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istem Bilgileri istem Sebebi Sonug Agtklamasi
Torih: 04102022 10:42:06 J h'giyasfetltia gravis tanisi ile takipli hastamizin toraks BT'si interstisyel akciger hastahg & Sayin meslektagim,
ile uyumlu il -
Ekleyen Kullanicr: AYSE DENIZ ELMALI YAZICI Oksiritk
2 == = tarafimzca dederlendiriimesi ve dnerileriniz rica olunur == | Bilinen akciger hastaldi yok.
Birim: Klinik Nérofizyoloji Poliklini¢ Sigara hi¢ igmemis. Ev hanim.
20 yil nce 2 yil kader 1 adet muhabbet kusu beslemis. 15 yil 6nce 8 ay kadar rutubetli evde
Oda/Yatak: == | yasamus.
Yatak Birim: e (BI}O}GNS orta ve alt alanlarda insp ince vasifli raller. Sat: %98, NDS:88 /dk Clubbing (-/-), PTO
Uzman Doktor: AYSE DENIZ ELMALI YAZICI
Kullandigr ilaglar: Co-diovan 160/12,5 mg tb 11, Euthyrox 100 meg 1°1
Acil:
Yerinde: Toraks BT degerlendirildi. Tipik UIP paterni ile uyumlu

PAAC grafisi, SFT+DLCO istendi.
Romatoloji konsiltasyonu istendi.

Saygilanmla

{5 HostaCagr  [%) E-Recete  [E) Miz.Recete [E] ilag Raporu (%] MizRaporu  [E] Hst. Raporian §& Sonuglar Formlor » §& Hemsire v §& Ropor~ §B Stok~ §8 Randevu~ [] $ablon 3} Sablon Oner




OLGU - ANAMNEZ

ilk basvuru tarihi: Ekim 2022
MA, 72 y, K
Sikayet: Oksiiruk

Hikaye: Yaklasik 1 yil once baslayan kuru oksirik ve detayli anamnezde bu oksurugin gittikce artmis
oldugunu ifade ediyor

Oz ve soy gecmis: Myastenia gravis (Okiiler), Hipertansiyon, Hipotiroidi, Osteoporoz



ANAMNEZ

Meslek: Ev hanimi

Sigara: Hic icmemis

Hobileri: 20 yil 6nce 2 yil kadar 1 adet muhabbet kusu beslemis. 15 yil dnce 8 ay kadar rutubetli evde
yasamis

Kullandigi ilaglar: Valsartan 160 mg + Hidroklorotiyazid 12.5 mg tb 1*1, Levotiroksin sodyum 100 mcg
tb 1*1



FiZiK BAKI

v' Sp02: %98 (oda havasinda)
v Her iki akciger arka orta ve alt alanlarda inspiratuar ince vasifh raller (velcro)
v' Clubbing (-), PTO (-/-)

v’ Diger sistem muayeneleri normal



PA AKCIGER GRAFISI
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SOLUNUM FONKSIYON TESTI

FVC FEV1 FEV1/FVC DLCO
(L/%) (L/%) (%) ml/dk/mmHg (%)

Kasim 2022 2.11(%96) 1.73(%96) %82.2 9.56(%58)

*6 dakika yurime testi: 430 metre
Bas. sat: %98 Bitis sat: %96
Bas. BORG: 3, Bitis BORG: 5




TORAKS HRCT




TORAKS HRCT

Akciger parankim yapilarinin degerlendirilmesinde;

» Bilateral Ust loblarda sol akciger Ust lob inferior ve superior lingular segmentlerde ve alt
loblarda plevraya yakin parankimal yuzeylerde daha belirgin olmak Uzere fibrozis ile

uyumlu retikuler dansite artimlari izlendi

» Bilateral akciger bronslarinda bu retikiler dansite artimlarina komsu distal bronslarda
perifere dogru cekilmis ve bronsiektazik gorinim izlenmistir (traksiyon bronsektazileri)

