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EOZINOFILIK AKCIGER HASTALIKLARI

* Heterojen bir grup hastalik
* Hava yollari ve parankimde anormal eozinofil birikimi

* Periferik kan eozinofilisi (= 500 eoz./ microL), BAL eozinofilisi (> %10) ve
transbronsiyal veya acik akciger biyopsisinde dokuda eozinofili




EOSINOPHILIC LUNG DISEASE OF DETERMINED CAUSE

- Eosinophilic pneumonias of parasitic origin

Tropical eosinophilia

Ascaris pneumonia

Eosinophilic pneumonia in larva migrans syndrome

Strongyloides stercoralis infection

Eosinophilic pneumonias in other parasitic infections

- Eosinophilic pneumonias of other infectious causes

- Allergic bronchopulmonary aspergillosis and related syndromes

Allergic bronchopulmonary aspergillosis

Other allergic bronchopulmonary syndromes associated with fungi or yeasts
Bronchocentric granulomatosis

Drug-, toxic agent—, and radiation-induced eosinophilic pneumonias
Drugs (typical, occasional, or exceptional eosinophilic pneumonia)
Toxic agents (toxic oil syndrome, | -tryptophan)

Eosinophilic pneumonia induced by radiation therapy to the breast




EOSINOPHILIC LUNG DISEASE OF UNDETERMINED CAUSE

* [diopathic eosinophilic pneumonias
* ldiopathic chronic eosinophilic pneumonia (ICEP)
* l|diopathic acute eosinophilic pneumonia (IAEP)
* Eosinophilic granulomatosis with polyangiitis (Churg-Strauss syndrome)
* Hypereosinophilic syndrome (HES)
* [diopathic hypereosinophilic obliterative bronchiolitis




BAL eozinofili ile iliskili IAH

» BAL eozinofili yiiksek ( 2%25)ise;
KEP (> %40)

EGPA (> %30)

AEP (> %25)

Tropikal pulmoner eozinofili (> %40-70)

» BAL eozinofili hafif-orta (< 25) ise;

BDH

ilaca bagli (NSAI, kokain, nitrofurantoin, minosiklin, siilfonamid, ampisilin vb.)
Mantar

IPF (<%10)

Pulmoner LHH




AKUT EOZINOFILIK PNOMONI

Akut solunum yetmezligi nedenlerinden biri
Cogunlukla 20-40’l yaslarda

Erkeklerde 2 kat daha fazla gorulur
idiyopatik

Sigara,nargile, eroin, esrar, kokain,

HIV+, SARS-CoV-2 enfeksiyonu

v v v v v Vv




AKUT EOZINOFILIK PNOMONI

Histopatolojide:
» DAD

» Hyalin membran (%78), alveoler odem, fibroblast proliferasyonu, inflamatuar
hucreler

» Tip 2 pnomosit hiperplazisi, interstisiyel lenfosit, alveoler eozinofili,
organize intraalveoler fibrinoz eksuda, nekroz icermeyen perivaskuler ve
intramural inflamasyon



AKUT EOZINOFILIK PNOMONI

Semptom suresi< 4 hafta

Oksiiriik, nefes darligi, ates sik

Halsizlik, myalji, gece terlemesi, tremor, ploretik goglis agrisi
Tasipne, bibaziler raller,

Basvuruda cogunlukla solunum yetmezligi

Notrofilik lokositoz, baslangicta kanda eozinofili gorulmez
BAL’da >%25 eesinofili

AFR yuksek, IgE yuksek

vV v v vV v v v v




AKUT EOZINOFILIK PNOMONI

Radyolojide:

0 Ince retikiler ve buzlu cam opasiteleri, kerley B cizgileri,
konsolidasyonlar,sentrilobuler noduller, bilat. plevral efuzyon




Case Reports > BMJ Case Rep. 2019 Sep 26;12(9):e231095. doi: 10.1136/bcr-2019-231095.

Idiopathic acute eosinophilic pneumonia

1

Matthew Pizzuto 1, Matthew Seychell 1, Brendan Caruana Montaldo 1, Adrian Mizzi

4

Figure 3 High resolution CT coronal view showing smooth Figure 4 Airspace consolidation most evident in the left middle zone.
interlobular septal thickening (arrows).




Figure 5 Patches of ground-glass change, Figure 6 High resolution CT coronal view showing
peribronchovascular soft tissue thickening (arrows).




Tedavide:

o Oksijen, MV

o Ampirik antibiyoterapi
o Sistemik KS




EOZINOFILIK GRANULOMATOZ POLIANJIT (EGPA)

» Polianjiitisle birlikte seyreden eozinofilik granulomatozis (Churg Strauss
sendromu); siklikla solunum sistemini tutan ve ozellikle kucuk ve orta capli
damarlan etkileyen, astim ve doku eozinofilisi ile karakterize, sistemik
nekrotizan bir vaskulittir.

» Klinik triad: Astim, hipereozinofili ve nekrotizan sistemik vaskulit

» Hastalarin %90’1nda astim mevcut



Eur J Rheumatol 2022;9(3):153-166 Ross et al. Updates in ANCA-associated vasculitis

Table 1. Classification criteria and definitions of the antineutrophil cytoplasm antibody (ANCA)-associated vasculitides according to the
American College of Rheumnatology (ACR, 1990; microscopic polyangiitis was not yet individualized as a specific entity at that time),
and the 2012 Chapel Hill nomenclature.'-3

