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Part I: Update on Diagnosis and Treatment of IPF
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BT RTER, BE, AR, t%EE, 2 DD 7ML important LS T-:GER DEEE &
FEBRTHD,

PEIDFMAELE 1—TIlE, IPF 8F% GER ARSI B LShah o= #IZERIL. Shb
DY ITTIN—TIIE T HHIBEEDOBNEERREICATLRARIILGNIEAER SN, £
T BEHEEAROBIREEZIIRL . MG (7405, GER AFERSN =N ESH
([CBER7AGCIPF BEFEERLUI-HAR)ZRELIZ IPF EFICH(TEHIBEAELTMET S 15 4
DHELRESNT-, SEEIL 20 AHD 3,704 ADERTHo1=. ARIZIF, FAT5Y—IL
ETSERDBRELE LI-/NMRELRSH LERER (86) . R—RS4TTAM RO THESE
BEVW/FERIFERFZY 2 ZBRRBERELFIBELGLLLEL- 12 OHEHE OGS 4 H(EHR



RIS LIEABRDBEHEZEER) (83, 84, 87~96) . MEBELZLTIOM RO THERELE
RHZY 2 ZRRAEREETMUI-r—RAD)—X 2 44(80. 97 BEMNEENDS, 10 HOAET
FTORROTHEEREERFIY 2 ZRRBEREO@EA . FEELLN—AEEFHEL (83,
84.87.89-92, 94,96, 97) . RYD 5 FOMETIETAM RO THEREDHFFFML TLV:
(80. 86. 88.93.95),
Disease progression

2 DDBHEMRED T —IE AR TEEILIZET A, FVC >10%DFA . 6 SIS ITIER
(6MWD) @ > 50m DF A FIERTDEELERLIZIGE . FIBRETEBOETICHEFR
[CHEEGMRERIGMNST2(91,92)  KEETDERNELDLI-HOAFBITICIEEENLA -
1= 1,061 ADEBEHMETIL., HIEEZEIL. FVC D 5% LU LDETEIIETEDEARLEELI-S
BIZIE REETIOH T AMETFHICERLHRELEELLGE N ST=H, FVC D 10% LU LDET
FREARTCOEELEERT DL EBETEEELZ(8T A),
Mortality

INRIRGEEAEHRTE. TOM RO THEEEZ TSR LR LGS, 90 BRETE(C
AEEFRHONGNDT-(86), 30 BMD 5 FFTHORFRICTHITARTRZHREL-ERDOE
BHRTIE., HBREABRLEABRZERLI-GE. AEEFITRNTRDONE,ST-(84, 91,
92,96), £f-. 1 FERDHFRDAEHOBEME CHRESN TN F-HAZETTIMEL =L
A HIBERSLERESTHEEEIROONLENST=(91,92,96) , Ff=. 4 DDOEREHE (91-
93, 95)I2& 5 &, RHRIC IPF BESETCRIZE XM 2T,
Exacerbations and hospitalizations

HERMRDARENTIE, 30 BHDS 1 FOEBMIAMTODIZEE (84, 87) F=(L 90 BN S 1 D
BRI TOARRISHL T, HEAZEHICHERGUNRIIEE SNGE N o712 (84, 91, 92) , IMRIED
EEABILRERTHLRERIC, 90 BEF RO ARRIZH T DR IERSNEMo72(86),
Lung function

SHOBRHARDAZITFIATIE, FIREDRSEZT-BELZ TN BEELEL
=5 E % TRl FVC DEALICEMNGNIEARENTZ (89, 91, 92) . T DD ERERAK THLRIFR
(2. 30 BMS 1 FITHT=5HIBEEREDHEICLS FVC F£z(E 6MWD DZEALIZIFEL AL
EDVRENTZ (84,91, 92) , MRIEDEIEBILRERTIE. AATZY—ILEETIZ 90 HEIZFVC
HEU%FBI FVC NELITETLIZA., T5HRETIZETE 9. DLeo FzI& 6MWD [ZZE (R
HbN7EM>7=(86)
Adverse effects

1 B DINRIRTESU S LEEER (86) B LU 3 HHDEREMZR (87,91, 92)I1Z&Y . IPF BEIC
BFEHBEORERAIFFMINT, BEAILLHBRTIE. 90 BOBAT. 2 TOEEER.E
ELAEEER. FIIBEDEESRICEIFLENS12(86), 2 DOBHEME TIE. HFEDIELE
DEEZBREZARN. 1 FRICHBERSHENRMBHELLBELTEN LGN LERALMICLE:
(91.92), 3 BHDHEEMRTIE. WTNOEEBRORERICLEILG, oA, FIBEER



BEHRTCEIMBHLEBLTERGASTSEROREERNGIN 2D, COMEITIEZEFNR
limitation W& ->7=(87).
Quality of evidence

FTRTOT7IMLDIETVADEFFEEITENETHHESh . FERT. HEEMRITHLT
EFEMENERITEL LD T, TFICERNSN SR IFEEICERINEIRETHS BN
EBITIEOEFFHISN - ELERAL. critical BT VML EICHBERARICEI>THIzHEN,
Z D ZLH immortal time INA T ADYRIZH LT =ZETHS, E— DA LLRERIEL, T
EESEEVNTAO—TvT Ik >THIBNH o1,

