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Case-1

39y, M

Smoking history: 1 pack/day for 20 years, quit
2 years ago

Occupation: Accountant
Kept a budgerigar at home
Medications: Lyrica

Family history: Mother - breast cancer, father -
prostate cancer



* He referred to our outpatient clinic after detecting
pathology in the lungs on abdominal CT taken after
gunshot in 2021

 No dyspnea, no cough

Physical examination

* TA:120/80 mmHg, Temperature: 36.7 C,
Pulse: 75/min, SpO2: %98

e Respiratory system examination is normal
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Teknik : 70 ml kontrast madde verilerek yap?lan cok kesitli BT tetki?inde;

Brakiosefalik vaskiler yap?lar, trake ve ana bron?lar, dzefagus normal gérinimdedir.

Kalp ve ana vaskiler yap?lar normal boyutlarda olup patoloji izlenmemi?tir.

Bilateral akci?er (ist lob apikallerde plevral kal?nla?malar?n e?lik etti?i parankimal

fibrotik de?i?iklikler izlenmektedir.
; ) P . 29 _

bilateral akci?er periferinde fibrotik de?i?iklikler buzlu cam gorunumleri ve bal pete?i

drtintimleri izlendi { ?nterstisiyel akci?er hastal??? ).

Thorax CT: Bilateral peripheral fibrotic changes, honeycomb and
ground-glass opacities (ILD?)



Pulmonary Function Test
FEV1 pred: %75, FVC pred: %84, FEV1/FVC: %82
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Serologic markers are all negative
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Bronchial lavage cytology: Lymphocyte-rich active chronic
inflammatory reaction



e Patient was diagnosed ILD (HP???) based on
radiological and bronchoscopic findings, and
the steroid therapy is planned

* The patient did not want to use the drug
because of side-effect profile

* Follow-up is recommended



2th visit: October 2022

* Shortness of breath and cough for 1 week
Physical Examination

* Left middle-lower zone, right lower zone
inspiratory crackles (+)

. SpO2: %96
* Clubbing (-), pretibial edema (-)



14.10.2022




Pulmonary function test:

FEV1 pred: %61, FVC pred: %68, FEV1/FVC: %80,
DLCO pred: %47

* Lung biopsy is recommended
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Lung Biopsy Pathology: Multinuclear giant cells in some
macrophages, alveolar areas with bullous emphysematous
changes, little inflammatory reaction with macrophages
Changes consistent with honeycomb lung



* Nintedanib prescribed to the patient with a
diagnosis of IPF

* The patient, who did not want to use
nintedanib, re-applicated to our outpatient

clinic

KULLANMA TALIMATI
OFEV® 150 mg yumusak kapsiil
Ag1z yolu ile alinir.

e Etkin madde: Nintedanib. Her bir kapsiil, 150 mg nintedanib igerir. Bu miktar 180,6 mg
nintedanib esilata (etansulfonat) karsilik gelir.

e Yardimci maddeler:
Kapsiil icerigi: Orta zincirli trigliseridler, kat1 yag (bitkisel kaynaklidir), soya lesitini (E322),

Kapsiil govdesi: Jelatin (domuz derisi kaynakli)j gliserol (%85), titanyum dioksit (E171), kirmizi

demir oksit (E172), sar1 demir oksit (E17/2)
Baski miirekkebi: sellak glaze (Coccus Lucca adli bocekten elde edilir), siyah demir oksit

(E172), propilen glikol (E1520)
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Table 3. High-Resolution Computed Tomography Pattems in Idiopathic Pulmonary Fibrosis

Level of confidence
for UIP histology

Distribution

CT features

HRCT Pattern

UIP Pattern

Confident (>90%)

« Subpleural and basal predominant
« Often heterogeneous (areas of
normal lung interspersed with fibrosis)

¢ Occasionally diffuse
« May be asymmetric

» Honeycombing with or without

traction bronchiectasis/
bronchiolectasis

« Presence of ireqular thickening

of interdobular septa

Probable UIP Pattern

Provisional high
confidence (70-89%)

« Subpleural and basal
predominant

« Often heterogeneous
(areas of normal lung
interspersed with
reticulation and traction
bronchiectasis/
bronchiolectasis)

« Reticular pattern with
traction bronchiectasis/
bronchiolectasis

« May have mild GGO

« Absence of subpleural

Indeterminate for UIP

Provisional low
confidence (51-69%)

o Diffuse distribution
without subpleural
predominance

o CT features of lung
fibrosis that do not
suggest any specific
etiology

CT Findings Suggestive of an Alternative
Diagnosis

Low to very low confidence (=50%)

e Peribronchovascular predominant with subpleural
sparing (consider NSIP)
» Perilymphatic distribution (consider sarcoidosis)
e Upper or mid lung (consider fibrotic HP,
CTD-ILD, and sarcoidosis)
e Subpleural sparing (consider NSIP or smoking-
related IP)

¢ Lung findings
o Cysts (consider LAM, PLCH, LIP, and DIP)
o Mosaic attenuation or three-density sign
(consider HP)
o Predominant GGO (consider HP, smoking-

related disease, drug toxicity, and acute
exacerbation of fibrosis)

o Profuse centrilobular micronodules (consider
HP or smoking-related disease)

o Nodules (consider sarcoidosis)

o Consolidation (consider organizing pneumonia,
etc.)

