Olgu Sunumu:
IPF

Multidisipliner
Dr. Dildar Duman Interstisyel Akciger
Hastalhigi Konseyi
S.B.U Siureyyapasa Gogis Hastaliklar ve 30 Kasim 2024, Cumartesi
Gogus Cerrahisi Egitim Aragtirma Hastanesi Ramada by Wyndham Diyarbakir




Basvuru 2021

* 65 yas erkek hasta

Sikayetleri:

* Nefes darligi
 Oksurik

* Cabuk yorulma
e GOgus agrisi

Interstisyel akciger hastaliklari poliklinigine yonlendiriliyor



Ozgecmis

* Emekli bankaci

* 40 pk/yil sigara, 10 yildir exsmoker

* Bilinen maruziyet veya hobi yok

* Ek hastalik: KOAH

 Kullandigi ilaclar : IKS/LABA ve LAMA
* Soy gecmis: agabeyi M| dan ex



Fizik Muayene

* Genel durumu orta, bilinci acik, oryante,
koopere

e TA:110/75 mmHg, NDS:92/dk, DSS:18/dk,
Sp02:%97(fio2 %21 ) Ates: 36,5 °C

e Solunum sistemi: Her iki hemitoraks
solunuma esit katiliyor ,bilateral alt zonlarda
velcro raller++ expiryum uzun++

* Comak parmak (-), ellerde Raynaud uyumlu
renk degisikligi +, sklerodaktili +

e KVS: S1+ S2+ ek ses, uflirim yok, periferik
nabizlar aliniyor

Bas-Boyun: Tiroid nonpalpabl. LAP yok.

GIS: Batin rahat, defans yok, rebound yok,
hepatosplenomegali yok

GUS : KVAH -/-

Ekstremite: PTO -/-,

Tek tarafli is1 artisi - , homans-
Norolojik muayene: dogal

Diger sistem muayeneleri dogal
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Laboratuvar

Hemogram

Whbc: 6040/mm?3
Hgb: 13.9 g/dI
Plt: 258000/mm?3
Neu:3950/mm?3

Lenf:2000/mm?3
Mon:700/mm?
Eos:110/mm?3

Bas:3/mm?3

Bivokimya

Glukoz: 87 mg/dl

Ure: 10 mg/dL
Kreatinin: 0,69 mg/dL
CRP: 16,5 mg/dl (0-5)
ALT: 11 U/L

AST: 12 U/L

Na: 140

D-Dimer: 0,3 mg/L (0-0,5)
APTT: 26 sn

PT: 16 sn

INR: 1,15




Laboratuvar iif%

Anti ntkleer antikor(ANA) : Pozitif 1/640
Romatoid Faktor : Negatif (13U/mL)
Anti-CCP: Negatif

* Troponin: 5,57 ng/L (0-14) Anti ds-DNA: Negatif

* Pro BNP: 64,28 ng/L (0-125) |Anti-JO1:Negatif

Anti-SSB: Negatif

Anti topoizomeraz(SCL-70): negatif

* Sedimantasyon: 20/sa (0-20) | Anti-U1RNP: Negatif
C-ANCA(PR-3): Negatif
P-ANCA(MPO): Negatif

* Procalcitonin: 0,03ug/L (0-0,5)




2021 SFT_DLCO

Table 4. Main Characteristics of Pulmonary Function in Combined Pulmonary Fibrosis and Emphysema

Diffusic
Typical Abnormality Seen in fILD
FIV ex Pulmonary Function Test Measurement Typical Abnormality Seen in CPFE without Emphysema
FVC Decreased or normal (but preserved Decreased
compared with idiopathic pulmonary
fibrosis alone)
FEV, Decreased or normal Decreased
] FEV./FVC Variable (normal, decreased, or increased) Normal or increased
£ i TLC Variable (normal, decreased, or increased)  Decreased
FRC Variable (normal, decreased, or increased)  Decreased
Residual volume Variable (normal, decreased, or increased) Decreased
Dico Disproportionately decreased Decreased
Transfer coefficient for carbon monoxide Severely decreased Normal or decreased
Saturation during exercise Severe desaturation Desaturation
o Peak oxygen uptake Decreased Decreased
Pred Pre %(Pre/Pred)
|Fve 3.88 3.65 s4
FEV 1 3.01 315 Tos
FEV 1% FVC 75.15 86.18 115
MMEF 75/25 3.18 4.48 141
PEF 7.89 10.84 137
MEF 75 7.03 10.81 154
MEF 50 413 6.80 165
MEF 25 1.43 1.38 97
Pred Best %(Best/Pred)
[pLco_sB_ mmol/(min*kPa) 877 405 45 ]
KCO_SB mmol/(min“kPa’L) T30 079 ot
VIN_SB L 4.03 3.38 84
VA_SB L 659 513 78
Hb g(Hb)/dL 14.20
DLCOcSB  mmol/(min*kPa) 8.77 4.10 47
KCOc_SB mmol/(min*kPa*L) 1.30 0.80 61
03.09.21