» Sag akciger alt lob posterior bazal segmentte belirgin sira halinde dizilmis, kalin duvarl
kistik acikliklar izlenmis olup bal petegi paterni gérinimu mevcuttur

» Bulgular UIP paterni ile uyumludur



UIP histolojisi ile
uyum seviyesi

Dagilim

BT bulgular

TORAKS HRCT

Olasi
UiP paterni

%70-89

*Subplevral ve bazal dominant
*Siklikla heterojen (retiktilasyon
ve traksiyon bronsiektazisi/
bronsiolektazisi arasinda normal
akciger alanlari)

*Traksiyon
bronsiektazisi/bronsiolektazi ile
birlikte retikller patern

*Hafif buzlu cam olabilir
*Subplevral korunmanin
olmamasi

*Subplevral korunma ile
peribronkovaskiiler baskin (NSIP diisiin)
*Perilenfatik dagilim (sarkoidoz diistin)
*Ust ve orta akciger tutulumu (fibrotik
HP, KDH-IAH, sarkoidoz)

*Subplevral korunma (NSIP veya sigara
iligkili IAH)

-Kistler (LAM, PLHHYX, LIP, DIP)

-Mozaik atenuasyon veya lig-yogunluk
bulgusu (HP)

-Buzlu cam baskin (HP, sigara iliskili IAH,
ilag toksisitesi, fibrozisin akut
alevlenmesi)

-Cok sayida sentrilobuler mikronodiiller
(HP veya sigara iliskili)

-Noduller (Sarkoidoz)

-Konsolidasyon (Organize pnomoni vs)
*Mediastinal bulgular

-Plevral plaklar (asbestozis)

-Dilate 6zefagus (KDH)

Idiopathic Pulmonary Fibrosis (an Update) and Progressive Pulmonary Fibrosis in Adults.
An Official ATS/ERS/JRS/ALAT Clinical Practice Guideline, February 2022



Usual (Olagan) interstisyel Pnémoni Paterni

Kronik
Aspirasyon HP
Pnomonisi

PLHH Asbestoziz
UiP: Usual(Olagan) interstisyel Pnémoni
IPF: idiopatik Pulmoner Fibrozis
NSIP: Nonspesifik interstisyel Pnémoni Kronik Fibrotik Snamoy
HP: Hipersensitivite Pnédmonisi Sarkoidoz AONEEENEE

BDH: Bag Dokusu Hastalig
PLHH: Pulmoner Langerhans Hcreli Histiositozis




LABORATUVAR

» Hemogram ve Biyokimya: Normal
» RF:7.5I1U/L (N: 0-14)
» Anti CCP: Negatif (<8)
» ANA: Pozitif (Yogun ince benekli, 1:320)
» ENA Profili

e SS-A: Negatif

e SS-B: Negatif

e Scl-70: Negatif

* Anti-Sm/RNP: Negatif

* Anti-Jo-1: Negatif
» PANCA, cANCA: Negatif




Romatoloji konsiiltasyonu:

> Intersitisyel akciger hastaligina neden olabilecek bir romatizmal hastalik tespit edilmedi

Meslek Hastaliklari konstiltasyonu:

> 72 yas, kadin hasta. Ev hanimi. is éykisi yok. Tarim, hayvancilik éykiisii yok. Asbest maruziyeti
yok. Hep sehir merkezinde yasamis. 20 yil éncesinde 2,5 yil kadar 1 adet muhabbet kusu
beslemis. 15 yil dnce yasadigi evde 8 ay kadar olan rutubet-kiif maruziyeti tarifliyor. incelenen
HRCT’de tipik UIP bulgulari mevcut. Rutubet-kiif ve kus maruziyeti ile iAH arasinda zamansal
illiyet bagi kurulamamistir, multidisipliner degerlendirme onerilir

Kardiyoloji konsultasyonu:
» MY eser, TY eser, PABs: 14+3 mmHg, PHT bulgusu izlenmedi. EF: %60



Bu asamada ne yaparsiniz ?

ilagsiz takip

Antifibrotik tedavi baslarim

Bronkoalveolar lavaj

Kriyo transbronsiyal biyopsi + Bronkoalveolar lavaj

VATS



[ IPF tanisindan siiphe ]

IPF icin
Tanisal AIgO ritma [ Potansiyel neden/iliskili hastalik ]

Hayir Evet
( v
Hayir .