« Mediastinal findings
o Pleural plaques (consider asbestosis)
o Dilated esophaaus (consider CTD)

e Usually superimposed with a spanng
reticular pattern, mid GGO

« May have pulmonary ossification
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DOCUMENTS

Diagnosis of Idiopathic Pulmonary Fibrosis
An Official ATS/ERS/JRS/ALAT Clinical Practice Guideline

This official ATS/ERS/JRS/ALAT Clinical Practice Guideline was endorsed by the Pulmonary Pathology Society October 2018

Table 5. Histopathology Patterns and Features

uip

® Dense fibrosis with architectural
distortion (i.e., destructive scarring

and/or honeycombing)

® Predominant subpleural and/or
paraseptal distribution of fibrosis

® Patchy involvement of lung
parenchyma by fibrosis
® Fibroblast foci

® Absence of features to suggest an

alternate diagnosis

Probable UIP

® Some histologic features from

column 1 are present but to
an extent that precludes a
definite diagnosis of UIP/IPF
And

® Absence of features to
suggest an alternative
diagnosis

Or
® Honeycombing only

Indeterminate for UIP

Fibrosis with or without
architectural distortion, with
features favoring either a
pattern other than UIP or

features favoring UIP
secondary to another cause®
Some histologic features from
column 1, but with other
features suggesting an
alternative diagnosis’

Alternative Diagnosis

Features of other histologic
pattems of lIPs (e.g.,
absence of fibroblast foci or
loose fibrosis) in all biopsies
Histologic findings indicative
of other diseases (e.g.,
hypersensitivity pneumonitis,
Langerhans cell histiocytosis,




Histopathology patternt

IPF suspected*

Non-IPF dx
Non-IPF dx

HRCT pattern determinz OF (Likely)? IndeterminateS [\ [sTa% |21 26 "

_ Indeterminate$ Non-IPF dx Non-IPF dx




Re-evaluation of biopsy sample in a different hospital
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s Pathology consultation at different center
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astahiklar yinlinden tetkiki Snerilir

The findings are compatible with fibrotic-type NSIP, evaluation
of the patient for collagen vascular diseases is recommended



* No pathology was detected after
Rheumatology consultation

e Steroids were prescribed



At the 6th month of treatment

Worsening shortness of breath; dyspnea when
climbing one flight of stairs or walking quickly

PE: Bilateral middle and lower zone inspiratory
crackles (+), HR: 103/min, Sp02: %91

FEV1pred: %48, FVCpred: %45, FEV1/FVC: %84
DLCO could not be performed



13.02.2024
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Teknik : Kontrast madde veriimeden yap?lan cok kesitli BT tetkikinde;

? B orunumdedir,
Bilateral akci?erlerde orta- alt lobda daha belirgin periferal retikilasyon
art??lar? periferal ve paramediastinal subplevral hava
kistleri-amfizematoz de?i?iklikler izlendi. Her iki akci?erde yer yer
traksiyon bron?ektazileri izlenmektedir (Olas? U?P 7).
Bilateral akci7erde paraseptal amfizematoz de?i7iklikler izlendi.
Orta lobda bant atelektaziler izlendi.
Bilateral akci?er ust lob apikallerde plevroparankimal fibroz kep
izlenmektedir.

Prominent peripheral reticulation in the middle and lower lobes
of both lungs, areas of paramediastinal paraseptal emphysema,
and traction bronchiectasis= Probable UIP



CURRENT MEDICAL RESEARCH AND OPINION

2019, VOL. 35, NO. 11, 2015-2024 .
https://doi.org/10.1080/03007995.2019.1647040 @ Taylor & Francis
Artide FT-0308.R1/1647040 Taylor & Francis Group

ORIGINAL ARTICLE 3 OPEN ACCESS | Sheckforupaates

Progressive fibrosing interstitial lung diseases: current practice in diagnosis
and management

Marlies Wijsenbeek® @, Michael Kreuter®, Amy OlsonS, Aryeh Fischer® @), Elisabeth Bendstrup® @,
Christopher D. Wells", Christopher P. Denton?, Baher Mounir”, Leila Zouad-Lejour", Manuel Quaresma”" and
Vincent Cottin' ®

Table 1. Percentage of US patients who received treatment for non-IPF ILDs in 2016.
Any treatment®  Conticosteroids  Mycophenolate mofetii  Azathioprine  Cyclosporine  Tacrolimus  Cyclophosphamide

RA-ILD 72 69 7 9 5 3 0
S$ScLD 74 59 29 15 5 4 1
CID-ILDs 67 61 21 15 7 4 0

iNSIP 7 62 15 | 6 3 3 0
75 73 [ 8 2 1 0

Sarcoidosis-ILD 63 62 3 3 2 2 0
Other specified nonPF ILDs® 50 49 3 2 2 1 0
Non-specified ILDs® 52 51 3 2 2 2 0




* MMF 500 mg 2x2 was added to the treatment
because of radiological, clinical and functional
Impairment



September 2024

Worsening symptoms

PE: Bilateral middle and lower zone inspiratory
crackles (+), clubbing (+), SpO2: %90

FEV1pred: %42, FVCpred: %38, FEV1/FVC: %88
DLCOpred: %23



24.09.2024

13.02.2024




The patient is considered to be progressing
radiologically, functionally, and clinically

N

PROGRESSIVE PULMONARY
FIBROSIS
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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 DL (corrected for Hb) =10% predicted within 1 yr 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