Guideline committee conclusions

BETHIETURITBRHN DRIBEMTH = (ThH5 ., BRI GER W FERINTIZIPF &
FHIZOWTTHo1=H', TETUR(E GER DHEZEDFEITNADHOIEVIERIRM IPF BEMD
HoTLM2) . EERIE. GER A FERSNT- IPF BF (Thbb . BHOEM) &, GER DFEIC
AMDHLEWNIPF BE2E (Thhs | BEEIHAFET AR OLThICHAT U R &R
FTARENEEML.3 DD 2 DZHIRT. GER DHERICHDDHET IPFBEFELEE~DHIFTY
RERBTHIETREL . RENGR RGN0, FERIEIPF BEFICHLT, FREFER
DEIFRERETHEDAZEMELTHIBEREZIRE T ARG DETHRELGWELIIRE
®LT=,

LAL. ZERIT I DDRFEALIz, F—I2. TRTD IPF EFEZZHRLI-HERIZH LT,
GER DZWVIPF BEZEDHEITL>TEESNI-HIBEFED A RLTH R, GER A FERE
NI-BETIIFEONLAEEELH D, LI=A > T, IPF BEZ GER A HERIN-IGE LEINGLY
BETREAL. TNETNDO YT IL—TCHIBEDOB N EZRET HEEICIE AT AN
EHEINIDNELNGV BEZIC, IETURDEBENEEIEL ZTERXMHEELEZDRICHTS
EHEENERICEVNELEZERL. TELTHRRIT DV ENH D, &EIZ. GERD DIEEREEFT
%> IPF 2& TIX. GER B EDELIRERET 5O ICHIRED IR SMNBEILLLELHHELHY . &

(FFEE(C GER [THHMELIZERIR T SV TARAARSAUESRT L5805,
Guideline committee vote

ZESOBRERRT. HIBRERGZRMERETL:28 AP 0 A(0%) . FIBRERSEEHAE
HEZZ 28 AP 2 N (7%) . FIEEFIIR 52 MFE Rt 28 A 24 A (86%) . FilBE &% 51258<
Rxt:28 A2 N(7%) THot=. EHELE=-DIL 3BT 1 BIITETURAFRE. 2 BIEEMHE
DEREBLTWAEFIBLI-T=TH>T=,

Research needs

BEOIETUORDREBAIEBRATHY., LIzh > T, BIESN TUVVEND KA FIZK D/ 1A
TADEEEZITOT U IPF BEICETAFIBEELT S ROPRBRANDEELLET S
BELLHRI. CONPBFEADEEGLEMENLLY ., EMGCHEMNTRICESIAMBLNL
U EERMICIE. RIEREEIL. RSN =F(XEKRDH S GER BEICEWVLWTEDHIUEE



BIHEMBLNLBLDT, ChoDH T T IV —TERRE-HIC. RENDHBH50F LILHER
EIIINETHD,

IR a5 R DENEEHET S BRI T IPF BEFY R F IS GUOEFETT S (RH
f1& FEIEBERELGIETVR), B2 # a0 LFiild, IPF& GERD DIERX DG EE TS
EEIZHL T, GER IZHHEL=H 1R 10> T GER BB DEIFEHET SHHITITI-E
BEGESS,

Background

IPF BEDFRBRT VAN LERET D-HOOFERBLFMIE. CNETHRKTSVT1RH
AL DXARTEET SN =2 &F R,
Summary of evidence

F BRI, "IPF T GER A HERSINT-EE (L. GERD DIEKDBFREICHHIDHET | FERIERD
T IMILERET H-OITHERBLEFMHIBATNEN "EWVSEMZELZ. TESDHEED
BREGST= D ATITavILE a—IF MBIZFRERINTLVA(85), 5 DD T IRALA critical
LIEE SN REEIT. FETE, EBE, AR, MEE. 2 DD 7 VI LD E important LIEES
NI .GERDEEELEEEZRTHD,
Disease progression

IPF 2% 58 B RELFBEAILHARICENT, 48 BREIZHI- A% AGEET I N1 LE
AWTREETISHT R FHOMBREREL =, 1) FVC> 10%DETEIFEL,
2) FVC> 10%DET . BRHBEF(IE T, ) FRFRADARE (I, 4) FEFFHEA AR
F1=FFE =, 5)FVC10%1KE T . University of California, San Diego Shortness of Breath
Questionnaire (UCSD-SOBQ) M 5 RN ZEAL. MERIRFRABRE LT (98) THo1=. 1 FEBE 2
FHDOT7 ML, BRHIRYE BN EBREEANTHHLIZEE . EERILGA ST,
T—ANSU IR MERAVTRE P EXEEHLECH HAMICHERICGS- .3 BB 4 &
B.5 ZBEDT7IMALIE BRIV RIE BREERERHTTHL. TR0 TEH. IR
[ZRENGEDOT=, 34 ADBEEZRREL-BEMAERTE. BRFEOTILEHEEETOHKA
EL. F 15 nADEMHIABPICFHBETEIBRIZTENRIOL,. FHLGLETEIRBRRAFTEN B
My HIEMNTENT=(99),
Mortality

BEAILHERTE., 48 B RO CEICHRIAZNITEELGUNR IR OO NG o1
(98) . IPF 8% 204 ADEEMETIL, PRIET 3 FEOEMIARDE. HRFLEFHELIE
CECHEELBEEFILGVERESNTINS(83),
Exacerbation and hospitalization

