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Olgu 1

45 vy, E hasta
Sikayeti: 2-3 gindur ates, nefes darligi

Hikaye: 1 hafta nce mesane kanseri
nedeniyle 4. kir intravezikal BCG
immunoterapisi uygulaniyor

Ozgecmis: Uretelyal karsinom, DM



Fizik muayene

* Genel durumu iyi, suuru acik, koopere ve
oryante

* TA: 110/70 mmHg, Nb: 80/dk, Ates: 38°C,
Sp02: %91 (oda havasi solurken)

* Solunum sistemi muayenesi dogal
* Diger sistem muayeneleri dogal



Laboratuar

»Hemogram > Biyokimya

v'BK: 5700/pL v’ Ure: 34 mg/dl
v'Hb:12.1 g/dL v’ Kreatin:0.79 mg/dl
v'Hct: 43.2 % v AST: 54 U/L

v Plt: 471000/pL v ALT: 53 U/L

v'CRP: 47.7 mg/L(0-5) v Total protein:6.5 g/dL
v Prokalsitonin: 0.49 v Total bilirubin: 1.59
ng/ml mg/dI



Hastaya ates ve CRP, PCT yuksekligi nedeni ile
Enfeksiyon hastaliklari konsiltasyonu isteniyor

BCG sepsis On tanisi ile Rifampisin 600 mg
paslanmasi dneriliyor, Vanko+Meronem
naslaniyor

Kan kultard: Bakteri remesi yok

Idrar kiilturi: Bakteri Gremesi yok
Balgam kulturi: Candida spp



Tek doz Rif sonrasi KC enzimlerinde artis
saptaniyor

Gastroenteroloji konsultasyonu istenen
hastaya Batin USG yaptiriliyor

BCG tedavisinin sonlandirilmasi

Hepatotoksik ajanlardan sakinilmasi
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Istem Tarihi

1 26.09.2022(25525982)

Istem Kabul Tarihi : 26.09.2022{46193)

Hizmet Adi

: ABDOMEN US TUM

Cinsiyet :E
Tam : Kodu Adi
N33.0 TUBERKULOZ SISTIT { A18.17)
NZ29 .1 BOBREK VE URETERIN DIGER BOZUKLUKLARI, BASKA YERDE SINIFLANMIS ENJEKSIY
K297 GASTRIT, TANIMLANMAMIS
JET.9 HIPERSENSITIVITIK PNOMONIT, TANIMLANMAMIS ORGANIK TOZLARA BAGLI
J18.9 PNOMONI, TANIMLANMAMIS
CE7 MESANE MALIGN NEOPLAZM|

AC?L TUM BATIN USG

Karaci?er segment 7'de kalsifik granliloma ait gdrinim mevcuttur.

?ntraabdominal parankimatdz organlara ait acil patoloji izlenmedi.

Safra kesesine ait acil patoloji izlienmedi.

Safra yollar?na ait acil patoloji izlenmedi.

?ntraabdominal serbest mayii izlenmedi.

Mesane sa? posterolateral duvarda yakla??k 6 cm'lik segmentte 6 mm ene varan asimetrik duvar
kal?nla?mas? izlenmektedir (Mesane ca tan?l? olgu).

FIRAT UNIVERSITESI HASTANESI i
RADYOLOJi RAPORU -
Ad Soyadi Rapor Tarihi : 26.09.2022 20:02
T.C Kimlik No : Dosya no : :
Baba Ad : BEKIR Basgvuru No : 11826642
Kurumu : 88K SAGLIKISLERI MUDURLUGU Dogum Yeri - Tarih : SIVRICE - 1977 Yag: 45
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FIRAT UNIVERSITESI HASTANESI -’@’i
RADYOLOJi RAPORU o

Ad Soyadi - Rapor Tarihi 2008 2022 11:449
T.CKimlik No - Dosya no :
Baba Adi : BEKIR Bagwuru No : 1182664 2
Kurumu ! 55K SAGLIK ISLERI MUDURLOGO Dogum Yeri - Tarih : sivRICE - 1977 Yag: 45
Istemn Tarihi  : 19.09.2022(25467909) Istern Kabul Tarihi : 19.09.2022{R100460)
Hizmeat Adi : BT, TORAKE, HONTRASTLI Cinsiyet E
Tam : Kodu A
M33.0 TUBERKULOZ SISTIT{ A18.11)
MZ29.1 BOBREK VE URETERIW DIGER BOZUKLUKLAR |, BASKA YERDE SINIFLANMIS ENJEKS]Y
K29.7 GASTRIT, TANBMLANMAMIS
JTa HIFERSEMSITWITIK PROMONIT, TANIMLAKNMAMIS ORGAN K TOZLARA BAGLI
J1B5 PROBMON I, TANIBLANMAMIS
Ca7T MES AME MALIGH NEOPLAZMI

COK KES?TL? BALG?SAY ARLI TOMOGRAF?
TORAKS

Teknik : 70 ml kontrast madde vernlerek yapTlan cok kesitli BT tetkiZinde;

Brakiosefalik vaskiiler yap?lar, trake ve ana bronTlar, dzefagus normal gdrinimdedir.