: Spesifik taninin

HRCT paterni L dogrulanmasi (HRCT dahil)
il
‘ UIP ya da olasi UIP* " UIP agisindan belirsiz veya Evet
alternatif tani

Y ]
C BALT%TBLCi } """""" { SLBt ]

Y
IPE [ Alternatif tani ] Sekil referanstan uyarlanmistir

Raghu, Ganesh, et al. "Idiopathic Pulmonary Fibrosis (an Update) and Progressive Pulmonary Fibrosis in Adults: An Official ATS/ERS/JRS/ALAT Clinical Practice Guideline." American Journal of Respiratory and Critical Care Medicine
205.9 (2022): e18-e47.



Bronkoalveolar lavaj

BAL'da hiicre dagilimi BALda hiicre dagilimi
(Hasta) (Saghkh eriskin)

Alveoler makrofaj %73 > %85

Nétrofil (%6 ) <%3
Lenfosit @ % 8-12

Eozinofil %0 < %1
CD4/CD8 1.12 1.6
Total Hiicre Sayisi 220/mm3 15x10°




Bu asamada ne yaparsiniz ?

ilagsiz takip

HP/Avian paneli
Kortikosteroid tedavi baslarim
Antifibrotik tedavi baslarim
Kriyo-transbronsiyal biyopsi

VATS



Klinik Oykii ve Risk Faktorleri ile Uyumlu IPF Tani Kriterleri

Yas 50 yas ve uzeri

Cinsiyet Erkek cinsiyet Kadin cinsiyet
Semptomlar ilerleyici nefes darligi ve kuru ksiiriik

Fizik Muayene ince inspiratuvar (velcro tipi) rallerin varhg
Sigara Oykiisui Aktif veya eski sigara iciciligi Non-smoker

Negatif otoimmun seroloji ve bag dokusu hastaligi

Bag D g1 B
ag Dokusu Hastaligi Bulgulari éykiisii bulunmamasi ANA + (yogun ince benekli, 1:320)

Anlamli cevresel veya mesleki maruziyet anamnezinin

AT G Ul LT T olmamasi illiyet bagi kurulmayan (?) maruziyet
HRCT Bulgulan Tipik veya olasi UIP paterninin varligi Buzlu cam alanlari

Artmis notrofil sayisi ve/veya lenfositoz Lenfositoz varligi

BAL bulgulan
olmamasi

Raghu G, et al. IPF and PPF in Adults: An Official ATS/ERS/JRS/ALAT Clinical Practice Guideline. 2022



Multidisipliner Degerlendirme

 Multidisipliner degerlendirme sonrasi VATS icin hasta ile gorusuldl, hasta riskleri nedeniyle islemi
kabul etmedi

« Mevcut haliyle klinik ve radyolojik degerlendirme ile iPF tanisi konuldu

ATS/ERS/JRS/ALAT recommendation.
For patients with newly detected ILD of
apparently unknown cause who are
clinically suspected of having IPF, we
recommend serological testing to aid in
the exclusion of CTDs as a potential
cause of the ILD (motherhood
statement).

Question 3: Should Patients

with Newly Detected ILD of Unknown
Cause Who Are Clinically Suspected
of Having IPF Undergo Cellular
Analysis of Their BAL Fluid?