15:15




Emphysema

Lung Fibrosis any
subtype

* Honeycombing
* VVolume loss
* Traction bronchiectasis

* Any subtype on HRCT
* At least 215% of total

lung volume

Preserved airflow
and lung volumes

Disproportionately
decrease DLCO




Emphysematous

changes

Upper zones
predominant

Paraseptal
- emphysema at
bases

i ——t
Large bullae less
than 1-mm

thickness
N v
7 R
Occasional
mosaicism
\ J

Fibrotic changes

Fibrosis
progression
caudally

Traction
bronchiectasis

Subpleural
Honeycombing

I

Reticulonodular
pattern

Occasional
ground glass
opacites

Kombine Pulmoner Fibrozis
Amfizem (KPFA)

KEY POINTS

e Combined pulmonary fibrosis and emphysema (CPFE)
is a clinical-radiological diagnosis mainly affecting men
with more than 40 pack-year smoking history.

e Imaging is classically characterized by upper lobe
emphysema and lower lobe fibrosis, although zone
predilection is not required for diagnosis.

e A disproportionately low diffusing capacity of the lungs
is common with minimal to relatively normal
spirometric values.

e Patients have a higher risk of developing pulmonary
hypertension and lung cancer.




Kombine Pulmoner Fibrozis Amfizem (KPFA)

Akciger volumleri korunur

1000 I 00 1000 I

[ - -:00[HU)
A-idiopathic pulmonary fibrosis,

B-combined pulmonary fibrosis and emphysema
C-emphysema only

. low density, that is, emphysema, and -high density, that is, reticular density-fibrosis.



KPFA Tedavi

Table 13. Key Points of Current Practice Management in Patients with Combined Pulmonary Fibrosis and Emphysema

General measures

Pulmonary rehabilitation
ww&wmmmﬁ_
upplemental oxygen therapy as per recommendations (286, 290)
consider Tung transplantation
Pulmonary fibrosis Lack of evidence specific to CPFE
Individual management and decisions about pharmacologic treatment (e.g.,
antifibrotic medication, immunosuppressants) should be discussed by a
multidisciplinary team based on type of fILD, relative predominance of fibrosis
versus emphysema, and disease progression
Consider antifibrotic medications at first presentation of pati

orms of pulmonary fibrosis with CPFE, progressing
despute management

Pulmonary emphysema Lack of evidence specific to CPFE
Consider inhaled bronchodilators and inhaled corticosteroids as per indications
in COPD
Complications and comorbidities Lack of evidence related to treatment of PH specific to CPFE

Management of comorbidities, especially cardiovascular disease and lung cancer

American Journal of Respiratory and Critical Care Medicine Volume 206 Number 4 | August 15 2022



Antifibrotik Tedavi

* Pirfenidon 200 mg tb ile baslanip

e {Ik hafta 4x1
e [kinci hafta 4x2
 Uclincl hafta 4x3

* Titrasyon sonrasi
tam doz 2400 mg/giin(600 mg tb 4x1) ile devam edildi
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2022 HRCT

