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Acute respiratory deterioration in IPF

(generally of <1 month duration)

Extra-parenchymal cause
identified?

i No
New, bilateral GGO/

consolidation on CT?
(not fully explained by cardiac
failure or fluid overload)

| o
Not acute exacerbation

Alternative diagnosis(e.g. infection,aspiration,
drug toxicity, congestive heart failure)

E— . IPF 2B EERRER

K735 a2 R G- RIFE R HFIAREE
HHFEE AE NRA (B— ) MBERIA B
EMRARER S FRREABE 1 EA 15 FR
SHEEREANEEERED B 2ERRER
BIRER TR

B2 A ARTERRRIEERATA
HEEHESEEMN IPF MXHBE BEHER
BERSERFREERBIERME > ERERR—
L FILREEEME R TS 4E1E) 1 DR
RMRBE o BRERERREN IRFE
(phenotype)l BEUAIAMER4EA B GAE1ERE
NEERGZ EZERRRIER  ZRERAMR
MERRERMTZE  BRRIMBIZERRE
FRNFEMIBPABERRRT FRETER
RINEBERES F2 % HPhOiF WM M4
{E = EERARY Surfactant Protein A 1 MAPK-
EGRI-HSP70 B& SIS N ER ° ; F—1E=BRLE
R B MREZIKPISE 52 BERRIFARE
RRIFEXRRED M ERETEMINAERE A
OB Z AR T 2 AR ANEBIEES
H#A (transplant free survival, TFS) RE B RBE

—

—

Not acute exacerbation
Alternative diagnosis(e.g. pneumothorax,
pleural effusion,pulmonary emblism)
Acute exacerbation of IPF
Triggered Acute Exacerbation

(e.g. infection, post-procedural/
post-operative, drug toxicity, aspiration)

Idiopathic Acute Exaceration
No trigger identified
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AP-1 NF-kB l
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cytokines

DAMPs = danger associated molecular patterns
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Difference: 107.0 mL/year Difference: 109.9 mL/year Difference: 41.0 mL/year

(95% Cl: 65.4, 148.5);p<0.001
Relative reduction: 57%

(95% Cl: 75.9, 144.0); p<0.001
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Number of patients
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Patient presents with
suspected ILD

eDetailed history

ePhysical exam

PFT
Yes
Identifiable cause of ILD?
' No
Postive Serologic testing to
exclude CTD
Negative

v
Not IPF

Definite UIP

i

MDD = multidisciplinary discussion; PFT = pulmonary function testing
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® IPF

Healthy control
® Alternative ILD
IPF
€ > Alternative Healthy
& ILD control
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0Odds Ratios (95% Confidence 3 1A 8
Intervals) of an Idiopathic Pulmonar 4
ibrosi ). . p. heind y 0 0 MMP-7,ng/ml
Fibrosis Diagnosis Using the index 10 20 30 40 50 60
Score
SP-D,ng/ml
Adjusted* Unadjusted
Comparison
OR 95% Cl Pvalue AUC OR 95% ClI Pvalue AUC
All biomarkers high vs. all others 31 0.8-11.6 0.09 0.735 34 1.1-10.5 0.04 0.585
At least 2 high vs. all others 4.0 1.5-10.2 0.004 0.781 5.0 2.2-11.5 0.0002 0.686
At least 1 high vs. none high 33 1.3-8.6 0.014 0.753 4.4 2.0-9.7 0.0003 0.671
Each analyte above threshold 1.9 1.2-2.8 0.005 0.766 2.1 1.4-3.0 0.0001 0.709

Defintion of abbreviations: AUC=are under the receiver-operating characteristic curve; Cl= confidence interval; OR= odds ratio
comparing 0 to 3 point index score delineations in each row. For each 1-point increase in index score, odds of an idiopathic
pulmonary fibrosis diagnosis increase by a factor of 1.9(adjusted for confounders) or 2.1
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