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New Guidelines for Idiopathic Pulmonary Fibrosis and
Progressive Pulmonary Fibrosis
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Sungkyunkwan University School of Medicine, Seoul, Korea

Idiopathic pulmonary fibrosis (IPF) is the most common and fatal idiopathic interstitial pneumonia and is characterized by chronic
progressive pulmonary fibrosis of indeterminate etiology. In 2018, the American Thoracic Society, European Respiratory Society,
Japanese Respiratory Society, and Latin American Thoracic Society published joint clinical practice guidelines for IPF. The guide-
lines require exclusion of known causes of interstitial lung disease and identification of a radiological and/or pathologic pattern of
usual interstitial pneumonia (UIP). The diagnosis of IPF is a multidisciplinary process, involving pulmonologists, radiologists, path-
ologists and, if necessary, experts in other medical fields. The 2022 guidelines for IPF revisit and clarify the radiological and patho-
logical features of UIP. In addition, recommendations regarding transbronchial lung cryobiopsy, antacid medication, and antireflux
surgery are revised or established based on up-to-date evidence in the 2022 guidelines. The new guidelines also encompass the defi-
nition and treatment of progressive pulmonary fibrosis (PPF). PPF comprises diverse fibrotic interstitial lung diseases other than IPF,
which progress despite standard treatment. The diagnosis of PPF is based on symptoms, physiologic evidence, and radiologic evi-
dence of progression. The use of nintedanib was suggested for patients with PPF other than IPF who are unresponsive to standard
treatment. This review introduces and discusses the recommendations for the diagnosis and treatment of IPF and PPF in the new inter-
national guidelines. (Korean J Med 2023;98:64-72)

Keywords: Guideline; Idiopathic pulmonary fibrosis; Progressive pulmonary fibrosis

Received: 2023. 2. 1
Revised: 2023. 3. 2
Accepted: 2023. 3. 7

Correspondence to Hongseok Yoo, M.D., Ph.D.

Division of Pulmonary and Critical Care Medicine, Department of Medicine, Samsung Medical Center, Sungkyunkwan University
School of Medicine, 81 Irwon-ro, Gangnam-gu, Seoul 06351, Korea

Tel: +82-2-3410-3429, Fax: +82-2-3410-3849, E-mail: hs.yoo@skku.edu

Copyright © 2023 The Korean Association of Internal Medicine

This is an Open Access article distributed under the terms of the Creative Commons Attribution Non-Commercial License (http:/creativecommons.org/licenses/by-nc/3.0/) which permits
unrestricted noncommercial use, distribution, and reproduction in any medium, provided the original work is properly cited.


http://crossmark.crossref.org/dialog/?doi=10.3904/kjm.2023.98.2.64&domain=pdf&date_stamp=2023-04-01

— Hongseok Yoo. Practice guidelines for IPF and PPF —

M =

24 oA Sl(interstitial lung disease, ILD)-> ThFsE 5
l % ] 79 é_‘é‘, IFolAE == 9] 7H(interstitium) o]
o= sk, 2 ARet sk
=% ﬁ?ﬁ io Stei{1,2]. 584 #H|4)-F-S(idiopathic pulmo-
nary fibrosis, IPF)-2 7} &5t ILD 5 sly= el £ 9
v7k 2Rl Ay HAHFoE SR she v A4
ILDO|tH3,4]. =2 604 o]/Fe] a7, SRt A s,
ogAroekA w Wa)ska o 72 EAF7F2I A W 2 (usual interstitial
pneumonia, UIP) HEfS EItH4]. IPF= ZIPA #4532
Qlste] Zatst 713 50] sk, HdRek= et o
A 9w, wiem ndY 5o SR s EAE9
SHAE /IS AT & O—F 3539 A= 59 Agtolnls])
SHAIRE 2| IPFof|A] A8k wl7]s 4 A a7t
sholEo} de] ARgEaL Jlom[67], AE 71Xt S/t 71
Far QITHS].

PE7} 743 hIol e s Aol g PF 2]0] A4
ILD ¥ dFo|A e Adet ofs A =of= Etstal AW
Zegar} o]z QIgt H7s Arh WaEH[9-12], o]59] H7]|s
The 2RI PR B319k SARE ATRE Hol Aow oA
ACH13]. webA] S IPF 9]2) 3] AaE Hol=
A8 IDoflA = A 3 A a7 iAol tigh ¥Hilo]
A|&E o] gttt 2T IPFE Alfgt X34 dwd ILDE i
O 2 oF tiafit A fiof izt Aol Al FdfrstAl el
FrofRt H7ls 2 A 2t ASEHATH14,15].