Pirfenidon tx sinin 1.y1li
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Pred Pre %(PrelPred)
FVC 3.88 3.65 94 : Pred Pre %(Pre/Pred)
FEV 1 3.01 3.15 105 T . 3.80 3.16 83
FEV 1 % FVC 75.15 86.18 115 FEV1 2.92 2.78 95
MMEF 75/25 3.18 4.48 141 EEV 1 % FVC 74.61 87.91 118
PEF 7.89 10.84 137 MMEE 75/25 3.05 425 140
MEF 75 7.03 10.81 154 PEF 7.76 6.19 80
MEF 50 4.13 6.80 165 MEF 75 7695 6.10 88
MEF 25 1.43 1.38 97 MEF 50 4.04 5.01 124
MEF 25 1.36 1.61 119
Pred Best  %(Best/Pred) :
DLCO_SB  mmol/(min*kPa) 8.7 4.05 46 '] ~ Pred Best  %(Best/Pred)
KCO_SB  mmol/(min*kPa*L) 1.30 0.79 61 .,,._W,_.,:} mmol/{(min*kPa) 8.57 3.92 46
VIN_SB £ 403 3.38 84 KCO_SB mmoli(min‘kPa’L) 1.7 0.78 62
VA_SB L 659 5.13 78 VIN.SB s . ass 2.91 74
Hb ~ g(Hb)/dL 14.20 WASSB iR 6.59 5.00 76
DLCOcSB  mmol/(min‘kPa) 8.7 4.10 47 Hi ~ g(Hb)d 80
KCOc_SB mmol/(min*kPa*L) 1.30 0.80 61 8.57 4.30 50
1.27 0.86 68
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IPF- Komorbiditeler

Obstructive sleep apnoea
5-9-91%

Depression or anxiety
21-49%

Gastro-cesophageal reflux disease
0-94%

Pulmonary embaolism
3-6%

Pulmonary hypertension
3-86%

Congestive heart failure
4-26%

Chronic obstructive pulmaonary
disease 6-67%

Coronary artery disease
3-68%

Diabetes mellitus
10-42%

Lung cancer
4-23%

Sarcopenia prevalance

poorly defined but common

Impact of IPF and comorbidities on mortality

Coronary artery
Other cancers disease Diastolic
dysfunction

‘ Lung cancer

w0
od
. - o Diabetes
Anxiety £ P
HR 1. A
& ;}5_9;"'11 Sleep apnea
Depression HR 1.188| Pulmonary

hypertension

HR':"&BG
H,
STl 5
S ¢S COPD

[ap]
@
Other cardiac <
diseases Arterial
hypertension
Arteriosclerosis
P<0.05

P<0.01

Fig 5. Impact of idiopathic pulmonary fibrosis and comorbidities on mortality. Hazard ratios (HR) have been determined using a predictive multivariate
Cox proportional hazards regression model.

doiz10.1371/journal pone. 0151425 9005




IPF s Akciger kanseri

>1PF'li hastalarda akciger kanseri gorilme sikhg zamanla artar

> 1. yilda %3,

»3,5. yilda %15,4

»10. yilda %54,7.

»En sik gorilen histolojik timor tipi skuamoz hiicreli karsinom
»Tumorlerin %81'i akciger periferinde, %56'si ise alt lobda yerlesir.
»cogunlugu (%70) fibrotik bélgede gordlir.



IPF s Akciger kanseri

>1PF'li yuksek riskli hastalarda, ozellikle KPFA li ve/veya yogun sigara
icme oykusu olanlarda, dustk doz BT ile yillik akciger kanseri taramasi
dusundulebilir.

>IPF'de klinik kdtilesme gdsteren veya yeni atipik semptomlar gelisen
hastalarda BT dusunulmelidir.

»Pirfenidon ve nintedanib'in antiproliferatif etkileri ve antitimor
aktivitesi, mevcut kemoterapotik rejimlerle sinerjistik bir etkiye sahip
olabilir.




Original article

Reduced incidence of lung cancer in patients

writh idiopathic pulmonary fibrosis treated
writh pirfenidone

Table 4 - Outcome and causes of death.
ABSTRACT

Pirfenidone = Non-pirfenidone

Background: Idiopathic pulmonary fibrosis (IPF) is a disease with a worse prognosis than
Alive 36 (43.4) 76 (42.7) some types of cancer. In patients with IPF, lung cancer is critical because of the associated
Dead 29 (34.9) 56 (31.5) high mortality rate from its progression and fatal complications from anticancer treat-
ments. Therefore, preventing lung cancer in patients with IPF is primordial. Pirfenidone is

Causes of death , _ —E ] _ _ )
an anti-fibrotic agent that reduces the decline in forced vital capacity. This study aimed to

:;:;?r:::;(;e;:iisf: ;0(:346)5 ) ‘218(7(5;;0) assess the effect of pirfenidone in the development of lung cancer in patients with IPF.