Progressive pulmonary fibrosis

-~ T iNsIP
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fibrotic HP / N\_  CTD-ILDs
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IPF
(13.7-38.6%)

/  ullD
7 (0.2-30.9%)

Sarcoidosis
(7.8-44.7%)

— i —

Other ILDs
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Drug-induced
ILD
(0.3-5.0%)

FIGURE 1 Schematic representation of the prevalent spectrum of interstitial lung diseases (ILDs) that may be
associated with “progressive pulmonary fibrosis (despite management)”. The lowest and highest prevalences
across different countries are shown in brackets [14]. CTD: connective tissue disease; G/F PF: genetic and/or

Rajan SK, et al. Eur Respir J Rev 2023
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| Nintedanib.
We suggest nintedanib for the
treatment of PPF in patients who

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

have failed standard management for

Pirfenidone.|We recommend further

fibrotic ILD, other than IPF
(conditional recommendation, low-
quality evidence). Remarks: Standard

research into the efficacy, effectiveness, and
safety of pirfenidone in both 1) non-IPF ILD

manifesting PPF in general and 2) specific We recommend research into the ¢
types of non-IPF ILD manifesting PPF. , efficacy, effectiveness, and safety of

nintedanib in specific types of non-
IPF ILD manifesting PPF.
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2 Shareable abstract (@ERSpublications)

'.) Progressive pulmonary fibrosis (PPF) explains what clinicians increasingly face in practice.
Assessing ILD progression, its risk and improved treatments based on current evidence for PPF
(despite initial management) form the mainstay of this document. http://bitly/3GLdgfs

Cite this article as: Rajan SK, Cottin V, Dhar R, et al. Progressive pulmonary fibrosis: an expert group
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Key conclusions

1) The long-term side effects with systemic corticosteroid therapy are a cause for concern in the treatment
of PPF; altemative long-term immunosuppressive agents may be associated with less side effects [77].

2) A case-by-case and disease-by-disease approach and review are required to assess the added
effectiveness of immunosuppressants to the baseline steroid treatment.

Key conclusions

1) Initial reatment should be based on the precise primary diagnosis.

2) Apart from IPF, SSc-ILD and, possibly, rheumatoid arthritis-associated ILD (UIP), antifibrotic
medication should not be considered as a first-line therapy.

3) In PPF, there is growing evidence that antifibrotic therapy reduces lung function decline, regardless of

background immunosuppressive therapy.
4) Careful monitoring for adverse events in the patient subgroup treated with combination therapy is

advised.

Key conclusions
1) The group does not advise general upfront combination therapy.
2) Antifibrotics may be administered sequentially in the context of PPF.
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R15 Recommendation

f  PPF patients should be treated with pirfenidone if
antifibrotic therapy with nintedanib was not sufficiently
effective or has been discontinued due to side effects

1t A therapy switch shall be determined in the context of
an ILD MDD (ILD Board)

Consensus strength: 100%

R30 Recommendation

Il | Outside of controlled clinical trials, IPF or PPF patients
shall not be treated with a combination of pirfenidone
and nintedanib

Consensus strength: 100%



Pirfenidone was started after obtaining approval for off-label use
with the diagnosis of PPF

A Tam ve ilag Bilgileri

Tani Kodu Tani Adi Alt Tani Tani Tarihi
184.1 intersitisyel akciger hastaligi, diger, fibrozisli fibrotik NSIP 24.09.2024
Etkin Madde Miktari Doz 1 X Doz 2 Periyodu K. Sekli Rapor Suresi
PIRFENIDON 600 mg 4 X 1 1 GUNn Agizdan(Oral) 1yl

[Z Agiklama

ligili etkin maddeli ilacin kullanimi, Kisa Urtin Bilgisi (KUB) dahilinde olup. 1 (bir) yilhk dozda kullanimi uygundur.

[Z Karar [Z Karar Tarihi

Uygun gorulmustar 26.09.2024



2nd year of Pirfenidone treatment
03.06.2026

Dyspnea persists
Sp02:%90

FVC pred: % 37
FEV1pred: %40
FEV1/ FVC: %87
DLCOpred: %24
No drug side effect
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Management of PF-ILD
|

INITIAL COMPREHENSIVE EVALUATION

History and Physical Exam (r/o identifiable causes, AEx history)
Symptom Assessment (questionnaires e.g. SGRQ, K-BILD)

Pulmonary function test
Quantification of lung fibrosis on HRCT
* Biopsy
' ' 2
MILD DISEASE MODERATE DISEASE SEVERE DISEASE
Asymptomatic Mild symptoms Symptomatic with decrease Qol £ frequent AEx
FVC decline <5% predicted at 12 months FVC decline >S5 — <10% predicted at 12 months FVC decline > 10% predicted at 12 months
<10% of lung fibrosis OR >10% of lung fibrosis on HRCT OR >10% of lung fibrosis on HRCT
CT features not consistent with UIP Indeterminate UIP Probable or typical UIP on HRCT OR
T Definite UIP on histopathology
‘ | ‘
Pulmonary function test Pulmonary function test Pulmonary function test
Exercise capacity (6-MWT) Exercise capacity (6-MWT) Exercise capacity (6-MWT)
Every 6-12 months Every 3-6 months Every 3-6 months
HRCT every 12 months MRCT 6-12 months HRCT 612 months
. l l
Multidisciplinary discussion
Remove offending agent Multidisciplinary discussion Consider antifibrotic therapy as first-line treatment
Smoking cessation May require tissue diagnosis Continuation of immunosuppression if evidence of active
Close observation Immunosuppression therapy inflammation (serologic, inflammatory markers, GGO on HRCT)
Treat underlying cause (immunosuppression for Consider Initiation of antifibrotic therapy Pulmonary rehabiltation
autolmmune disease) Pulmonary rehabilitation Early lung transplant evaluation
Palliative care consultation