1990 ACR classification criteria for Wegener's granulomatosis
For purposes of classification, a patient shall be said to have Wegener's granulomatosis if at least two of these four criteria are present. The
presence of any two or more criteria yields a sensitivity of 88.2% and a specificity of 92.0%.
1. Nasal or oral inflammation: Development of painful or painless oral ulcers or purulent or bloody nasal discharge.
2. Abnormal chest radiograph: Chest radiograph showing the presence of nodules, fixed infiltrates, or cavities.
3. Urinary sediment: Microhematuria (=5 red blood cells per high power field) or red cell casts in urine sediment.
4. Granulomatous inflammation on biopsy: Histologic changes showing granulomatous inflammation within the wall of an artery or in
the perivascular or extravascular area (artery or arteriole).
1990 ACR classification criteria for Churg-Strauss syndrome
For purposes of classification, a patient shall be said to have Churg—Strauss syndrome if at least four of these six criteria are present. The pres-
ence of any four or more criteria yields a sensitivity of 85% and a specificity of 99.7%.
1. Asthma: History of wheezing or diffuse high-pitched expiratory rhonchi.
2. Eosinophilia greater than 10% on differential white blood cell count.
3. Mononeuropathy (including multiplex) or polyneuropathy: Development of mononeuropathy, multiple mononeuropathies, or polyneu-
ropathy (glove/ stocking distribution) attributable to systemic vasculitis.
4. Nonfixed pulmonary infiltrates: Migratory or transitory pulmeonary infiltrates (not including fixed infiltrates) attributable to vasculitis.
5. Paranasal sinus abnormality: History of acute or chronic paranasal sinus pain or tenderness or radiographic opacification of the para-
nasal sinuses.
6. Extravascular eosinophils: Biopsy including artery, arteriole, or venule showing accumulations of eosinophils in extravascular areas.
Definition of ANCA-associated vasculitides in the nomenclature of systemic vasculitis adopted in 2012 by the Chapel Hill consensus conference
Large vessel vasculitis: Giant-cell arteritis; Takayasu arteritis.
Medium-sized-vessel vasculitis: Polyarteritis nodosa; Kawasaki disease.
Small vessel vasculitis :
ANCA-associated vasculitides™
Granulomatosis with polyangiitis (Wegener's).
Necrotizing granulomatous inflammation usually involving the upper and lower respiratory tract, and necrotizing vasculitis affecting
predominantly small to medium vessels (eg, capillaries, venules, arterioles, arteries, and veins). Necrotizing glomerulonephritis is
common.
Eosinophilic granulomatosis with polyangiitis (Churg-Strauss syndrome).
Eosinophil-rich and necrotizing granulomatous inflammation often involving the respiratory tract, and necrotizing vasculitis predom-
inantly affecting small to medium vessels, and associated with asthma and eosinophilia. ANCA is more frequent when glomerulo-
nephritis is present.
Microscopic polyangiitis.
Necrotizing vasculitis, with few or no immune deposits, predominantly affecting small vessels (ie, capillaries, venules, or arterioles).-
Necrotizing arteritis involving small and medium arteries may be present. Necrotizing glomerulonephritis is very common. Pulmo-
nary capillaritis often occurs. Granulomatous inflammation is absent.
Immune complex small-vessel vasculitides
lgA vasculitis (Henoch-Schénlein purpura)
Cryoglobulinemic vasculitis
Hypocomplementemic urticarial vasculitis (anti-C1q vasculitis)
Antiglomerular basement membrane (antiglomerular basement membrane) disease
Variable vessel vasculitis: Behcet's disease; Cogan’s syndrome
Single-organ vasculitis: Cutaneous leukocytoclastic angiitis; cutaneous arteritis; primary central nervous system vasculitis; isolated aortitis;
others
Vasculitis associated with systemic disease: Lupus vasculitis; rheumatoid vasculitis; sarcoid vasculitis; others
Vasculitis associated with probable etiology: Hepatitis C virus—associated cryoglobulinemic vasculitis; hepatitis B virus—associated vasculitis;
syphilis-associated aortitis; drug-associated immune complex vasculitis; drug-associated ANCA-associated vasculitis; cancer-associated vascu-
litis; others




EGPA

» ANCA, EGPA’l1 hastalarin %30-60’1nda pozitif

» Akcigerde gezici, gecici, yamali buzlu cam opasiteleri ve konsolidasyon,
bilat. noduller, alveoler hemoraji

» Mikronoduller, interlobuler septal kalinlasma, peribronsiyal kalinlasma ve
genisleme

» Eozinofilik plevral efuzyon ( %30 )

» BAL’da eozinofili >%30

» Histolojik bulgular: Kucuk arterlerde nekrotizan vaskulit ve eozinofilik
inflamasyon.




» Tani kriterleri ( 4 veya daha fazla kriterin olmasi):
1.Astim

2.Periferik eozinofili

3.Mono/polinoropati

4.Sinuzit

5. Gezici/gecici pulmoner opasiteler

6. Biyopside ekstravaskiiler eozinofil varlig




Autoimmunity Reviews 22 (2023) 103219
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Fig. 1. Venn diagram representing overlapping syndromes with their association immunological and cliniclal manifestations.
Anti-neutrophil cytoplasmic antibody (ANCS)-associated vasculitis (AAV); granulomatosis with polyangiits (GPA); microscopic polyangiitis (MPA); anti-proteinase 3
(PR3); anti-myeloperoxidase (MPO); diffuse alveolar haemorrhage (DAH); human leucocye antigen (HLA); interleukin (IL); eosinophilic granulomatosis with pol-

yangiitis (EGPA); hypereosinophilic syndromes (HES); platelet-derived growth factor receptor alpha (PDGFRA); fusion gene Fip1-like-1 (FIP1L1)-PDGFRA; platelet-
derived growth factor beta (PDGFRB); fibroblast growth factor receipt 1 (FGFR1) [14].




ALLERJIK BRONKOPULMONER ASPERGILLOZIS (ABPA)

» Astim ve kistik fibrozisli hastalarin havayollarinda, aspergillus

kolonizasyonuna karsi gelisen immunolojik reyaksiyondan kaynaklanan
inflamatuar bir hastalik.

» En sik A. Fumigatus




Tamda kullanilan parametreler:
Aspergillus cilt testleri

Balgam kulturu

Periferik eozinofili

Total IgE

A.fumigatus spesifik IgE ve 1gG

v v v v v'.Y

Radyoloji
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Fig. 1. Pathogenesis of allergic bronchopulmonary aspergillosis. Aspergillus conidia trapped in the airway mucus germinate into hyphae, in
genetically predisposed individuals. The hyphae provide the antigenic stimulus for the allergic response, resulting in fungal sensitization. In
susceptible individuals, an exaggerated T-helper 2 (Th2) immune response promotes further airway inflammation. This phase is characterized by
recruitment of mast cells, increased production of immunoglobulin E (total as well as specific IgE to the fungus) and [gG antibodies to the fungi.
The secreted chemokines and cytokines attract large number of eosinophils which attack the fungal hyphae, perpetuate further inflammation,
finally culminating in end-organ damage and clinical manifestations. The red arrows indicate the steps where genetic predisposition plays a
key role.

Agarwal V et al. Allergic bronchopulmonary aspergillosis. Indian J Med Res 151, June 2020, pp 529-549




ABPA

Patoloji:

» Mukus tikaclar iceren genislemis bronslar

» Musin, Curschmann spiralleri

» Charcot-leiden kristalleri, inflamatuar hucreler (eozinofil ve notrofil )
» Akciger parankiminde belirgin eozinofil ve bazen mantar

» OP ve BO bulgular1 da olabilir




ABPA

» Kotu kontrollu astimlilarda sik

» Nefes darligi, oksuriik, hemoptizi, kilo kayb1, halsizlik

v

Kahverengi mukus tikaclan (%31-69)

A.fumigatus spesifik IgE ABPA tanisinda en duyarh test
Deri testinin duyarliligi %88-94
Normal Total IgE duzeyi ABPA tanisin1 dislayabilir

v v v VY

A.fumigatus IgG duyarlilig1 %27




ABPA

Radyoloji:

» Santral bronsektazi (%40 hastada perifere ulasir)
Yuksek atenuasyonlu mukus

Sentrilobuler nodul

Tomurcuklanmis agac, mozaik ateniiasyon

vV v v Vv

Perihiler opasiteler, plevral eflizyon, tam akciger kollapsi ve pulmoner
kitleler




Table III. International Society for Human and Animal
Mycology-Allergic Bronchopulmonary Aspergillosis
(ISHAM-ABPA) Working Group criteria used for the
diagnosis of ABPA

Table IV. International Society for Human and Animal
Mycology-Allergic Bronchopulmonary Aspergillosis
(ISHAM-ABPA) Working Group radiologic classification

Classification  Features

Predisposing conditions
Asthma, cystic fibrosis
Obligatory criteria (both should be present)

Immediate cutaneous hyper-reactivity to Aspergillus antigens

or Aspergillus fumigatus-1gE >0.35 kKUA/I

Total IgE >1000 TU/ml

Other criteria (at least 2 out of 3)

Peripheral blood eosinophil count >500 cells/pl
Transient pulmonary infiltrates on chest radiograph

Presence of precipitins (IgG) against A. fumigatus

Agarwal V et al. Allergic bronchopulmonary aspergillosis. Indian J Med Res 151, June 2020, pp 529-549

ABPA-S All the diagnostic features of ABPA (Table
[1I) but no evidence of bronchiectasis on CT

ABPA-B All findings of ABPA including
bronchiectasis on CT of the chest

ABPA-HAM  All features of ABPA including HAM on
CT of the chest

ABPA-CPF ABPA with other radiologic features
such as pulmonary fibrosis, bleb, bullae,
pneumothorax, parenchymal scarring,
emphysematous change, multiple cyst,
fibrocavitary lesions, aspergilloma, pleural
thickening

CT, computed tomography; ABPA-S, serological ABPA;
ABPA-B, ABPA with bronchiectasis; ABPA-HAM, ABPA
with high attenuation mucus; ABPA-CPF, ABPA with chronic
pleuropulmonary fibrosis

Source: Reproduced with permission from Ref. 3

|
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Fig. 4. Algorithm followed in the diagnostic work-up of allergic
bronchopulmonary aspergillosis (ABPA).
Reproduced with permission from Ref. 3.

Agarwal V et al. Allergic bronchopulmonary aspergillosis. Indian J Med Res 151, June 2020, pp 529-549




ABPA tedavisi

» Sistemik KS : 0.5 mg/kg/gun, 1-2 hafta, gun asin 6-8 hafta, doz azaltilarak
3-5ay

» Antifungal tedavi ( itrakonazol, varikonazol)

» Omalizumab( ikinci basamak ted.)




OLGU-I

» 38 yas, kadin hasta

» Ev hanimi

» SIKAYET: Oksiiriik, nefes darligi, hinlt1, gogiis agrisi

» HIKAYE: Son3 aydir sikayetleri giderek artan hasta poliklinik basvurusu

sonrasi hospitalize edildi.
OZGECMIS: Astim bronsiale, LABA+ IKS aliyor
SOYGECMIS: Ozellik yok

Sigara : Nonsmoker

v v v Y

Maruziyet yok



FIZIK BAKI:

» Bilin¢ acik, koopere, dispneik, tasipneik

» TA:110/60mmHg, NB: 80, Ates: 36,/.

» SPO2: %90,2

» Solunum sesleri bilateral ekspiratuar ronkus
» Diger sistem bakilar olagan




LABORATUVAR:

WBC: 16800, NE: 11800, EOZ:1200 (% 7,1), PLT: 383000, HB: 13,2
Sedim: 16mm/h, CRP: 2mg/dl

Biyokimya olagan

TIT normal

Gaitada parazit saptanmadi

Oda havas1 arteryel KG: ph:7,45 P0O2:52,3 PCO2:39, O2sat: %90,9 HCO3: 27
ANA, P-ANCA, C-ANCA negatif
Total IgE: 35,9 IU/ml

v v v v v v v Y



SOLUNUM FONKSIYON TESTLERI

FVC: 2,63 % 85
FEV1: 2,07 %77
FEV1/FVC: %79
MEF 25-75:1,88 %51
PEF:3,84 %60
TLCO(hb):4,38 %53
Kco(hb):1,10 %59

v v v v v v Y




30.04.2015. PA akciger grafisi




30.04.2015-TORAKS BT

» Sag akciger alt lob anterior-lateral bazal segment dizeyindeki
icerisinde nekroz alanlari iceren, etrafinda milimetrik sentrilobuler
opasiteler, buzlu cam dansitesinde opasitelerin eslik ettigi oncelikle
nekrotizan pnomoni-abse formasyonu ile uyumlu konsolidatif
infiltrasyon. Her iki akciger orta alt loblar dizeyinde belirginlik gosteren
bronkovaskuler agac traselerince izlenen milimetrik sentrilobuler
opasite artimlari, peribronsial kilifta kalinlagsmalarda ve her iki akciger
orta ve alt loblar duzeyinde belirginlik gosteren multipl tubuler uzanimlar
(bronkosel).













Bronkoskopi:

Endobronsial lezyon saptanmadi.
Brons aspirasyonu ve BAL'da ARB negatif, kultirde ureme saptanmadi.

Benign sitoloji

v v v Vv

BAL’da hucre oranlari; Alveoler makrofaj %58
Eozinofil %25
Lenfosit %9
Notrofil %8




BAL sitolojisi: HE boyama 400x




TTIAB:

» Hemorajik zeminde yangi elemanlari,alveoler makrofaj,fibroblast ve alveol
epitel hucreleri izlendi.Malign hucre saptanmadi.




\ 4

v v v Vv

Allerji- Immunoloji konstiltasyonu:
Prick deri testi negatif

IgA,1gG,IgM normal

Hematoloji konsultasyonu: Normal
Noroloji konsultasyonu: Normal
Kardiyoloji konsultasyonu: Normal

Sinuzit saptanmadi.




Periferik eosinofili,
BAL’da eosinofili

P-ANCA negatif

Total IGE normal
Ekstraorgan tutulumu yok

Aspergillus fumigatusa spesifik antikor testleri negatif




o ABPA’da;

. Astim ve kistik fibrozis birlikteligi
. Periferik eosinofili>1000/mcl

. Total IgE>1000I1U/ml

. Aspergillus deri test pozitifligi

. Aspergillus spesifik ab pozitifligi

o U1 A W N =

. Goruintllemede lezyonlar santral bronsektazi ve Ust zon agirlikli

Olgumuzda 3-4-5-6 olmamasi nedeniyle ABPA dusunulmedi




o EGPA’da;
1. Astim birlikteligi

2. Periferik eosinofili >1000/mcl

3. Total IgE>1000 1U/ml

4. BAL’da eosinofili

5. Ekstra organ tutulumu( deri, noral,kalp, renal, rinosinuzit vb.)
6. P-ANCA pozitifligi

Olgumuzda 3-5-6 olmamasi nedeniyle EGPA dusiunulmedi




Olgumuz;

1. Astim birlikteligi

2. Periferik eozinofili >1000/mcl

3.Total IgE normal (KEP’li olgularin %50’sinde normal)
4. BAL’da eozinofili

5. Ekstra organ tutulumu yok

6. P-ANCA negatif

7.Aspergillus fumigatus deri testleri negatif ve spesifik antikorlar normal

Olmas1 nedeniyle KRONIK EOZINOFILIK PNOMONI olarak degerlendirildi.