EEALRBRTOA EERLARENUAEINT, CORRTIE, BE. FRFHEDA
B, £ AR L THRETZHICHEREGUR TGN ERESN 1= (98),



Lung function

B|AE AILERER (98) TH 34 ADEEBIT (99) TH, FVC, DLco, 6MWD DIEXHES LU FT=
FEIEDWTHICEEITEM T,
Quality of evidence

FTRTDTIMLDIET UV RADEIF. RERMEEYDRICHLTIEREICELMEESEZET
RETHAHACEZERL., LIz T UTIZERNEN A RITTIELTHERT RNETHLH. BN
FEEICEWNETHELERIL, critical POMILDZL, NATADYRY (§fiE. VJARF—
N—DRIM)  FEHES(ARUINDGEWN-OEBERBNEL) . BLUBE/ (7 ADATREM
(—EBDRIRT I MALDIFRESNTLVELD) DI=OIZE TIFEN-Z05 LMEREBR TRERZE
BTWNIETHD, ZDMD T IMNLIZDNTIE, YA XHUNSN S EDF| AT BELE T—2H
FAREBT INLLEHEZEICKYFHIREIN-HENIE TN SEREFTL D,
Guideline committee conclusions

MAZNICEEGHEBEGH RIEEVD XK 15%DEEFIZRETIFMEFHENHIEN
b, ZEERF . FRBROT VM LZRET HEMNTEEZERHLFMHIBALENILE
KT ETHETHEICREZR L LAL. ZEERE 3 DD REMIAL-, F—I2. RHEEE
DELE. ELFNIFERKRMICEEZTHLD ., EERBEARESLEEDREISBENRETAEA
DoTEY YU TN A XN ET ETHREEEMICHEREIIBRNT HIENTELEIIE
ERY . CDILFE. CNoDHERERET S5-OICEOLIAENBETHSIEERELTL
B, BZIT.IETUVRADEMNEEICEL, ZFERFHEDRICSHLTIEEITELMEEEZFD
RETHBAENIETH D, BREIC. COFMHFEHRT. FRBROEKFERETHLDH
ZEMELT, BEHEICHRMLEFHERBNITARENEIN DV TDLDTHY., IPF EED
GER B EDIRIFERET SO DFERBLEFHOMEEICOLTOFIEELTERINTLNDD
DTIEEW KRS E-TIE, BB BEULZEELH D,
Guideline committee vote

ZEROBRRFLUTDBRY THo1= FRALEFHOBNZRHELET S:28 AH O A
(0%) . R LEFMDBAZREFTETHRET 5H:28 AP 7 A(25%) . #RHLEFHOEN
EERBHAETRNT 5:28 AH 15 A (54%) . HRFLLEFHOBNAZRIIT 5H:28 A 6 A
(21%) ., 2 ZDSMENBREEFELEZDS. WTIEIOERICEZASICIEEMMBNT+5
THo=CEERELTLVD,
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RMHILE 2 —DoDE ALERIL. BERMNICEKRDH A EREAELIZE—DSUF LI
BIAEEL. TORMEERBENICAERLGHRERELTOSN, BBRITTDIILNREHE
RERIEBRNTBITITNSTELENSETH o=, LI T BEFED I LEREREE LM
FLRDT I LEREL., #E GER BFICEVWTHERGLEFMEFMLRLELET S, +7(C
BENOHLIKRBUEGS R LILRABRNBETHH(98),



Management Approach

FERIX. 2001 ED IPFHARSAU DD, IPF DEBEFLED-EELE (figure 11)EEFH LIz

(M,

Future Directions

TBLC. genomic classifier 1R & . HllEEZE ., FiRHLEFHICEIT IAEDOMLEMEIT LFEDEYT

Hb. TDMD=——XTLLTDEY,

o PWT7IIIIVALIZBITARERCERFEDERMEZRIIT 5. RERCERFEDT—42
% MDD [CHAARAL LT, REMGUEZEETEEMLLNGLNSTHS (31, 101-
106) ,

GrRABEZEEEY 4 (107-112),

o GiIEEBEDAE. FKED. BRIENGER. EROEMNEZET QOL [CRYMBLHIEZ R

W19 531, 113-123),

Part II: Diagnosis and Treatment of PPF in Fibrotic ILD, Other
than IPF

Definition of PPF

IPF LN DRERDBELSHIEHBWDNEEERETRED ILD T, TR IRt DSIERT
BEICBWT.BE 1 FELURIZUTD 3 DOEEDSIHADLLES 2 DAY, #IZFRBEAND
WEULNMGES . PPF EEEINS (Table 4) :

1. FRSRERDOEL
2. UTICERSNDREETOEEPHGN, 5LV
3. KUTFICEZRSNHEEBETDRGTHRFHEER

ETDREONDITARTOEREZICEVNT, BELOMORAZEHRTELEEETHLH . IR
SERDEILO DLeo DIETEESEBIZEVWTIX. FHIZEETHS, FVC VLHER CT LEEEL
T. CNoDHEED PPF [T T 2REENMELDSLTHD,

HARSAURERIF. 4 DD RERFAL -, B—IZ.PPF [X. SNETOHAFF12(1,2) TE
FESN TV IPF EFFIIZEESN TULVS (Figure 12) , £ I, PPF (X2 ETIEAL, PPF DE
EISERERRBITITEFRIG, PPF ZRIBLIDKRRIGIRHE IR R Table 5 [TRTEBYT
Hb. EZIT.PPF OEEF. RERNE—DRBIRBHLEEIDTARIZHEERETHL
[ETIIEWNEEZ 12120, BEHOBRFABRERBLI=EDTHD, A BELLEEFAIVHA