Gibson CD, et al. Lung 2020




Case-2

34y, F

She applied to the Rhematology outpatient
clinic 5 years ago due to joint pain

PE: Normal
No laboratory tests performed



01.07.2019




* Anti-inflammatory treatment prescribed

* Re-applied to the Rhematology outpatient
clinic after 3 months because of persistant

joint pain



23.10.2019




Laboratory

» CBC

v WBC: 8340/l
v'Hb:10.7 g/dL

v Hct: % 32

v Plt: 435000/l

v' CRP: 200 mg/L (0-5)
v’ RF: 1041U/ml (0-15)

» Biochemistry

v Urea: 29 mg/dl

v’ Creatinine: 0.58 mg/d|
v  AST: 37 U/L

v  ALT: 76 U/L

v’ Urinalysis

 +++ RBC/ulL



Recete Igin Sec¢ilmis ICD 10 Tanilan

Tan Kodu Tani Ad)
M35 8 BAG DOKUSUNUN SISTEMIK BOZUKLUKLARL, BASKA YERDE SINIFLANMIS DIGER
K21.9 GASTRO-OZOFAJIAL REFLUHASTALIGI, OZOFAJITSEZ
M79.7 FIBROMIVALJI
Hasta Adi Regete Tarih - 23.10.2019 00:00:00
TC Kimlik No : Regete Turu - Normal
Recgete S.No : 2075131 Regete Tipi : Ayaktan Recetesi
Takip No : 31GBBYIL Recete No - 18B3VTL

Receteyi Yazan Doktor

Brans Kodu - ROMATOLOJI

Barkod llag Adi Adet Doz Periyodu Periyot Kullanim
Birim Sekli
8699638012053 EMTHEXATE 2.5 MG 100 TB. 1,0 1,00 X 6,00 1.00 Hafta  Agizdan(Oral)
8699532010865 DELTACORTRIL 20 TABLET 5.0 1,00 X 3,00 1,00 Gun Agizdan(Oral)

MTX+Deltacortil prescribed with the diagnosis of Systemic
disorders of connective tissue



Two weeks later, the patient presented to the

emergency department with shortness of
breath and hemoptysis

PE: General condition moderate, conscious,
cooperative, oriented

Bilateral diffuse inspiratory crackles (+),

Sp02: %90 (room air), TA: 110/70 mmHg, HR:
134/min, RR: 26/min, Temperature: 37.2 C



Laboratory

» CBC

v"WBC: 9410/pL
v'Hb: 8.5 g/dL
v'Hct: 26.6 %

v'Plt: 374000/pL
v'CRP: 145 mg/L (0-5)

» Biochemistry
v Urea: 52 mg/dlI

v Creatinine: 0.58
mg/dl

v'AST: 37 U/L
v'ALT: 49 U/L
v’ Urinalysis

* +++ RBC/ulL



09.11.2019
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v RADYOLOJi RAPORU e
Adi Soyadi ~ ’ Rapor Tarihi :12.11.2019 01:20
T.C Kimlik No :. . Dosya no : 809719
Baba Adi : SUKRU Basvuru No : 8673281
Kurumu : SSK SAGLIK ISLERI MUDURLUGU Dogum Yeri - Tarih : ELAZIG - 1990 Yas:29
istem Tarihi : 12.11.2019(18295976) Istem Kabul Tarihi ; 12.11.2019(46261)
Hizmet Adi  : BT, TORAKS Cinsiyet ‘K
Tan : Kodu Adi
R07.4 GOGUS AGRISI, TANIMLANMAMIS
R06.0 DISPNE
M79.7 FIBROMIYALJI
D64 ANEMI, DIGER
R06 SOLUNUM ANORMALLIKLERI
M25.5 EKLEM AGRISI
M79.9 YUMUSAK DOKU BOZUKLUGU, TANIMLANMAMIS
R77.0 ALBUMIN ANORMALLIGI
M31.3 WEGENER GRANULOMATOZU

AC?L COK KES?TL? B?LG?SAYARLI TOMOGRAF?
TORAKS

Teknik : Kontrast madde verilmeden yap?lan 64-CKBT incelemesinde:

Bilateral akci?erde yayg?n yamal? konsolidasyon alanlar?, tomurcuklanm?? a?ag
gorinimleri ve yer yer kavitelerinde izlendi?i goriiniim dikkati cekmektedir (Akci?er
tiberkilozu ?Vaskaiilit ?).

Thorax CT: Bilaterally widespread areas of patchy
consolidation, "budding tree" appearances, and cavities
(Tuberculosis? Vasculitis?)