» 24 mg/gun prednizolon, PO basland.

» Doz azaltilarak 6 ay sonunda tedavi sonlandirildu.




8.6.2015







Tedavinin 6.ayinda SFT:

» FVC: 2,83 (%92)
» FEV1: 2,40 (%90)
» FEV1/FVC: %85




4.3.2016-1.nuks (4 ay sonra)
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v v v Vv

FVC: 1,98 (% 62)
FEV1: 1,38 (%50)
FEV1/FVC: % 70

Periferik eozinofili (eoz: 1100- % 10,5)

Bronkoskopi: Brons asp. ve BAL’da ARB menfi, kulturde ureme saptanmadh.
BAL’da %25 eozinofili

Total IgE: 46,7




» NUKS KRONIK EOZINOFILIK PNOMONI olarak degerlendirildi.

» 0,5 mg/kg/gun ( 32 mg) prednizolon, PO baslandi. 1. ayin sonunda doz
haftalik 8 mg azaltilarak 16 mg ile 3 ay , sonrasinda doz azaltilarak 4mg/gun
ile idame tedavi 12 aya tamamlandi.




21.6.2016







Tedavinin 1. ayinda:
FVC: 2,80 (% 91)
FEV1: 2,42 (% 91)
FEV1/FVC: % 86




24.11. 2017- 2.NUKS (7 ay sonra)







2 .NUKSTE:

» FVC: 1,75 (% 55)
» FEV1: 1,35 (% 49)
» FEV1/FVC: % 77




v v v Vv

24 mg/gun prednizolon baslandi. 3 ayin sonunda doz azaltilarak idame doz
ile (4 mg/gun) tedavi devam etmekte .

Tedavinin 6. ayinda :
FVC: 3,00 (% 98)
FEV1: 2,48 (% 94)
FEV1/FVC: % 82

Tedavinin 13. ayinda.



23.11.2018( tedavinin 13.ay1)




v v v Vv

FVC:2.81(%93)

FEV1:2.35 (%90)

FEV1/FVC: %84

TLco(Hb) mmol/kPa/min:6.27 (%76)




Fyliil 2019




Ocak 2020 Toraks BT

Ekim 2017 tarihli Toraks HRCT tetkiki ile karsilastiriimali olarak
degerlendirilmistir.

O ddnemde izlenen ; her iki akcigerde Ust-alt lob superior segmentlerde
belirginlik gdsteren , yer yer birlesme egiliminde sentrilobiller-sentriasiner
opasite artimlarinda brongial mukoid sekresyonlarla dolu olarak izlenen
dilatasyon bulgularinda tam-tama yakin regresyon saptanmistir.

Yine o donemde izlenen eslik eden mediastinal LAP larda da belirgin
regresyon saptanmistir. Yeni tetkikte bronsiektazik segment peribronsial
kilifta kalinlasmalar , eslik eden gizgisel atelektazik bantlar mevcuttur.
Bulgular oOncelikle alerjik bronkopulmoner ABPA - eozonofilik pnomoni
yonunden anlamlidir. Klinik lab. korelasyonu oOnerilir. Tanimli olan
bulgularin  olguya verilen tedavileri g6z Onunde bulundurularak
degerlendiriimesi onerilir .










» Hasta allerji- immunoji bolumu ile birlikte takip edilmekte

» 18 ay dusuk doz (2 mg prednizolon)







Mart 2023

Parametre Adi

Birim

Degerler

Sonuc

Eritrosit 472 Mful 35 4067414
Hemoglobin 10.8 7 11.
Hematokrit 395 % 36 4 | 314/329
MCV 837 fL 80 100 | 774/796.
MCH 28.1 pgr 27 M | 265/267.
MCHC 335 gr/dL 32 35 343/335
Trombosit 385 x10.3/ul | 150 | 450 | 470/ 358
MPY 95 flL 74 11 715/79
PCT 0.37 %o 0.1 0.4 | 0.35/0.28.
PDW 159 % 16.8 / 16.
Lenfosit % 352 %o 20 55 16.6/33.9
Monosit % 6.7 %a 25 10 71162
Bazofil % 0.3 %o 0 2 11705
Bazofil # 0.04 x10.3/ul 0.2 0.2/01.
Matrofil & 513 x10.3ul | 14 ) 106/55
Matrofil % 456 Yo 37 75 7217486




Mart 2023

Spirometry + Flow-Volume

E
z
8
s
EEE L .0 II 2z 3 L L] : L] ¢

parameter unit pred act. %opred
Ve 1 2099 265 89
ERV 1 Los  -0.09 -9
IRV 1 0.34

™V 1 231

IC 1 209 265 127
FWVCex 1 3.02 237 79
FEV1 1 239 210 81
FEV1/FVC % 21 89 109
FEV1/IVC % 21 79 98
PEF l's 6.32 4.40 70
MEFT75 I's Sod 0 433 77
MEF50 s 398 319 80
MEF25 I's 1.72 123 72
MEF25-75 I's 347 281 81
PIF l's 396 564 142
MIF50 I's g4 563 155




» Mart 2023’e kadar, ( 5 yil+ 4 ay ) 2 mg metilprednizolon kullanan hastada son
6 ayda birkac kez astim ataklar1 nedeniyle acil servise basvurulan oldu



» Mepolizumab baslandi.

» 2 ay sonra ks stopland:.




