukui 2019 204
Ohshimaoto 2009 67
Okamoto 2015 2712
Pesci 1993 56.5
Przbylski 2015 40.47
Schrmidt 2002 34.44
Sterclova 2009 246
Yasakowa 2008 237
Williems 2013 23

Subtotal (95% CI)

36
3049
18.89
1874
11.73

26.4
283
.87

16 129 104 11 23%
kil 2 A&7 a7 0.0%
76168 168 107 31%
22 12 7 21 29%

3 24 19 17 1.0%
7 6.8 128 16 2.2%
19 2496 447 25 32%
a2 R 1.8 8 30%
3 8 fi 63 0.0%

a7 9 2.9 54 3.0%
15 2.1 5.4 9 0.0%
6 1282 713 18 23%

5 1082 1077 12 26%
16 30 3054 g 0.0%
7223 2312 7o 14%
11 104 1012 11 2.0%
261 307 291%

Heterogeneity: Tau®= 153.26; Chi®= 85.36, df=11 (P = 0.00001}); F=87%
Testfor overall effect: 2= 4.76 (P = 0.00001}

10.1.3 NonspecificHP vs. IPF

Bargagli 2007 372
Cai 2013 53
Espoladore 2014 3263
Fireman 1994 a8
Gunther 1999 321
Hill 2004 622
Hoogsteden 1989 292
Jara-Palmores 2009 47.3
Jehn 2022 469
Kopinski 2011 538
Movosadova 2014 283
Oshirna 1999 71.2
Pardo 2021 66
Phelps 2004 B7.5
Raulf 1993 19.1
Salisbury 2019 328
Sherson 1992 a8
Sokhatska 2019 54.5
Thomeer 2004 43
Watanabe 2019 282
Welker 2004 43
Wojtan 2016 60.41
Zigsel 2000 34.8

Subtotal (95% CI)

662 768

7179 118 1% 1.7%
34 9 734 54 3.0%
16 1072 648 14 21%

3 13 13 3 1.9%

32 147 162 36 0.0%
118 176 7 94 32%
7 8.4 9.4 19 2.3%
4 173 154 TE o 31%
9 20 .1 2 1%
7133 a7 16 3.2%
14 9.4 9.4 22 18%
4 74 7ha8 10 0.0%

10 7 18 9 2.3%

23 236 1386 26 28%
13 74 43 18 0.0%
17 6.8 66 152  32%

7 17 1549 145 26%
53 26.61 11.52 g 28%
a0 14 16 r 248%
51 104 1.2 78 33%
66 1293 11.64 112 32%

10 11.38 476 G
9 EA 5.8 11

0.0%
2.4%
51.0%

Heterogeneity: Tau®= 158.92; Chi®= 362.54, df=18 (P = 0.00001}); F=95%
Testfor overall effect: Z=10.11 (P = 0.00001)

Total (95% Cl)

1051

1251 100.0%

Heterogeneity, Tau®= 145.05; Chi®= 661.51, df= 38 (P = 0.00001}); F= 94%
Test for overall effect: £=13.02 (P = 0.00001)
Test for subaroun differences: Chi®= 6,40, df= 2 (P=0.04). F= 62.8%

m

35.70 [26.25, 45.15]
63.00 [55.56, 70.44]
45,04 [39.62, 50.46]
36.00 [24.55, 51.45]
3110 [12.10, 44.10]
4.00[0.58, 7.42]
12.40 [-9.22, 34.02]
17.50 (12,52, 22.45]
7311 [67.77, 75.45]
23.80 [13.22, 34.38]
32.22(1.32,63.17]
13.00 [9.74, 16.26]
33.00 [2.57, 63.43]
G260 [42.73, 82.47]
35.00 [32.02, 37.94]
31.80 [23.34, 40.26]

3310 [17.62, 48.58]
-1.00[-4.28, 2.29]
12.80 [.14, 19.66]
36.00 [29.51, 46.49]
23.00 (1213, 5813
22.80 [5.02, 39.78]
214 [1.50, 5.75]
16.60 [9.25, 23.95]
59.00 [54.68, 63.32]
18.12 (9,96, 26.39]
46.40 [38.35, 59.45]
2765 [12.30, 43.00]
2352 [11.57, 35.47]
-5.40 30,20, 19.40]
1.40 F25.71, 28.51]
17.60 [-1.98, 37.149]
19.77 [11.63, 27.91]

19.30 [-3.07, 41 67]
44.00 [35.92, 52.08]

21.91 [4.19, 39.63]
45,00 [24.98, 65.02]

1740 [7.62, 27.18]
44,60 [40.56, 42 64]

20080 [5.36, 36.24]
30,00 [23.28, 36.72]

26.90 (9.27, 44.57]
4060 [35.39, 45.81]

16.90 [9.12, 26.68]
63.80 [53.11, 74.49]
39,00 [23.21, 54.74]
43.90 [33.57, 54.23]

11.20 [4.95, 17.45]
26.00 [22.28, 29.72]
41.00 [28.46, 53.54]
27.89 [18.04, 37.74]
36.00 [28.45, 47 54]
17.80 [16.88,18.72]
35.07 [30.18, 39.96]
49.03 [26.95, 69.11]
27.70 [12.80, 42 60]
32.30 [26.04, 38.55]

28.56 [24.26, 32.86]

+

100

-50 0 &0

Favours [IPF] Favours [HP]

U ERS(PF)Q 712X HZNMHe| Bt 27 22 (outlier MA 2)
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HP Sarcoidosis Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD_Total Weight IV, Random, 95% CI IV, Random, 95% CI
9.3.1 NonfibroticHP vs. Sarcoidosis
Agostini 1987 782 6.1 8 4816 101 11 1.7% 26.60[19.29, 33.91] -
Agostini 1996 a7 52 8 474 a8 10 1.7% 9.60[3.06, 16.14] -
Baumer 1998 3348 23489 12 16 19.36 4 1.3% 17.60 [3.37, 31.63] I
Beriorelli 1388 445 181 11 34 1348 14 1.8% 1310([2.21, 23.99] I
Cantin 1984 B1.4 21.55 11 326 20014 23 1.2% 28.801[13.64, 43.96] I
Cunoto 2014 708 1386 20 348 4731 41 1.2% 36.00[20.30, 51.70] I
Drent 1996 55.82 1598 43 332 194 1.7% 22B82[17.33,27.91] -
Fujishima 2004 B64.2 18.62 7281 1763 24 1.2% 36.10[20.67, 51.53] -
Hamagami 1992 55.4 12 16 2549 10 11 1.6% 295012116, 37.84] -
Haslam 1980 448 20 13 29 21 23 1.3% 16.00[2.15, 29.85] I
Heron 2003 46.25 1417 7 47 17 23 14%  -075[13.34,11.84] T
Hoogsteden 1993 EE. ) 9 387 171 10 1.2% 1.50 [-14.28,17.28] 1
Kombach 1996 248 g 10 14 4 14 1.8% 6.00 [2.42, 9.58] -
Magdalena 2003 349 73 9 273 a7 18 1.7% 7.60[2.53, 12.67] -
Ohtuska 1994 g0.2 a7 12 4 1.8 12 1.7% 39.20[34.17, 44.23] -
Okamoto 2015 8211 1445 35 42 2653 47 1.6% 4011 [31.14, 49.08] -
Perez-Arellano 1993 4547 30.37 4 4311 5832 a 0.2% 2.36 [-95.27, 59.99]
Pforte 1993 44 5.4 20 a7 36 20 1.8% 7.00 [4.16,9.84] -
Rohlngon 1987 50 a0 4 36 1241 20 0.6% 14.00[-15.98, 43.98] ]
Shinohara 2018 432 243 4 M8 154 11 0.8% 21.40[-4.09, 46.89] T
Suga 1999 718 1.9 5 301 156 16 1.0% 41.401[20.73, 62.07]
Tanluchi 2009 65.2 41 14 408 22 76 1.8% 24.401[22.20, 26.60] -
Unoura 2011 7486 4253 19 429 7017 10 0.3% 3196 [-15.55 79.47] ]
Uzaslan 2003 7a 18 14 44 18 11 1.3% 30.00[15.79, 44.21] I
Valenti 1982 53.35 1043 9 3818 2587 20 1.1% 19.20[2.23 36.17] e
Subtotal {95% ClI} 325 802 32.8%  20.82[15.53, 26.11] *
Heterogeneity Tau®= 131 01; Ghi*= 29603, df = 24 (P = 0.00001%; F= 82%
Testfor overall effect 2= 7.71 (P = 0.00001)
9.3.2 FibroticHP vs. Sarcoidosis
Bellanger 2016 46 29 16 275 181 12 1.1% 18.50 [0.65, 36.35]
Bergantini 20149 7a 976 24 24 2148 Ma 1.7% -16.50F21.80,-11.10] -
Dal 2004 668 142 12 538 1486 10 1.4% 13.00[0.78, 25.22] I
Delacroix 1985 41 114 4 3138 4114 17 0.9% G.AZ [-12.90, 32.14] T
Harnm 1994 67 4.1 10 46 27 35 1.8% 21.00[18.31, 23.689] -
Korosec 2007 52 16 17 38 1675 a7 1.6% 14.00[5.24, 22.76] -
Leatherran 1984 65 9.79 [ 38 17.46 [ 1.2% 27.00[10.98, 43.02] I
Lohtonen 2014 a7 30 3 33 19 17 0.5% 1400[F21.13, 49.13] I
Markart 2009 297 M8 7213 1905 12 1.0% 8.40 [-10.62, 27.47] I
Okamaoto 2015 2712 3049 a7 42 26.43 47 1.5% -14.88[-25.84,-3.92] I
Pesci 1993 6.5 18.89 16 283 168 16 1.4% 3020[17.70, 42.70] —
Przhylski 2015 4047 1874 B 3679 18.94 45 1.2% 3.68 [-12.29,19.65] -
Schmidt 2002 3444 1173 g 18 1011 12 1.4% 16.44 [4.67 28.21] -
Sharma 1989 58,66 2451 3 405 1877 36 0.7% 1816 [10.24, 46.56] ]
Sterclova 2009_1 3445 36489 a 174 2 13 0.8% 1710[F17.22,51.42] ]
Sterclova 2013 195 2149 14 158 9.4 [ 1.3% 270[9.60,17.00] T
Unoura 2011 2479 2581 35 429 7047 10 0.4% -18.11 [62.43, 26.21] _
Vasakova 2008 237 283 7 182 184 22 0.9% 440 [-17.98, 26.98] —
Subtotal {95% CI} 246 488  20.5% 9.78 [0.76, 18.80] >
Heterogeneity Tau®= 201 88; Ghi*= 190 49, df =17 (P = 0.00001%; F= 81%
Testfor overall effect 2= 212 (P=0.03)
9.3.3 NonspecificHP vs. Sarcoidosis
Bargagli 2007 37z 241 7308 187 22 0.9% 6.30 [-16.78, 29.38] ]
Cai 2013 53 23.32 34 38 1989 44 1.8% 15.00[5.20, 24.80] -
Costabel 1985 69 14 9 49 23 17 1.3% 20.00[5.32, 34.68] -
Drent 18337 543 2158 64 3TH 183 7 1.8% 16.70[15.88 17.41] -
Espoladore 2014 J263 3435 15 2622 2767 12 0.8% 6.41 [-16.98, 29.80] I
Firernan 1394 58 12 3 48 18 [ 1.1% 10.00[-8.12, 28.17] T
Fujirmari 2003 713 144 9 263 18 258 1.4% 45.00[33.24, 56.76] R
Godard 1981 68.9 48 B 43 4.1 16 1.8% 25.901[21.32, 30.48] -
Gunther 1999 321 2375 32 248 1858 44 1.5% 7.30[-2.28,16.88] —
Hoogsteden 1989 29.2 20 7284 179 20 1.2%  -0.20 [16.96, 16.56] -1
Jara-Palmares 2009 473 238 G4 378 M8B g8 1.7% 9.40[2.06,16.74] -
Jehn 2022 469 26.2 9 3B7 181 10 1.0% 10,20 F10.27, 30.67] I
Kopinski 2011 5349 6.6 7 448 23 449 1.8% 910417, 14.03] -
Kopingki 2021 44 2222 158 34 20 23 1.3% 10.00[-3.90, 23.90] T
Milman 1995 38 19.04 B 26 11.66 I 1.2% 12.00[-3.46, 27.46] T
Magata 1996 B7.B 202 7182 139 17 0.9% 48.401[25.78,71.02]
Movosadova 2019 283 177 19 218 111 13 1.6% 6.50 [-2.69, 15.69] T
Oshima 1383 1.2 a8 4 378 1340 17 1.4% 33.401[21.85, 44.95] -
Raulf 1993 191 104 13 2048 8 20 1.7% -1.4018.28, 5.48] -
Satake 1993 B58 104 12 378 208 26 1.3% 28.00[14.48, 41.51]
Schiidge 2007 545 237 51 341 204 237 1.7% 20.401[13.40, 27.40] -
Semenzato 19845 802 826 739 2184 26 1.5% 4830 [37 46, 59.14] I
Shergon 1992 58 13.22 T 32 1307 19 1.4% 26.00[14.58, 37.42] -
Shlota 1987 733 a7 9 48 141 [ 1.3% 25.301[11.95, 38.65] —
Sokhatska 2019 548 .41 63 4014 2457 106 1.6% 14.36 [6.94, 21.78] -
Soler 1987 659 181 2 41 1648 92 1.6% 24.80[16.15, 33.45] -
Sterclovar 2015 2782 2583 122 2288 1813 136 1.7% 4.84 [0.62 10.30] —
Suchankowa 2020 GE 19 18 37 19 144 1.6% 29.00[19.69, 38.31] -
Thomeer 2004 53 29 a0 a7 24 a0 1.8% 16.00 [5.57, 26.43] I
Tondell 2015 B9.5 23 10 31 4&16 a3 1.8% 38.50[36.69, 40.31] -
Welker 2004 48 18.18 66 284 1789 239 1.8% 19.60[14.66, 24.54] -
Wojtan 2016 B0.41 31.82 10 3344 M.81 36 1.0% 26.97 [6.02, 47.92]
Zissel 2000 348 222 9 204 153 148 1.2% 14.40[-2.04, 30.84] s
Subtotal {95% ClI} 760 1912 46.7%  19.05[14.46, 23.64] *
Heterogeneity: Tau®=143.58; Chi*= 674.57, df=32 (P = 0.00001); F=95%
Test for overall effect Z= 813 (P = 0.00001)
Total (95% CI) 1331 3202 100.0% 17.70[14.77, 20.64] L]