Evidence base. Our systematic literature
search yielded 2,492 titles but did not identify
any studies that I) compared clinical
outcomes among patients who underwent
BAL cellular analysis to those who did not
undergo BAL cellular analysis, or 2) reported
the test characteristics of BAL cellular
analysis for distinguishing IPF from other
ILDs. Therefore, we sought studies that
compared BAL cell type proportions across
different ILDs. The full text of 14 articles was
reviewed, and eight were selected for analysis
(95-102) (Table E7a).

American Thoracic Society Documents

Studies enrolled patients with IPF,
performed BAL, and measured components
of the BAL fluid including the percentage of
neutrophils (95-100, 102), macrophages
(95-99, 102), lymphocytes (95-102), and
eosinophils (95, 97-100, 102), as well as the
CD4/CDS8 ratio (95, 97, 99, 100). The
measurements were then compared with
those from patients with other types of ILD,
including hypersensitivity pneumonitis
(95, 96, 100), sarcoidosis (95, 99, 100},
idiopathic NSIP (95, 97, 100-102),
cryptogenic organizing pneumonia (COP,
previously called bronchiolitis obliterans
organizing pneumonia) (95-97, 100),
eosinophilic pneumonia (95), respiratory
bronchiolitis-associated ILD (RB-ILD) (96),
and lymphocytic interstitial pneumonia
(LIP) (96). Most studies reported mean cell
type proportions, but some reported
medians. Because the question was about
using BAL to distinguish IPF from other
types of [LD, we compared cell type
measurements among patients with [PF to
those among patients with other types of
ILD using the mean difference (MD):

e Neutrophil proportion: Healthy
individuals have =3% neutrophils in

.

—15.50%; 95% CI, —19.06% to
—11.94%). No differences were found
when patients with [PF were compared
with patients with hypersensitivity
pneumonitis, COP, or sarcoidosis.
Eosinophil proportion: Healthy
individuals have =1% eosinophils in their
BAL fluid (23). Patients with IPF had a
mean eosinophil percentage in their BAL
that ranged from 2.39% to 7.5%, which
was lower than patients with eosinophilic
pneumonia (MD, —48.94%; 95% CI,
—62.58% to —35.30%) (Table E7d). No
differences were found when patients with
IPF were compared with patients with
NSIP, hypersensitivity pneumonitis, COP,
sarcoidosis, RB-ILD, or LIP.

Lymphocyte proportion: Healthy
individuals have 10% to 15%
lymphocytes in their BAL fluid (23).
Patients with IPF had a mean
Tymphocyte percentage in their BAL fluid
(MD, —26.00%; 95% CI, —33.62% to
—18.38%), sarcoidosis (MD, —14.87%;
95% CI, —25.09% to —4.65%), COP
(MD, —31.43%; 95% CI, —38.78% to
—24.08%), and LIP (MD, —43.20%; 95%

e55

3.2. BALF Cell Analysis

BALF cell analysis results and distribution of lymphocytosis by diagnosis are presented in

Table 3. The total cell count and the percentage of lymphocytes were significantly higher in

the fHP group compared to the IPF group (p < 0.001) (Figure 1a,b). LNl itefeiat=lleAtid is

BALF lymphocytosis equal to or greater than 20% was observed in 75% of cases, while only

e 7N BRI Hi 819 Y In addition, BALF lymphocytosis above 30% was found in 60%
of fHP patients, and none of the IPF patients.

Table 3.

Bronchoalveolar lavage fluid percent differential and lymphocytosis distribution in the study

group.

