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61y, kadin hasta

1-2 yildir giderek artan okslirtik, nefes
darligi

Degisik hastanelerde muayene olmus,
verilen inhaler tedavilerden yarar gérmemis

Diger sistemlere ait yakinmasi yok
Sigara yok

Her iki hemitoraksta tabanlarda raller, yer
ver “squeak”ler duyuldu




Maruziyetler acisindan sorgulama yapildi
* Yozgat’li; Yozgat ve Ankara’da yasamis
* Ev hanimi
* Gecmiste bir stire muhabbet kusu beslemisler
* Esinin gorev yaptigi bir ciftlige haftanin birka¢ guni gidiyormus, orda cok
saylda guvercin bulunuyormus



* Fonksiyonel degerlendirme
* FVC %72 FEV1 %76 FEV1/FVC %89
* TLC %75 DLCO%49
* Arter kan gazi:P0O2:55.1 Sa02 %89.8 PCO2:41 PH:7.43
« 6 DYT 440 m (Sa02 %94-%68)

* EKO: sPAB dlctlemedi
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* Bronkoskopi yapildi, BAL alindi
* BAL'da lenfosit %65
e granulosit %15
* makrofaj %20

e Guvercinicin presipitan ab pozitif bulundu

* Bu verilerle kronik hipersensitivite pndmonisi olarak kabul edildi
Ciftlige gitmemesi gerektigi anlatildi

0.5 mg/kg metilprednizolon baslandi

Yakinmalari belirgin olarak geriledi

Steroid azaltma protokolu ile takibe alindi



* 1 hafta 40 mg, 1 hafta 32 mg, 2 hafta 24 mg steroid kullandiktan
sonra yapilan kontrolde klinik ve fonksiyonel olarak stabil bulundu

* Steroid dozu yavas olarak 8 mg a dusuruldi. 8 mg dozuna indikten
sonra yakinmalarda artisla basvurdu, doz yeniden gecici olarak 16 mg
vapildi. Ardindan yine doz azaltildi 4 mg dozuna kadar dusuarildu



* Steroidi 4 mg dozda kullanirken (tedavinin baslangicindan yaklasik 9 ay
sonra) yakinmalarinda artisla bagka bir merkeze bagvuran hastanin steroidi
kesilip IKS+LABA+LAMA baslanmis.

* Yakinmalari daha da artan hasta klinigimize basvurdu. Hipoksemik solunum
vetmezligi ile yatirildi
* PO2 46 mmHg, Sa02 %83 bulundu
* BT de radyolojik progresyon izlendi
* EKO da sPAB 45 mmHg dlculdi
 Okstiriik nedeniyle SFT yapamadi



* Hastaya yeniden 32 mg steroid baslandi. Steroid doz azaltmasi ile
yakinmalari artan hastaya, steroid yan etkileri sorun olusturacagi icin
azatiyoprin eklendi

* Azatiyoprin 50 mg ile baslandi; bu dozu tolere eden hastada doz 100, ardindan 125
mg a cikildi
* Bu tedaviile PO2 63.5 mmHg oldu, klinik olarak rahatladi
e 125 mgile izlenirken USYE ve giiriiltili herpes labialis tablosu gelisti. Azatioprine
gecici olarak ara verildi
e Daha sonra 100 mg azatiyoprin ve 8 mg steroid ile izleme alindi



* Azatiyoprin eklendikten sonra izlenirken de steroid dozunun dustrulmesi
ile yakinmalarda artis oldu.

* Hipoksemisi belirginlesti, eve oksijen destegi verildi.

* Azatiyoprin steroid gereksinimini azaltmadigi icin 11 aylik kullanimdan
sonra kesildi. Mikofenolat mofetilin denenmesi icin endikasyon disi basvuru
yapildi.