1] =g-5-5}13)(American Thoracic Society, ATS), -5 $-57]5F
3] (European Respiratory Society, ERS), Q%8 7]3}3](Japan
Respiratory Society, JRS), 2Fglo}H|2]71g-2515}3](Latin America
Thoracic Association, ALAT) 9] =+4] & 7|5} Q =2 20184
IPF A= A3 T3t v Ql=dl, A i ol A5
WTE ol ATET} ol Bf2 3 AHrt a7ES vkdat
o] 2022 TPFO] & 21} 717 Qke WaEstoint. EL 34
54 ILDE A 3YA 5] 4Ad-8-(progressive pulmonary fibrosis,
PPR) 0= grgsial oo thigh 2k 7t} A= ARI= AREA Wik

l

shich 2 FA o A= 20221 WhEE ATS/ERS/JRS/ALATS)
FE oA A7 AL EYE IPFQ} PPFO] Zta} 2| Fo
ol robmal, A ko] A FAE a7hekaLz}
El=d

rir
rhu

UIP<] /E)_,]‘O'}-Fﬁ] al leb‘l—&] EA, Atk
A |72} 7 7] 3] #1548 7 transbronchial
lung cryobiopsy, TBLC)| F=AE] HisiM AH71E shalth

SIALO[SIR] A7

2018 ¥k = ILD & A -[4]7} 4] ILD %= %]
6] = s F5 AAteht5-29HRCT) 28
UIP, probable UIP, indeterminate for UIP, alternative diagnosis
o] a7HA] FR oz FEskTh 2022 Hw Ao A =
olejgt 4714 BRE gAeldon), o Wekeh YL 95}
o] dEE A5t Table 1) [16,17]. HA] probable UIP pat-
temoll A Fuksl o] EAfslof Tk R(absence of
subpleural sparing)©] " A| = At} E3} indeterminate for UIP
of 7920184 W& AWl Fursh L SH We) A
A& Hol= 79 (subpleural and basal predominance)= % 2]
shgtoLt 2024 ARE Wz ARl Furekel A
A glo] mukd BEXE Hole= Z(diffuse distribution
without subpleural predominance)® 7 2]3}%i T},

KXISHE A

2018 7w A|FJefl A= 2A15H4] 227 A UIP, probable
UIP, indeterminate for UIP, alternative diagnosis®] 47}4] &2
2 BRslg=d[le], 20229 A& Ao H% o]& FA51%
t}. UIP pattem®] Z2)ekd 242 ARE Ad Aasket =
2] 9l =(patch dense fibrosis with architectural distortion), %+
o W 4 9] F3x0] A A(predilection for subpleural and
paraseptal lung parenchyme), Ad-F-TLA)| 32 B Ax(fibroblastic foci),

2 A A= 4&79] B Al (absence of features that sug-
gest an alternative diagnosis)® A 2J3}aL Qltt.

ZI7 BT LA |2 S T Mz
20184 A& A Ao A= IPF7} QAFA o & o] AlE] 1 HRCT
/¢ UIP patten©| 2= 7-9-olli= TBLCE Al3sHA] gh=s
H135} 31, probable UIP, indeterminate UIP, alternative diag-

nosis pattern] 73-¢-of| HsiAl= TBLC A3 of-fof tijgt HaL

- 65 -



— EfetE] A A8 A A2E FE AT E 2023 -

Table 1. High-resolution computed tomography patterns in idiopathic pulmonary fibrosis [16,17]

2018 ATS/ERS/JRS/ALAT guideline

UIpP Probable UIP Indeterminate for UIP Alternative diagnosis
Subpleural and basal Subpleural and basal Subpleural and basal predominant Findings suggestive of another diagnosis
predominat; distributionis  predominant; distribution is
often hetergeneous often heterogeneous
Honeycombing with or Reticular pattern with Subtle reticulation; may have mild CT features:
without peripheral traction  peripheral traction GGO or distortion (early UIP Cysts
bronchiectasis or bronchiectasis or pattern) Marked mosaic attenuation
bronchiolectasis bronchiolectasis CT features and/or distribution of Predominant GGO
May have mild GGO lung fibrosis that do not suggest ~ Profuse micronodules
any specific etiology (truly Centrilobular nodules
indeterminate for UIP) Nodules
Consolidation
Predominant distribution:
Perilymphatic
Peribronchovascular
Upper or mid-lung
Other:
Pleural plaques (consider asbestosis)
Dilated esophagus

Distal clavicular erosions (consider CTD)

Extensive lymph node (consider RA)

Enlargement (consider pleural effusions,
pleural other etiologies)

Thickening (consider CTD/drugs)

2022 ATS/ERS/JRS/ALAT updated guideline

UIP Probable UIP Indeterminate for UIP Alternative diagnosis
Confident (> 90%) Provisional high confidence Provisional low confidence Low to very low confidence (< 50%)
(70-89%) (51-69%)