Raghu G, et al. IPF and PPF in Adults: An Official ATS/ERS/JRS/ALAT Clinical Practice Guideline. 2022

Sobiecka M, et al. BAL Cell Count and Lymphocytosis are the Important Discriminators between FHP and IPF. Diagnostics. 2023



Idiopatik pulmoner fibrozis agirhg

Orta | Siddetli

Semptomlar
(Nonproduktif 6ksuriik/ Asemptomatik/hafif Orta derece
Egzersiz dispnesi)

Siddetli
Hafif egzersizde

Radyolojik Bulgular
GEUIEEENHEEJA:EIR  Subplevral ve basiler Akcigerin %20-30 Ug veya daha fazla
petegi) <10% parankim parankim tutulumu zonda
tutulumu <%5 bal petegi >%5 bal petegi

Solunum Fonksiyon Testi

FVC % beklenen Hafif dusis %50-75
DLCO% beklenen Hafif disis %36-55
P[A-a]O2 <20 mmHg 21-30 mmHg

02 Destegi Egzersizde gerekli :
e Gerekli degil e . g Istirahatte gerekli
olabilir
6 dk yuriime testi Mesafede hafit < %4 02 2 %4 02
dusls desaturasyonu desatlirasyonu




GAP indeksi ve evreleme sistemi

The GAP index and staging system

Predictor | Points
Gender
G ‘: = Female > @
= Male | 1
Age (years)
= =60 | 0
A
= 51to 65 | 1
< = >65 > g 2 >
Physiology
= FVC (% predicted)
< 0 D
e 50t 75 1
s <50 2
P
= DLCO (% predicted)
* 36to 55 1
» =35 2
» Cannot perform 3
Total possible points 8
Stage 1 T i
Points Oto3 4to5 6to 8
Mortality
1-year 5.6 16.2 30.2
2-years 10.9 29.9 62.1
3-years 16.3 42.1 76.8

L —r——
Points are assigned for each variable of the scoring system to obtain a total point score (range 0 to
8). Patients should be scored in the "cannot perform” category for DLCO if their symptoms or lung
function prohibited performance of the DLCO maneuver. If DLCO is unavailable because it was not
ordered or not completed because of nonrespiratory limitations, then the model cannot be applied.
The total point score is used to classify patients as stage I (0 to 3 points), stage II (4 to 5 points),
or stage III (6 to 8 points). Model-predicted one-, two-, and three-year mortality is shown by stage.

GAP: gender, age, and two lung physiology variables (FVC and DLCO); FVC: forced vital capacity; DLCO:
diffusing capacity for carbon monoxide.

From Annals of Internal Medicine, Ley B, Ryerson CJ, Vittinghoff E, et al. A multidimensional index and staging
system for idiopathic pulmenary fibrosis. Ann Intern Med 2012; 156(10):684-91. Copyright @ 2012 American
College of Physicians. All Rights Reserved. Reprinted with the permission of American College of Physicians, Inc.

GAP Index and Staging System
100+
80—
R Stage lll
%, 60 6-8 pts.
> (6-8 pts.)
g
S
= 40 Stage Il
(4-5 pts.)
20—
00—
T T T T
0 1 2 3
Year

Hastamizin

GAP Puani

2, Evre 1, 3 yilikk mortalitesi %16.3



TEDAVI

* |PF tanisi alan hasta igin,

» Pirfenidon 200 mg 4x1- 1.hafta
» Pirfenidon 200 mg 4x2- 2.hafta

» Pirfenidon 200 mg 4x3- 3.hafta

Pirfenidon 600 mg 4x1 olarak devam edildi



TAKIP

9.11.2022 (tedavinin 3. haftasi)

» Hazimsizlik, siskinlik

» Kan tetkikleri; normal aralikta

> Oneri: Pirfenidon 2400 mg devam, Pantoprazol tb 1*1 eklendi, pirfenidonu yemeklerle birlikte alacak
» Takip: Sikayetlerde kismen iyilesme

21.12.2022 (tedavinin 9. haftasi — rutin kontrol)
» Belli-belirsiz bulanti sikayeti
» Kan tetkikleri istendi