BRTH-TH. ALKIITTRKDETT RN RFESN TS, RIEZIZ, PPF DEE(TFRIC
DHEELTEY. IR IEERECRLELEZBEZRFETEONE SN I ML,

HARSAUEBRIF OAELERH Lz ZEERIE. RRWGERRHAER (4) TERASN-A
& "Progressive fibrosing ILD" & T 2 MESNERB LA, KDOYIZ"PPF"EVSAEEFIR
A9 5ILEBRL-, TOEHIE. 1) FEOETIIMEEOEEZEAT- PPF OERTH
%.2) KEDETIX IPF LRRDERRZEBE=ES. 3) PPF [FPUTILT  BERKELSE
BOWAIZLLHNTNTELFEDLNTLSAEE. "pulmonary fibrosis” IZEBL TS, 0E
TH5. EERIL. “phenotype” (Bl ZIL. progressive fibrotic phenotype) ELVNIFAZEZFEY AN D
CEBRRET LTz, LD, “phenotype” [T FESN B FENHAHIEELTEKRT S, PPF (C
BEd HEEFEIFHSN TGN, ZEER(E clinical phenotype” D{EAIZE LGN >T=, 4
5, [FEAEDEEKREMN "phenotype” ER AT HATREMEAELV NS TH D,

Physiological Criteria for PPF

PPF BEDAEZBIEICEAT SHRSNI=T—2(IDHE, ZDT=0. IPF & PPF DERE
BEEFRIIRAETHLIEND, ZEEL(T IPF BEEDT—42%5ETHET PPF D4R
FHEEFBEHLI-(124), TERE., BHEELOBLICERTHFMENHDEE. LTOLT
NHODOFRNHEILE . REETOEEFMIIEERLT-,

1. 1 ELRNDEBIHRIRIZ FVC A $EXHET 5% L LIET
2. DLco (Hb THiIE) DiExHEN 1 ELIRDEHREARIZ 10% LU EIET

ABPREELLT, FVC, DLeo, HITIHERENEL, SHIEE. AR, S MEDELE(E
FHRRAE. QOL DEALEEMREFSINTZ, HAFSAUFELXTIL, FVC &DLco DEIALDH%F
2t ANTz DT R TORFIEEENKREL, BRERMER Bl AR/ 33— IC&YEIET S
AL H IS TH D,

Absolute decline in FVC

FVC [EFZLBEET 518, IPF BEDEHRAEBICRLIKERINSGEEZH/FTA—ET
H5 (125), HAFSAURERIL, IPF OXEMSMMELIZELLT, 1 £RHIT FVC DHtExHE
M SWMETIH L HRBHETORELLTEIRL,

FVC MIEXIEILE AL TR IEDETEFE T SHBRLH M. AW ELDAL TR
NELIPFICEFARTCEROEELGFRREFEEZILNTS-O. RERITHMMELER
WBHIEEEATS (126), FVC DRI EILEERMMELT. RGELKHERTET 5 L5 EAE
FTEHENEETHD, I=EZI1E, HBH. T8l FVC 60% DEHIL. iExtadmd 5% EEER
ML FVC 55% THEITHERBEHIEESNDD, BXHIED 5% LEFRESTNILFVC 57% T
ETHERBLREINDS, FVC DIEXHERTIX. Z#D FVC BIEEMOHRED FVC AIEEZE



BILVEELTEHESNET (B 1:FAIE 60% 5T BIHE 55%% 5 <t xtE 5%IETIZH5,
1l 2:1,000ml AV 950ml 5K EAExHE 50 ml {ETFIZAS) . —H. FVC DX HE T (L. &4
D FVC BIFEEL R FVC AIEEDEEZRYD FVC BIEETEI -/ ELLTEHESND (I 1:
[Fif60% - Fifll 57%]% F il 60% TEISHE 5% DHEXHET . 5l 2: [1000ml - 950mI]Z%&
1000ml TEI% & 5% DHERHMETIZAS) o

REETOIEIEELTO FVC DEE4%54EFAL . INBUILD (Efficacy and Safety of Nintedanib
in Patients with Progressive Fibrosing Interstitial Lung Disease) i8E% (4) . RELIEF (Exploring
Efficacy and Safety of Oral Pirfenidone for Progressive, Non-IPF Lung Fibrosis) iXB& (127) &
FUDEETEEILD (ULD)EZEDHER (128)2 8¢ PPF BEICHAT ARIADKARTIE., FEEELT
EEETHDICFVC AERINTLND, HALIARRGTAILGMBITICKDE, EITEEET S
HEEIIOT REBEORIBICKELEVLH L ATREMES $HSH(129),
Absolute decline in DLco

DLco (&, fli#R#E B E DEERABER THULETURRA A TIHAWL, BFSL BERTOH
EIX5DE. MtEEEREER TORIERMOZEL | FRMEEDETICH T H4FEME DR INA
BRETHA5. CNoDRRICENIHDT . Dlco MZEL (Hb THIIE) IX. 5 &I iR M M Ak BB
BEIZBEVLVT,. —BLERBVERTOFREFTHAS (130, 131) , FER(E, DLeco DIETEIRH
L DHEITEAETRIIZ, Dleco DEALDMDRAZRN T AZENFARTHHELNIEEETD
ST.PPF DE#LLTDLeo ZEMHBHILEFEHIET S, Dlco DIETEEITHRMEAEIZIFT S
WHEMNHSB1=6.Dlco DELDMDERERERRS T 5102, BEMIZ(X HRCT & EBMET
MixEHRTILENHD, 5. FVC DFA+° HRCT TORRMIEDILAYEHESIHE . Ho FHIE
[Z&% DLco DIEHED R A, D RAMNDHLEMES . PPF DBUETH L ETREMED H D,