= — _ z_ | 4 4 |

Heterogeneity: Tau®=121.74; Chi*= 1197.75, df= 75 (P « 0.00001); F= 94% '4 o0 —EID EID WDD‘

Testfor overall effect 2= 11.82 (P = 0.00001)
Test for subaroun differences: Ghi*= 438 df= 2 (P = 0111 F= 54 3%

Favours [Sarcoidosis]

Favours [HP]

I LELEZ(sarcoidosis)2| 7| 2HAH N AH Mo W 21T 22 (outlier M F)
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HP Sarcoidosis Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
9.3.1 NonfibroticHP vs. Sarcoidosis
Agostini 1987 782 6.1 8 4816 101 11 2.6% 26.60[19.29, 33.91] -
Agostini 1996 a7 52 8 474 a8 10 27% 9.60[3.06, 16.14] -
Baumer 1998 3348 23489 12 16 19.36 4 1.4% 17.60 [3.37, 31.63] I
Beriorelli 1388 445 181 11 34 1348 14 1.9% 1310([2.21, 23.99] I
Cantin 1984 B1.4 21.55 11 326 20014 23 1.3% 28.801[13.64, 43.96] I
Cunoto 2014 708 1386 20 348 4731 41 1.2% 36.00[20.30, 51.70] I
Drent 1996 55.82 1598 43 332 194 0% 22B82[17.33,27.91] -
Fujishima 2004 B64.2 18.62 7281 1763 24 1.3% 36.10[20.67, 51.53] -
Hamagami 1992 55.4 12 16 2549 10 11 2.4% 295012116, 37.84] -
Haslam 1980 448 20 13 29 21 23 1.8% 16.00[2.15, 29.85] I
Heron 2003 46.25 1417 7 47 17 23 00%  -0.75[13.34,11.84]
Hoogsteden 1993 EE. ) 9 387 171 10 0.0% 1.50 [-14.28,17.28]
Kombach 1996 248 g 10 14 4 14 0.0% 6.00 [2.42, 9.58]
Magdalena 2003 349 73 9 273 a7 18 0% 7.60[2.53, 12.67] -
Ohtuska 1994 g0.2 a7 12 4 1.8 12 0.0% 39.20[34.17, 44.23]
Okamoto 2015 8211 1445 35 42 2653 47 0.0% 4011 [31.14, 49.08]
Perez-Arellano 1993 4547 30.37 4 4311 5832 a 0.0% 2.36 [-95.27, 59.99]
Pforte 1993 44 5.4 20 a7 36 20 34% 7.00 [4.16,9.84] -
Rohlngon 1987 50 a0 4 36 1241 20 0.5% 14.00[-15.98, 43.98] ]
Shinohara 2018 432 243 4 M8 154 11 0.6% 21.40[-4.09, 46.89] T
Suga 1999 718 1.9 5 301 156 16 0.0% 41.401[20.73, 62.07]
Tanluchi 2009 65.2 41 14 408 22 76 3.8% 24.401[22.20, 26.60] -
Unoura 2011 7486 4253 19 429 7017 10 0.0% 3196 [-15.55 79.47]
Uzaslan 2003 7a 18 14 44 18 11 1.4% 30.00[15.79, 44.21] I
Valenti 1982 53.35 1043 9 3818 2587 20 1.1% 19.20[2.23 36.17] -
Subtotal {95% ClI} 223 660 32.8%  20.52[15.21, 25.83] *
Heterogeneily Tau®= 87.61; Chi*= 143.95, df= 16 (P = 0.00001); F= 89%
Testfor overall effect 2= 7.57 (P = 0.00001)
9.3.2 FibroticHP vs. Sarcoidosis
Bellanger 2016 46 29 16 275 181 12 1.0% 18.50 [0.65, 36.35]
Bergantini 20149 7a 976 24 24 2148 Ma 0.0% -16.50F21.90,-11.10]
Dal 2004 668 142 12 538 1486 10 1.7% 13.00[0.78, 25.22] I
Delacroix 1985 41 114 4 3138 4114 17 0.7% G.AZ [-12.90, 32.14] T
Harnm 1994 67 4.1 10 46 27 35 34% 21.00[18.31, 23.689] -
Korosec 2007 52 16 17 38 1675 a7 2.3% 14.00[5.24, 22.76] -
Leatherran 1984 65 9.79 [ 38 17.46 [ 0.0% 27.00[10.98, 43.02]
Lohtonen 2014 a7 30 3 33 19 17 0.3% 1400[F21.13, 49.13] I
Markart 2009 297 M8 7213 1905 12 1.0% 8.40 [-10.62, 27.47] I
Okamaoto 2015 2712 3049 a7 42 26.43 47 1.9% -14.88[-25.84,-3.92] I
Pesci 1993 6.5 18.89 16 283 168 16 0.0% 3020[17.70, 42.70]
Przhylski 2015 4047 1874 B 3679 18.94 45 1.2% 3.68 [-12.29,19.65] -
Schmidt 2002 3444 1173 g 18 1011 12 1.8% 16.44 [4.67 28.21] -
Sharma 1989 58,66 2451 3 405 1877 36 0.5% 1816 [-10.24, 46.56] ]
Sterclova 2009_1 3445 36489 a 174 2 13 0.4% 1710[F17.22,51.42] ]
Sterclova 2013 195 2149 14 158 9.4 [ 1.5% 270[9.60,17.00] T
Unoura 2011 2479 2581 35 429 7047 10 0.0% -18.11 [-62.43, 26.21]
Vasakova 2008 237 283 7 182 184 22 0.7% 440 [-17.98, 26.98] I
Subtotal {95% CI} 166 341 18.5% 10.07 [3.11,17.03] *
Heterogeneity Tau®= 102.31; Ghi*= 60.77, df= 13 (P = 0.00001); F= 74%
Testfor overall effect 2= 2.83 (P = 0.005)
9.3.3 NonspecificHP vs. Sarcoidosis
Bargagli 2007 37z 241 7308 187 22 0.0% 6.30 [-16.78, 29.38]
Cai 2013 53 23.32 34 38 1989 44 21% 15.00[5.20, 24.80] -
Costabel 1985 69 14 9 49 23 17 1.4% 20.00[5.32, 34.68] -
Drent 18337 543 2158 64 3TH 183 7 3E% 16.70[15.88 17.41] -
Espoladore 2014 J263 3435 15 2622 2767 12 0.7% 6.41 [-16.98, 29.80] I
Firernan 1394 58 12 3 48 18 [ 1.0% 10.00[-8.12, 28.17] T
Fujirmari 2003 713 144 9 263 18 258 0.0% 45.00[33.24, 56.76]
Godard 1981 68.9 48 B 43 4.1 16 3% 25.901[21.32, 30.48] -
Gunther 1999 321 2375 32 248 1858 44 1% 7.30[-2.28,16.88] —
Hoogsteden 1989 29.2 20 7284 179 20 0.0%  -0.20 [-16.96, 16.56]
Jara-Palmares 2009 473 238 G4 378 M8B g8 26% 9.40[2.06,16.74] -
Jehn 2022 469 26.2 9 3B7 181 10 0.9% 10,20 F10.27, 30.67] I
Kopinski 2011 5349 6.6 7 448 23 449 3% 910417, 14.03] -
Kopingki 2021 44 2222 158 34 20 23 1.5% 10.00[-3.90, 23.90] T
Milman 1995 38 19.04 B 26 11.66 I 1.3% 12.00[-3.46, 27.46] T
Magata 1996 B7.B 202 7182 139 17 0.0% 48.401[25.78,71.02]
Movosadova 2019 283 177 19 218 111 13 2.2% 6.50 [-2.69, 15.69] T
Oshima 1383 1.2 a8 4 378 1340 17 1.8% 33.401[21.85, 44.95] -
Raulf 1993 191 104 13 2048 8 20 0.0% -1.4018.28, 5.48]
Satake 1993 B58 104 12 378 208 26 1.8% 28.00[14.48, 41.51]
Schiidge 2007 545 237 51 341 204 237 2.6% 20.401[13.40, 27.40] -
Semenzato 19845 802 826 739 2184 26 0.0% 4830 [37 46, 59.14]
Shergon 1992 58 13.22 T 32 1307 19 1.8% 26.00[14.58, 37.42] -
Shlota 1987 733 a7 9 48 141 [ 1.8% 25.301[11.95, 38.65] —
Sokhatska 2019 548 .41 63 4014 2457 106 2.8% 14.36 [6.94, 21.78] -
Soler 1987 659 181 2 41 1648 92 2.3% 24.80[16.15, 33.45] I
Sterclovar 2015 2782 2583 122 2288 1813 136 0.0% 4.84 [0.62 10.30]
Suchankowa 2020 GE 19 18 37 19 144 2.2% 29.00[19.69, 38.31] -
Thomeer 2004 53 29 a0 a7 24 a0 2.0% 16.00 [5.57, 26.43] I
Tondell 2015 B9.5 23 10 31 4&16 a3 0.0% 38.50[36.69, 40.31]
Welker 2004 48 18.18 66 284 1789 239 3% 19.60[14.66, 24.54] -
Wojtan 2016 B0.41 31.82 10 3344 M.81 36 0.8% 26.97 [6.02, 47.92]
Zissel 2000 348 222 9 204 153 148 1.2% 14.40[-2.04, 30.84] T
Subtotal {95% ClI} 578 1563  48.7%  17.69[15.02, 20.37] +
Heterogeneity: Tau®= 20.34, Chi®= 68.55, df= 24 (P = 0.00001); F= B5%
Test for overall effect Z= 1285 (P = 0.00001)
Total (95% CI) 967 2564 100.0% 17.07 [14.91,19.23] '
Heterngene ity Tau= 33.40; Chi*= 265.73, df= 55 (P « 0.00001); F= 79% P 4 E

Testfor overall effect £=15.48 (F = 0.00001)

Test for subaroun differences: Ghi*= 663 df= 2 (P = 0.06). F= 64 5%

HH RLEZ(sarcoidosis)2| 72X |H T MAHo| T 21T 22 (outlier X &)

Favours [Sarcoidosis]

Favours [HP]
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ILD X =X| %! pAPERPS P S

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

R. S. Kumar et al. 2020 05049 00983 56%  050[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[0.25-063] ——

E. S Seixas etal 2020 0.5000 01943 33%  050[0.12-0.88] ——

Adams 2018 0.4000 00577 66%  040[0.29-0.51] . 5

Hanak 2007 0.5200 00729 62%  0.52[0.38-0.66] -

Lacasse 1997 0.5300 00673 64%  0.53[0.40-066] -

Morell 2008 0.1800 00669 64%  0.18[0.05-0.31] = |

Total (95% CI) 44.0%  0.43[0.33-0.53] 4

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 00911 58% 079[061-0.97]
A K K Cirak et al. 2020 05488 01101 52%  055[0.33-0.76]
Casoni 2008 06500 00488 68% 065[0.55-0.79]
Ramaswamy 2016 05300 0.0666 64%  053[040-066]
Sindhwani 2015 0.8570 0.0500 6.8% 086[0.76-0.95]
Total (95% CI) 31.0%  0.68[0.55-0.82]

Heterogeneity: Tau® = 0.018; Chi® = 20.32, df = 4 (P < .01); I* = 80%
Test for overall effect: Z=10.03 (P = .01)

subgroup=3
Morell 2008 0.3800 0.0306 71% 0.38[0.32-0.44
Pajares 2014 03400 00768 61%  034[0.19-049
Pourabdaollah 2016 03400 00909 58% 0.34[0.16-052
Sheth 2017 03600 00837 60% 0.36[020-052
Total (95% Cl) ) ) 25.0% 0.37 [0.32-0.42]
Heterogeneity: Tau™ = 0; Chi" =038, df =3 (P = .94); ' = 0%
Test for overall effect: Z=14.35 (P = .01)
Total (95% CI) _ i 100.0%  0.49[0.40-0.59] -
Heterogeneity: Tau® = 0.031; Chi® = 122.83, df = 16 (P < .01): I = 87% ' ' ' '
Test for overall effect: Z=10.39 (P = .01) 0 05 1 15 2
Test for subgroup differences: Chi® = 1850, df =2 (P = .01)

Subgroup 1=HP, 2=Diffuse Lung Disease (DLD), 3=Interstitial Lung Disease (ILD)

T2 7. Z7 14X H 42 (TBLB)S| ZITt &

A3k HPoll T3t 23 49, DLDO| Tt 23do] 23 715 ILDo]| &t 2312 HAME| 2] efol, 7]E &

Aol E& ol &sisith WY &2 TBLBE &3 AW s 9] Sl(HPY| ek of Fofl Agle])

= Ll
S A AlRgRt AAe] SR e Ao 2 Aol= itk TBLBO] AT 482 HPOIA 43% (95% A% 77E 33-
539), DLDYIA] 68% (95% 12|73k 55-829), ILDOIA] 37% (95% 412 7-7Y; 32-429%6) 2 SFRIE| 1AL, 2]

A1 49% (95% 412 77E 40-59%) 2 SR1=| ATt
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3) SHAMZZ 3: NIMHRE S FICks]| f/s10] A7 | 2K U SHA1 A
(TBLC)2 Al&tsHiof sH=7}

el A mE o] ckojAle] TBLCS 984S B7}sl7] 9sto] TBLCS] ek 4280 tish x|AA 235 1
23 ve} 2412 ARSI 20209 AnnalsATSo S HERZA] o]$ A o2 MEDLINE, EMBASE,
Cochrane, KoreaMed & ©]-85to] MEA 20 23 514705 &RI5Qth o|F 2 9] 2lHoj7l 53%joz
2L Wlstel 43 12709 £RS 7|E 2aol Fste] A BATRS SYstACkIR 9). R W
7H= Newcastle-Ottawa scale 2 Quadas-2 =75 W& sto] A|g5ic). 7129] Hg} BA 7} 52514 TBLC
o] At g2 A, 9T PE(ILD), nlehdZd g WS DLD)eIA Z7h 2A18Hit DLD+= ILD
Hrh o P oole) H YRS FHHch