Gecmis Sonuclar [ASTI/KIRMIZI/YESIL KAPAK

*AST ve ALT icin normal arahk: 0-50 U/L

Barkod Tarihi | Tetkik Adi | Sonug | Sayisal Sonuc
3

13.07.2021 14.14 AST 23 23
23082022 N3 AST 21 21
230820221435  AST 19 19
02112022 1256 AST 13 13

v 091.2022 1144 AST 13 13

| 21122022 1117 AST 136 136
30122022 09:25  AST 76 76
04.012023 1C:11 AST 58 58
01.022023 09:20  AST 19 19
08.03.2023 0921  AST 17 17
12.042023 N:03 AST 14 14
15.06.2023 0929  AST 17 17
02.11.2023 TK13 AST 16 16
1.02.2025 10:56 AST 21 21

Isteyen Personel

BETUL OKUR

AYSE DENIZ ELMAL...

GIZEM YILDIRIM

BARIS DEMIRKOL
BARIS DEMIRKOL
BARIS DEMIRKOL
BARIS DEMIRKOL
BARIS DEMIRKOL
BARIS DEMIRKOL
BARIS DEMIRKOL
BARIS DEMIRKOL
BARIS DEMIRKOL
BARIS DEMIRKOL
BARIS DEMIRKOL

> Bilirubin, GGT, ALP normal aralikta

> Oneri: Pirfenidon doz azaltimi yapildi (1800 mg), Metpamid tb (LH) eklendi

Gecmis Sonuclar [ALT]/KIRMIZI/YESIL KAPAK

Isteyen Personel

BETUL OKUR
AYSE DENIZ EL...
GIZEM YILDIRIM
BARIS DEMIRKOL
BARIS DEMIRKOL
BARIS DEMIRKOL

Barkod Tarihi Tetkik Adi Sonug Sayisal Sonuc
9
13.07.2021 1414 ALT 22 22
23.082022 N3 ALT 17 17
230820221435  ALT 17 17
02.1.2022 12:56 ALT 7 7
0911.2022 11:44 ALT 9 9
2112.2022 117 ALT 213 213
30122022 0925  ALT 130 130
04012023 101 ALT 100 100
01.02.2023 0920  ALT 18 18
08.03.2023 0921  ALT 13 13
12.042023 1103 ALT 10 10
15.06.2023 09:29  ALT 13 13
02.11.2023 1113 ALT n 1
11.02.2025 10:56 ALT 1 n

» Takip: Yaklasik 2 hafta icerisinde KCFT normal araliga geldi, Metpamid stoplandi,
mevcut Pirfenidon tedavisi tekrardan tam doza ¢ikartildi

BARIS DEMIRKOL
BARIS DEMIRKOL
BARIS DEMIRKOL
BARIS DEMIRKOL
BARIS DEMIRKOL
BARIS DEMIRKOL
BARIS DEMIRKOL
BARIS DEMIRKOL



TAKIP
KASIM 2024

Klinik:
> Oksirik, eforla olan ND (stabil)

Fonksiyonel:
» FVC: %121
» DLCO: %38
» 6 DYT: 450 m (Stabil)

Radyolojik:
» Eski gorintulere gore anlamli fark
saptanmadi
» Takip EKO’larda PHT bulgusu
saptanmadi

Degerlendirme: STABIL hastalik

e Tedavi: Pirfenidon 600 mg tb 4*1,
Pantoprazol tb 1*1




FVC
(L/%)

DLCO
ml/dk/mmHg

TEDAVI

DEGERLENDIRME

Kasim 2022

Subat 2023

Kasim 2023

Kasim 2024

Nisan 2025

%96

%106

%125

%117

%121

(%)

%58

%48

%33

%35

%38

430

400

480

450

Pirfenidon

Pirfenidon

Pirfenidon

Pirfenidon

Pirfenidon

Klinik iyilesme+Radyolojik stabil
+Fonksiyonel stabil = STABIL

Klinik stabil+Radyolojik
stabil+Fonksiyonel stabil = STABIL

Klinik stabil+Radyolojik
stabil+Fonksiyonel stabil = STABIL

Klinik stabil+Radyolojik
stabil+Fonksiyonel stabil = STABIL



IPF’de Pirfenidon Tedavi Giivenliligi

Long-term safety of pirfenidone: results
of the prospective, observational
PASSPORT study

