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CLASSIFICATION

Known ethiology

Professional
exposure

Secondary to
systemic
autoimmune
diseases

Miriana d’Alessandro, PhD, UNISI

Idiopathic Interstitial
Pneumonia (lIP)

Idiopathic Pulmonary
Fibrosis

Non Specific
Interstitial
Pneumonia

Lymphocytic
Interstitial
Pneumonia

Granulomatous

Sarcoidosis

Hypersensitivity
Pneumonitis

Miscellaneous

Lymphangio-
leiomyomatosis

Pulmonary
Langerhans’ Cells
Hystiocytosis

~*NTERSTITIAL LUNG DISEASES-

Heterogeneous group
Non-neoplastic

Destruction of the lung
parenchyma

FIBROSIS



History. Physical examination. CXR. Blood tests.

Can a diagnosis be made with a high degree of confidence?

Yes eg
BHL and EN
Pulmonary Eosinophilia
Coal-workers
Pneumoconiosis

Yes eg
IPF
Sarcoidosis
Subacute HP
Some rare ILDs
(LCH, AP, LAM)

Do clinical findings and HRCT
suggest a condition in which
BAL = TBLB may be diagnostic or
significantly increase diagnostic
confidence?

Sarcoidosis
Malignancy
Acute pulmonary eosinophilia
infection
COoP
Subacute HP
Some rare ILDs eg AP

Is the BAL/TBLB sample
adequate and pathology
consistent with clinico-
radiological features ?

Is the patient
fit for surgical
lung biopsy?

. . . Diagnosis of . 5 . . . .
Confident diagnosis highest probability Confident diagnosis | [ Confident diagnosis
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Extracellular vesicles

resting or activated cell

JOURNAL OF EXTRACELLULAR VESICLES Tavior & E .
2018, VOL. 7, 1535750 e aylor & Francis
up

https://doi.org/10.1080/20013078.2018.1535750 Taylor & Francis Gro

8 OPEN ACCESS | Gheck for updates

Minimal information for studies of extracellular vesicles 2018 (MISEV2018):
a position statement of the International Society for Extracellular Vesicles and
update of the MISEV2014 guidelines

Miriana d’Alessandro, PhD, UNISI

EXTRACELLULAR VESICLES

apoptotic cell

Milan, Italletb
March 34,2023

Generic term for particles
released naturally by cells

Enclosed in a lipid bilayer and
cannot replicate

No consensus has yet emerged
on specific markers of EV
subtypes with particular

biogenetic pathways ‘
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EXTRACELLULAR VESICLES IN

PULMONARY FIBROSIS MODELS AND

BIOLOGICAL FLUIDS

Bronchoavleolar
lavage

Bleomycin mice models N
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Epithelial cells

nnnnnn

endothelial cells Endothellum

Extracellular vesicles

pivotal role as
mediators of cell-cell
communication

Miriana d’Alessandro, PhD, UNISI

d’Alessandro M, Life, 2021

cooperator role in the
development of lung
diseases such as IPF
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AIM AND METHODS

Parameters

Study Cohort

* To compare 37 exosomal surface markers through flow

Miien ol

cytometry in BAL from patients affected by IPF, sarcoidosis and
hypersensitivity pneumonitis (HP), enrolled at Siena Referral
Centre for rare lung diseases.

* To corroborate these findings, a validation cohort was enrolled

from two referral centers for ILDs (Barcelona and Foggia).

Validation Cohort

IPF (n = 17)

64.7 £ 23.8

13/4

6/11

HP (n = 24)

68.23 +11.9

14/10

6/18

Sarcoidosis
(n=42)

52.2+21.2

16/36

15/27

IPF (n = 44)

62.6 +19.8

31/13

15/28

HP (n = 11)

67.11+9.2

6/5

4/7

Sarcoidosis (n

50.2 £ 20.5

3/7

4/6
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37 ALVEOLAR EVS SURFACE MARKERS

it THROUGH FLOWCYTOMETRY
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d’Alessandro, M. et al. Int. J. Mol. Sci. 2023,
Miriana d’Alessandro, PhD, UNISI 24, 4071.
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BARCELLONA

Milan, Ttaly

Study
cohort

Validation
cohort
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+« Sarcoidosis

© Sareoidosi
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AGGLOMERATIVE

HIERARCHICAL
CLUSTERING (AHC) I
ANALYSIS e, B =

Hk-1) - H(k) 18815 9669 9543 -0.257
Calinski & Harabasz
index 476768 43582 39.714 34292
Dendogram plot clustered Dendrogram

IPF, HP, sarcoidosis based on ™|
dissimilarities between
values of 37 EV surface e e T

—]

=
£
T 800 4
Markers g
E
[
600 1
a
400 + —
200 +
=t | L 8 I
ol P | et T e - — e O e T ] | T O s - — e
AP AR L AR AL A AR A AL LAt FA FAARA T AALL AARAAAA A AR AL L AEA AR Lk L T AL LLLL ELALLL LU TRUL L AL L AL LLJALL LLAL AL ALLLALAL LLLLLL BLLLLL L TRLLLLA O bl 0 0 AL UL AL AL TR L AL AL LU ARL BL.O, LLLL TRLLLL AL
:CIIOOII::QIDOOOIQIOODOII:::ID:OO00000::10000:::0000:55DOUUDOEEDO:‘-Q“-E:LG-EOEUEOEEUEEOEG-O-ELELD-“-:L'-Q-O-QELG-‘:-On-r--'lI:E:_LUE:Eﬂf'-a-llﬂa-aif'-a-O:LG-ﬂa-
o TO T DUUT T TUDD o UUUDOUD TODY TUUD TUUUUY- - U0 -l b - Sy - o o ©
o B0 O 000D O 000D O DOODOOD 0000 o000 000000 00 90D D © -] 2 o ] 2 0
o 4o O O0UL O oo0O0 O Gooo00O SoGo G000 Suduoo OO o9 o0 o o o o o b L
- £ EEEE ¢ bbb E Citebbe = = EEEEiE S EEE £ & H = = 4 =
A Ad A AARA B AAMA @ AAAAARA  AARA  ABGA  ABAAGA A AA A A A A A B A A @

Miriana d’Alessandro, PhD, UNISI



& AR T
cwas ¥* o
3 APl

“MEs
Feexrit

Milan, Italy

UvacExEswA EV MARKERS DIVIDED ACCORDING TO
DI SIENA
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BAL EVs BAL EVs
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IPF HP sarcoidosis
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validity of the flow cytometric method to
phenotype and characterize EV surface
markers

viability of the alveolar compartment to
identify lung-specific markers for IPF and
HP

fibrotic HP: post-inflammatory cell-
regulated ILD

IPF: related to tissue remodeling and repair
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