Mg S glolsl £314: 514

=

s Ovid-Medline (n=76)
s EMBASE (n=429) ME ™ HAHE 2o
[} o|d 1 F She| o
£ = (():]l £18) 2L Cochrane (n=4) > ZHOES oI5t H|7
€ KoreaMed (n=5) (n=56)
k) Registers (n=0)
7| 4M (n=0)
MEE 23 5 - HHRIE 2
(n=458) (n=442)
MEChA E HUE HEEX| b2 2ol
(n=16) . (n=0)
Y
HEHEE MY 2ol N HHRIE 23 4
(n=16) 1. PR R0l PHUSIKIS CHA O 2 8HR| gh2 B
2 (n=0
2. AR 2 ST HARYEIX] 942 EL (n=0)

3.C AR B2 | mBAHAIYEIR 22 32

TEO| TEE M2 =2 4 ‘ =)
=1 4.0: 3 2R, AR S} sl
H2 (n=3)
Y 5. c='01 L BH20{7} O] HS (n=0)
N TE| EEHE £ =2 A& ‘ 6. 550= ARE 22 (n=1)
1 (n=30) 7.7 |[EFAIR(n=0)

371



ILD X =X| %! pAPERPS P S

Subgroup Diagnostic yield SE Weight IV, Random, 95% CI IV, Random, 95% CI
subgroup =2

B. L. Bondue et al. 2020 0.8395 0.1108 23%  0.84[0.62-1.06] —-
B. 5.R. Benn etal. 2021 09697 01728 1.3% 097[063-1.31] ——
M. K. Goel et al. 2021 0.8294 00688 36%  083[0.69-0.96] : 3

S. E. Hussein et al. 2020 09130 02063 1.0% 091[0.51-1.32] —E—
A K K Cirak et al. 2020 09146 01101  23% 091[0.70-1.13] -
H. E. Shafiek et al. 2019 1.0000 0.2828 06%  1.00[0.45-1.55] —_—
Ravaglia 2019 0.8800 0.0123 53%  0.88[0.86-0.90]
Vlacic 2018 0.9000 0.0424 45%  090[0.82-0.98]
Dhooria 2018 0.7800 0.0366 4.7% 078[0.71-0.85]
Total (95% CI) 256%  0.87 [0.84-0.89] +
Heterogeneity: Tau® = < 0.001; Chi® = 8.36, df = 8 (P = .40); I° = 4%

Test for overall effect: Z=63.41 (P =0)

subgroup =3

J.R. 3. Davidsen et al. 2021 07518 0.0841 31% 075[0.59-092] i

K. E. T. Hostettler et al. 2021 0.4500 0.0998 26% 045[0.25-0.65] B

A M.B. O'Mahony et al. 2021 06706 0.1081 24% 0.67 [0.46-0.88] —= -

S. 8. Kronborg-White et al. 2021 0.7200 0.0632 38% 072[0.60-0.84] =

L K G Troyetal 2020 09538 0.1236 20% 0951[0.71-1.20] -
5. 8. Sheetal 2020 06612 0.0907 29% 066[048-0.84] &
Cascante 2016 0.8700 0.0450 4.4% 087[0.78-0.96] ]
Fruchter 2014 09700 0.0190 52%  097[0.93-1.01]
Griff 2014 0.7900 0.0560 4.0% 0.79[0.68-0.90] L]
Hermn "andez-Gonz " alez 2015 0.7800 0.0720 35% 078[0.64-092] L 3
Kronborg-White 2017 0.8400 0.0590 39%  0.84[0.72-0.96] L
Kropski 2013 0.7200 0.0898 29% 0.72 [0.54-0.90] B
Pajares 2014 0.7400 0.0700 35%  0.74[060-0.88] . 3
Pourabdollah 2016 0.7600 0.0667 36% 0.76 [0.63-0.89] ‘.'
Ramaswamy 2016 0.6600 0.0630 38% 066[054-0.78] L i
Ussavarungsi 2017 0.5100 0.0580 4.0% 051[0.40-062] =
Hagmeyer 2019 0.8200 0.0490 43% 082[0.72-0.92] ]
Gnass 2018 0.8000 0.0890 29% 080[0.63-0.97] =
Bondue 2017 0.9000 0.0540 4.1%  090[0.79-1.01] =
Walscher 2019 0.7300 0.0420 45% 073[0650.81]
Romagnoli 2019 0.8100 0.0850 3.0% 0.81 [0.64-098] --
Total (95% CI) ) . T44%  0.76[0.70-0.83] +
Heterogeneity: Tau™ = 0.017; Chi- = 13027, df = 20 (P < 01);I" = 85% ;

Test for overall effect: Z=2323 (P = 01)

Total (95% CI) 100.0%  0.79[0.75-0.83] +
Heterogeneity: Tau® = 0.009; Chi® = 143.28, df = 29 (P = .01); ¥ = 80% T T
Test for overall effect: Z = 35.54 (P = .01) 15 1 05 0 05 1 15

Subgroup 2=Diffuse Lung Disease (DLD), 3=Interstitial Lung Disease (ILD)

]

2 9. Z7| MR YSHEAH(TBLC)S| TIEt 8

Z3}: DLDol| st £33 0] 63 F7F= a1, ILDol| et £710] 6 7= it 7] 2ol Al= HPoj| st
23o] 11 BAH uE oo, FA| s B 20|, o] F 3 50| =708 3 Hf §lo], ¥ £
Aof| A= A |5te] HPollA TBLCO] AT &2 A4S 4= glich. 1T =82 TBLCE &3 244 X
o] 3l4=(HPO] Xtk of ol TAglo)) & XA AlYeh AL Sl4& U 202 A o= Qiet TBLCS| X 4=
8- DLDOJIA] 87% (95% A2 717} 94-89%), ILDIA] 76% (95% A= 717 70-83%) 2 EQlw] i ar, Z Aol A

94-
79% (95% A2 717F 75-83%) 2 &l i},
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B 1 Y210 gt
Author (year) Study design Risk of bias
Intervention Outcomes
bid not Baseline applied determined Some outcomes
consecutively differences differently differently amon Missing data not reported
enroll patients | among groups | among groups roUDs (dyetectiorg1 (attrition bias) (re ortiE bias)
(selection bias | (selection bias) | (performance groups t porting
bias) bias)
Agostini 1987 NRS no bias NA NA NA no bias no bias
Agostini 1996 NRS Not specified NA NA NA no bias no bias
Bargagli 2007 nrs not specified NA NA NA No bias No bias
Baumer 1998 NRS Not specified NA NA NA no bias no bias
Bellanger 2016 NRS consecutive NA NA NA no bias no bias
Bertorelli 1988 NRS Not specified NA NA NA no bias no bias
Cai 2013 NRS Consecutive NA NA NA No bias No bias
Cantin 1984 NRS Not specified NA NA NA no bias no bias
Costabel 1985 NRS not specified NA NA NA No bias No bias
Costabel, U., 1992 NRS Not specified NA NA NA no bias No bias
Couto etal . 2015 NRS Not specified NA NA NA no bias no bias
Dai 2005 NRS consecutive NA NA NA no bias no bias
Delacroix 1985 NRS not specified NA NA NA no bias no bias
Drent 1996 NRS Not specified NA NA NA no bias no bias
Drent 1997 NRS not specified NA NA NA No bias No bias
E. N. Novosadova et al 2019 NRS Not specified NA NA no bias no bias no bias
Espoladore 2014 NRS not specified NA NA NA No bias No bias
Fireman 1994 NRS not specified NA NA NA No bias No bias
Fujimori 2003 NRS not specified NA NA NA No bias No bias
Fujishima 2004 NRS Not specified NA NA NA no bias no bias
risk of bias risk of bias
Furasawa 2017 NRS retrospective NA NA NA (Conference (Conference
abstract) abstract)
Godard 1981 NRS not specified NA NA NA No bias No bias
>30%
Groot Kormelink 2011 NRS not specified lymphocyt9§|§ & NA NA no bias no bias
part of definition
criteria
Diagnosis
criteria included
Gunther 1999 NRS not specified lymphocytosis NA NA No bias No bias
and CT but no
biopsy.
Hamagami 1992 NRS Not specified NA NA NA no bias no bias
Hamm 1994 NRS not specified NA NA NA no bias no bias
Haslam 1990 NRS Not specified NA NA NA no bias no bias
Heron 2009 NRS NA NA NA no bias no bias
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Author (year) Study design Risk of bias
All HP patients
were female.

More than 40%

Hill 2004 NRS not specified | of lymphocytes NA NA No bias No bias
in the
bronchoalveolar
lavage

Hoogsteden 1989 NRS not specified NA NA NA No bias No bias
Hoogsteden 1993 NRS NA NA NA no bias no bias
Kombach 1996 NRS did not specify NA NA NA no bias no bias
Kopinski 2011 NRS not specified NA NA NA No bias No bias
Korosec 2007 NRS not specified NA NA NA no bias no bias
Kucejko 2009 NRS NA NA NA no bias no bias
L. B. C. Jehn et al 2022 NRS Not specified bias NA no bias no bias no bias
L. C. Bergantini et al 2019 NRS no bias no bias NA no bias no bias no bias
L. d. A. Bergantini et al 2021 NRS no bias NA NA no bias no bias no bias
Leatherman 1984 NRS not specified NA NA NA no bias no bias
Lehtonen 2014 nrs not specified NA NA NA no bias no bias
M. H. Watanabe et al 2019 NRS no bias no bias NA no bias no bias no bias
M. L. G. Salisbury et al 2019 NRS no bias bias NA no bias no bias no bias
M. U. Suchankova et al 2020 NRS Not specified NA NA no bias no bias no bias
Magdalena 2003 NRS did not specify NA NA NA no bias no bias
Markart 2009 nrs not specified NA NA NA no bias no bias
MILMAN 1995 NRS not specified NA NA NA No bias No bias
Morell 2013 NRS consecutive NA NA NA no bias no bias
Nagata 1996 NRS not specified NA NA NA No bias No bias
Nukui 2019 NRS retrospective NA NA NA no bias no bias
Ohshimoto 2009 NRS retrospective NA NA NA no bias no bias
Ohtsuka 1994 NRS did not specify NA NA NA no bias no bias
Okamoto 2015 NRS did not specify NA NA NA no bias no bias
Okamoto 2015 NRS did not specify NA NA NA no bias no bias
Oshima 1999 NRS not specified NA NA NA No bias No bias
P. W. Kopinski et al 2021 NRS no bias no bias NA no bias no bias no bias
Papakosta 2014 NRS did not specify NA NA NA no bias no bias
Pardo 2001 NRS not specified NA NA NA No bias No bias
Perez-Arellano 1993 NRS did not specify NA NA NA no bias no bias
Pesci 1993 NRS not specified NA NA NA no bias no bias
Pforte 1993 NRS did not specify NA NA NA no bias no bias
Phelps 2004 NRS not specified NA NA NA No bias No bias
Przbylski 2015 NRS not specified NA NA NA no bias no bias
Raulf 1993 NRS not specified NA NA NA No bias No bias
satake 1993 NRS not specified NA NA NA No bias No bias
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Author (year) Study design Risk of bias
Schildge, J., 2007 NRS not specified NA NA NA No bias No bias
Schmidt 2002 NRS not specified NA NA NA no bias no bias
Semenzato 1985 NRS not specified NA NA NA No bias No bias
Sharma 1989 NRS not specified NA NA NA no bias no bias
Sherson 1992 NRS not specified NA NA NA No bias No bias
Shinohara 2018 NRS did not specify NA NA NA no bias no bias
Shiota 1987 NRS not specified NA NA NA No bias No bias
Patients with
Sokhatska 2019 NRS not specified E/g&,hi]cét/fi NA NA No bias No bias
were excluded
SOLER 1987 NRS not specified NA NA NA No bias No bias
Sterclova 2009 NRS not specified NA NA NA no bias no bias
Sterclova 2009_1 NRS consecutive NA NA NA no bias no bias
Sterclova 2013 NRS not specified NA NA NA no bias no bias
Sterclova 2015 NRS not specified NA NA NA No bias No bias
Suga 1999 NRS did not specify NA NA NA no bias no bias
Taniuchi 2009 NRS retrospective NA NA NA no bias no bias
Thomeer 2004 NRS not specified NA NA NA No bias No bias
Tondell 2015 NRS not specified NA NA NA No bias No bias
Unoura 2011 NRS Not specified NA NA NA no bias no bias
Unoura 2011 NRS not specified NA NA NA no bias no bias
Uzaslan 2003 NRS Not specified NA NA NA no bias no bias
Valenti 1982 NRS Not specified NA NA NA no bias no bias
Vasakova 2008 NRS not specified NA NA NA no bias no bias
Welker 2004 NRS not specified NA NA NA No bias No bias
Willems 2013 NRS not specified NA NA NA no bias no bias
Wojtan 2016 NRS not specified NA NA NA No bias No bias
Yamashita 2015 NRS Not specified NA NA NA no bias no bias
Zissel 2000 NRS not specified NA NA NA No bias No bias
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T2 S 239 W}
Author (year) Study design Risk of bias
Intervention
Did not Baseline applied Outcomes

consecutively differences differently . determined Missing data Some outcomes

enroll patients | among groups | among groups differently among (attrition bias) not rgpoﬂgd

(selection bias | (selection bias) | (performance groups (-detect|on (reporting bias)

bias) bias)