Vincent Cottin ©"2 Dirk Koschel®, Andreas Giinther*®, Carlo Albera®, Arata Azuma ©7

25 En sik gorilen advers reaksiyonlar (= %5)
20,6
- 20 18,5 n= 1009
o 16,2 16
215 122
2 10 95
6,4
. 58
; A n
; b
Bulanti Yorqunluk istah azalmasi  Kilo kaybi Dokinti Diyare Bas donmesi  Fotosensitivite
reaksiyonu

Grafik, 1. referans tablo 2'den uyarlanmistir.

» Pirfenidon ile goriilen en sik yan etkiler gastrointestinal sistem ve deri ile iliskilidir

» Pirfenidon ile olusabilecek yan etkilere en sik ilk 3 ayda rastlanir ve genellikle hafif-orta

siddettedir

1. Cottin V et al. ERJ Open Res. 2018; 4(4): 00084-2018. 2. Lancaster LH et al. Eur Respir Rev. 2017; 26(146).



o Interstitial lung disease

BM) Open Safety of pirfenidone in patients
z::z::::ry with idiopathic pulmonary fibrosis:

integrated analysis of cumulative

data from 5 clinical trials
TEMEL MESAJLAR

Table 3 Treatmeni-emergent adverse evenis*

Phase 3 reuliaaionsl bisiet Bu bulgular, pirfenidon tedavisi uygulanmig 1299
Integrated population (N=1299)t Pirfenidone (N=623) Placebo (N=624) idiyopatik pulmoner fibrozis mstasmdan olugan, iyi
Nausee 2s 31 125 lannin kapsamii bir analizini temsil etmektedir,
Dyspnosa - 309 169 202 lleriye dénik olarak 9.9 yil sirdirilen bu uzun
hopaii pumonary fbross o 90 T donemi izieme sirasinda, pirfenidonun givenii
g?:'ghu:ea gg-f g:g ];;-1 oldugu ve genellikle iyi tolere edildigi gosterilmistir.
Resh 260 03 109 En yaygin advers olaylar gastromtestmal sistemle
Headache 216 220 192 ve deriyle iligkilidir ve bunlar gagellikle hem hafi
Nasopharynits o I e a da orta siddette hem defdoz deisikliklerine
&m‘a - = 89 anit veren olaylardi
Weight decreased 156 10.1 5.4 Tipik olarak tedavinin ilk 6 ayi iginde aminotrans-
Back pain o e 14 feraz degerlerinde gtzlemlenen artiglann genellik-
oy i 1B of et ke comtnhr crlonl ot le gegici oldudu ve doz degisikligi ya da tedavinin
$CAPACITY (studies 004 and 006) and ASCEND (study 016). keslimeslyle klinik sekel birakmadan yok oldugu

belirlenmigtir.



a Interstitial lung disease

BMJ Open Antifibrotic treatment adherence,
Sonitdemetd efficacy and outcomes for patients with
idiopathic pulmonary fibrosis in Spain:
a real-world evidence study

Research

Ana Dolores Romero C)rtiz’,-I Beatriz Maria Jiménez-Rodriguez,”
Cecilia Lopez- Ramirez.® Angela Lopez- Bauza,” Maria Pérez- Morales,®

Bildirilen En Yaygin Yan Etki Turleri

80,00%
p=0,020

70,00%
P<0,001
60,00%
50,00%
40,00%
30,00%
P<0,001
20,00%
p= 0 14
10,00% I
p=0,449 .
0,00%