Haziran 2023

Parametre Adi Birim [:tggfér g‘;ﬁi‘g
Likosit 9.45 x103ul | 36 | 10 |1217/952.
Eritrosit 415 Mul | 35 | 6 | 443/463
& |Hemoglobin 17 gudl | 12 | 18 | 126/127.
Monosit 0.64 x103uL| 0 | 07 | 08/057
& |Hematokrit 353 % 36 | 54 | 375/388
MCV 85.2 fl 80 | 100 | 845/839
MCH 283 pgr 27 | 34 | 285/275.
MCHC 332 gid. | 32 | 35 | 33.7/328.
RDW 134 % 116 | 165 | 131 /171
Trombosit 344 x10.3/ul | 150 | 450 | 355/425
MPV 93 L 74 | 11 | 98/94
PCT 032 % 01 | 04 | 035/04
PDW 15.9 % 9 | 28 | 16/156
F Llemfosit# | 35 | x103uL| 12 | 35  427/334
Lenfosit % 37.7 % 20 | 55 | 351/351
Monosit % 67 % 25 | 10 | 65/59
Eozinofil # 0.07 x103uL| 0 | 05 | 008/114
Eozinafil % 07 % 05 | 6 06/12
Bazofil % 03 % 0 2 03/04
Bazofil 0.03 x103uL| 0 | 02 | 0.03/004
Nétrofil # 515 x10.3uL | 14 | 6 | 6.99/443
Notrofil % 546 % 37 | 75 | 57.5/466




Haziran 2023 Akc. grafisi




KRONIK EOZINOFILIK PNOMONI (KEP)

» Etyolojisi bilinmeyen eozinofillerin interstisiyum ve alveoler boslukta
toplanmasi ile karakterize bir hastaliktir

» 30-40 yaslarda sik, kadinlarda daha sik
» Astim birlikteligi (>%50)
» Atopi birlikteligi (>%60)




KEP

Periferik eosinofili hastalarin %88-95’inde (>1000/mikroL ( >% 6))
Total IgE hastalarin %50'sinde yukselir (>1000/ mikroL)

AFR yuksekligi, demir eksikligi anemisi, trombositoz sik , ancak nonspesifik

SFT obstruktif, restriktif veya normal olabilir. Tedaviye yanitin
degerlendirilmesinde kullantlir

%50 hastada DLCO azalir



KEP Tedavisi

o Tedavide oral kortikosteroid

o Prednizon 0.5 mg/kg/gun, semptom kontrolunden sonra 1-2 hafta daha (4-6
hafta) verilir.

« Sonrasinda asamali doz azaltilarak idame doza gecilir ( semptomlarin kontrol
altina alindig1 en dusiik doz )

» Tedavi suresi 3 ay-9 ay
o Nuks %50-80



KEP Tedavisi

Alternatif tedavi:

o Dusuk doz KS ile kontrol altina alinamayan nuks vakalarda

» KS’in uzun vadeli yan etkileri gorulurse alternatif tedaviler dusunulebilir:
Omalizumab
Mepolizumab
Benralizumab

Dupilumab




KEP Tedavisi

» Baslangicta 2-4 haftalik , sonrasinda 3-6 aylik araliklarla takibe alinir

» Tedaviye yamtsizlik varsa alternatif tanilar gozden gecirilmeli

» Kilnik ve radyolojik nuks ya tedavinin kesilmesinden sonra ya da KS dozunun
azaltilmasi sonras1 gorulur

» Bazen nuks aylar veya yillar sonra da gorulebilir



SEMINARS IN RESPIRATORY AND CRITICAL CARE MEDICINE/VOLUME 27, NUMBER 2 2006

Idiopathic Chronic Eosinophilic Pneumonia
Eric Marchand, M.D., Ph.D." and Jean-Francois Cordier, M.D.%3

o KEP’de %50 nuks
o KEP’lerin %50’den

ABSTRACT . .
fazlasinda uzun sureli
Idiopathic chronic eosinophilic pneumonia is a rare disorder of unknown cause . . .
with nonspecific respiratory and systemic symptoms but rather characteristic peripheral kO I’t] kOSte rO]d ted avi
alveolar infiltrates on imaging. The disorder is highly responsive to oral corticosteroid . . .o
therapy. However, relapses are frequent when tapering or after stopping treatment. .Ihtllyac.I (< 10 mg/ gun)

Moreover, some patients develop severe asthma at some time in the follow-up. The
high incidence of relapses and prevalence of severe asthma is responsible for the great
proportion of patients with idiopathic chronic eosinophilic pneumonia who require
prolonged oral corticosteroid therapy. There are tight links between asthma and idiopathic
chronic eosinophilic pneumonia. These links might help in the comprehension of the
pathogenesis of both diseases. Interestingly, there might exist a continuum between
hypereosinophilic asthma, idiopathic chronic eosinophilic pneumonia, and the Churg-

o PSRBT ERe R RIS SRS




CHRONIC EOSINOPHILIC PNEUMONIA | Published: 12 February 2020

Real-Life Study of Mepolizumab in Idiopathic
Chronic Eosinophilic Pneumonia

Emeline Brenard, Charles Pilette, Caroline Dahlqvist, Benoit Colinet, Florence Schleich, Florence Roufosse &
Antoine Froidure

Lung 198, 355-360(2020) | Cite this article
651 Accesses | 1 Citations |2 Altmetric | Metrics

Abstract

Introduction

Idiopathic chronic eosinophilic pneumonia (ICEP) is an orphan lung disease characterized by
concomitant systemic and local eosinophilia, along with bilateral lung infiltrates. Symptoms
include dyspnea of subacute/chronic onset, cough, and general systemic signs. Although all
patients do respond to oral corticosteroids, relapse rate is very high, which highlights the need
for alternative therapies in case of relapsing ICEP. Mepolizumab is a fully humanized antibody
directed against interleukin 5, a key growth factor of eosinophils. In the present study, we
retrospectively studied the effect of off-label use of mepolizumab for relapsing ICEP.



OLGU 2

* 22 yas, bayan hasta, ev hanimi

* Nefes darligi, oksuruk, balgam, yorgunluk

* | aydir giderek artan sikayetleri nedeniyle poliklinigimize
basvurdu.

* Nonsmoker




Ozge¢mis:  Astim bronsiale
8 ay once polip nedeniyle opere olmus.
Kullandigi ilaglar:
» **KS+ LABA

» **45 glin yuzde akne vulgaris nedeniyle izotretinoin tablet PO

kullanmus.



- Ev ici ve/veya cevresel maruziyet yok

- Hayvan besleyiciligi yok

- Soyge¢mis: Dedede astim bronsiale




FiZIK MUAYENE:

- TA: 90/60 mmhg, Nabiz:90/dk, Ates: 36
- Solunum sesleri normal

- Diger sistem bakilari olagan




LABORATUVAR:

- WBC: 13 800,

- NE: 3500 (%25.5),

- Eoz: 7100 (% 51.5)

- Hb:1'1.3, Hct: 34.3, Plt: 433 000

- Crp: 1.5mg/dI, sedim: 35mm/h

- Rutin biyokimya normal

- Anti-ccp:1.38, ANA, c-ANCA, p-ANCA negatif
- Total IgE: 337 IU/ml




SFT:

- FVC:2.75 %69 FEVI: 1.95 % %56

- FEVI/FVC: %70

- Erken reverzibilitede FEVI’de 810 ml (%41) artis
- PEF:4.61 % 62

- FEF25-75:1.42 % 34







Toraks bilgisayarli tomografi

Her iki akciger parankiminde sagda daha yaygin olmak uzere ust zonlarda

periferik, fokal konsolidasyon alanlari ve buzlu cam gorinimu mevcuttur.