The patient was hospitalized to the ICU with a
diagnosis of alveolar hemorrhage

Methylprednisolone 1 g for 3 days, followed
by 1 mg/kg (V)

Cyclophosphamide 500 mg IV
Plasmapheresis
Rituximab prescribed after 2 weeks



18.11.2019

13.11.2019




07.09.2017 H62.2 - OTITIS

08:15 EKSTERNA,
MANTARLARDA
H60.9 - OTITIS
EKSTERNA,
TANIMLANMAMIS

31.01.2018 H66.0 - AKUT
14:57 SUPURATIF OTITIS
MEDIA

13.02.2018 H91.9 - ISITME KAYBI,

10:10 TANIMLANMAMIS
H66.3 - KRONIK
SUPURATIF OTITIS
MEDIA, DIGER
H62.2 - OTITIS
EKSTERNA,
MANTARLARDA

e =

U/ml Pozitif

KULAK BURUN
BOGAZ
HASTALIKLARI

KULAK BURUN
BOGAZ
HASTALIKLARI

KULAK BURUN
BOGAZ
HASTALIKLARI

A review of past e-Nabiz data revealed repeated visits to the

ENT outpatient clinic
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Adi Soyadr = Rapor Tarihi $14.11.2019 14:48
T.CKimlikNo - Dosya no : 809719
Baba Ad) Dl Bagvuru No : BG73281
Kurumu : 88K SAGLIK ISLERI MUDURLOGD Dogum Yeri - Tarih : ELAZIG - 1990 vag: 29
Istem Tarihi : 12.11.2019(18301962) Istem Kabul Tarihi ;: 12.11.2010(46255)
Hizmet Adi  : BT, PARANAZAL SNUS Cinsiyet 'K
Tam : Kodu Adi

RO7 4 GOGUS AGRISL TANPALANMAMIS

R05.0 DISPNE

M79.7 FIBROMIYALJ

D64 ANEMI. DIGER

R08 SOLUNUM ANORMALLIKLERI

M25.5 EKLEM AGRISI

M79.9 YUMUSAK DOKU BOZUKLUGU, TAN MLANMAMIS

R77.0 ALBUMIN ANORMAL LIGI

M31.3 WEGENER GRANULOMATOZU

KL?N?K: Wegener vask it
PARANAZAL SP7NUS BT 2NCELEMES?
Koronal planda al?nan kesitlerin de?erlendiriimesinde

Bilateral orta konkada konka biilloza ile uyumlu gortiniim izlendi.
Sa? maksiller sintiste ve sfenoid siniis sol komponentte mukozal kal?nla?malar
izlenmektedir (? nflamatuar Sints Hastal??7?).

Sl makeillor cinitadin anmeunn far? tahiidir

Paranasal sinus CT: Mucosal thickening was observed in
the right maxillary sinus and the left component of the
sphenoid sinus; Inflammatory sinus disease?



T.C

FIRAT UNIVERSITESI
PATOLOJI LABARATUVARI
PATOLOJI RAPORU
BiYOPSI RAPORU

Hasta Adi Soyadi - . - Biyopsi/SitolejiNe  B-16164/19
Biyopsi/SitelojiNo B-16164/19 Isteyen Bolum ROMATOLOJI YOGUN BAKIM UNITESI
T.C. Kimlk No 45624 4nres Telkiki Isteyen Doklor SULEYMAN SERDAR KOCA. .
Yas / Cinsiyeti 29/K Rapor 11k Kayit Tarthi
DosyaNo 809719
Telkik Istlem Zamani  21.11.2019 11:04 Numune Kabul Zamani 21.11.2019 11:08
Numune Aima Zamani  21.11.2019 11:04 Uzman Onay Zaman  02.01.2020 09:54
Rapor Onay Tanh 30.12.2019 10:25 Istem Tarihi 21 11L.2019(18380092
Rapor Kes. Tarihi 02.01.2020 09:54 Istem Kabul Tarihs 21.11.2019(909520)
KLINIK OZET:
KLINIK BILGI:

KL?N?K ON TANI: Wegener granulomatozu?

MAKROSKOB?: Formol tespitli 0,3-0,2 cm ¢ap?nda kirli beyaz renkli diizensiz 7ekilli 2 adel materyalin lumi
takibe al?nd? (2P-1K)

H?STOK?MYASAL BOYALAR:

PAS:Qla?an
GMS:Ola?an

TANI
BURUN SA? SEPTUM MUKOZAS!, PUNCH B?YOPS?:
-ULSER, 7LT?HAB? GRANULASYON DOKUSU VE AKT2F KRON?K ?NFLAME MUKOZAL DOKU FRAGMANLARI

Yorum: Gonderilen biyopsi omekler nonspesifik Glsere ylzeyel mukozal doku fragmanlar?ndan ibaret olup
mevcut biyopsiyle klinik on tan?ya yonelik daha ileri yorum yap?lamam??t?r. Klinik korelasyon onerilir.