ZERIF ERKMICEKRD$H S DLco DFLE 10% U L DIEFHIFE D EERL. CORIED
BRMEICEETHRMUBRICEOVT, JYSVBHEZEZEL -, FVC LR, ZRERIT
DLco [CDWTHIRMIZE L&Y LEMIEILZALDIEEERLIZ, HlZ(E. Dleco A%, F
IE 60%DBE L. 4EXHE 10% L FEEET 4L Dleo 50%LL T THITHERBLFITESN DA,
10% L L DHEXIHHE T EE R T NI 54% LU T TEITHRBEFIEINDZLITHD,

ZERTRESNEMOEEEEMEETH >N ChITHBBEDFIDEERLNH D=0,
PPF DEZEICIFESGEEHIBENT=(132), ERRICIE. BRKREFEERICEELHITEL. £
DFHAIZESVTETNELEHEIOEHIEH T IDHELHS,

Radiological Features of UIP

Visual determination of progression of pulmonary fibrosis

AL DET(E, BE, D LA, P&, TEH TRELCDFHZECMABORSITIKEL
T.REMIFHESN S, MEIETAHA—TYTD CT HREDKFE. FKET. RKBTOEFEL -
HRCT il % . MATEOELZRELI- LT RLTHIRT %, RHEIEDLENYAE L TL



NnIE, EITET B (figure 13) , CHIZIE, FF IR EX/MEAEXILEDEM, E5IEKEXL
SREMSFROTYASRE . FHLOHEA LIRS IKEZOMES0EM., FLLVEIFIEmML
RN, BLUMEORTERLVDOEBLLLGENEENDIEELH S,

IPF TlL., ETIEEE . KEMBIUTEIRETIZH 5 UIP /8= DEMAYDIEMIZE-> TR
SN BH(133-135), BMEMDBRO YA XEHIL REOETICHEVLLILLIEEMT 5, E514
REXMIREMREXILRDEITIX. IPF [CHITARTEDBR NI IL-FARFTHS
(136), LML, IPF LISA®D ILD Tl&, #EITD/E—VIFESEIE T, TYASREMNLBIREA
DHERE(134, 137) FBRELH DB EMADERI3T)., BLUV/FEESIHREX/MKEXN
SRDEMEELCENH D, EFFERMEME MMM % (NSIP) BE L, NZALIEZEHES UIP # CT
INF—UITHEITT HIEMNH S (137-139) (figure 14),

RIEDELLEERBIZRDONAIEE . 7+0—7v7 HRCT BN EIGEL S, FREDETES
BT 5D T+0—7v7 HRCT DRBELEMERIEFRBATHS. Roni=T—2I1%. £HMHEL
fiE CHIEREN R ELTLDBEICENT. A—XISMUH5 12-24 # ALIAIZHIER HRCT 2H
BRI HIEE ETEBEYICREL, PRICEEZSZHFREMAHDHEERELTLVSH(140),
Ft=. BHHE. HICHED R —=25 D1=HI1Z. &£ 1 B HRCT #E BT S LLAHETH
%,

JEIPF D ILD BEDSH . RN\ I—UDETTIEEDEEGZFATHLIEEEHETH
5, L. BL2DEBICETELDAD HRCT FTRIE. REETOFREFEEZLNTLY
5, BlIZIE. FPEREABLEET HBEMPOESIMREXILRDOFEICMA ., IPF, &Y< F
B:E ILD, £ 5 4B {LAERSE ILD. #R4E M HP, fit ILaA/F—> X ullD TIERHMEMEETIEDIA
DNUDNFRTREFATHIENTONTLNS(141),

BHDORHEIED CT ML TIE. M IKE . NERRKE . BEMEH (FHRAIT
Hiof- M EOTE., FIE/NEOEBEDEH) AHY . BT, HAWETUVHSREICESEL
TROHLND, CONF—U I BHAOHEMEILERE T LD T MEDRI)—=U7%8
O B THRONTZMIERE - (TIEE CT R¥X v TRAICEONLI LA HY . LIXLIXHRM
It DB FAIFERLEBEEL TULVA(142), T DIBSRIZHESR I M1 interstitial lung abnormalities
(ILA)(143)IE . ECEDMILL-EIREFTH D, ILA T H T HBEERE D V7L< EL 40%I[3., 4-6
FERBILI=EE(C CT L DEITETRT (142) (A2 SAHTAURD figure E1 BHE),
Quantitative assessment of progression of pulmonary fibrosis

AVEaA—2ZRAW-EER CT(QCT) &, AEMFHEIYIE RN TEREDHLHETDIE

ZEIRETE S (144, 145) (figure E2) , QCT [, LLEHIS VT IWBER N S LR—RDFiE
(146, 147) Vs, THORAFA (112, 148-152) . O—HILER RS S L (31, 153-158) , T4—TS5—=
DT R—ZAD5FE(159-161) [ICEDEMFE FIENERELTE -, ChoD7TB—FIT&
Y. ZEBEDLENYEETEEERL. ETEREFBRITHILITHINIL -, QCT AHtg#t R TIELEA
ENBESITRBITIE, SOLEDRIILAZELSN-TOR L OIERAIPBETH S5,