Bronkoskopi:

-Endobronsial lezyon saptanmadi.

-BAL’da %43 alveoler makrofaj, %45 eosinofil, %3 lenfosit, 7% 9

notrofil

-BAL, brons aspirasyonunda ARB gorulmedi, kulturde ureme

saptanmadi






Iﬂ The Drug-Induced Respiratory Disease Website

PNEUMOTOX .
— ONLNE Philippe Camus, M.D.
V2.2 Dijon, France
A} DRUGS PATTERNS
Isotretinoin SIT SEARCH
Last update : 24/08/2012 B Search by keyward Q

Advanced search

| - Interstitial/parenchymal lung disease

Eosinophilic pneumonia (pulmonary infiltrates and eosinophilia) 1

Acute eosinophilic pneumonia (AEP) b DIAGNOSING DIRD

IV - Airway involvement

IV.a Bronchospasm - Wheezing - Asthma

V - Pleural and/or pericardial involvement

<

b Eosinophilic pleural effusion

XI - Miscellaneous
Esophageal toxicity 1




- llaca bagli eozinofilik pnémoni olarak degerlendirildi.

- Isotretinoin kullanimi sonlandirildi



* Bir ay sonraki kontrolunde :

-Klinik

-Laboratuvar ( eoz: 7100 (% 51.5) ‘ 700 (% 8.6) ,
Total IgE: 337 IU/mI~ 8.2 IU/ml)

-Radyolojik olarak
tam iyilesme saptand..







ILACA BAGLI PULMONER EOZINOFILI

» AEP ile benzerlik gosterebilir. Ancak daha belirgin eozinofili, ras , ates gibi
sistemik semptomlar da gozlenir

» Bazen steroid vermeden ilacin kesilmesiyle klinik duzelebilir

» Nuks cok nadirdir




ILACA BAGLI PULMONER EOZINOFILI

Pneumotox.com

vV v v v v v Y

NSAI
Amiodaron
Bleomisin
Metotrexate
Karbamazepin
Kaptoril

Antimikrobiyaller (
nitrofurantoin,minosiklin,
sulfonamid, ampisilin,
daptomisin)

vV v v v v v v

INH, PAS
GM-CSF
Fenitoin
L-triptofan
Radyasyon
Mesalamin

Sulfasalazin




BAL'DA EOZINOFILI

High count (=25 percent)

Chronic eosinophilic pneumonia (240 percent)

Churg Strauss syndrome with active pneumonitis
Idiopathic acute eosinophilic pneumonia (225 percent)
Tropical pulmonary eosinophilia (40 to 70 percent)

Mild to moderate counts (<25 percent)

Connective tissue disease

Drug-induced pneumonitis

Fungal pneumonia

Idiopathic pulmonary fibrosis (<10 percent)

Pulmonary Langerhans cell histiocytosis (Histiocytosis X)

Sarcoidosis




Conditions associated with elevated serum IgE¥*

Infectious diseases

Parasitic:
»  Ascariasis
» Schistosomiasis

» Strongyloidiasis

Human immunodeficiency virus (HIV) infection
Mycobacterium tuberculosis

Cytomegalovirus

Epstein-Barr virus

Leprosy

Candidiasis

Inflammatory diseases

Eosinophilic granulomatosis with polyangiitis (Churg-Strauss)

Kawasaki disease

Kimura disease

Neoplasms

Hodgkin lymphoma

IgE myeloma

Atopic diseases

Allergic bronchopulmonary aspergillosis
Allergic fungal rhinosinusitis

Atopic dermatitis

Allergic asthma

Allergic rhinitis

Others

Tobacco smakers

Cystic fibrosis

Nephrotic syndrome

Bone marrow transplantation
Graft versus host disease

Bullous pemphigoid

Immunodeficiencies

Hyperimmunoglobulin E syndrome (multiple mutations)
Wiskott-Aldrich syndrome
Netherton disease

Nezelof syndrome

Drug effect

Aztreonam, penicillin G
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Anamnez:
*18 yas, erkek hasta

*Kuru oksiiriik, nefes darhigi

2 aydir sikayetleri olan hasta poliklinikten tetkik amach
servise yatirildi.

Ozgecmis ve soygecmisinde 6zellik yok
*Sigara ve alkol yok

*Maruziyet yok

-Tlac kullanim &ykiisii yok



Fizik Baki:

TA: 90/60 mmHg, Nb:80, A: 36, solunum
say1s1:16/dk

Solunum sesleri normal

Diger sistem bakilari olagan




Laboratuvar-Subat 2019

Tetkik Adi
Lokosit
Eritrosit
Hemoglobin
Monosit
Hematokrit
MCW

MCH
MCHC
RDW
Trombosit
MPV

PCT

PDW
Lenfosit #
Lenfosit %
Monosit %
Eozinofil #
Eozinofil %
Bazofil %
Bazofil #
Motrofil #
Notrofil %

Tetkik Adi
Sedim 30

Sedim 60

+

o

Sonug
14.6
526
149

05
429
817
283
346
124

414

T4

03
16.1

2
14

36

8.6
59.1

03

34
23

Sonug

Durum

Durum

Birim Referans Arahig: / Karar Sinin

x10.3/uL 36-10
MiuL 3.5-6
gridL 12-18

x10.3/uL 0-0.7

% 35-54
L 3D0-100
par 27-24
ar/dL 32-35
% 11.6-16.5
x10.3/uL 150-450
i 7.4-1
% 0.1-0.4
% S-28
x10.3/uL 1.2-3.5
% 20-55
% 25-10
x10.3/uL 0-05
% 0.5-6
Yo 0-2
x10.3/uL 0-02
x10.3/uL 146
% 37-75

Birim  Referans Arahig: / Karar Sinin
mm <9
mm =20




Tetkik Adi Sonug Durum Birim  Referans Arahii / Kai

Glukoz o4 mag/dL 74-110
Ure 329 mg/dL 16-49
Kreatinin 0.7 mg/dL 0.7-1.3
Aspartat Transaminaz (AST) 7 UL 0-40
Bilirubin (TOTAL) 034 mg/dL 0-1.10
Bilirubin (Direkt) Ea 0.31 Y mg/dL 0-0.30
Sodyum (Ma) 141 mmol/L 136-145
Potasyum 504 mmol/L 3.5-5.1
Kler (Cl) 102.9 mmoliL 98-107
CRP + 4.37 Y ma/dL 0-0.500
BILIRUBIN {INDIREKT) 0.53 mg/dL 0-0.30
Tetkik Adi Sonug Durum Birim  Referans Arahgi / Kar.
MPO ANCA (P - ANCA) Negatif
PR3 ANCA (C -ANCA) Negatif
Anti Nukleer Antiker (ANA) Negatif
Tetkik Adi Sonug Durum Birim  Referans Araligi / Karar !
CCP (ANTI) <05 UimL <5
Tetkik Adi Sonug Durum Birim  Referans Arah@i / Karar Sinin
Total IGE 673 kun
< 20 NEGATIF "
20 - 100 KUSKULU SINIR POZITIF
= 100 POZITIF
Tetkik Adi Sonug Durum Birim  Referans Araligi / Karar Simin