Right nasal septal mucosa biopsy: Ulcer, inflammatory
granulation tissue, active chronic inflamed mucosal tissue



Our patient has;

Bilaterally widespread areas of patchy
consolidation, "budding tree" appearances,
and cavities on Thorax CT

Hematuria

Inflammatory granulation tissue on nasal
septal mucosa

c-ANCA (+)

VASCULITIS



THE AMERICAN COLLEGE OF RHEUMATOLOGY
1990 CRITERIA FOR THE CLASSIFICATION QF
WEGENER’S GRANULOMATOSIS

RANDI Y. LEAVITT, ANTHONY S. FAUCI, DANIEL A. BLOCH, BEAT A. MICHEL,
GENE G. HUNDER, WILLIAM P. AREND, LEONARD H. CALABRESE, JAMES F. FRIES, J. T. LIE,
ROBERT W. LIGHTFOOT, Jr., ALFONSE T. MASI, DENNIS J. McSHANE. JOHN A. MILLS,
MARY BETTY STEVENS, STANLEY L. WALLACE, and NATHAN J. ZVAIFLER

Arthritis and Rheumatism, Vol. 33, No. 8 (August 1990)



" Table 3. 1990 criteria for the classification of Wegener's granulo-
| matosis (traditional format)*

Criterion Definition

—

|. Nasal or oral inflammation | Development of painful or
' painless oral ulcers or
i purulent or bloody nasal
discharge
2. Abnormal chest radiograph | Chest radiograph showing the
presence of nodules, fixed
infiltrates, or cavities
Microhematuria (>5 red blood
cells per high power field) or
red cell casts in urine
sediment
4. Granulomatous inflammation| Histologic changes showing
on biops granulomatous inflammation
within the wall of an artery or
in the perivascular or
extravascular area (artery or
arteriole)

* For purposes of classification, a patient shall be said to have
w g omatosis if at least 2 of these 4 critena are present.
The presence of any 2 or more criteria yields a sensitivity o

and a specificity of 92.0%.

'
1
.

|




> Ann Rheum Dis. 2022 Mar:81(3):315-320. doi: 10.1136/annrheumdis-2021-221795.
Epub 2022 Feb 2.

2022 American College of Rheumatology/European
Alliance of Associations for Rheumatology
classification criteria for granulomatosis with
polyangiitis

Joanna C Robson !, Peter C Grayson 2 (Cristina Ponte 2, Ravi Suppiah 4 Anthea Craven 2,

Andrew Judge 6 7, Sara Khalid 5, Andrew Hutchings 8, Richard A Watts > 9, Peter A Merkel 19,
Raashid A Lugmani °; DCVAS Investigators

~* Bloody nasal discharge, nasal crusting, or sinonasal congestion (+3)
o Cartilaginous involvement (+2)

o Conductive or sensorineural hearing loss (+1) Total score: 10

. » |Cytoplasmic ANCA or anti-PR3 ANCA positivity (5) |

. IPulmonary nodules, mass, or cavitation on chest imaging (—2) I

. IGra.nuloma or giant cells on biopsy (+2) I

.. IInﬂammanon or consolidation of the nasal paranasal sinuses on imagmng (+1) I

. » Pauci-immune glomerulonephritis (+1)
+ o Perinuclear ANCA or anti-MPO ANCA positivity (—1)

+ o Eosinophil count more than 1x 10° cellsL -4

After excluding mimics of vasculitis, a patient diagnosed with small- or medium-vessel vasculitis could be classified
as having GPA if the cumulative score 1s 3 or more points. When these criteria were tested in the validation dataset,

the sensttivity was 93%, and the specificity was 94% [28]



EULAR/ERA-EDTA recommendations for the
management of ANCA-associated vasculitis

M Yates,? R A Watts, %> | M Bajema,* M C Cid,> B Crestani,® T Hauser,’

B Hellmich,® J U Holle,® M Laudien,'® M A Little,"" R A Lugmani,'? A Mahr,"
P A Merkel," J Mills,"> J Mooney," M Segelmark, '®'” V Tesar,'® K Westman, "
A Vaglio,? N Yalgindag,?' D R Jayne,?* C Mukhtyar'

IAnn Rheum Dis}2016)75:1583-1594. doi:10.1136/annrheumdis-2016-209133

Table 1 Recommendation statements
Statement Level of evidence Grade of recommendation

1. We recommend that patients with AAV are managed in close collaboration with, or at, centres of expertise. 3 C
2. A positive biopsy is strongly supportive of a diagnosis of vasculitis and we recommend biopsies to assist in 3 C

establishing a new diagnosis and for further evaluation for patients suspected of having relapsing vasculitis.

3. For remission-induction of new-onset organ-threatening or life-threatening AAV we recommend treatment with a | 1 for GPA/MPA, 3 for A for GPA/MPA, C for EGPA
combination of glucocorticoids and either cyclophosphamide OR rituximab. EGPA

4. For remission-induction of non-organ-threatening AAV we recommend treatment with a combination of 1B B for MTX, C for MMF
glucocorticoids and either methotrexate or mycophenolate mofetil*.

5. For a major relapse of organ-threatening or life-threatening disease in AAV we recommend treatment as per new 1 for GPA/MPA, 3 for A for GPA/MPA, C for EGPA
disease with a combination of glucocorticoids and either cyclophosphamide OR rituximab. EGPA and CYC, 4 for  and CYC, C for EGPA and

6. (i) Plasma exchange should be considered for patients with AAV and a serum creatine level of >500 wmollL 1B B
(5.7 mg/dL) due to rapidly progressive glomerulonephritis in the setting of new or relapsing disease.