* Akciger nakli icin degerlendirilmek tzere refere edildi



* Akciger nakli icin refere edildigi
merkeze basvurmadigi 6grenilen
hasta yakinmalarinda artisla geldi

e Steroid 32 mg dozuna artirildi;
mikofenolat mofetil baslandi
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e Steroid dozu yavas olarak azaltildi
* MMF ve 8 mg steroid ile yakin izlemde tutulmak tGzere taburcu edildi

e Taburculugundan 3 hafta sonra nefes darligi ile acil servise basvuran
hasta gogus hastaliklari yogun bakim tnitesine kabul edildi



 YBU’de genis spektrumlu antibiyotik
tedavisi ve noninvazif mekanik
ventilator ile solunum destegi
baslandi




e Solunum yolu viral ve bakteriyel
panellerde etken saptanmadi

* Crp belirgin, prokalsitonin hafif
yuksek saptandi

e Baslanan antibiyotik tedavi ile crp ve
prokalsitonin disti; ancak klinik,
radyolojik yanit alinmadi




* Antibiyotik tedavisinin yani sira yliksek doz s
steroid ve ko-trimoksazol 8o o
eklendi

e Kisa suire icin solunum destek gereksinimi
azaldi ise de genel durumu yeniden bozuldu

« YBU’de 10 giin siireyle izlendikten (ilk tani
doneminden 3 yil) sonra hasta kaybedildi
(Kasim 2018)




48 yasinda kadin hasta
Son 6 ayda artan eforla nefes
darligi ve kuru oksurik
FM: tabanlarda raller
comak parmak
Sigara: 40 paketyil
Baska sistemlere ait yakinma yok
Ev hanimi
Mesleksel veya cevresel maruziyet
tanimlamiyor
Gecirilmis 6nemli hastalik, ilag dykusi yok

IPF tanisiyla klinigimize yonlendirilmis




* Solunum Fonksiyon Testleri:
FVC: %70
FEV1: %75
FEV1/FVC: %89
DLCO: %38

e Arter Kan Gazlari:
* PO,: 54,3 mmHg
* PCO,: 36,7 mmHg









BT tipik olagan interstisyel paterni degil
* Buzlu cam alanlari
* Subplevral retikilasyon, interlobuler septal kalinlasma, bal petegi
* Mozaik patern; hava hapsi izlendi

* Maruziyet acisindan yeniden ayrintili sorgulandi:
e Hastanin oglunun evlerinin balkonunda 10’dan fazla glivercin besledigi 6grenildi



e Guvercin antijenlerine karsi presipitasyon testi pozitif
* Bronkoskopi : normal

* BAL sonuclari:
* Lenfosit: %14
 CD4/CD8T lenfosit: 1,7 (kan: 2,3)
* Notrofil: %40
* Makrofaj: %44



e Hasta HP kabul edildi

e Guvercinler evden gonderildi

* Metilprednizolon 0,5 mg/kg dozda baslandi. 2 hafta icinde belirgin klinik,
fonksiyonel dizelme saglandi
* AKG: PO2:65,2 PCO2:37,8
* SFT:
¢ FVC:%74

* FEV1:%77
* DLCO:%64



* Hasta daha sonraki izlemlerini yasadigi yerde yaptirdi
* 6 aylik tedavi sonrasi steroid birakildi
* Telefonla yapilan gérismelerde klinik olarak rahat oldugu o6grenildi



e Kronik HP Tedavisi

e Sorumlu antijenden uzak kalmak

llac tedavisinde temel ilac kortikosteroidler
» 4-6 hafta 0,5 mg/kg/giin prednisolon
* Doz yavas yavas 10 mg/giin idame dozuna azaltilir
* Toplam tedavi sliresi tabloya gore belirlenir

Imminstpresif ajanlar?
e Azatiyoprin, mikofenolat

e Leflunamid, rituximab???
Antifibrotik ajanlar???
Pulmoner rehabilitasyon
Akciger nakli -nakil sonrasi sag kalim IPF den daha iyi



Ayodeji Adegunsoye', Justin M. Oldham?, Evans R. Fernandez Pérez>,

Mark Hamblin®, Nina Patel®, Mitchell Tener?®, Deepa Bhanot®, Lacey Robinson?®,
Sam Bullick?, Lena Chen’, Scully Hsu'!, Matthew Churpek1, Donald Hedeker?,
Steven Montner?, Jonathan H. Chung?, Aliya N. HusainS, Imre Noth1,

Mary E. Strek!? and Rekha Vij?