PROCALCITONIN b2 0.05 D ng/mL 052



ANTIRIBOSOMALP NEGATIF
PROTEINIMMUNOBLOTTING)
ANTISSBIMMUNOBLOTTING) NEGATIF
ANTIRO5252 KDA)IMMUNOBLOTTING) NEGATIF
ANTISSAIMMUNOBLOTTING) NEGATIE
ANTI DS DNA 0.6 (Negatif)
ANTINUCLEOSOMESIMMUNOBLOTTING) NEGATIF
ANTISM/ RNPIMMUNOBLOTTING) NEGATIE

ANTISCLOIMMUNOBLOTTING) NEGATIF

ANTICENTOMERE BIMMUNOBLOTTING) NEGATIF

ANTIHISTONESIMMUNOBLOTTING) NEGATIF
ANTISMIMMUNOBLOTTING) NEGATIF
ANTI NUKLEER ANTIKORANA) NEGATIF

ANTIOT1IMMUNOBLOTTING) NEGATIF




Tetkik Adi

pH (Arteriyal)
pO2 (Arteriyal)
pCO2 (Arteriyal)
BE (ecf)

Na +

K+

Ca ++

Cl-

02 Sat

HCO3 - std

Sonug Durum Birim  Referans Arah / Kar:
7.418 7.25-7.45
& 75.1 D mmHg 80-100
375 mmHg 35-45
-0.2 mmol/L
139 mmol/L 135-148
4.1 mmoliL 3553
¥ 0.47 D mmoliL 1.13-1.32
4+ 108 Y mmoliL 98-106
956 mmol/L
244 mmokL
Tetkik Adi Sonug Durum Birim  Referans Araligi / Karar Sinmiri
pH 55 5-3
Dansite ¥ 1.044 D 1005-1030
Glukoz Neg Negatif
Protein +- Negatif
Bilirubin Neg Negatif
Urobilinojen Normal Normal
Keton Neg Negatif
Nitrit Neg Negatif
Mikreskobi Bakteri Neg
Mikroskobi Epitel Hiicresi 0-2
Mikroskobi Eritrosit Neg 0-5
Mikreskobi Lékosit Neg 0-5




SFT

[
: 2 g
W
w

% ...; ................ TEVI-Ral ‘
: L] s
a4
REE A 2 °° 1 2 3 < L] - L #
time 11:06 11:42
medicament
parameter unit pred. pre %opred. post %pred. post%opre
vC 1 5.48 3.75 69 4.04 74 8
ERV 1 1.76 1.62 92 2.11 120 30
IRV 1 251 -1.45 -58 1.78 71 -223
™V 1 0.68 3.59 524 0.15 22 -96
Ic 1 343 2.14 62 1.93 56 -10
FVCex 1 5:58 3.75 67 4.04 72 8
FEV1 1 459 3.60 78 3.93 86 S
FEV1/FVC % 88 96 111 97 113 2
FEV1/IVC % 83 96 116 97 117 2
PEF Us 8 89 8.17 92 8.40 94 3
MEF75 s 754 7.55 100 791 105 5
MEF50 Us 5.36 6.04 113 638 119 6
MEE25 s 2.78 2.88 104 339 122 18
MEF25-75 s 494 534 108 589 119 10




Subat 2019










Bronkoskopi:
*BAL kontamine
Kiiltiirde tireme saptanmadi

*Sitoloji: Benign

) Gaitada parazit yok




* Antibiyoterapiye yanit alilnamamasi

* Periferik eosinofili ve pnomonik infiltrasyon
olmasi

4

Eosinofilik pnomoni —0,5 mg/kg/glin metil
prednizolon






* Hasta 2 ay kortikosteroid kullanip tedaviyi
birakmis

* Tedavinin kesiminden 2 ay sonra benzer
sikayetlerle tekrar basvurdu.




Haziran 2019

-






* 2 ay sonra hasta sol yan agrisi ile bagvurdu.




* 2.kez bronkoskopi : BAL, TBB
* BAL kontamine, TBB nondiagnostik




Agustos 2019







Plevral ponksiyon:

* Exuda vasfinda

- Sitoloji: Eozinofiller (%40) ve notrofiller
1zlenmektedir.




EBUS

» Hucre bloklarin kesitlerinde lenfoid doku icerisinde belirgin eozinofil
lokosit artist dikkati cekmistir.Ayinc tan1 amaciyla yapilan IH
tetkiklerinden CD15 (fokal +),CD30(-) tir. Klinikte olgunun oncelikle
eozinofilik lenfadenitler yonunden arastinlmasi onerilir.



* Periferik LAP yok

* Batin USG normal

* EMG normal

* EKG ve EKO normal




Hematoloji konsiiltasyonu:

Kemik iligi aspirasyonu ve biyopsisi:
*Selliller, heterojen, megakaryosit +
*Atipik hiicre yok

*%15 eosinofil




Periferik kan ve KiA’da:

*FIP1L1/CHIC2/PDGFRA FISH: Normal
*PDGFRB FISH: Normal

*ABL1/BCR DC FISH: Normal

*Mds paneli- gen mutasyonu yok

*CALR geni MPL mutasyon yok

*JAK2 RT-PC mutasyon yok




Periferik yayma:

% 60 PNL,
% 18 LENFOSIT,
% 2 MONOSIT,

% 20 EOZINOFIL.

ATIPIK HUCRE YOK. TROMBOSITLER BOL VE
KUMELI




Eylil 2019




* Hasta 3 ay sonra nefes darhig ile tekrar
basvurdu.




Aralik 2019










Aralik 2019

BAL yaymalarinda hicre oranlari;
%35 alveoler makrofay,

%3 lenfosit,

%15 notrofil Iokosit

%47 eozinofil




BAL’da eosinofili
Glemza x400




* KEP?
* HES?
°* EGPA?




* Hematolojinin de onerisi alinarak konsey
karari ile ayirici tani icin VATS ile akciger
biyopsisi yapildi.




WEDGE REZEKSIYON PATOLOJISI

* Frozena gonderilen "Sag akciger tist lob wedge rezeksiyon
materyali"nden hazirlanan kesitlerde alveol bosluklarinda
diffiiz eosinofil ve alveoler makrofaj birikimleri,
intertisyel alanda eosinofil hakim yogun yangisal
hiicre infiltrasyonu, yer yer "bronsiolitis obliterans"
alanlari izlenmistir. Bulgular "Kronik eosinofilik
pnomoni" ile uyumludur. Olgunun klinik 6n

tanilardan "Hipereosinofilik Sendrom" yoniinde
arastirilmasi onerilir.