Evidence-based Recommendations for Treatment of PPF,
Other than IPF

Pirfenidone
E4l%, 1) PPF #8893 IPF ILD £/8, 2) PPF #8879 B3 IPF ILD DIFEDZL 7, il
FI=H 173 pirfenidone DEIIE, FIE. ZELMICDOUVTEEHLEHEEITILEHET S,

Background

IPF TREETEESE DR ILHFH PPF THHRBEITEELE DI LIE. £2&B5LLY,
ZFDESTHERMALHID 1 DTHAE N TzZRUIE IR EER. RERIEER. IBEERZ
FTAHROFIT. UBIDHARSA2TIE IPF OBEICHREIN TLV=(3),

ZBRIF."PPF BEZEIL TRV THERTANEN ? "LERILz, B<LDELZZ1TD
ILD A% PPF ZHILS5HI LMD, COAFEMGEMIL. PPF 2HIEL5% 8 DOBHEDHIA
J® 1D (2D THEhTz: 1) PPF BETHEHRFEM UIP NF—Z2HDHDIFE LT
ZRUICKBBERERITEHREN? 2) PPF THETHRZFEMIZIE UIP /M2—CDEEZE LTI
ZRUTHRETREN? 3) EITHBZMENE HP BEBICELIIFUERETREN? 4) #
TR CTD BEE LD BEICELITIZRUERETREN? 5) EITIERHEM NSIP
BEICELTIIZRUEREIAREN? 6) ETHREEY LI REENLTZZRUTH
BYREN? 7) EITHRMEMERERMY LD BHAICELIIZRVERETREN? 8) EITH
fRHEME UILD (FEL TR TRETREM?

Critical E7VMALIZIE, RTEREIVEREDEIT(FVC DELLTHE)NEFENS,
important 7 bALIZIE, ffit#8E (FEV1, TLC. DLco, 6MWD D ZE{L THIER) . FEIRZRAELK (St.
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Table 1. Summary of Methods

Methods Used

Conflict-of-interest disclosure, vetting, and management prespecified

Guideline committee multidisciplinary

Guideline commitiee has patient representation

Literature search strategy prespecified

Multiple databases searched for relevant studies

Titles and absiracts screened in duplicate

Study selection criteria prespecified

Study selection and data extraction performed in duplicate

Studies aggregated by meta-analysis when possible

GRADE approach used to formulate recommendations

GRADE approach used to rate the strength of recommendation
and quality of evidence

Public commentary period

Process exisls lo periodically reassess for updalting

<Z <AL

Definition of abbreviations: GRADE = Grading of Recommendations, Assessment, Development
and Bvaluation; N=no; Y = vyes.



Table 2. Implications of the Guideline Recommendations

Strong Recommendation
(“We Recommend... ")

From the GRADE working group

For patients The overwhelming majority of individuals in
this situation would want the
recommended course of action, and only

a small minority would not.

For clinicians The overwhelming majority of individuals
should receive the recommended course
of action. Adherence to this
recommendation according to the
guideline could be used as a quality
criterion or performance indicator.
Formal decision aids are not likely to be
needed to help individuals make
decisions consistent with their values
and preferences.

For policy makers The recommendation can be adapted as
policy in most situations, including for

the use as performance indicators.

Additional conceptualization from the ATS/
ERS/JRS/ALAT Idiopathic Pulmonary
Fibrosis (an Update) and Progressive
Pulmonary Fibrosis Guidelines panel
discussion

It is the right course of action for >95% of
patients.

“Just do it.”

You would be willing to tell a colleague
who did not follow the recommendation
that he/she did the wrong thing.

The recommended course of action may
be an appropriate performance measure.

Conditional Reecommendation
(“We Suggest...”)

The majority of individuals in this situation
would want the suggested course of
action, but a sizable minority would not.

Different choices will be appropriate for
different patients, and you must help
each patient arrive at a management
decision consistent with her or his values
and preferences. Decision aids may be
useful to help individuals make decisions
consistent with their values and
preferences. Clinicians should expect to
spend more time with patients when
waorking toward a decision.

Policy making will require substantial
debates and involvernent of many
stakeholders. Policies are also more
likely to vary among regions.
Performance indicators would have to
focus on the fact that adequate
deliberation about the management
options has taken place.

It is the right course of action for >50% of
patients.

“Slow down, think about it, discuss it with
the patient.”

You would not be willing to tell a colleague
who did not follow the recommendation
that he/she did the wrong thing; it is
“style” or "equipoise.”

The recommended course of action is not
appropriate for a performance measure.

Definition of abbreviations. ALAT = Asociacion Latinoamericana de Térax; ATS = American Thoracic Society; ERS = European Respiratory Society;
GRADE = Grading of Recommendations, Asssessment, Development and Evaluation; JRS =Japanese Respiratory Society. Adapted from

Reference 7.



Figure 1. Traction bronchiectasis/bronchiolectasis. Axial, sagittal, and coronal computed tomography images show subpleural-predominant,
lower lung-predominant reticular abnormality with traction bronchiectasis (arrows). Traction bronchiectasis/bronchiolectasis represents irregular
bronchial and/or bronchiolar dilatation caused by surrounding retractile fibrosis; distorted airways are thus identified in a background of
reticulation and/or ground-glass attenuation. On contiguous high-resolution computed tomography sections, the dilated bronchi or bronchicles
can be tracked back toward more central bronchi. The pattern in this patient represents the probable usual interstitial pneumonia pattern.


