. Methods: Data from 261 patients with IPF with and without pirfenidone were retrospec-
Infection 4(138) 7 (12.5) tively reviewed ence of lung cancer was ana .
Lung cancer 1(35) 9 (16.1) Results>~Th the pirfenidone group, the incidence of lung cancer was significant r than
Acute myocardial infarction 0 1(18) the non-pirfenidone group (2.4% vs. 22.0%, P < 0.0001). Multivariate Cox proportio
Other organs cancers 0 1(18) hazards regression analysis demonstrated that pirfenidone decreased the risk of lung
Gastrointestinal bleeding 0 1(1.8) cancer (hazard ratio, 0.11; 95% confidence interval, 0.03 to 0.46; P = 0.003), whereas
Unknown 5(17.2) 5 (8.9) coexisting emphysema increased the incidence of lung cancer (hazard ratio, 3.22; 952
Transferred to other hospitals 18 (21.7) 46 (25.8) comfidgnce interval, 1.35 to 7.70; P = 0.009).

Data are presented as n (%).



Kardiyoloji

EKG: Erken atrial vuru
Ekokardiyografi:

« Sol ventrikul sistolik fonksiyonlari normal, EF: %65 .
« Sol ventrikul diyastolik disfonksiyonu

« Sol atrial dilatasyon

Hafif Mitral yetersizlik, hafif triklUspit yetersizlik

PAP: 40 mmHG

EFOR ++




|PF =) Pulmoner hipertansiyon

PULMONARY HYPERTENSION

Prevalence

Pulmonary congestion in
post-capillary PH

Pulmonary vascular disease /
obstruction in pre-capillary PH

Global
population

1%

+ |diopathic/heritable
* Associated
conditions

Rare

Very common

Medical therapy IpcPH:
* PAH drugs « Treatment of LHD*
*CCBin
responders CpcPH:
Lung  Treatment of LHD*

transplantation * Potentially: PAH

drugs (trials)

~\

Right heart
failure

* Non-severe PH
* Severe PH

Common

PH-lung disease:

» Optimized care of
underlying lung
disease

Severe PH:
« Potentially: PAH
drugs (trials)

« CTEPH
» Other pulmonary
obstructions

Rare

Surgical therapy:
« PEA

Interventional:
« BPA

Medical therapy:
* PH drugs

* Haematologic
disorders
* Systemic disorders

Rare

Optimized
treatment of
underlying disease

+ Potentially: PAH
drugs (trials)

@ESC @ ERS—

PA/aorta
diameter > 1:1

PA>29 mm :
PA ectasia

Treatment for disease complications

Pulmanary rehabhilitation

Pulmonary hypertension: inhaled treprostinil

Respiratory failure: oxygen
End-stage disease: lung transplant

Management of symptoms (eq, cough and breathlessness)




Koroner anjiografi

LMCA ve LAD basaril
vPTCA +STENT IMPLANTASYONU

Clopidogrel ve ASA tedavisi planlaniyor
ancak biyopsi islemine kadar DMAH ile

devam ediliyor




iPF

| IKH riskini artirir

Risk Factors for Cardiovascular Disease in People
With Idiopathic Pulmonary Fibrosis

IPF Kardivovaskuler hastalik icin risk =h
faktéradar o
- o s
IPF hastalarinda ilk IKH riski kontrol 2s
grubuna gore 2 kat fazladir g
O o4
RESULTS: We identified 3,211 cases of IPF and 12,307 control subjects. Patients with IPF were
more likely to have a record of hypertension (OR, 1.31; 95% CI, 1.19-1.44), and diabetes S |

(OR, 1.20; 95% CI, 1.07-1.34) compared with control subjects; they were also more likely to

have been prescribed several CV drugs. The rate of first-time IHD events was more than twice 0 1 2 vYears 3 4 5
as high in patients than control subjects (rate ratio, 2.32; 95% CI, 1.85-2.93; P<<.001), but the
incidence of stroke was only marginally higher (P =.09). Rate ratios for IHD and stroke were General population controls ——— —- Incident cases of IPF

not altered substantially after adjusting for CV risk factors.