A. B. F. Botelho et al. 2021 cohort risk of bias NA NA NA risk of bias risk of bias
A K. K. Cirak et al. 2020 RCT no bias NA NA NA risk of bias risk of bias
A. M. B. O'Mahony et al. 2021 cohort no bias NA NA NA no bias no bias
Adams 2018 cohort no bias NA NA NA no bias risk of bias
B. L. Bondue et al. 2020 cohort not specified NA NA NA no bias no bias
B.S.R.Bennetal. 2021 cohort no bias NA NA NA no bias no bias
Bondue 2017 cohort no bias NA NA NA not specified not specified
Cascante 2016 cohort no bias NA NA NA no bias risk of bias
Casoni 2008 cohort risk of bias NA NA no bias no bias no bias
Dhooria 2018 cohort not specified NA NA NA not specified not specified
E. S. Seixas et al. 2020 cohort risk of bias NA NA NA no bias no bias
Fruchter 2014 cohort no bias NA NA NA no bias no bias
Gnass 2018 cohort not specified NA NA NA not specified not specified
Griff 2014 cohort not specified NA NA NA no bias risk of bias
H. E. Shafiek et al. 2019 RCT no bias no bias bias NA no bias no bias
Hagmeyer 2019 cohort not specified NA NA NA not specified not specified
Hanak 2007 cohort no bias NA NA NA no bias risk of bias
Hern andez-Gonz[Xlalez 2015 cohort not specified NA NA NA no bias risk of bias
J.R. S. Davidsen et al. 2021 cohort not specified NA NA NA no bias no bias
K. E. T. Hostettler et al. 2021 cohort no bias NA NA NA no bias no bias
Kronborg-White 2017 cohort not specified NA NA NA no bias no bias
Kropski 2013 cohort risk of bias NA NA NA no bias risk of bias
L. K. G. Troy et al. 2020 cohort no bias NA NA NA no bias no bias
Lacasse 1997 cohort no bias risk of bias no bias no bias risk of bias risk of bias
M. B. Szturmowicz et al. 2019 cohort no bias NA NA NA no bias no bias
M. K. Goel et al. 2021 cohort no bias NA NA NA no bias no bias
Morell 2008 HP cohort no bias NA NA NA no bias risk of bias
Morell 2008 ILD cohort no bias NA NA NA no bias risk of bias
Pajares 2014 RCT no bias no bias no bias no bias no bias no bias
Pourabdollah 2016 cohort not specified NA NA NA no bias no bias
R. S. Kumar et al. 2020 cohort not specified NA NA NA no bias no bias
Ramaswamy 2016 cohort risk of bias NA NA no bias no bias no bias
Ravaglia 2019 cohort not specified NA NA NA not specified not specified
Romagnoli 2019 cohort no bias no bias no bias no bias no bias no bias
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Author (year) Study design Risk of bias
S. E. Hussein et al. 2020 cohort not specified NA NA NA no bias no bias
;;Kronborg-white etal cohort no bias NA NA NA no bias no bias
S.S. Sheetal. 2020 cohort no bias NA NA NA no bias no bias
Sheth 2017 cohort risk of bias NA NA no bias no bias no bias
Sindhwani 2015 cohort not specified NA NA NA no bias risk of bias
Ussavarungsi 2017 cohort not specified NA NA NA not specified not specified
Vlacic 2018 cohort not specified NA NA NA not specified not specified
Walscher 2019 cohort not specified NA NA NA not specified not specified
Y. M. K. E. Akl et al. 2021 cohort not specified NA NA NA no bias risk of bias
SHAIE]

Hel 219 ZHE(HP vs. IPF)

Quality Assessment

Summary of Findings

Mean
Difference
(95% Cl)

Quality  Importance

Studies . Risk of

) Design g Inconsistency publication

Indirectness 2
bias

Imprecision HP (n) IPF (n)

Fibrotic/chronic HP vs. IPF (% lymphocytes)
16 NRS | Serious Serious Not Serious | Not Serious |Not detected| 326 459 (9.1271_'35302) ag%; Critical
Nonspecified HP vs. IPF (% lymphocytes)
. ' ' ) 3251 000 o
23 NRS | Serious Serious Not Serious | Not Serious |Not detected| 721 838 (26653838)| Very low Critical

T 4, HARB19] 2HE(HP vs. Sarcoidosis)

Quality Assessment

Summary of Findings

; ; o— Mean Quality  Importance

SHIES Design Rls.k & Inconsistency Indirectness  Imprecision pUbh.c ation HP (n) IPF (n)  Difference

(n) Bias bias

(95% CI)

Fibrotic/chronic HP vs. IPF (% lymphocytes)

18 NRS | Serious Serious Not Serious | Not Serious | Not detected 246 488 07 : 7;; 80) EZS%VD Critical
Nonspecified HP vs. IPF (% lymphocytes)

ES NRS | Serious Serious Not Serious | Not Serious | Not detected| 760 1912 ol 4i23254) ag%&/) Critical
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Quality Assessment Summary of Findings

Effect (95%
Cl)

Studies . Risk of . . o publication
Design . Inconsistency Indirectness  Imprecision bias

Q) Bias
Diagnostic yield (histopathologic)

Patients (n)

Quality

Importance

49%

17 NRS | Serious Serious Not Serious | Not Serious | Not detected 1371 (40-59%)

DSOCO
Very low

Critical

Quality Assessment Summary of Findings

Effect (95%
cl)

Studies : Risk of publication

Design ias Inconsistency Indirectness Imprecision Patients (n)

bias

(n)

Diagnostic yield (histopathologic)

Quality

Importance

79%

30 NRS | Serious Serious Not Serious | Not Serious | Not detected 2810 (75-83%)

SOC0O
Very low

Critical
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ILD TEXIE 2023 X+ 7HE

V.S535

(sarcoidosis)

H8-8EZ Shalo| 4] AT AH|Zo| =X ot AT}

-PICO 84

Population: MiEA| 22 HIRFE S X}
Intervention: Oral glucocorticoid treatment
Comparison: No treatment/Placebo

Outcome: Clinical judgement, CXR, PFT (FVC, DLco)

Analyst(s): 2S5 2, MZZZ, O|2F, BX|Y, ZEE, HEH, O|X|H
Date: 2023\ 22 22¢!
Setting: Randomized controlled trial, observation, cohort study

Bibliography: Eule HW, A.Roth, .Wuthe, H. The possible influence of corticosteroid therapy on the natural
course of pulmonary sarcoidosis. Late results of a continuing clinical study. Ann N Y Acad Sci. 1986;465:695
- 701.

Israel HLF, D. W.Beggs, R. A. A controlled trial of prednisone treatment of sarcoidosis. American review of
respiratory disease. 1973;107(4):609 - 14.

Zaki MHL, H. A.Leilop, L.Huang, C. T. Corticosteroid therapy in sarcoidosis. A five-year, controlled follow-up
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study. New York state journal of medicine. 1987;87(9):496 - 9.

Selroos OS, T. L. Corticosteroid therapy of pulmonary sarcoidosis. A prospective evaluation of alternate day
and daily dosage in stage Il disease. Scandinavian journal of respiratory diseases. 1979;60(4):215 - 21.

James DGC, L. S.Trowell, J.Sharma, O. P. Treatment of sarcoidosis. Report of a controlled therapeutic trial.
Lancet. 1967;2(7515):526-8.
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= AASEAL ATt

Azron QyHon R8BIl i AL Ui §8ES B0l Aue) 95t T 77y

ffo

Eﬂ-7]

=

floll A+ AEHZo|EX R E WAFHAL,E: B, 2714E $55).

1.2 2

-

MEDLINE

9.
10.

. exp Lung Diseases, Interstitial/ OR exp Pulmonary Fibrosis/ OR (interstitial lung disease or lung diseases or ILD or

Pulmonary fibrosis or pneumonitis or lung fibros* or Alveolitis or Respiratory Tract).tw,kw. 169,508

. exp Sarcoidosis/ OR (Sarcoid* or sarcoidosis or Sarcoidoses).tw,kw. 31,523
. 1AND2 6,471
. Glucocorticoids/ OR Prednisolone/ OR Prednisone/ OR Methylprednisolone/ OR Dexamethasone/ OR Steroids/ OR

Hydroxycorticosteroids/ OR Cortisone/ OR (glucocorticoid or prednisolone or prednisone or methylprednisolone or
dexamethasone or steroid* or hydroxycorticosteroids or corticosteroid or cortisone).tw,kw. 505,558

. 3AND 4 907

. (Meta-Analysis as Topic/or meta analy$.tw.or metaanalyS.tw.or Meta-Analysis/or (systematic ad] (reviewS1 or

overviewS$1)).tw. or exp Review Literature as Topic/or cochrane.ab.or embase.ab.or (psychlit or psyclit).ab.or (psychinfo
or psycinfo).ab.or (cinahl or cinhal).ab.or science citation index.ab.

or bids.ab.or cancerlit.ab.or reference listS.ab.or bibliograph$.ab.or hand-search$.ab.or relevant journals.ab.or manual
search$.ab.or ((selection criteria.ab. OR data extraction.ab.) AND Review/)) not (Comment/ or Letter/ or Editorial/ or
(animal/ not (animal/ and human/))) 413,394

. (Randomized Controlled Trials as Topic/ or randomized controlled trial/ or Random Allocation/ or Double Blind

Method/ or Single Blind Method/ or clinical trial/ or clinical trial, phase i.pt. or clinical trial, phase ii.pt. or clinical trial,
phase iii.pt. or clinical trial, phase iv.pt. or controlled clinical trial.pt. or randomized controlled trial.pt. or multicenter
study.pt. or clinical trial.pt. or exp Clinical Trials as topic/ or (clinical adj trial$).tw. or ((singl$ or doubl$ or treb$ or tripl$)
adj (blind$3 or mask$3)).tw. or PLACEBOS/ or placeboS.tw. or randomly allocated.tw. or (allocated adj2 randoms$).tw.)
not (case report.tw. or letter/ or historical article/) 1,752,412

. Epidemiologic Studies/ or exp Case Control Studies/ or exp Cohort Studies/ or Case-control.tw. or (cohort adj (study or

studies)).tw. or Cohort analy$.tw. or (Follow up adj (study or studies)).tw. or (observational adj (study or studies)).tw. or
Longitudinal.tw. or Retrospective.tw.or Cross sectional.tw. or Cross-sectional studies/ 3,413,678

OR/6-8 4,916,784
5AND9 251

EMBASE

1.

‘interstitial lung disease'/exp OR (‘Pulmonary Fibrosis' or 'interstitial lung disease’ or 'lung diseases' or ILD or
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'Pulmonary fibrosis' or pneumonitis or 'lung fibros*' or Alveolitis or 'Respiratory Tract'):ab,ti,kw 273,652
2. 'sarcoidosis'/exp OR (Sarcoid* or sarcoidosis or Sarcoidoses):ab,ti,kw 54,977
3. #1 AND #2 7,835

4. 'glucocorticoid'/exp OR 'prednisolone’/exp OR 'prednisone’/exp OR 'methylprednisolone'/exp OR 'dexamethasone’/
exp OR 'steroid'/exp OR 'hydroxycorticosteroid'/exp OR 'corticosteroid'/exp OR 'cortisone'/exp OR (glucocorticoid
or prednisolone or prednisone or methylprednisolone or dexamethasone or steroid* or hydroxycorticosteroids or
corticosteroid or cortisone):ab,ti,kw 2,006,449

5. #3 AND #4 2,155
6. #5AND (‘article'/it OR 'article in press'/it OR "review'/it OR 'short survey'/it) 1,483

7. #6 AND ('case control study'/de OR 'clinical article'/de OR 'clinical trial'/de OR 'cohort analysis'/de OR 'comparative
effectiveness'/de OR 'comparative study'/de OR 'controlled clinical trial'/de OR 'controlled study'/de OR 'cross sectional
study'/de OR 'double blind procedure'/de OR 'major clinical study'/de OR 'meta analysis'/de OR 'multicenter study'/
de OR 'observational study'/de OR 'phase 2 clinical trial topic'/de OR 'phase 3 clinical trial'/de OR 'phase 3 clinical
trial topic'/de OR 'prospective study'/de OR 'randomized controlled trial'/de OR 'randomized controlled trial topic'/
de OR 'retrospective study'/de OR 'systematic review'/de OR random*:ti,ab,tt OR placebo:ti,ab,tt OR (compare:ti,tt OR
compared:ti,tt OR comparison:ti,tt) OR ((evaluated:ab OR evaluate:ab OR evaluating:ab OR assessed:ab OR assess.ab)
AND (compare:ab OR compared:ab OR comparing:ab OR comparison:ab)) OR ‘control group’:ti,ab,tt OR ‘control
groups’ti,ab,tt) 699

Cochrane library

1. [mh "Lung Diseases, Interstitial"] OR ("Pulmonary Fibrosis" or "interstitial lung disease” or "lung diseases" or ILD or
"Pulmonary fibrosis" or pneumonitis or "lung fibros*™ or Alveolitis or "Respiratory Tract").ab,ti,kw 27,376

2. [mh "Sarcoidosis, Pulmonary"] OR (Sarcoid* or sarcoidosis or Sarcoidoses):ab,ti,kw 734
3. #1 AND #2 227

4. [mh "Glucocorticoids"] OR [mh "Prednisolone”] OR [mh " Prednisone"’] OR [mh "Methylprednisolone"] OR [mh
"Dexamethasone”] OR [mh "Steroids"] OR [mh "Hydroxycorticosteroids"] OR (glucocorticoid or prednisolone or
prednisone or methylprednisolone or dexamethasone or steroid* or hydroxycorticosteroids or corticosteroid or
cortisone):ab,ti,kw 120,717

5. #3AND #4 76

KoreaMed

1. ("Idiopathic Pulmonary Fibrosis"[MH]) OR ("Pulmonary Fibrosis"[ALL] or "interstitial lung disease"[ALL] OR "ILD"[ALL]
OR "Pulmonary fibrosis"[ALL] OR "pneumonitis"[ALL] OR "lung fibrosis"[ALL] or "Alveolitis"[ALL] or 'Respiratory
Tract™[ALL]) 1,013

2. ("sarcoidosis"[MH]) OR ("sarcoidosis"[ALL] or "Sarcoidoses"[ALL]) 357
3. #1 AND #2 27

4. ("Glucocorticoids"[MH]) OR ("Prednisolone"[MH]) OR ("Prednisone"[MH]) OR ("Methylprednisolone"[MH]) OR
("Dexamethasone"[MH]) OR ("Steroids"[MH]) OR
(|