Figure 8. Three of the four high-resolution computed tomography patterns of usual interstitial pneumonia (UIP): (A) UIP pattern (associated with
some paraseptal and centrilobular emphysema in the upper lobes), (B) probable UIP pattern with fibrotic features in the lung periphery (and
some centrilobular emphysema in the upper lobes), and (C) indeterminate for UIP pattern (peribronchovascular and subpleural ground-glass
opactties, intermingled with fine reticulation but no honeycombing or traction bronchiectasis). The fourth category, alternative diagnosis, is widely
variable, depending on the specific alternative diagnosis, and is not shown.
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Histopathology patternt

IPF suspected*

e | R N

PF dx

HRCT pattern _ Indeterminate’ [EN[elaBI=I=R6 )
Indeterminate® Non-IPF dx Non-IPF dx

Figure 9. Idiopathic pulmonary fibrosis (IPF) diagnosis on the basis of high-resolution computed tomography (HRCT) and biopsy patterns,
developed using consensus by discussion. **Clinically suspected of having IPF” is defined as unexplained patterns of bilateral pulmonary
fibrosis on chest radiography or chest computed tomography, bibasilar inspiratory crackles, and age > 60 years. Middle-aged adults (=>40 and
<60 yr old) can rarely present with otherwise similar clinical features, especially in patients with features suggesting familial pulmonary fibrosis.
TDiagnostic confidence may need to be downgraded if histopathological assessment is based on transbronchial lung cryobiopsy given the
smaller biopsy size and greater potential for sampling error compared with surgical lung biopsy. HPF is the likely diagnosis when any of the
following features are present: 7) moderate to severe traction bronchiectasis and/or bronchiolectasis (defined as mild traction bronchiectasis
andfor bronchiolectasis in four or more lobes, including the lingula as a lobe, or moderate to severe traction bronchiectasis in two or more
lobes) in @ man >50 years old or in a woman >60 yr old, 2) extensive (=>30%) reticulation on HRCT and age =70 yr, 3) increased neutrophils
andfor absence of lymphocytosis in BAL fluid, and 4) multidisciplinary discussion produces a confident diagnosis of IPF. SIndeterminate for IPF
1) without an adequate biopsy remains indeterminate and 2) with an adequate biopsy may be reclassified to a more specific diagnosis after
multidisciplinary discussion and/or additional consultation. Adapted from Reference 2. dx = diagnosis; UIP = usual interstitial pneumonia.

( Patient suspected of having IPF ]
( Potential cause/associated condition J
No Yes
No
hY ( Confirmation of specific
( Chest HRTT pattern /N Ldlagn05|s (including with HRCT)
Yes
UIP or Indeterminate for UIP or
probable ulp* alternate diagnosis
MDD
[ BALf = TBLCY ) ******* { sLB* )
( MDD )
IPF ( Alternative diagnosis J

Figure 10. Diagnostic algorithm for idiopathic pulmonary fibrosis (IPF), developed using consensus by discussion. *Patients with a radiological
pattern of probable usual interstitial pneumonia (UIP) can receive a diagnosis of IPF after multidisciplinary discussion (MDD) without
confirmation by lung biopsy in the appropriate clinical setting (e.g., 60 yr old, male, smoker). BAL may be appropriate in some patients with a
probable UIP pattern. TBAL may be performed before MDD in some patients evaluated in experienced centers. ¥Transbronchial lung cryobiopsy
(TBLC) may be preferred to surgical lung biopsy (SLB) in centers with appropriate expertise and/or in some patient populations, as described in
the text. A subsequent SLB may be justified in some patients with nondiagnostic findings on TBLC. Adapted from Reference 2. HRCT =high-
resolution computed tomography.



Table 4. Definition of Progressive Pulmonary Fibrosis

Definition of PPF

In a patient with ILD of known or unknown etiology other than IPF who has radiological
evidence of pulmonary fibrosis, PPF is defined as at least two of the following three
criteria occurring within the past year with no alternative explanation®:

1 Worsening respiratory symptoms

2 Physiological evidence of disease progression (either of the following):
a. Absolute decline in FVC =5% predicted within 1 yr of follow-up
b. Absolute decline in DLee (corrected for Hb) =10% predicted within 1 yr of follow-up

3 Radiological evidence of disease prograssion (one or more of the following):
a. Increased extent or severity of traction bronchiectasis and bronchiolectasis
b. New ground-glass opacity with traction bronchiectasis
¢. New fine reticulation
d. Increased exienl or increased coarseness of relicular abnormalily
e. New or increased honeycombing
f. Increased lobar volume loss

Definilion of abbreviations: ILD = interstitial lung disease; IPF = idiopathic pulmonary fibrosis;
PPF = progressive pulmenary fibrosis.