Subpleural and basal Subpleural and basal Diftuse distribution without Peribronchovascular predominant with
predominant predominant subpleural predominance subpleural sparing (consider NSIP)

Often heterogeneous (areas Often heterogeneous (areas of Perilymphatic distribution (consider sarcoidosis)
of normal lung interspersed  normal lung interspersed Upper or mid lung (consider fibrotic HP,
with fibrosis) with reticulation and traction CTD-ILD, and sarcoidosis)

Occasionally diffuse bronchiectasis/bronchiolec Subpleural sparing (consider NSIP or smoking

May be asymmetric tasis) related IP)

Honeycombing with or Reticular pattern with traction CT features of Tung fibrosis that do Lung findings:
without traction bronchiectasis/bronchiolec  not suggest any specific etiology ~ Cysts (consider LAM, PLCH, LIP, and DIP)
bronchiectasis/bronchiole  tasis Mosaic attenuation or three-density sign
ctasis May have mild GGO (consider HP)

Presence of irregular Absence of subpleural Predominant GGO (consider HP, smoking
thickening of interlobular  sparing related disease, drug toxicity, and acute
septa exacerbation of fibrosis)

Usually superimposed with a Profuse centrilobular micronodules
reticular pattern, mild (consider HP or smoking-related disease)
GGO Nodules (consider sarcoidosis)

May have pulmonary Consolidation (consider organizing
ossification pneumonia, etc.)

Mediastinal findings:

Pleural plaques (consider asbestosis)
Dilated esophagus (consider CTD)
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ATS, American Thoracic Society; ERS, European Respiratory Society; JRS, Japanese Respiratory Society; ALAT, Lantin American
Thoracic Society; UIP, usual interstitial pneumonia; CT, computed tomography; GGO, ground glass opacity; CTD, connective tissue
disease; RA, rheumatoid arthritis; NSIP, nonspecific interstitial pneumonia; HP, hypersensitivity pneumonitis; IP, interstitial pneumonia;
LAM, lymphangioleiomyomatosis; PLCH, pulmonary Langerhans cell histiocytosis; LIP, lymphocytic interstitial pneumonia; DIP,
desquamative interstitial pneumonia.
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Figure 1. Diagnostic algorithm for idiopathic pulmonary fibrosis [17]. IPF, idiopathic pulmonary fibrosis; HRCT, high-resolution com-
puted tomography; UIP, usual interstitial pneumonia; MDD, multidisciplinary discussion; BAL, bronchoalveolar lavage; TBLC, trans-
bronchial lung cryobiopsy; SLB, surgical lung biopsy.
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Histopathology pattern

Indeterminate for

Probable UIP  UIP or biopsy not Al?ernatl.ve
diagnosis
performed
- IPF (Likely)* Non-IPF Dx
IPF (Likely)* Indeterminate® Non-IPF Dx
Indeterminate® Non-IPF Dx Non-IPF Dx

Figure 2. Diagnosis of idiopathic pulmonary fibrosis based on high-resolution computed tomography and biopsy patterns [17]. IPF, idio-
pathic pulmonary fibrosis; UIP, usual interstitial pneumonia; HRCT, high-resolution computed tomography. °“IPF is the likely diagnosis
when any of the following features are present: 1) moderate to severe traction bronchiectasis and/or bronchiolectasis (defined as mild
traction bronchiectasis and/or bronchiolectasis in four or more lobes, including the lingula as a lobe, or moderate to severe traction bron-
chiectasis in two or more lobes) in a man > 50 years old or in a woman > 60 years old, 2) extensive (> 30%) reticulation on HRCT and
age > 70 years, 3) increased neutrophils and/or absence of lymphocytosis in bronchoalveolar lavage fluid, and 4) multidisciplinary dis-
cussion produces a confident diagnosis of IPF. °Indeterminate 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.
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Table 2. Definition of progressive pulmonary fibrosis [17]
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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 year of follow-up
b. Absolute decline in DLco (corrected for Hb) > 10% predicted within 1 year of follow-up

3. Radiological evidence of disease progression (one or more of the following)
a. Increased extent or severity of traction bronchiectasis and bronchiolectasis

b. New ground-glass opacity with traction bronchiectasis
c. New fine reticulation

d. Increased extent or increased coarseness of reticular abnormality

e. New or increased honeycombing
f. Increased lobar volume loss

PPF, progressive pulmonary fibrosis; ILD, interstitial lung disease; IPF, idiopathic pulmonary fibrosis; FVC, forced vital capacity; DLco,

diffusion capacity for carbon monoxide; Hb, hemoglobin.
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