'hydroxycorticosteroid"[MH]) OR ("corticosteroid"[MH]) OR ("cortisone"[MH]) OR ("glucocorticoid"[ALL] or
prednisolone"[ALL] or "prednisone"[ALL] or "methylprednisolone"[ALL] or "dexamethasone"[ALL] or "steroid"[ALL] or
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"hydroxycorticosteroids"[ALL] or "corticosteroid"[ALL] or "cortisone"[ALL]) 8,731
5. #3AND #4 3

. Auza}
MEDLINE 251
EMBASE 699
COCHRANE 76
KOREAMED 3
HA| 1029
E=—= ()

%|ZE 953

O
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2.2l AdM AN g

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

Total (n=1,029)

Y
Records after duplicates removed
(n=953)
Y
Records screened ‘ Records excluded
(n=953) (n=877)
Y
Full-text articles assessed N Full-text articles excluded, with reasons
For eligibility - (n=71)
(n=76)
HRESS MO E K| 2 A7 (n=6)
Y AH|20|E X|ZE AlHSIK| 242 H-1(n=8)
Studies included in HWZORZ BZEH X|2 22 placeboS ZEAI7|X| gk &7
quantitative synthesis £”=20?_ E N 5
(meta-analysis) U= 2 X EE 26K o2 E-_rlo(n=10+)
(n=5) HIPOR FTAE|20|=2| AIR7IZHS BISHR| QIU7ILE
ARZ7(7t0] 1 0| 40| Of! ¢4 (n=19)
SUSHCAIR], SU AUE F= ST ZL(n=1)
FOJ = 22017t OFLl HR(n=7)

3. 271 22 H (Evidence profile)

Certainty assessment No. of patients Effect
No.of Study  Risk of R ISR (. Other Oral placebo/no Relative Absolute Certainty Importance
studies  design bias y P considerations corticosteroid ~treatment (95% Cl) (95% Cl)
CXR- improved - RCT
194 more
. RR 1.40 Per 1000
3 clieehl=2ul i not serious | notserious | serious” none i Heie (112 to i | EEEC CRITICAL
trials  |serious (68.3%) (48.5%) : 58 more | Moderate
1.76)
to 368
more)

Cl: confidence interval; RR: risk ratio
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(sarcoidosis)

4. 27 7|He| A E (Evidence to Decision Framework, EtD)

Problem No

Judgement

Probably no | Probably yes

Yes

Varies

Desirable Effects Trivial

Small Moderate

Large

Don't
know

Varies

Undesirable Effects Trivial

Small

Moderate

Large

Don't
know

Varies

Certainty of

evidence very low

Low Moderate

High

Don't
know
No

included
studies

Important . Possibly P.rObably " No important
. important Important .
uncertainty or : . uncertainty
variabilit uncertainty or | uncertainty or or variability
y variability variability
Does not favor
Favors the Probably . cither the Probably Favors the . Don't
Balance of effects . favors the intervention favorsthe | . . Varies
comparison : : : intervention know
comparison or the intervention
comparison
: Moderate Negligible Moderate . . Don't
Resources required lEEliNEeeSS costs and : Large savings | Varies
costs . savings know
savings
Certainty of No
evidence of Very low Low Moderate High included
required resources studies
Does not favor
Probably either the Probably No
Cost effectiveness Favors t he favorsthe | intervention favors the . Favors the Varies | included
comparison . . . intervention )
comparison or the intervention studies
comparison
Equity Reduced Probably Pr?bably no .Probably Increased | Varies Dot
reduced impact increased know
. . Don't
Acceptability No Probably no | Probably yes Yes Varies Know
o . Don't
Feasibility No Probably no | Probably yes Yes Varies Know
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5. ZutE

Heterogeneity: Chi*= 5.89, df= 2 (P = 0.05), = 66%
Testfor overall effect: Z= 2.90 (P = 0.004)

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

i i ixed. 95% Cl ABCDEFG
1.12.2RCT
James 1967 16 27 4 24 7.9%  3.56(1.38,9.17) 7000000
Selroos 1979 17 19 1 18 211%  1.46[0.98,2.18] - 7927009
Zaki 1987 51 77 33 57 709%  1.14[0.87,1.50] | 200008
Subtotal (95% C1) 123 99 100.0%  1.40[1.12, 1.76] +
Total events 84 48

Testfor averall effect Z= 2.90 (P = 0.004)

Test for subgroup differences: Not applicable

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Total (95% CI) 123 99 100.0% 1.40[1.12,1.76] *
Total events g4 43

- = - CEa I } I d
Heterogeneity: Chi*= 5.89, df= 2 (P = 0.05), F= 66% 0.01 o b 10 100

Favour placebo/no Tx  Favour oral steroid

{5355 S X 2ol QofA 18 ol 2157t 1 mIeh x| 2o v]s] Ad/ofeks daAl7I=7k

-PICO 824

Population: 27 AHZ0|E X2 E Aot HIRSES 2tAt
Intervention: 2+ AHZ0|E 14 0|2 X[=
Comparison: 2 AH|Z0|= 1H0|A X2

Outcome: X, 2t}

Analyst(s): BtS@, ®MZZZl, o|2F, 4X|Y, Y, H&H, O|X|H
Date: 2023 2& 22¢
Setting: Randomized controlled trial, observation, cohort study

Bibliography: siiz 231 giS

REETE

Ehl

386




REIESEITnI STV R |V, €355 (sarcoidosis)

6. 2=

olN
rr

‘ol H85535 Sk 2 5ol i) ddele A AHRO|EE I AE ofA|2 1ot
t}. Prednisolone®] 7Fg E6HA] ARG El= 4+ AB|20|ER, 27] 852 20-40 mg/d= AR&shH A4
3] e AAS k. BR85S ErlollA ATt 2HZo|E 2| 52] ARG 7|7tol] 5] 19991 ATS/ERS/
WASOG statement= Aoz 1 92| & H5H7| = . sHA|T dA|7kA] AT AE|2o|te] A% 8k}
o= /555 SAolA A7 AB|20| 29| A AGH ALE

o Aes A7t 2oy 29 A A3t 447] PICOel gt &
A2 A7 stA] Zsldet. webA] 270 sligt= 771 glo] Hlf-555 A 2| 5ol Rlof Bt AE|20lE A

2 7|7kl tiallA] of w3t AL SRkt

30

K
)

A ARG712 A A] oAl ok &

e =

K

!

770l TEF 2AS B The 2 WY AR

o

& MEH

| = |

|oF

==

MO

N
J

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

Total (n=1,029)

o J
Y
- - N
Records after duplicates removed
(n=953)
AN J/
Y
Ve N\ Ve N\
Records screened N Records excluded
(n=953) (n=877)
o J o /
4
Ve Y Ve Y
Full-text articles assessed Full-text articles excluded, with reasons
For eligibility g
n=61
(n=61) ( )
AN J/
HRSESS MO R ofX| 2 A7 (n=7)
p ' N AH|EO0|E X|EE AJSHK| o2 HT(n=6)
Studies included in HWFOR HEM X|E S2 placeboS EA|7|X| 42 &7
quantitative synthesis (n=19)
(meta-analysis) ZHAQUE ARt X|EE B8] g2 H71(n=3)
(n=0) HInZOZE HAAAHZ0|=0| AHE7|2HS HN6EK| QAL
- J Arg712t0] 1 0|40 OF:! 47 (n=19)
HO| = oH=2017} OFl BR(n=7)
o /
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1. Statement on sarcoidosis. Joint Statement of the American Thoracic Society (ATS), the European Respiratory Society
(ERS) and the World Association of Sarcoidosis and Other Granulomatous Disorders (WASOG) adopted by the ATS
Board of Directors and by the ERS Executive Committee, February 1999. Am J Respir Crit Care Med 1999,160:736-55.

. Grutters JC, van den Bosch JM. Corticosteroid treatment in sarcoidosis. Eur Respir J 2006,28.627-36.

w N

. Paramothayan NS, Lasserson TJ, Jones PW. Corticosteroids for pulmonary sarcoidosis. Cochrane Database Syst Rev
2005; 2005: CD001114.

4. Baughman RP, Valeyre D, Korsten P, Mathioudakis AG, Wuyts WA, Wells A, et al. ERS clinical practice guidelines on
treatment of sarcoidosis. Eur Respir J 2021,58:2004079.

5. Eule H, Weinecke A, Roth I, Wuthe H. The possible influence of corticosteroid therapy on the natural course of
pulmonary sarcoidosis. Late results of a continuing clinical study. Ann N'Y Acad Sci 1986,465:695-701.

6. Israel HL, Fouts DW, Beggs RA. A controlled trial of prednisone treatment of sarcoidosis. American review of respiratory
disease 1973;107:609-14.

~

. James DG, Carstairs LS, Trowell J, Sharma OP. Treatment of sarcoidosis. Report of a controlled therapeutic trial. Lancet
1967,2:526-8.

8. Selroos O, Sellergren TL. Corticosteroid therapy of pulmonary sarcoidosis. A prospective evaluation of alternate day
and daily dosage in stage Il disease. Scandinavian journal of respiratory diseases 1979;60:215-21.

(]

. Zaki MH, Lyons HA, Leilop L, Huang CT. Corticosteroid therapy in sarcoidosis. A five-year, controlled follow-up study.
New York state journal of medicine 1987,87:496-9.
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(bronchoalveolar lavage; BAL)

B EHSHZAAL

JH 8RSl A= 24|
|22l M AHIZ0|= X|=

ILD X|=H|Z AFSE
HAMA] 2 A=A
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(o))
I

] m)l mE
0" 0"

D-

F.'E'.

1=
=
7t

* L
C
ol
A
2t

mAd Tr
0%




ILD =2 X|E!
2023 1X}F 7HH



SRR | 7| 2ER T I M| K 2 A

ILD TEXE 2023 14+ 7HE

. 7| 2EX|H S A Z ZH AL

(bronchoalveolar lavage; BAL)

1. 7 2K 2 A X 2 AL

7| HAH ZA A AR H A% SRS H7shs dEFA oAl Bl w A QbSE ZAto|t), 7| HA W A - H A=

FRHRCTA £/447H84dd|3 (Usual interstitial pneumonia, UIP)ll $g31A] ¢k-2 7w 2 g S}
ko] =go] & 4= JUeHA 1). 7| IR H ZAIH HARS] HEEt s Al fleiAl= 7| A ZAIH AL SHE =2
Al 8= 30, ZFE 7] HR|H| A A o] 2 HSHA| 22| ojof fhet. 7| AW A KPS Aldsh7] Zojl 7]
AW ZAHGAZF 7P A ghe] 75 B7oketl B0l = AE, Sxke] AlH oA 3 239 9194
50| A& E]ofof gt

2. 7| 2RI ZMAHHAS AYE o Z=ofAret

1) 71 A HZAH AL A1 A= Ale A Alget FRHRCTE 7|08 Aot HEA o= 24
MES 348 £ 9l 5 A(right middle lobe)2] 4 (segment) =& 23 (left upper lobe)2] &4
(lingular segment)°l|l 4] A|3JE T},

(2) AFE 71BAHEZAZ R 2 &@?@E—%@*HW“HIE, %"——l-:rL FT i’*—?)% AlgRtet, L 2]
AMZ o oiakA o g2 7k o]} Qo] o] Alo] E=
TR0l A EAFR 0 2 A3)sA] gkech, o %‘E éé!tO] 4*‘E171L} 71T o) A 2 Y o] Y

=]
=
AR FmPTE 27N A PmPOLEAALE Al 4 Utk
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UAHOE 0jeh 7HY AT ol
(), AT, RGN, HIISHAN
Y
‘ E5 HRCT ‘

v } v
wgmgues | | HRCT2 HE+ 7} | HRCTEEo| gEEE

\ 7RI A ST \ \ 7 BRI A AL Al

v \

=3 mgio| Flet i BRI E A AL
2 FlErotn) 28 A2

T 1. 7| 2R ZNE AL A 2| E

— [}
"ER A ABH0M BRHRCTE TIEH THs3t Welols R853, SNTELHE, H YAH2SANEEETE S| AUt

==

0

(1) #FHRCTE #arsto] Mejst 7)) HHol| 7| A WA E-E 719] 117 sttH(wedge position). 7] AW
A7 17gst oAl AF22] ArlAldeg dAgitt o] w, AgjAld4e] F Fof 100-300 ml7} H =&

Aol U¥HE 0 2 100 mmHg Blgke] S%O R B, 7w 2

gh
=
o
(O3]
tolr
tt
T
I
)
¥
ro
)

wsleiAl 59 89e ZHh
() % WA 3 2D eI 4e42) 24 30% o] 4ololof STk, Aol 30% vl 55| 100 vzl
29 WETE 8 A 2ol 277} WA 4 Yck. 7ok A1) 7} Fojgke] 5y vl H2oll 7juA
H ZAHHARE Aot |G o] Tt o = QIeh 22|43 JSAJuiZiAS] 1] «1F S wstr] fIsh HAF
£ FHloF gtk
(3) AlEZZAM AR QlsliAl= 2|4 5 ml o)3e] 7] A o) 2 A2 o] = 2 5Heh(2] 4] &3 10-20 ml).

ke
@) A Az 7R HZA A S5 AT 3¢ AlZEAHARE 147 ofufol Al&jshof g,
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4.7 |RER|HE oY s 2

F(>3%), HITAIEZZ7HE(>0.5%) 22 -2 4~ Qo). HITHEEZ7T /3 °ﬂ whE oAl 7w g
o

ofe) 13} 2t}

H 1 Y gAHIZHRNC] 7| 2X|HEAHAO| el B2 20 W2 E SVt R0l 2 HEgHEet

(Bl
CHALY|Z >85% | RSE3, HISOINELE | SMPHE, FSAUHT, | ZNTIYE, SLEHER
2o 1015% | @, MRS, ofSelRm| | B4014, HA J[RXY, B, SO, T £E 3L
o 3y | B BNIZTIE, YA | ChurgStrauss S22, 22| | 0] 2, 72X, MBI,
=S = . — =
3, SENY|IMHY, YD | 2717|2XHoAH 2 LR | SHTERNSS T, 0ot
iy -
24 S1% | raszEd A5, M, 3|, 7|ds, Zdy
ATME <5% HEXELY, SX71YnE
HIT 5% 2015 HEHRSTS, MelgnE, £ CHHUSHR), MEY BISOIZMILHE, HSY ofgets, 2n
TUESHY, SLL7| Mo, e YTES AASICH 2IZT >5000= TS £ H|S0[ZFE SIS ARSIt
i 250 APOIS ALY B EE BHASUAIEE TEE 4 20
FEET 5000 ST, BOIHY Tt SHYUHTEO| TLHS AlARSICt