*Although it is eritical to exclude alternative explanations of worsening features for all patients
with suspected progression, this is particularly important in patients with worsening respiratory
symptoms andfor decline in DLeo given the lower specificity of these features for PPF
comparad with FVC and chest computed tomography.
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Figure 12. Interstitial lung diseases (ILDs) manifesting progressive pumonary fibrosis (PPF), developed using consensus by discussion. The
shaded area represents the estimated proportion of patients with various types of ILD who manifest PPF. Note that idiopathic pulmonary
fibrosis (IPF) is not included in the figure, because it is excluded from the definition of PPF. While virtually all patients with IPF will manifest
disease progression similar to PPF, the proportion of patients with ILDs other than IPF who manifest PPF is based on the consensus of
apinions and the perception of the international committee. There are no data to provide the exact or estimated proportion of patients
manifesting PPF in ILDs, other than IPF. *The committee acknowledges that sosinophilic pneumonia of unknown cause was not included in
the IIP classification. TMyositis includes PM/DM/antisynthetase syndrome, which may be amyopathic. *Although respiratory bronchiolitis
interstitial lung disease (RBILD) is acknowledged to be a consequence of exposure to cigarette smoke in virtually all patients with RBILD,
RBILD and desquamative interstitial pneumonia (DIP) often coexist. Although DIP is also related to exposure to cigarette smoke in a majority
of patients, DIP is also sgen in some patients with connective tissue dissase, without exposure to cigarette smoke, and without & known
cause. Antifibrotic treatment is indicated for patients diagnosed with IPF (3). Antifibrotic treatment of the other types of ILD upon manifesting
PPF is as suggested/recommended in this guideline. AFOF = acute fibrinous and organizing pneumonia; AP = acute interstitial pneumonia;
COP = cryptogenic organizing pneumonia; DM =dermatomyositis; HF = hypersensitivity pneumonitis; iDIP =idiopathic DIP; IIP =idiopathic
interstitial pneumonia; iLIP = idiopathic lymphoid interstitial pneumonia; iINSIP = idiopathic nonspecific interstitial pneumonia; iIPPFE = idiopathic
pleuroparenchymal fibroelastesis; LAM = lymphangicleiomyomatosis; LCH =Langerhans cell histiocytosis; MCTD =mixed connective tissue
disease; PAP =pulmonary alveolar proteinosis; PM = polymyositis; RA = rheumatoid arthritis; SLE = systemic lupus erythematosus;

S8c =systemic sclerosis.

Table 5. Selected Fibrotic Lung Diseases That Can Manifest Progressive Pulmonary Fibrosis

Potentially Fibrotic

Interstitial Lung Diseases Histologic Patterns

Idiopathic F-NSIP
PPFE

« F-iNSIP (179)

s |AFE (179)
e May coexist with other patterns such as UIP in patients with other forms of concomitant ILD (e.g.,
IPF) (180)

« Cicatricial organizing pneumonia (181)
« Organizing pneumonia with concomitant interstitial fibrosis (sometimes secondary to diffuse alveolar
damage/acute interstitial pneumonia) (179, 182)

FOP

DIP
Fibrotic CTD-related ILD
Fibrotic HP

Fibrotic occupational ILD

Fibrotic LCH
Fibrotic sarcoidosis
Unclassified fibrotic ILD

Other

e DIP*
s F-NSIP, FOP, UIP (use histopathological criteria for idiopathic diseases [179])

e HP and probable HP (138)
« Fibrotic element may be that of UIP, F-NSIP, or bronchiolocentric fibrosis

« Dependent on occupational lung disease (asbestosis, fibrotic HP, silicosis, pneumoconiosis, or other)
(183)

e F-LCH (184)
« Discrete nonnecrotizing granulomas with a lymphatic distribution with coexistent fibrosis (185)

» Cases should ideally be termed “unclassifiable™ only after multidisciplinary discussion. Most cases
represent combined or overlapping patterns of classifiable interstitial pneumonias, and these should
be reported as such (179)

« Fibrosis in association with inborn errors of metabolism, surfactant protein disorders, pulmonary
involvement by systemic disorders, or others

Definftion of abbreviations: CTD =connective tissue diseass; DIP = desquamative interstitial pneumonia; F-LCH =fibrotic Langerhans cell
histiocytosis; F-INSIP =fibrotic idiopathic nonspecific interstitial pneumonia; F-NSIP = fibrotic nonspecific interstitial pnsumonia; FOP =fibrosing
organizing pneumonia; HP = hypersensitivity pneumonitis; IAFE = intraalveolar fibrosis and slastosis; ILD =interstitial lung disease; IPF = idiopathic
pulmonary fibrosis; LCH = Langerhans cell histiocytosis; PPFE = pleuroparenchymal fibroslastosis; UIP = usual interstitial pneumonia.
*Terminology for fibrotic interstitial pneumonias with DIP-like features is controversial, this overlapping with F-NSIP.



Figure 13. Progressive pulmonary fibrosis in a patient with idiopathic pulmonary fibrosis (probable usual interstitial pneumonia pattern). (A and B)
Baseline axial and coronal images show moderately extensive reticular abnormality with traction bronchiectasis, with predeminance in the subpleural
lower lung. (C and D) Matched images 4 years later show substantial increase in extent of abnormality and increased traction bronchiectasis.



Figure 14. Progressive pulmonary fibrosis due to fibrotic nonspecific interstitial pneumonia (NSIP).

(A) Computed tomography in a 45-year-old woman with scleroderma shows lower lung—predominant
reticular and ground-glass abnormality with subpleural sparing, typical for NSIP. (B) Nine years later, the
fibrosis has progressed with increased extent of reticular abnormality, increased traction bronchiectasis,
and evolution of reticular abnormality to honeycombing. Small bilateral pleural effusions are present.