ERJ Open Research 2017; 3:00016-2017

Imm{nsupresif tedavi almayan KHP olgularinin sag kalimi
daha iyi. Mikofenolat veya azatiyoprin kullanimi ile tedavi
iliskili yan etki azaliyor; solunum fonksiyon testi diistisi ve

sag kalim acisindan tek basina prednizon kullanan grup ile fark
yok. Yan etkileri azaltmak acisindan erken dénemde AZA veya
MMF eklemek uygun olabilir



etiology without other specific patterns (e.g., LAM, PLCH), features typical

‘ Patient with clinical and radiologic (HRCT) evidence of an ILD of an unknown

of sarcoid and no specific features and/or serology positive for CTD

v

Elicit a detailed history of exposures to environmental factors® known to
induce HP (“HP Inducers”), assure images of HRCT are also in expiration;
BALF cellular and microbiologic investigation to rule out

mycobacterial infection2, SslgGs?3
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Typical HRCT rTypicaI HRCT
patterns of HP4 patterns of HP#
AND AND

1) POSITIVE history
of exposure and/or

1) NEGATIVE history
of exposure and/or

SslgGs SslgGs
2) BALF cellular 2) BALF cellular
analyses™: analyses™:

inflammatory pattern,
predominantly
LYMPHOCYTOSIS

inflammatory pattern,
predominantly
LYMPHOCYTOSIS

HRCT patterns of
UIP, NSIP, CPFE
and OP4

AMND

1) POSITIVE history
of exposure and/or
SslgGs

2) BALF cellular
analyses™:

inflammatory pattern,
predominantly
LYMPHOCYTOSIS

Typical HRCT
patterns of HP or
HRCT patterns

of UIP, NSIP, CPFE
and OP*

AND

1) POSITIVE history
of exposure and/or
SslgGs

2) BALF : NORMAL
CELLULAR OR MIXED
inflammatory cellular
pattern (without
predominant
lymphocytosis)

OR without BAL
( i.e., NOT performed)

Typical HRCT
patterns of HP or
HRCT patterns of
UIP, NSIP, CPFE
and OP4

AND

1) NEGATIVE history
of exposure and/or
SslgGs

2) BALF : NORMAL
CELLULAR OR MIXED
inflammatory cellular
pattern (without
predominant
lymphocytosis)

OR without BAL
(i.e., NOT performed)
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HP: CONFIDENT
CLINICAL
DIAGNOSIS®

Probable HP®

v

A 4

Possible HP®

Unlikely HP

v
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(TBLC) (if available); surgical lung biopsy (SLB) if TBLC unavailable/nondiagnostic)?

Lung biopsy (transbronchial lung biopsy (TBLB) and/or transbronchial lung cryobiopsy}

Vasakova M, et al. HP:Perspectives in Diagnosis and Management. Am J Respir Crit Care Med 2017:196:680
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Histopathology

Histopathology NOT]

c/w HP c/w HP
Definite HP [ Not HP




[Paliems presents symptoms and HRCT findings consistent with fibrotic ILD]

Multidisciplinary Case Review with focus on:

- Family, occupational, medication history

- Signs/symptoms of rheumatologic disease; serologic tests
- Wheezing, squeaks, crackles on pulmonary exam

- HP Exposures: Avian, microbial, or chemical exposures

- Consider specific antigen testing where available

- HP HRCT Features: Mosaic attenuation, air trapping, extensive
ground glass, centrilobular nodules, upper lobe disease

y

HP Possible. Are These Criteria Present?

1) HP HRCT Features”

2) HP Exposure

NONE¢

¢ONE

BOTH

{ HRCT Indeterminate +

no consistent exposures

Consider Bronchoscopy BAL} Lymphocytes > 20-30% ‘
Cell Count/Differential”

No HP Exposures or HRCT Features

HP Unlikely

Evaluation suggests rheumatologic
Evaluate/treat alternate ILD

disease, particulate/occupational
exposure, familial ILD, IPF

HP Likely
Treat; BAL for additional
confirmation if needed

HP Likely

J

Y

[ Consider surgical biopsy }&

Lymphocytes

v

Y

v

Suaaestive biops HP Triad Present
No HP features Nc??—iP Ex osfrey -OR-
+/— HP exposure/HRCT P Suggestive biopsy + HP
or HRCT
Exposure or HRCT
¥ ¥ ¥ .
HP Less Likely HP Possible HP Likely
. Re-evaluate exposure Review exposures
Treat alternative ILD .
or treat alternative ILD and treat