H Pirfenidon n=147 H® Nintedanib n=85

Referans: Ortiz AD, et al. BMJ Open Respir Res 2024,;11:e001687



Pulmonary Pharmacology & Therapeutics 84 (2024) 102287

Contents lists available at ScienceDirect

PULMOMNARY
PHARMACOLOGY
& THERAPEUTICS)

Pulmonary Pharmacology & Therapeutics

e

ELSEVIER journal homepage: wwwv.elsevier.com/locate/ypupt

Check fo

The tolerability and efficacy of antifibrotic therapy in patients with upcies”
idiopathic pulmonary fibrosis: Results from a real-world study

a,b,1

, Bingbing Xie "', Xin Wang ™", Xinran Zhang " “, Yanhong Ren ",
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Ozel kullanim uyarilari ve énlemleri

Gastrointestinal olaylar

e Gastrointestinal yan etki durumunda Pirfenidonun yiyeceklerle birlikte alinmasi 6nerilir, gerekli
durumda PPi eklenebilir

 Eger semptomlar sirerse, Pirfenidon dozu 1-2 tablet azaltilabilir ve takiplerde sikayetlerin gecmesi
durumunda yemeklerle birlikte tolere edilebilen doza yeniden artirilabilir

» GUlnin hangi saatinde mide bulantisi yasaniyorsa o dozunu azaltin
» Daha yavas titrasyon programi (1 hafta yerine 2-4 hafta aralikli)

* Buna ragmen semptomlar devam ederse, semptomlari gidermek adina tedaviye 1-2 hafta ara
verilebilir

Lancaster L H et al. Eur Respir Rev 2017; 26: 1700572.



Ozel kullanim uyarilari ve énlemleri

Karaciger fonksiyonu

e Pirfenidon tedavisine baslamadan 6nce karaciger fonksiyon testleri (ALT, AST ve bilirubin) yapilmalidir

* Tedavinin ilk 6 aylik doneminde ayda 1 ve daha sonra her ili¢ ayda bir karaciger fonksiyon testleri
yapilmalidir
» AST ve ALT ylkselmeleri

v' >3x ila <5% normal Ust sinirt (NUS) semptomlar yok ve bilirubin normal ise, degerler normale dénene kadar doz
azaltilabilir veya kesilebilir

v' >3x ila <5% NUS semptomlar var veya bilirubin artisi eslik ediyorsa, pirfenidonu kalici olarak birakin
v >5x NUS, pirfenidonu kalici olarak birakin

> Total bilirubin >2x NUS, pirfenidonu kalici olarak birakin

Lancaster L H et al. Eur Respir Rev 2017; 26: 1700572.



EUROPEAN RESPIRATORY JOURNAL
RESEARCH LETTER

M. MOLINA-MOLIMA ET AL.

Gastrointestinal pirfenidone adverse events in idiopathic
pulmonary fibrosis depending on diet: the MADIET clinical trial

Gastrointestinal AEs SFA diet (n=3T) MUFA diet (n=49) p-value
Unadjusted model (n=86)

Number events/number patients 2437 13/49

Rate (95% CI) 64.9 (47.5-79.8) 26.5(14.9-41.1)

RR MUFA versus SFA (95% CI) 0.41 (0.23-0.67)
Adjusted model (n=74)

Number events/number patients 2437 10/37

Rate (95% Cl) 64.9 (47.5-79.8) 27 (13.8-44.1)

RR MUFA versus SFA (95% Cl) 0.42 (0.22-0.71)

MUFA: Mono Doymamis xag" asidi ‘SomonI sardall\‘ai alabal|ki bademI ceviz, zeytinyag”li zeytin, avokadoi chia tohumlan}

SFA: Doymus yag asidi (Kuzu, domuz, dana, burger, sosis, sosisli sandvic, pastirma, tam yagh siit, krema, peynir, tereyagi vb)

MUFA diyetiyle, SFA diyetine gére GIS yan etki riskinde %58 azalma saglanmistir

Referans: MOLINA et al, Eur RespirJ 2023; 62: 2300262
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