«  «Sag akciger alt lob wedge rezeksiyon" materyalinde parankimde
amfizematoz degisiklikler disinda patolojik bulgu saptanmamustir.




VATS ile akciger biyopsisi HE X 400




» Hastaya tekrar KS tedavisi baslandi.




Ocak 2020




HIPEREOZINOFILIK SENDROM (HES)

HES, kanda ve dokuda eozinofili ve eozinofiliye bagl
doku hasari ile seyreden nadir hematolojik hastalik.

Asir1 eozinofil birikimine bagh eozinofilik
infilltrasyon ve mediator salinimi sonucu multiorgan
hasari

Hipereozinofili :Periferik kanda eozinofil >1.5 x
109/L ( >1500 /microL) ( en az bir ay ara ile 2 kez) veya
dokuda patolojik eozinofil birikimi.

KIA’da >%20 eozsinofili

Dokuda eozinofil infiltrasyonu




HES

Prevalans: 0.36-6.3/100.000
20-50 yaslarda sik
Deri akciger, GIS sik tutulan organlar

Nadiren KVS, beyin tutulur

v v v Vv

7/
%

Primer ( neoplastik)

X/
2 X4

Sekonder (reaktif) (parazitik enf.,solid tm, Thc'li lenfoma)

7/
%®

Idiyopatik




HES

O Patogenezde;
-Klonal eozinofilik proliferasyon
-IL-5 gibi eozinofilopoetik asiri Uretimi sonucu duzensiz asiri eozinofil

uretimi




HES’in klinik varyantlan

Myeloproliferatif varyant (M-HES)
T lenfositik varyant (L-HES)
Ailesel HES

idiyopatik HES (IHES)

Organ sinirli hipereozinofilik durumlar

v v v v v Vv

HE iliskili spesifik tanimlanmis sendromlar ( EGPA, epizodik anjioodem vb.)




Termlnol(.)gy {0l gs Subtype.s./ il Clinical and laboratory features
variants abnormalities/examples

PDGFRB and FGFR1 rearrangements
JAK2 point mutation and translocation

Chronic eosinophilic leukemia, not 1 Serum B12 Anemia and/or thrombocytopenia
otherwise specified, on the basis of blast Hepatomegaly and/or splenomegaly
count in peripheral blood and/or bone Circulating leukocyte precursors
marrow or of a clonal cytogenetic
Myeloid variants abnormality

Deletion on 4q12 — FIP1L1-PDGFRA

fusion May show 1 serum tryptase + mast cell abnormalities

PDGFRA or PDGFRB rearrangement-associated disease
occurs almost exclusively in males

Prominent skin findings (including plaques, erythroderma,

Aol g protmemng I el urticaria) Polyclonal hypergammaglobulinemia

T cell lymphocytic variants Example: CD3-CD4+ T cell-associated

(L-HES) disease Usually a benign lymphoproliferative disorder, but may
progress to T cell lymphoma
e Asymptomatic eosinophilia from birth, autosomal dominant
Pl el Mapped to 5q 31-33 Progression to other forms of HES may occur
Idiopathic HES Multisystem involvement with varied signs/symptoms

Examples include eosinophilic
Organ-restricted HES gastrointestinal disease, chronic
eosinophilic pneumonia, and others

Peripheral blood eosinophilia associated with eosinophilic
infiltration and associated signs/symptoms in a single organ

Examples include episodic angioedema

Specific/defined syndromes  with eosinophilia, eosinophilic Marked eosinophilia in the setting of an underlying disorder
associated with granulomatosis with polyangiitis (EGPA, associated with eosinophilia; the precise role of eosinophils in
hypereosinophilia formerly Churg-Strauss), other disorders the disease manifestations remains uncertain

associated with immune dysregulation




» Akciger tutulumunda nefes darligi, oksuriik, hirlti

» BT’de parankimal infiltratlar, plevral efiizyon, intratorasik LAP, pulmoner
emboli



Treatment of hypereosinophilic syndrome (HES) wvariants

HES wvariants

Mye=loid wvariants

Subtypes /ffidentified

abmnormalities fexamples

PG FRA or PODOGRFRE
rearrangements

FAKZ point mutation and
translocation

FSFAFRI rearrangemeants and
chronic eoasinophilic leukemia,
not otherwise specified, on the
basis of blast count in
peripheral blood andsor bone
marrow or of a clonal
cytogenetic abmnormality

HES with myeloid features but
without a known mutaticon
Must demonstrate at least four
of the following eight findings
to be classified as mweloid
HES:©
- Increaseaed serurm witamin
BlZz2 lavels
- Chromosocrmal
abnormalities
- Anemia
= Thrombocytopenia
- Hepatomegaly
- Splenomegaly
- Circulating leukocyte
pPrecursors
= Increased serum tryptase

Imitial therapwv

m Imatinib {with concomitant
systemic glucocorticoids if
cardiac involvenmeaent iIs
suspected)

m Hydroxyurea or JAK inhibitors

= Chemotherapw

= Systemic glucocorticoids

Second-line therapies

Other tyrosine kinass
imnhibitors with activity against
PG ER (eg, dasatinib,
sorafenib, or nilotinib) or HCT

Irmatinibk
Interferon-alfa

Hy droxyurea

T c=ll Iymphocoytic variants (L-
HES)

Aberramt IL-S-producing T
cells

= Systemic glucocorticoids

Interferon-alfa (first choice)
If monresponse or if poor
tolerance, try other T cell
active therapies (=g,
cyclosporine or
mycophenolate)}

Familial HES

Mapped to 5 31-=23

= CObhservation and monitoring

Treat like idiopathic HES if
complications dewvelop

Idiopathic HES

m Systemic glucocorticoids

Hydroxyurea or interferon-alfa

Owverlap HES

Examples of single ocrgan
owverlap HES includese
ecsimnophilic gastrointestinal
disease, chronic sosinocphilic
pneumonia, and otheaers
Example of multisystemrm
owverlap HES: HES with
features of ecosimnophilic
granulomatosis with
polyangiitis (EGPA,. forrmerly
Churg-sSstrauss)

= TJreat based on specific
disease; topical
glucocorticoids may be useful

Specific/defined syndromes

associated with hyperecsinophilia

HES: hypercosinmnophilic syndromes;

Iymphocoytic variant HES; IL-5:

Examples include episodic
angiocederma with eosinophilia.,
other disorders associated
with immumne dysregulaticon

POSFRA:D platelet-derived growth factor receptor alpha;
receptor beta; HCT: hematopoietic cell transplantation; F2AKZ: Janus kinase 2; FGRFRI:
interleukin-S.

= Treat based on specific disease

PODOSFRE: platelet-derived growth factor
fibroblast growth factor receptor 1; L-HES:@

UploDate
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