5. 7|Elt =50| &|= 7| 2IX[HAMIAY ZHAL Z2t

7| HAH A H A o] £9HA] Azdo] Jcho]] =Zo] F 4> k. ALA|Q) 7| A H IAH Ho] HAF o=
WA= 72 netAdH| &S (diffuse alveolar hemorrhage) S AJAFSHCE x(ZE 7| PR H| Z A2 o] 15-20%
ojjol] vitte]l 7letets M ED /Y 7|18 HZAH R 89+ 472 HZTHF-S AARIT o] ]9
Ego| H= 71 HAH ZAIH A AL Aif= ofef & 29 2tk

H 2. 7[E} 30| Bl= 72T ZEA A Y HAF 2t

7| 2RI H M| XN HAL Zat k2,
dEd 7ol 53 5k 4
M| (A0, flow cytometry) 2f
ALKl HH|OM BIFh= P 7| 2R T A =l oot &y
PAS M 2801 @R8] 7| XM ZMIE T 2H S THSH(debris) | ZErEHS
S0| HZ SEH[0f0] BHS5Hd SASH= T+ otdHIZEEE 2t

393



ESEPSESY 2023 14 7HA

A2
| |

1. Meyer KC, Raghu G, Baughman RP, Brown KK, Costabel U, du Bois RM, et al. An official American Thoracic Society
clinical practice guideline: the clinical utility of bronchoalveolar lavage cellular analysis in interstitial lung disease. Am J
Respir Crit Care Med. 2012;185(9):1004-14.
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Il. 62 EHSHZA}

1. 622 AAA]| Chet i

1) AAr27H 5 2|0]

Srso) LE5Ee Ao R Bl o mE Age 2y, (RRAAN, ASHAAA, S5}
w715 734k 5ol Nm“ 5 —Eriﬁ“W}bBOm%E(S&l% 100 1] E) gl B85t 7170 HEH AL

o EYAARS Hgsta Tt H}dol A= oA FALE 657t 2o W] A7 st F FHARE
S7Joh= ZAtelth. 7] 52 Algh 71546kt Qs Ak AlQlstal RE fbEo] mid d/dA o g 435}
= o} 6R R AR AN, HAEREE, AFISAE, 28U 5 87160 Bo R 5k BE
A ARIO] AREA QI vE-Gof tis FA| 4 02 viggttt. shA|Rt 6 B A b &5Ago] & 74 ol A7]
oj AA|A| ARl FA|o) olato] HHAYSE ZIQIZ|of thgt HHE whetA]= Rt AAL F 2 Al AU F
Alg A 4 glong xofg o|ste] 252 517] ol Ao RE5F2E Alets 5 Foh 7 s HAAH
2| Ak F 2 (peak oxygen uptake: VO2 max)2 SA5HA] o, o)A E5/4dE o F vttt %
o] Aok, eyt eREPA R = A H T} Bl wA ATEATL F2 Holo, by A SETte)]
Aol ko] A BEL 25 Balgfo|ut AU AdFHFEOE o Z Hhdsitt’®. &, 6EEP A 255
SHAE 7| SRR A2 thA| 2 Q1 AL of el S BebaQl AN & 4 Qlek

Q.

)
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2)HE

0lA

7|55t AP A ofFEx| 2ol tiet HE-E- 71 flsh AR
= 7S S5l ARGE AL JITHE ).

HO|A], HEN|, HENSAS, oS, ChEHMMHH R I ode A8
el SHERS, 8N, g etdst, R3S, nFetkt
Mg A, Mt oEet
—1
3) 271
7Ate] ArhEel 27]2-2 o o o] hAlsh Bk dEAIZol L AR Al WAIEH A-Solth ZAEA] o

£ 138H4=7] F9F >180 mmHg, ©]2H7] 9t >100 mmHg)o]uk Hlml (kg A] AEk >12038]/2)0] Q1=
L= iz 7150 FEEojut A ™S U EFo] 7Hsst 7]l s A A A A3
AL 6711 olUjoll A =S EHolsk= Zlo] TR, by AElo] HAIZE S F7|5L of

[e]
ChA BYFORAE 28 Fol ZALE WYskAL, FHLeR (85t UER SN 52 FHISHL AAE A

:E
e
-
r
0
—
o oX

d

L
Mo
(o)
>
N
S
Yah
el
o)

AARE AL 91 STl thsh thA7k 7k e oA Aldgstolof shoi, olel diulgt SRE (4t v

E 23N, olruld, AREEEY7] L vselold) U 7171E Lok 3k, 7] 2724 (Basic lif

support; BLS)E ol4:3 247} AJaysto], #ae) 74 efol et BRska oAbt chldich /A4S Ba

SR A W4 ALGYTE Aa BFE KT HAE Agslelol ALk WA F ) FE ) BE 4 B
5

) Algh 5k 6) ) A7do] o HALE S| FTshol st olei el

5) olilA Al 2{E

6B elo] Fe t1A 4 9 3 29102E 7], Lol, 44, AF, A7 Q1X7), 22AAY)
S5} 5ol 9o, FAF A 2910 2 Al 3 Ze] 5o 57] Hol WA 2 24, A% 34,
o] 5ol QItP, D2 74k F Aele) o}, o]z

=
2g018] FEA ol A 2o] Beshrha shA] ehou), A4S & 49 B T4 T AUAIE Austn 9

o
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2. I S| Ez0f| M 62 HHHAL

1) 62532

bYA= ST /S Aol T2 E AF0M FVC, DLCO < 7|55 PA-a02,3} o] 9131
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1. Pirfenidone

Pirfenidone &3t 287170 dHA A Fout a2l A5, Fatete] 53482 Uetdl= oF
’FA1& (preclinical study)ellA procollagen, TGF-B1 744y, Ad-G-HA| A
(fibroblast)2] Z-413+ 2/dst oA & FFA2xe] 7H4E 5ol ARSHE Ak o2 BuEglcl 20104
R EE dEoA AP AE A A 3 Aldoll A 1-83H1,800 mg) 3t A-83(1,200 mg)2] pirfenidone
gl fjokS 5257t Fofsto] miEaFe] MsteFS vlw st A3} pirfenidone 1883t A-&&F H o)A 52
F2ro] HEgd Aol e ATl Hlsl FolstAl So15lal, L&FolM= FNFYEE
(progression free survival)x. 9] 2ftoll H|3l Z7151Icl. 2011 YEEJUE CAPACITY A= n)=} /-7
ol A Al A 27112] 34+ YAMAIA(CAPACITY 1, 2 trials)2, CAPACITY 20j4] 1L-8%(2,403 mg)S 9JoF
wol| vl 725 & =HEERHFVC) 2] At f-olsHAl Al AP H = FolobA] Rekout CAPACITY
1o|Ae & 2 7te] f-ol5t fo] 7t o= 2] okt o]2|$h A AXHE-S vl O 2 pirfenidonee Y+£(2008
), #12011¢) 2 =ui(2012:d)0ll4 S/IHAE /52 X EAZ SAE At L, vl AlF] ek (food
and drug administration, FDA)ol|A+= CAPACITY 13} 27} th2 Z#E Bth= 718 o] f& 5902 7125
A M2 34 AFE A WFEZ @750 ASCEND trialo] A= ACF. 1 A3} pirfenidoned 9]2fo H]
&l 5257F FVCY] AL oF AHto 2 F0J39]11(-235 ml vs. -428 ml; relative difference 45.1%), 2 %13)

HAHE 439 SolErhe Zlo] &= o 2014 108 S/l -52] A=A 1]= FDAS] 591 Wttt
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fllo
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ol e LRI AP I AFS 7122 3 8L AL o, Ag ok AFE mojle
200mg 1S 317 Al ¥ At 2% = AAlel 3 237 B-8510 S-S #2180 9l A 253 1t os
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279(400 mg), 37%4(600 mg)7HA Fsto] 17 3 H-§ote s skl itk F3FA Al50|7]= ShATt =
Ul At-50llA pirfenidone®] A& x| &= BF-ET x| &2} Hlawsto] & Xpo] glo] FVC AAaE =5+ '}
7F Aokl HAE]Ql7] wifol] RAg oz Qs BE&H F-8o] ol 3¢ ek Uiebde st} 832
71eks o]

H2kg o 2= 9 4(36.0%), 21/ (photosensitivity) S 3ol 1] FHH(28.19%), Z1419]2F7H20.9%), ©f
A& (17.6%), A1824(15.8%), +(12.9%), HF4(12.6%), HE221/35 5ol Hlw2] &6t i,

ol BAE2 thiE 58 A2 3-670Y el WERaL \'41711 TEER, oF29] §FE Eo LA T
ShaL o 25 2488 AT 4 ok’ FRlde 11 &, mA,
ARt 28 9l 2o datg A (=held 2hE 214271 50 o4, UV At B 25 b ARE-S B3f ol 4= 1, gt

i 28
A 2 Aol silver sulfadiazineo|ut AB|20]E A7} ZA4F Aslo] -go] HoP, H7)7 22 B

AFollAl= ek 16%2] A7t okE H2kg-0 & Q15| okE-S FTaHITHIL B astit”,

Pirfenidone CYP1A22] 7|& =& CYP1A2 A3al#|(ciprofloxacin, amiodarone, propafenone )%}
-8 A] pirfenidone?] oF2 =& 4 F2hgo] Z715 4~ Qlom 2 o7} " Qsirt, 5 CYP1A2 F-TA|
(omeprazole 5)2} ¥-§& Al pirfenidone®] oF% st G317t 7H4% 4= 9lom g Fol7h i Q5ir} AHgFA
£ CYP1A2E A5t pirfenidone?] oFE =& S7H7|4L o] 2 QIgH 20| Alsid 4> Qlof oFE 58
Z AHFA AFE Alstslior 51, B S8 25t CYPIA2 =4 2A] pirfenidon®] oFE =9t a7H=
dad 4 oug A Hilsfof gt

Pirfenidone?] B3 2o |4} 7]%2 thea} Zth HRCT F= £44 1 2
FVCZ} A|5%]2] 90% o sto] At H&4ks0] ol 5%]2] 80% o5t 7%, == FVC7} Al5%]2] 90%E 23
At HZA4kso] cllE2]19] 80%E 23} steite tha 5 F 714 ool sidste 49w BdEo] 7t 7Fsst
th. 1) FVC7} ol S217F 47 10% o)/ st Uk Aiighe] 200 mL ol Zasshs 49, 2) /454 o8t 3)
R/ otst a0l Sl Aol
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2. Nintedanib

Nintedanib2 #4588} 7|70l To{sk= VEGFR (vascular endothelial growth factor receptor), FGFR
(fibroblast growth factor receptor), PDGFR (platelet derived growth factor receptor)S 5Aloll JA5H=
tyrosine kinase inhibitor® M/ IAIHS Sl et 5= EHollA| procollagen, IL-1B 3 TIMP-1 42}
AREAE 4] 9 243t AR, ASAHIEY FAas Sl HEREE JAlshe 2ol B 2719 th=7}
3¢ YEAIF(INPULSIS 1, 2 trials)ollA] nintedanib2 $jekell vla FVCe] A7t A4S |FolatA] o3t
(INPULSIS-1, -114.7 ml vs. -239.9 ml; INPULSIS-2, -113.6 ml vs. -207.3 ml)"". S4J<}s} of#}of] QlojA =t}
2 AE HojFl=d]|, INPULSIS-22] 742 nintedanibo] 9|2Fo]| 8|3l S4d2tst 293 S R-oJ51A] Zoi5
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RO L}F(3.6% vs. 9.6%; HR, 0.8), INPULSIS-101A1+= o] 7} GiiT. o3t At AutE v o 2 [PF 2Hrfol|A|
FVC A &5 2 §olsHA| W3 nintedanib? &117} Q1A= o] 2014 10¥ 1|2 FDACA] IPFe] x| 242
X

(63.2%), 241(26.1%), A 8-7+4(12.8%), 79(10.3%), AE544(11.2%) 5oZ, thl 3-55

S 5ol AT 4 Aot Aate] A A o] Skehet| SRS R4
loperamide AH&-0] 2o =L, A/ 4] 3ul o]/de] 1H7]s ool oF 5%ollA] BirE]o] A7|H 1 7 ]%
HAAPE Eastth A4 /242 A oL nintedanibe 5835 ol A A2 HAYEo] E2 Aoz B
E]0J(1.5% vs. 0.5%), A EHATHS F T Frtol| 2] A-goll ]7 F @5,

Nintedanib 179 -8&-2 150 mg® 100 mg 27Fx[oH A3t 3| 58511 18] 1794 oFF 23] 58
Stk ek Ql U8R 150 mg 1782 23] 5-85h= Zlolw, AAPE AlsiA] th2 W o & x40l ofgi7
739 100 mg A= ®7gsto] oFF 23] 58 4 ok S5 & ol/de] 1HEHo] e B¢
nintedanib®] £of F7|o|ng Fof X 77]5 AR 7HE3 WS Flsfof gttt u|=k FDACIA = 7
(Child Pugh class A)2] 7+7]s ol g BHFeE 2xtoll A= #1-87H100 mg bid) AHERHS
AFe] 2+7)%5 Zol(Child Pugh class B, C)& SHIH xloj &= AFRsA]| & AL Hs)

A L vl 27]5 AS ZAdshal o)F QHgATElZL SR 371 7HA 0 2 717]% Ate] Ffo

o
=
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Nintedanib-2 P-glycoprotein (P-gp)2] 7122, P-gp A ali#l(ketoconazole, cyclosporine 5)2 2ol &
-8A| nintedanib?] oFF & ¥ F2-go] F71e 4= Jlom g Foj7t d gsjrt Esh P-gp /- = A (rifampicin,
carbamazepine, phenytoin 5)+ nintedanib®] k2 w% L G317} 50%7HA] a4d 4= ooz 734 i
85 mafof gt} =gt SRl A] nintedanibe] 4l Zo] H|SAAELY 219% RFotTH= oFsst 24 Zulrt
Aol FA-Z Harshof st

71171 o/gdelAle Fol A dAl 775 EelshoF 54, nintedanib FFAE} Fof & 370€7kA] ml}lo] T

Sttt = Uioll A nintedanib2 A% B AR&-0] 7 SIAITE obA7EA] By Fof7) QI E A AL Ut

| |
| |

1. Hilberg O, Simonsen U, du Bois R, Bendstrup E. Pirfenidone: significant treatment effects in idiopathic pulmonary
fibrosis. Clin Respir J 2012,6:131-43.