Figure 1 - Cumulative incidence of ischemic heart disease in incident
cases of IPF and general population control subjects. IPF = idiopathic
CHEST 2015; 147(1):150-156  pulmonary fibrosis.



IPF ve KOAH hastalari karsilastirildiginda KAH IPF’de daha sik
goruliir ve mortalitesi daha fazladir!!

B PF
P<0.005 C1COPD

P<0.019

P<0.169

Prevalence (%)

No CAD NS CAD Significant CAD
CAD Status

Figure 2 Coronary artery disease (CAD) status as defined by
left heart catheterization in those IPF (N=61) and COPD
(N = 46) patients in whom CAD status was unknown at the time
of the catheterization. Abbreviations: CAD = coronary artery
disease, NS = non-significant.

= N W A O O =~
o O O 0O O 0o o o
[ 1 i 1 [ 1 1 1

Respiratory Medicine (2010) 104, 1035—1041

1.0 prwrsmmaaasszocscoccoooaaan..
.-“. ]
T | N T teeeeaal . = |PF W/CAD
Z 0.8 - -.-"‘-n,_ = = = |PF wo/CAD
E = = = COPD wo/CAD
n 0.6 - = COPD w/CAD
©
£
= 04 -
o
2
o 0.2 4
e
o
0.0

0 250 500 750 1000 1250 1500
Days

Figure 4 Results of Cox proportional hazards model adjust-
ing for IPF (p < 0.008), CAD (p < 0.059), male (p < 0.479), age
(p < 0.565), FVC% predicted (p < 0.744), and DLco% predicted
(p<0.358). Abbreviations: IPF = idiopathic  pulmonary
fibrosis; CAD = coronary artery disease; FVC = forced vital
capacity; and DLo = single breath diffusing capacity for
carbon monoxide.



IPF s KAH

> IPF ve KAH arasinda giiclii bir iliski vardir.

> Interlokin-4 (IL-4), Interlokin-8 (IL-8) ve tiimor nekroz faktorii-a (TNF-
a), IPF'de yiiksek olan anjiyogenezden sorumlu ortak unsurlardir.

> IPF de hipoksi anginanin kotiilesmesine yolagar.
» Kardiyak komorbidite varligi AC nakli yapiln hastalarda sag kalimi azaltmistur.

»Hastane yatis siiresinin uzamasi ve hastane i¢i mortaliteyle ilskili bulunmustur.