» Re-evaluate exposure
‘ and treat as indicated

( Individual biopsy findings suggesting HP:

- One or more of the classic HP triad of: chronic cellular
bronchiolitis, chronic cellular interstitial pneumonia,
and small loose nonnecrotizing granulomas

- Bronchiolocentric disease distribution (fibrosis or
cellular interstitial pneumonia)

|- Giant cells

Salisbury M, et al. Diagnosis and Treatment of Fibrotic HP. Where we stand and where we need to go?
Am J Respir Crit Care Med 2017; 196:690



Inflammatory Features* Present

» Environmental evaluation and antigen remediation

» Consider a trial of immunosuppression. Watchful waiting is also an option in stable and/or mild
disease, or if an antigen is identified and removed

» Suggested immunosuppressive regimen':

1. Corticosteroids (0.5-1 mg/kg daily prednisone equivalent) = cytotoxic agen’[r§
a. Taper prednisone to 20 mg daily in the first 3 mo
b. Close interval monitoring of FEV;, FVC, and DLgo (consider every 1=2 mo initially)

2. Taper corticosteroid to <20 mg daily when pulmonary function plateaus (presuming initial improvement)
a. Interval pulmonary function every 3-4 mo. Consider HRCT at 3-6 mo
b. If disease worsens during steroid taper, consider cytotoxic agent (if not already initiated). Evaluate

for infection or reintroduction of antigen, as indicated

» Tailor maintenance treatment to the clinical scenario™:
1. Initial improvement followed by pulmonary function plateau:
a. Consider gradual withdrawal of drugs versus maintenance with cytotoxic agent
b. Drug withdrawal is favored if an antigen is identified and removed
c. Closely monitor for deterioration; consider reinstitution of immunosuppression if observed
2. Stable disease but no improvement with immunosuppression:
a. Consider gradual withdrawal of drugs
b. Closely monitor for deterioration; consider reinstitution of low-dose cytotoxic agent if observed
3. Progressive disease despite treatment escalation/change: Consider gradual withdrawal of
immunosuppression

Salisbury M, et al. Diagnosis and Treatment of Fibrotic HP. Where we stand and where we need to go?
Am J Respir Crit Care Med 2017; 196:690

*Inflamatuar 6zellikler: BT de buzlu cam, BALda lenfositoz, veya histopatolojik olarak hiicresel inters.pn veya
granlilomato6z inflamasyon



Inflammatory Features* Absent

® Environmental evaluation and antigen remediation

® Consider watchful waiting in stable and/or mild disease, or if an antigen can be identified and removed. Trial
of immunosuppression can be considered after review of risks and expected benefits

® |f a trial of immunosuppression is elected, proceed with immunosuppression regimen as described
above, with the following caveat:
In patients with advanced fibrosis and no sign of inflammation, we suggest limiting a treatment trial to
3 mo of corticosteroids, and taper off if no improvement is observed. Addition of a cytotoxic
agent may be of little benefit and result in untoward side effects

® Tailor maintenance treatment to the clinical scenario:

1. Initial improvement followed by pulmonary function plateau:
a. Consider gradual withdrawal of drugs versus maintenance with low-dose cytotoxic agent

b. Drug withdrawal is favored if an antigen is identified and removed
c. Closely monitor for deterioration; consider reinstitution of immunosuppression if observed
2. Stable or progressive disease: Consider gradual withdrawal of immunosuppression

® Assessment of efficacy and safety of antifibrotic drugs in fibrotic HP is needed

Ancillary Treatments

® Frequent reassessment for antigen sources if not initially identified, or consideration of altemative
diagnosis

® Pulmonary rehabilitation
® | ung transplantation evaluation if progressive disease, when appropriate
® Assess and treat comorbidities

® Assess and treat infectious and other complications

Salisbury M, et al. Diagnosis and Treatment of Fibrotic HP. Where we stand and where we need to go?Am J
Respir Crit Care Med 2017; 196:690
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