2. Conte E, Gili E, Fagone E, Fruciano M, lemmolo M, Vancheri C. Effect of pirfenidone on proliferation, TGF-beta-induced
myofibroblast differentiation and fibrogenic activity of primary human lung fibroblasts. Eur J Pharm Sci 2014,58:13-9.

3. Taniguchi H, Ebina M, Kondoh Y, Ogura T, Azuma A, Suga M, et al. Pirfenidone in idiopathic pulmonary fibrosis. Eur
Respir J 2010;35:821-9.

4. Noble PW, Albera C, Bradford WZ, Costabel U, Glassberg MK, Kardatzke D, et al. Pirfenidone in patients with idiopathic
pulmonary fibrosis (CAPACITY): two randomised trials. Lancet 2011;377:1760-9.
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11.

King TE, Jr., Bradford WZ, Castro-Bernardini S, Fagan EA, Glaspole |, Glassberg MK, et al. A phase 3 trial of pirfenidone
in patients with idiopathic pulmonary fibrosis. N Engl J Med 2014;370:2083-92.

. Lee EG, Lee TH, Hong Y, Ryoo J, Heo JW, Gil BM, et al. Effects of low-dose pirfenidone on survival and lung

function decline in patients with idiopathic pulmonary fibrosis (IPF): Results from a real-world study. PLoS One
2021;16'e0261684.

. Song MJ, Moon SW, Choi JS, Lee SH, Lee SH, Chung KS, et al. Efficacy of low dose pirfenidone in idiopathic pulmonary

fibrosis: real world experience from a tertiary university hospital. Sci Rep 2020;10:21218.

. Hwang H, Lee JK, Choi SM, Lee YJ, Cho YJ, Yoon Hl, et al. Efficacy of lower dose pirfenidone for idiopathic pulmonary

fibrosis in real practice’ a retrospective cohort study. Korean J Intern Med 2022;37:366-76.

. Costabel U, Bendstrup E, Cottin V, Dewint P, Egan JJ, Ferguson J, et al. Pirfenidone in idiopathic pulmonary fibrosis:

expert panel discussion on the management of drug-related adverse events. Adv Ther 2014;,31:375-91.

Maher TM, Cottin V, Skoeld M, Tomassetti S, Azuma A, Giot C, et al. Pirfenidone Post-Authorisation Safety Registry
(Passport)-Interim Analysis of Ipf Treatment. Thorax 2014;69:A8-A9.

Richeldi L, du Bois RM, Raghu G, Azuma A, Brown KK, Costabel U, et al. Efficacy and safety of nintedanib in idiopathic
pulmonary fibrosis. N Engl J Med 2014,370:2071-82.
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IV. ZHE S| 2 2H0]| A

AH|IZ0|E X|=

AH|Z0|E X|=2|

ot g H Aol = d5S AAlIsH | flsto] AB|ZolE X 87} 7]l Hu, ERAPHAE RS
(idiopathic pulmonary fibrosis, IPF)ollA+= 37} ¢, -5/ 8] S0t/ du & (fibrotic nonspecific
interstitial pneumonia, fibrotic NSIP)z} Zo] Ad-gsh7t 8 4791 7Hdu|dgte] A o= 28 J5E
2 Sth =9k 9oFS ARG t2 A7t Hof UA| 7] wiEoll AE|2o|EA7} Ho] ARE AL Q= oY TR
o] ZHA/dw ARt fAE0] AEES Pt AP SAE ofd7kA] = gitt. SAHH R (eosinophilic
pneumonia), S2/d 7|23} H&(cryptogenic organizing pneumonia, COP), 2k 555, A
/du| (hypersensitivity pneumonitis, HP), 3457 2X1&%, S48AMHE, njedm2E3d 2 ekAjof] 2|
S 2 /gu S Sks F S0l Ae Aeolls AHEC|E X gof 2 A S HolBg HYEY
Atk 718 -o 2lgt Aol Zfolli= FA719 17 REFo|A AR Zo| =7t HAFH T,

A u A=A A ZolE 2| 50] AH7t §3Folu; Fof 7|7t tisiAf= ob4] SEH Hh= @itk ¢HHA|
© 2 idiopathic NSIP, COP, 24|22 A2-A /g A ek Sollx= v prednisolone 0.5-1.0 mg/kg¥l 7
T Fo 2 AZSke] 4-125 Fof T RPYEE B okt S oFY AEjol Ay e E Aol &
< 0.25:0.5 mg/kg® 7rgsto] A4 Aol whet thA] 4-123 Foidit), 8358 whe] So|AU X7 7|7He
2] &5 Feolls ol AEE = Aok F A& 7172 67 €ollA 1ido] 3 E), T 2Rp7E AH RO
SRS |

r&"
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ol E+5tal Al otge] = 7d-9oll= ti7H cyclophosphamide, azathioprine, &=+ mycophenolate
mofetil 52| o|xAHA|S 371514l prednisoloneS 0.25 mg/kg/¥ 2 ZaFatALE GRS,

Ag 24 4d A TER 5ol A7 Aol AU 3408 3o F47-E Y (acute interstitial
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= ) E L, AcH. webd EH 2 dhesk o3
£ st wAd 2 28915 2] Ys) HFo] Hele Ralesg stn Y-S wy) s wHsfof gt
AH|ZO|EE Foioh= &Rl A kol Z5 1,200-1,500 mg X HIEFT D 800-1,000 [US £ A2 a1l
2 4 9lonf?l Zhe Ro7t A I S F7HAIZ 4 Atk A7t Qo] FoJ7 W et et 24

A= 9 FU = AL Ao we} v]AZ A I Y|o] E(bisphosphonates)S & gH2,

o
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I
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2E|20|E ALgo] YAY E AT EE S LT £ AATWHE g iR HERR Aol A R0l ALE
o] YAt Tao] UgS HolFA] FIATte. 2ejuf AB|R0| =8 H|AH 2o =g FA|e} Zho] Ag-5HH
oA 28 o] 93 o] Z7lsh= Ao g AeA] Qo ujela] AHEO|T x| 2 Z9l Skxjoj|A| H]| AH|Ro|TEtY
ZAl(nonsteroidal anti-inflammatory drug, NSAID)E AF8-& wi= proton pump inhibotors (PPIs)E 37
Eo5}AL} cyclo-oxygenase 2 selective inhibitorS thAIs]A] AF&SHCP.

4) 2%

AH|Zo| B HAAA 9 AFS Aot BE 79 AW, X, vholz2]A 5)9] ¥ 8-S
A2 4= Ik, £3] pneumocystis pneumonia (PCP)& HIVZE Q= ratol| A EhA31S wf AFg-E-0] 30-40%
A= A= APAQ TR dHA AL o, E0]A], F7]0]4], AA2A|AEo = Fojsh= |
A7t AR LA Qlal 5] AH|Ro|=E F239F oY AR dEfA oY, mEki] A|Ro|E X8
3= Aol A PCPE ofiet 24 0 2 trimethoprim-sulfamethoxazoleZ 128 4= QIT}H®, -7k Al7]%50]
ZJ7golH 5+ 17%(80 mg trimethoprim with 400 mg trimethoprim) i Fo{skAL F33] &2 ujd 274
Eoisi Al7)%s A5k Al &3 7afo] W asith, AHZol= ARgo] Bl ¢ o4t Y 1xbr} QithH PCP
of -2 SHalof gtk

o
o|N

-

7

5) AHIZ0| =2} HH AFZ Al F=loljoF & 2F=

2B 20| == cytochrome P-450 systemoﬂ oJsf| thA7F dojub7] wiiol| cytochrome P-4502 {#llst7
Fakehe ofAlleh S AMgSHH EF 2B 20| = g7Fo] WSt 4= oy, whaki] X8 AR} Aol k2 58 oF
A& Felsfof sttt AF|2o]=0] —Fﬁ S5 APl o
rifampin 5°] JoX ¢FE FEE F7HAF]= A2 E XAl (itraconazole, ketoconazole), macrolides
5ol lrf.

2 A 2 warfaring E-85}1 9= shajoA] AE|E0|E |22 5} warfarin®] 321 FalE Z7HA]

2= 743 A (carbamazepine, phenytoin),
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v CTD-ILD X|BH|Z Al &

= HAAK|A]| Gl MESSHEEF|A|

AR 2 A AW ALHCTD-ILD)S] HE3HE X544 x| 885 0] §17] w2l A /ol o
S A AAA G AHESHAAA 7L A= 1 k. AAIA Q] A A A= A 3HS A A= (SSc-ILD)
#2tol|A] cyclophosphamide®t mycophenolate mofetil (MMF)E o]-8-3F #2+¢] thx
CTD-ILD t/o 2 gF F2H| thz A+ gl7] whiel FAst FA2AHE AAIE 4= git. okA|ek 2 CTD-

ILDE ti/d o2 she thdot AEshA A7 o] F2ke] st A7 25| 2135 Qloh. of2ff &&= CTD-ILD
£ A&k o Bo =eS 2 4 e ARAHY TR, 71, oA, AR oAl 8, 8 74t
82 gesigich
H 1. CTD-ILDOIM AFEE HAAH[H| 2! WS SHIH|H|
N BF 71 FR AT 8Y U 2 S22 8l Fo|Aret
Purine analogue, | 1) SSc-ILD (FAST trial, RCT) (1), n=45 1) AZA 2.5 mg/kg/day Bone marrow suppression,
Azathionrine blocks purine IV CYC + steroid, followed AZA vs. placebo nausea, LFT abnormality
(AZA) P synthesis and Trend towards improved FVC Monitoring) CBC weekly first
DNA replication 4 weeks, then 3-monthly,
in lymphocytes LFTs, U&Es
1) SSc-ILD (FAST trial, RCT) (1), n=45 1) IV CYC 600 mg/m2 + oral Bone marrow suppression,
IV CYC + steroid, followed AZA vs. placebo prednisolone 20mg (alternate | increased risk of infection
Trend towards improved FVC days) and malignancy, hematuria
Allovlating acent 2) SSc-ILD (SLSH) (2), n=158 2) Oral CYC 2 mg/kg/day Monitoring) CBC, U&Es,
Cyclophosphamide yaung agent, oral CYC vs. placebo 3) Oral CYC 2 mg/kg/day urinalysis every 2-4 weeks
multiple effects )
(cvQ) on T cells Improvement in FVC, dyspnea and QoL
3) SSc-ILD (SLSHI, RCT) (3), n=126
oral CYC vs. oral MMF
Both improved lung function, MMF was
better tolerated and less toxicity
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Mycophenolate
Mofetil

Reduce T cell
and B cell

zoon

1) SSc-ILD (SLSII, RCT) (3) , n=126
oral CYC vs. oral MMF
Both improved lung function, MMF was
better tolerated and less toxicity

2) CTD-ILD (retrospective) (4), n=125

843 8%

1) MMF 1500 mg bid
2) MMF 3000mg/day
(65% patients)

SRR V. CTD-ILD X|ZH|Z AHES = U= HAAXA 5! MESIEH|H|

Constipation, nausea,
vomiting, headache,
diarrhea, stomach upset,
insomnia, CMV disease, UTI,
leukopenia

(MMF) proliferation Stable or improved pulmonary function Monitoring) CBC weekly first
4 weeks, then twice monthly
for 2 months, then monthly
for a year

1) IIM-ILD (retrospective) (5), n=13 1) Tacrolimus 0.075 mg/kg bid Abdominal pain, agitation,

Tacrolimus Calcineurin Improvement in myositis, FVC, and DLco‘ 2) Cyclosporin 3 mg/kg/day chills, confgsign, seizures,

Gelospaniie inhibitor 2) Antisynthetase syndrome-ILD (retrospective) dlarr.hea', dizziness, etc

(6), n=17 Monitoring) U&E, LFTs,
Improvement in FVC and DLco glucose
1) CTD-ILD (retrospective) (7), n=33 1) RTX 1000 mg Day 0, Day 14 Abdominal pain, back, tarry
85% patients were responders 2) RTX 375 mg/m2 weekly for 1 stools, bloating or swelling
ANG-CD20 2) SSc-ILD (open label) (8), n=51 month, then 6 monthly of the face, arms,
Rituximab B-cell depleting RTX vs. conventional (MMF, AZA or MTX) 3) RTX 1000 mg Day 0, Day 14, hands, lower legs, or feet,
Stable FVC and lower proportion with FVC then 1000 mg at 6 months blurred vision, body aches
(RTX) monoclonal . o
antibody dgcllne >10% etc.
3) Diffuse cutaneous SSc (RCT) (9), n=16
RTX vs. placebo
Trend towards improved FVC and HRCT extent
1) Diffuse SSc (RCT) (10), n=87 1) TCZ 162 mg SC weekly Infusion-related reaction,
TCZ vs. placebo 2) TCZ 162 mg SC weekly hypersensitivity reaction, Gl
Reduced patients with FVC decline 3) TCZ 162 mg SC weekly perforation, hepatotoxicity,
o Anti-IL-6 receptor | 2) SSc-ILD (RCT) (11), n=136 changes of platelet,
Tocilizumab o
(Tc2) mopodonal TCZ vs. placebo l|p|d§, l|v§r enzyme, HBV
antibody Preserved FVC reactivation, secondary
3) SScILD (RCT (12)), n=210 infection
TCZ vs. placebo
Preserved FVC
1) RAFILD (13), n=44 1) ABA 125 mg SC weekly Headaches, upper
Abatacept CTLA41g fusion Associated with RA;I LD stability or 2) ABA 125 mg SC weekly or respiratory trggt infection,
(ABA) protein improvement (88.6%) 10 mg/kg IV monthly nasopharyngitis, nausea

2) RA-ILD (open label) (14), n=263
Stable of improved FVC and DLco
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blind, placebo-controlled trial of corticosteroids and intravenous cyclophosphamide followed by oral azathioprine for
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2. Tashkin DP, Elashoff R, Clements PJ, Goldin J, Roth MD, Furst DE, et al. Cyclophosphamide versus placebo in
scleroderma lung disease. N Engl J Med. 2006;354(25):2655-66.