6. (i) Plasma exchange can also be considered for the treatment of severe diffuse alveolar haemorrhage. 3 C




EULAR recommendations for the management of
ANCA-associated vasculitis: 2022 update

Bernhard Hellmich @ ,' Beatriz Sanchez-Alamo,? Jan H Schirmer,* Alvise Berti @ ,*°

Daniel Blockmans,® Maria C Cid @, Julia U Holle,® Nicole Hollinger,' Omer Karadag,”
Andreas Kronbichler,'""" Mark A Little,'* Raashid A Lugmani," Alfred Mahr, '

Peter A Merkel @, Aladdin J Mohammad @ ,'"'® Sara Monti ® ,'"'®

Chetan B Mukhtyar @ ," Jacek Musial,*® Fiona Price-Kuehne,'' Marten Segelmark,”’

Y K Onno Teng @ ,** Benjamin Terrier

® ** Gunnar Tomasson @ ,

24,25

Augusto Vaglio @, Dimitrios Vassilopoulos @ ,%” Peter Verhoeven,*

David Jayne © '

Hellmich B, et al. Ann Rheurn Dis 2024,83:30-47. dol:10.1136/ard-2022-223704

Table 2 Examples of organ/life-threatening and not organ/life-threatening manifestations in patients with AAV

Examples of potentially organ/life-threatening manifestations*

Examples of manifestations that are not ultimately organ/life-threatening*

Glomerulonephritis

Pulmonary haemorrhage

Meningeal involvement

Central nervous system involvement
Retro-orbital disease

Cardiac involvement

Mesenteric involvement
Mononeuritis multiplex

Nasal and paranasal disease without bony involvement (erosion) or cartilage collapse or
olfactory dysfunction or deafness

Skin involvement without ulceration
Myositis (skeletal muscle only)
Non-cavitating pulmonary nodules
Episcleritis



Induction of Remission

not organ-ﬂifo—lhmaloning'_[ Active GPAMPA } organ-/life-threatening’ | RPGN

Start RTX + Combine with GC? + Start
(or MTX or MMF) (or avacopan?®) RTX*orCYC

Taper GCs to - o
5 da asma exc e )
after 4rr‘59Im03:ths2 [ may be considered® ]‘

l

Consult
Remission? "°—’[ Expenn?::ntre ]

L . b

- * -

As part ot regimens for induction ot remission in GPA or MPA, we recommend treatment with
oral glucocorticoids at a starting dose of 50-75 mg prednisolone equivalent/day, depending on
body weight. We recommend stepwise reduction in glucocorticoids according to table 4 and
achieving a dose of 5 mg prednisolone equivalent per day by 4-5 months.

Plasma exchange may be considered as part of therapy to induce remission in GPA or MPA for
those with a serum creatinine >300 pmol/L due to active glomerulonephritis.*

Routine use of plasma exchange to treat alveolar haemorrhage in GPA and MPA is not
recommended. t

B e e e e e e e s A e




At 6th month of induction treatment

No symptom

PE: No pathological sign
Llab: Hb: 13 gr/dl, Hct: %35
Jrine analysis: N

Treatment with Rituximab every 6 months

planned



>
Maintenance of Remission l

<z
x

(or AZA or MTX) Induction of remission

J

Continue or switch to RTX for 24-48 months [
continue GC taper / stop avacopan® (see upper panel)

: I

Sustained
Remission? No » | Relapse

Yes

.

GC/avacopan®
stopped?

Yes

.

Assess individual relapse risk,
comorbidities and patient preferences

v

{ Continue or stop ]

maintenance treatment

We recommend that therapy to maintain remission for GPA and MPA be continued for 24—

48 months following induction of remission of new-onset disease.* Longer duration of therapy
should be considered in relapsing patients or those with an increased risk of relapse, but
should be balanced against patient preferences and risks of continuing immunosuppression.




Last visit 09.04.2026

Lt. P-AL)

=




Laboratory

» CBC » Biochemistry
v'"WBC: 8300/uL v'Urea: 25 mg/dl
v'Hb:13.8 g/dL v'Creatinine: 0.58
v'Hct: 41.2 % mg/d|
v'Plt: 374000/uL v'AST: 15 U/L
v CRP: 4.5 mg/L v'ALT: 18 U/L

v’ Urinalysis

* +/- RBC/ulL



* The case remains stable in the 7th year of
maintenance therapy...



Case-3

50y, F
Complaints: Cough, sputum

Receiving IVIG (30 g/month) for 1 year with a
diagnosis of CVID

Allergic rhinitis (+), Asthma (+)
Skin lesions (-)
Joint findings (-)



N
S —

/

fasming Physician': COLAK SEVGI UZM.DR.







Sputum ARB x3 (-), no growth in culture (-)

FOB

Lavage ARB (-), no growth in culture (-)

BAL: % 11 lymphocytes, % 54 macrophages, % 35
neutrophils,CD4/CD8: 1.7

Cytology: Marked neutrophil leukocyte increase,
benign in nature, inflammatory BAL findings
Tru-cut biopsy: Findings of fibrosis and
inflammation



 EBUS: 4R, 7, 11L, 11R lymph nodes were
sampled

 TBB applied

* Diagnosis: Granulomatous inflammation

GRANULOMATOZ INFLAMASYON BULGULARI, BRONS BiYOPSisi.