Pirfenidon Etki Mekanizmasi

Decrease proinflammatory
cytokines secretion

Beta-catenin

Inhibits HSC activation underexpression
and SMA expression

Inhihlitit.)n of TH2 s _ Inhibits oxidative
polarization ¢ stress

Pirfenidone

Proinflammatory cells

recruitment inactivation

NFKB inactivation

@ IL-10, TGFB, :
Monocyte  M-CSEIL-35 & _ M1

gibrolast proliferatip, Collagen production

Reduction on TGF-B production

———
ECM production
olo] \___:.)_\ s ‘:_. _
\ y

Myofibrobjast differentiato®







IPF’de mortalite nedenleri

1. Solunum yetmeazligi (%60)

2. Kardiyovaskiler hastalik (%8.5)

3. Akciger kanseri (%2.9)



e NEW ENGLAND JOURNAL of MEDICINE

Pi rfenidon ORIGINAL ARTICLE
ASCE N D A Phase 3 Trial of Pirfenidone in Patients

with Idiopathic Pulmonary Fibrosis

BACKGROUND
- D“m;d rewim— W Phnm rw:o- In two of three phase 3 trials, pirfenidone, an oral antifibrotic therapy, reduced
W Pirfenidane (N=278) disease progression, as measured by the decline in forced vital capacity (FVC) or
i e il 100 Pirfenidone (N=278) vital capacity, in patients with idiopathic pulmonary fibrosis; in the third trial, this
254 z end point was not achieved. We sought to confirm the beneficial effect of pirfeni-
% 20| e g -200 done on disease progression in such patients.
E 15 P<0.001 g 300 METHODS
" 104 is' In this phase 3 study, we randomly assigned 555 patients with idiopathic pulmonary
|  Peto0l -400 Placebo (N=277) fibrosis to receive either oral pirfenidone (2403 mg per day) or placebo for 52 weeks.
ﬂ The primary end point was the change in FVC or death at week 52. Secondary end
2 i 2 3% A B 48 25 ~ iA points were the 6-minute walk distance, progression-free survival, dyspnea, and death
Waak Woek from any cause or from idiopathic pulmonary fibrosis.
C Decreased Walk Distance or Death D Progression-free Survival T N
100 In the pirfenidone group, as compared with the placebo group, there was a relative
40 @ Pidenidone (N=278) i 90 Pirfenidone (N=278) reduction of 47.9‘.% in the pro!:ortion of patients who had an absolute dcc[im; of
35| B Placebo (N=277) P=0.04 - 80+ 10 percentage points or more in the percentage of the predicted FVC or who died;
| G F :g: therele was also a relative inr:fease‘ of 132.5% in the prop(?rtic:n of patien.ts with no
g 2 g s Placebo (N=277) de.echne in FVC (1‘4:0.0[!1). Pirfenidone l'E(:]l.l(_‘Ed the de.clme in the 6-minute walk
" E distance (P=0.04) and improved progression-free survival (P<0.001). There was no
[ & ¥ vanrdnu, 057 (5%, 043-077) significant between-group difference in dyspnea scores (P=0.16) or in rates of death
® 15 30 P<0.001 ne : .
e 20 from any cause (P=0.10) or from idiopathic pulmonary fibrosis (P=0.23). However,
17 104 in a prespecified pooled analysis incorporating results from two previous phase 3
5 0 s p s 5 2 trials, the between-group difference favoring pirfenidone was significant for death
o 5 26 % A sl f'rom any cause (P‘z 0.01) and from idiopathic pulmonary fibrosis !P:O.OOFI]. Gz}stm—
o S intestinal ar?d skin-related adverse events were more common in thf: plrffemdone
et 269 243 219 - group than in the placebo group but rarely led to treatment discontinuation.
Pacebo 273 262 225 192 13
CONCLUSIONS
Figure 2. Primary and Key Secondary Efficacy Outcomes during the 52-Week Study Period. Pirfenidone, as compared with placebo, reduced disease progression, as reflected
Panel A shows the proportion of patients who had a decreased percentage of the predicted FVC (defined as a decline of at least 10 percentage by ]ung function, exercise tolerance, and progrcssion-ﬁ-ee survival, in patients with
points from baseline) or who died. Panel B shows the mean change flu.m baseline in F\I’C Panel C shows the proportion of patients who had a idiopathic pu]monary fibrosis. Treatment was associated with an ﬂCCCpIﬂbIE side-
decreased walk distance (defined as a decline of 50 m or more in the distance walked in 6 minutes) or who died. P values shown in Panels A, S
B, and C were calculated with the use of ranked analysis of covariance. Panel D shows the Kaplan-Meier distribution for the probability effect profile and fewer deaths. (Funded by InterMune; ASCEND ClinicalTrials.gov
of progression-free survival, The P value was calculated with the use of the log-rank test. number, NCT01366209.)




Plrfenldon ile Predicting Life Expectancy for Pirfenidone

S e BT In Idiopathic Pulmonary Fibrosis

yl |d | r Ve en |y| Mark Fisher, MSc; Steven D. Nathan, MD; Christian Hill, BSc; Jade Marshall, MSc;
. Fred Dejonckheere, MD; Per-Olof Thuresson, MSc; and Toby M. Maher, MD
destek tedaviden

2.5 yil fazladir ] a
Lo Comparison of Survival in Patients
Receiving Pirfenidone and BSC Using

the Weibull Distribution

i Survival (Years) |

Pirfenidone BSC Difference

Median 7.25 4.67 2.58
Mean (95% CI) 8.72 (7.65-10.15) | 6.24 (5.38-7.18) | 247 (1.26-4.17)

BSC=best supportive care; CI=confidence interval.
L L UJ

J Manag Care Spec Pharm. 2017;23(3-b):S17-S24.



Tesekkurler..
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