3. Tashkin DP, Roth MD, Clements PJ, Furst DE, Khanna D, Kleerup EC, et al. Mycophenolate mofetil versus oral
cyclophosphamide in scleroderma-related interstitial lung disease (SLS I): a randomised controlled, double-blind,
parallel group trial. Lancet Respir Med. 2016;4(9):708-19.
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Potential side effects of above drugs: please refer to www.drugs.com
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217} d| 28 d(pulmonary hypertension, PH)& SH51A 918 749, &5520| #|51H

Fo, L ol et pedo] gl Ao' A Qlo] HEkdt xide] Fasht . Hiy

ol

3 4o Ho| s MZ St
St w52 1 E A (17, pulmonary arterial hypertension, PAH)S HE 344 59 (22 §Hgd 4~ 9low
2 29| Qo] ofgh w1 k3w, PH-ILD)¥} rsfiof gl st 1S QJaiM e S EARES A9
afjof s, FHo] ojf & A9 Hdet HEZHAEAE o QJ=|stojof it} 13 Bt flEajle
2 AA 224, 7159, HIV, 1Hgh Ax/dAdg 5ol glor, §5% CT 9 d7 s At 2t g 9jst o3l
H3k ASH Al E 7 )5 A7) & 7% PHILDS| 7HsAdo] P Tgt X871 Wast 57 75t e
A7 Z(venous thromboembolism), THd &7 A7 A chronic thromboembolism), B2 go] F/d}st, 4~

WAF Sof fshAlE o] Wa st}

2. X|X| oH

1) 71 et x|z

oS oot 4

= 714 s8] ek 3] 27k SAjofof ek,
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2) O[ ke A

olAlE FAFHOR Qs Ao dFsH7E = FAlM T2d, T2RE, § 52 2| v =5

=
o] I}, thal, THEdt Ao} BE0 2 Qlek A7) Aol A4 58 So] WA ShEE Fofsio Fhp,

PH-ILDOJ|A] AbAz] 5o tfgh A5t obF] mju]gh s=Fo] 29k, w4 A H| A2 (Chronic obstructive
pulmonary disease, COPD)oll 2|3+ W& tojl A Aaz]Fe YEES FAIAI7]T w5 te] Zhael At
o] AAPC. whekr, o] AFLE TAHZ ArkAZ 0] = FRjol|AlE HAHG Ath TS Flo] AIAESIE S 90-
96% = FAIsk= o] Fastt.

S5 EAu|-3-=(idiopathic pulmonary fibrosis, IPF)S Z35H 7HAJ | 2 g Fxjol| A o5y
Tl FRe BAgl] eRrEE AR TVt B Sgaete] /S BT, et 14275 2) 7R gl A
= FollA= SNSRI E 671 Foll mlEto] ZHAad g BAFQITH. of A7) &7

NS ) BEANBHES AmsH 2 5 Uk

l_r(

i

%

i

Ee)

ox
L?u’

&

olN r.9.

3.24E X|=: S E|Z2AE|d(inhaled treprostinil)

Z7HA] PHAILDOIA Z2AEHEo] = (prostanoid)e] RH/d3t Esoll tieh Hlojel= &gl Al A
o] 23kElo] Uik TaFA QFol|lA= PH-ILD ZFAHmPAP >35 mmHg %= mPAP >25 mmHg |40
HA] PVR >4 Wood unit) 227-S 4O 2 inhaled treprostinil X|52] 315 ZAFSIRATE o] AFLofAl= ]
B7F AbaastEo] BAAQ JFE n|x|A] ekgtom, functional classe} 68 = 2 AH6-minute walk test,
6MWT)7F 7 Zle 2 yepgeh!, & oh2 AR dtollxls #lol Al fls B2 2wl f-3 9 3 g
TRk FAHmPAP =35 mmHg)E 22 treprostinil& A Fosto] 4 FHd =&k transthoracic
echocardiography, TTE) & &da}z 0 2 9414 7]50] 7i4E 702 vhebyt}. o] AL A% treprostinil
2| B27} AT of] B2 0] oJ3FS n)x|A] ektrH?,

2021H0)) Z13)E INCREASE 91713 PH-ILD 34 2 S A EIARIS A|3)3t $x152 tjao 2 o}
712, B2k9), o)% WA, fio} thz, 165 AR S AT ) 3269 BAS 112 RAS) wigato], =

SupgAdY HHAl 0 2 EojE]E inhaled treprostinilE WlEgto|# S E3l| 3F2 43], o) 123(F 72 ug) &




Yotk 15 fJekS Folote 10 E Wiro] AdS 185ttt 16554}l inhaled treprostinil 153}
placebo L& 7t 6MWT2] 7| %] thH] HaLE 13} fa/d H7F 2 siQith | 8te] B 2= 211m 5
7¥etA A YoFte 10 m Z4skdth Ha xbo]= 31.12 m (95% A= 77} [CI], 16.85-45.39; p<0.001)& LIe}
et BESF inhaled treprostinil 1504+ 7] thH] NT-proBNP 2|7} 15% 7449 §HH | placebo 15
oA 46% S7Fet 1 02 LEFH THtreatment ratio, 0.58; 95% CI, 0.47-0.72; p<0.001). Inhaled treprostinil
gollAeE 3778(22.7%) 2] Eatoll A A4 of5kr 2HAgsk §EA placebo LEollAl+= 5478(33.1%)2] 2R}l A
/A st} ¥hgdickhazard ratio, 0.61; 95% CI, 0.40-0.92; log-rank testol] 23 P=0.04). 717 RIEH A
HuE BA82 71, 7, S5ud, AV, Az s, o=, AARITE wba] o Aot= PH-ILD $HAtollA]
inhaled treprostinilo] A= A1} 7l 1} 188 ool S35 AT o 4= U2 AAFSHT

SU 22 H2 o] AFtollA] PH-ILD ¥Ake] u&z(forced vital capacity, FVC)2] 7§14 w3tz iz
=9tk IPF $AHS tiifo2 o 519 15 EAol|Al= inhaled treprostinil x| &7} FVCe] 7§} o] 9]
= Ao 2 yehutth 832t 165704 22} 84.52 mL 2F 168.52 mL (n=92, p=0.0108)2] 7HAlo] ERI=
m, o] placebo HH] FVC 7HA 0.2 & 83(2.54% o]l Z; p=0.0380) & 165(3.50% ©l|Z; p=0.0147)°14 &
AR o2 Folujgt xto] 7} FRIE|QIrH, oj2ist st A A 22 Agkd iy du| A3 connective tissue
disease-related interstitial lung disease, CTD-ILD) % &£3t54d-3-5]7]F(combined pulmonary fibrosis
and emphysema, CPFE) x}Rt}t IPF 2o ¢ 34 Uehts S Bk 0|2 EZ inhaled
treprostinilo] A-7552 FaAIA 6E=2 AL 7H4dol 7o 4 Qlth= 7Hd o] A|7] = ]l

Treprostinil X| &7} FVCE $7M7]= HIZAUS2 of2] BEetr] gt} 22Ut @ e-8=9] Hale}
o] A=A, obYH in vitro ¥ mouse modelol|A] TEH treprostinile] FA-F-st &3t tEQAX] ZAL
sh= Zlo] FQsiH>!, o]of gt A= ZgPFoln, A TETON YA (clinicaltrials.gov identifier
NCT04708782)°l| 4] IPF A2 thi}© 2 inhaled treprostinil®] &%} QFJAS FVCE Lt H7PASZE A}
8-5to] AL QlT}.

3 33 wlEHLER} Aol Al X BAIE AHEE B €71-#F HlE(ventilation-perfusion ratio,
V/Q) v o] yuhd 27} Qlek. ey thE dAolla= §Y ofkEol & 2V|E= H B2 RS fEoto]
V/Q EY2]9] &S 7raA 4 ok A QUATHE,

Al 7853 (sarcoidosis) (clinicaltrials.gov identifier NCT03814317)°]4+ COPD (clinicaltrials.gov
identifier NCT03496623)2} e ® o5 1t $x}-2 )40 2 inhaled treprostinil®] B3+ ZASH=
‘A o] 117 Folt.

Inhaled treprostinil-& 2021 42 19 0]= FDAZRE] PH-ILD 2] SA|2 51% 2 %9] oFx)|7} & ict.
Treprostinil®] Z2et It &4 S o] A4 78S 47 74 0= sh= 5 W20l /439 4171 =tk

31

= H
12 4 9ick. PHILDY] Y $@4oll tha 4742 %ol1, BE 74s 88 318 tpgo Zu=el

i)

415




ESEPSESY 2023 14 7HA

A2
|

1.

N

4.

]

10

11

12

13

14.

15

16

17

Nathan SD, Barbera JA, Gaine SP, Harari S, Martinez FJ, Olschewski H, et al. Pulmonary hypertension in chronic lung
disease and hypoxia. Eur Respir J 2019;53.

King CS, Shlobin OA. The Trouble With Group 3 Pulmonary Hypertension in Interstitial Lung Disease: Dilemmas in
Diagnosis and the Conundrum of Treatment. Chest 2020;158:1651-64.

Dhont S, Zwaenepoel B, Vandecasteele E, Brusselle G, De Pauw M. Pulmonary hypertension in interstitial lung disease:
an area of unmet clinical need. ERJ Open Res 2022;8.

Waxman AB, Elia D, Adir Y, Humbert M, Harari S. Recent advances in the management of pulmonary hypertension with
interstitial lung disease. Eur Respir Rev 2022;31.

Weitzenblum E, Sautegeau A, Ehrhart M, Mammosser M, Pelletier A. Long-term oxygen therapy can reverse the
progression of pulmonary hypertension in patients with chronic obstructive pulmonary disease. Am Rev Respir Dis
1985;131:493-8.

Timms RM, Khaja FU, Williams GW. Hemodynamic response to oxygen therapy in chronic obstructive pulmonary
disease. Ann Intern Med 1985;102:29-36.

Hoeper MM, Andreas S, Bastian A, Claussen M, Ghofrani HA, Gorenflo M, et al. Pulmonary hypertension due to chronic
lung disease: updated Recommendations of the Cologne Consensus Conference 2011. Int J Cardiol 2011;154 Suppl
1:545-53.

Dowman L, Hill CJ, May A, Holland AE. Pulmonary rehabilitation for interstitial lung disease. Cochrane Database Syst
Rev 2021;2:CD006322.

Huppmann P, Sczepanski B, Boensch M, Winterkamp S, Schonheit-Kenn U, Neurohr C, et al. Effects of inpatient
pulmonary rehabilitation in patients with interstitial lung disease. Eur Respir J 2013;42:444-53.

Dowman LM, McDonald CF, Hill CJ, Lee AL, Barker K, Boote C, et al. The evidence of benefits of exercise training in
interstitial lung disease: a randomised controlled trial. Thorax 2017;72:610-9.

Faria-Urbina M, Oliveira RKF, Agarwal M, Waxman AB. Inhaled Treprostinil in Pulmonary Hypertension Associated with
Lung Disease. Lung 2018;196:139-46.

Saggar R, Khanna D, Vaidya A, Derhovanessian A, Maranian P, Duffy E, et al. Changes in right heart haemodynamics
and echocardiographic function in an advanced phenotype of pulmonary hypertension and right heart dysfunction
associated with pulmonary fibrosis. Thorax 2014,69:123-9.

Waxman A, Restrepo-Jaramillo R, Thenappan T, Ravichandran A, Engel P, Bajwa A, et al. Inhaled Treprostinil in
Pulmonary Hypertension Due to Interstitial Lung Disease. N Engl J Med 2021,384:325-34.

Nathan SD, Waxman A, Rajagopal S, Case A, Johri S, DuBrock H, et al. Inhaled treprostinil and forced vital capacity in
patients with interstitial lung disease and associated pulmonary hypertension: a post-hoc analysis of the INCREASE
study. Lancet Respir Med 2021;9:1266-74.

Nikitopoulou I, Manitsopoulos N, Kotanidou A, Tian X, Petrovic A, Magkou C, et al. Orotracheal treprostinil
administration attenuates bleomycin-induced lung injury, vascular remodeling, and fibrosis in mice. Pulm Circ
2019;9:2045894019881954.

Lambers C, Roth M, Jaksch P, Murakdzy G, Tamm M, Klepetko W, et al. Treprostinil inhibits proliferation and
extracellular matrix deposition by fibroblasts through cAMP activation. Scientific Reports 2018,8:1087.

Nathan SD, Behr J, Cottin V, Lancaster L, Smith P, Deng C, et al. Study design and rationale for the TETON phase 3,
randomised, controlled clinical trials of inhaled treprostinil in the treatment of idiopathic pulmonary fibrosis. BMJ

416




Open Respiratory Research 2022;9:e001310.

18. Dernaika TA, Beavin M, Kinasewitz GT. Iloprost improves gas exchange and exercise tolerance in patients with
pulmonary hypertension and chronic obstructive pulmonary disease. Respiration 2010;79:377-82.

417



[

hst

|

7=
ol

0 =

nz re
ne ne

E
ogt

Z3 Y 5571543

JH[EZHILD)

=
A =X

s

20234 118 8«

20234 118 15¢

CHstZzet 8l s 57(%t3

[06652] M2EHA| MET 2 58 1015 6053 (MES, M ZXOLEXIO|)

Tel. 02-575-3825, 02-576-5347, Fax. 02-572-6683, E-mail. katrd@lungkorea.org, katrd@hanmail.net
(F)H =l

[07270] MSEEA| SSEF AMZ 43 (FLWS37} 16) YLWS22I0[H|X|MEF2F 10055

ocoooT

Tel. 02-6959-5333, Fax. 070-8677-6333, E-mail. with@thewithin.co.kr