YORUM
Olgunun, sarkoidozis ve tbc basta olmak (zere olasi grantlomatdz inflamasyon etyolojileri ydnanden arastiriimasi dnerilii



Lavage ARB (-)

TB PCR (-)

Mycobacterium Tuberculosis culture (-)
TST: 4 mm

IGRA: (-)

Given the diagnosis of CVID,

The patient was diagnosed with GLILD



Granulomatous and Lymphocytic Interstitial
Lung Disease

GLILD is a severe non-infectious complication of CVID
GLILD develops in 8-20% of CVID patients

GLILD is a significant cause of morbidity and premature
mortality among patients with CVID

GLILD has been defined as “a distinct clinico-radio-
pathological ILD occurring in patients with CVID,
associated with a lymphocytic infiltrate and/or
granuloma in the lung, and in whom other conditions
have been considered and where possible excluded”

Hurst JR, et al. British lung foundation/United Kingdom primary immunodeficiency Network consensus
statement on the definition, diagnosis, and management of granulomatous-lymphocytic interstitial lung
disease in common variable immunodeficiency disorders. J Allergy Clin Immunol Pract. 2017;5(4):938-945




Predictors for GLILD diagnosis

Splenomegaly

Autoimmune cytopenias

Low IgG, IgM and IgA levels
ncreased CD21lo B cells percentage

_ower percentage of switched-memory B cells
and marginal zone B cells

Low TLC, FVC, and DLCO %pred



Clinical manifestation

20-50 years
Higher prevalence among females
15% of patients may be asymptomatic

Symptoms; exertional dyspnea and
nonproductive cough

Production of sputum, wheezing can be seen in
natients with concomitant bronchiectasis

PE: Inspiratory crackles, wheezing, splenomegaly,
ymphadenopathy




Approach to diagnosing and managing granulomatous- L)

o e oy . (%% eClinicalMedicine
lymphocytic interstitial lung disease e

Jessica Galant-Swafford,” Jason Catanzaro,” Rosane Duarte Achcar,” Carlyne Cool,” Tilman Koelsch,® Tami ). Bang,* David A. Lynch,” Rafeul Alam,”

Rohit K. Katial® and Evans R. Ferndndez Pérez"* m

HRCT Pattern’

Typical GLILD Distribution
- Axial: peribronchovascular predominance
~ Craniocaudal: lower lung zones
Features
- All of the following features: nodularity, ground-glass opacity, consolidation
Other findings
- Hilar. mediastinal lvmphadenopathv. splenomeaalv




Approach to diagnosing and managing granulomatous-
O ogs . (Sa . eClinicalMedicine
lymphocytic interstitial lung disease b

Jessica Galant-Swafford,” Jason Catanzaro,” Rosane Duarte Achcar,’ Carlyne Cool,” Tilman Koelsch,” Tami ). Bang,” David A. Lynch,” Rafeul Alam,”
Rohit K. Katial" and Evans R. Ferndndez Pérez** m

Histopathological Pattern”
Typical GLILD Major features
- Presence of two major features in at least one of the sampled lobe(s) of the lung (surgical lung biopsy):
1. Pulmonary lymphoid hyperplasia with reactive germinal centers in the form of:
- Follicular bronchiolitis, And/or
- Nodular lymphoid hyperplasia, And/or
- Any interstitial lymphocytic infiltrates
2. Granulomas (well, moderately, or poorly-formed)
Secondary features
1. Organizing pneumonia
2. Interstitial scarring
- Lack of features of an alternative diagnosis



Approach to diagnosing and managing granulomatous-
lymphocytic interstitial lung disease

Jessica Galant-Swafford,” Jason Catanzaro,” Rosane Duarte Achcar,” Carlyne Cool, Tilman Koelsch,® Tami . Bang,® David A. Lynch,” Rafeul Alam,”
Rohit K. Katial,” and Evans R. Ferndndez Pérez"”

Provisional
Diagnosis

Clinical evaluation
Establish CVID diagnosis and clinical context
(table 1)

Chest imaging

Chack for
Lijbpdeies )|
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Alternative
diagnosis

HRCT confidence (table 2)

Multidisciplinary team consensus diagnosis

Determine if pathology is appropriate and need for additional
diagnostic testing

Lung histopathology confidence (table 2)

Multidisciplinary team consensus diagnosis

GLILD
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Table 1. Differences in Granulomatous lymp

ic interstitial lung discase and sarcoidosis

I Recurrent infections | Common I

T
Organ system involvement (22, 55)

Pulmonary 51% 95%

Spleen 6.7

Lymph node e 15.2

Liver 41% 115

Skin 7% 159

Bone marrow 8% 3,9%

CNS 5% 4.6%

Gl tract 15% Rare

May occur if architectural distortion of lung

Autoimmunity

=

Immunoglobulin levels

| Frequently report

Not seen

Normal or high. May be low in patients on long
term steroids

Chest CT

Distribution

Common finding

Could have lower lobe discase

Larger nodule with random or
perilymphatic distribution

Upper lobe predominant disease

Perilymphatic micronodular infiltrate in bronchova-
scular distribution

Flame shape hemorrhage, *halo™ sign (16)

More common than sarcoidosis

Could be seen

Common due to recurrent

Cicatricial bronchiectasis in setting of architectural

CD4: CDS ratio Usually, normal High (> 3.5)

CVID (42)

Bronchiectasis infections distortion
Mediastinal / hilar adenopathy Present More prominent
Bronchoalveolar fluid findings
; i Usually negative. Must rule our ctiologies that
Cultures Rules out infection in cases of may mimic clinical or radiologic manifestations of

sarcoidosis such as histoplasma or tuberculosis




Treatment

* |GRT should be optimized before the initiation
of immunosuppressive therapy

* Immunosuppressive treatment (steroid, MMF,
AZA), rituximab

 Hematopoietic stem cell transplantation
(HSCT) is a potential definitive therapy



Thank you for your attention...