Kalp ve ana vaskiler yap?ar normal boyutlarda olup patoloji izhenme mi Hir.

Mediastinal alanda buyu?u subkarinal bolgede 13 mm ene ula?an LAP-lenf nodlar?
izlendi.

Bilateral akci?er ust lob apikallerde plevral kal? nla?malar?n e?lik etti?i parankimal
fibrotik de?i?iklikler izlenmektedir.

Bilateral akci?erde sentriasiner amfizematoz de7i 7iklikler izlendi.

Sa? hemitoraksta 2 cm, sol hemitoraksta 2 cm ene ula?an Hﬂ'ﬂ'ﬂfﬂiﬂzl‘f ve kom?u

Parakardiyak ya? doku belirgin gorunumde D.fl.llp kom?u akci?er parankiminde atelektazi

Sa? akci?er orta lobda yamasal buzlu cam dansiteleri, bilateral akci?er alt loblarda

= T S Tl = BN LV TS T = Tl LY o 3 ] LI
boyutunda olmak uzere birkag¢ adet pulmnoer nodul-plevral noduler kal? nla?ma izlendi.
Gdtis duvar?, kemik yap?lar ve yumu?ak dokular nomal gdronidmdedir.



T.C
FIRAT UNIVERSITESI HASTANESI

o ELAZIG
Gogus Hastalklar1 Anabilim Dal

BRONKOSKOPI RAPORU

Adi Soyadi ... . Servis : GOGUS HASTALIKLARI Doktor
Dogum Tari Poliklink : Tarih : 30.09.2022
Dosya No :
Rigid Fleksibl | X Genel Lokal A
Semptomlar Radyolojik Bulgular Hastalik
Oksurik X Atalektazi Ust X Brons Ca Plevral Hastal
Balgam X Kitle Alt Pnémoni X ARDS
Hemoptizi Infiltrasyon X| Sag [X KOAH Diger
Dispne Plevral Sivi Sol Astim
Ates X Adenopati Tiiberkiiloz
Gogiis Agrisi Pnomotoraks Sarkoidoz
Wheezing Tek Tarath X Merastatik AC C
Digerleri Iki Tarafh Interstisyel AH
Semptomlar Premedikasyon Oral MNazal :

Bulgular HASTAYA 1,5 MG DORMICUM PREMEDIKASYON SONRASI VE LOKAL ANESTEZI
YAPILMIS OLARAK NASAL YOLDAN FOB ILE ISLEME BASLANDI.LARENKS WVE VOKAL —=
KORDLAR DOGAL IZLENDI VOKAL KORDLAR HAREKETLI IDI. TRAKEA DOGAL e
IZLENDI VE ANA KARINA DOGAL KESKIN IZLEMDI.SAG BRONSIYAL SISTEM ACIK VE
DOGALDI.SOL BRONSIYAL SISTEM AGIK VE DOGALDI.GOK SAYIDA ALANDAN LAVAJ - i, . l,
SIVIS| ALINDIISLEM KOMPLIKASY ONSUZ SONLANDIRILDI. - g il



T.C
FIRAT UNIVERSITESI HASTANESI

PATOLOJI LABORATUARI
BIYOPS| RAPORU

iopsi No S-5436/22 Rapor Onay Tarihi 109.11.2022 10:19

di Soyadi H) Rapor Kes. Tarihi :1011.2022 14:03

G Kimlik Mo @2 Dosya no 1631083

ba Adi : BEKIR Bagswuru Mo t11B26642

Urumu t 55K SAGLIK ISLERI MUDURLLUGU Dogum Yeri - Tarihl  :siVRICE - 1077

i iim s GOGUS HASTALIKLARI KLINIG Loklor tEAMZE KIRKIL .

stem Tarlhl  : 30.00.2022(25564838) jstemn Kabul Tarlhl  :3009.2022(309260)

Hizmet : Rapor ilk Kayit Tarihi :08.11.2022 03:11
HUCRE BLOGU HAZIRLAMMASI

KL7M7K OM TANI: The? Mantar enfeksivonu? Primar AC Ca?

MAKROSKOEY: Kapla gindarikan 12 oo Kidi bayaz rankli mukoid vap?da mavi (2PAP,2ZMGGE)
Hilcra bla?u yvap?id?

MPHROSHKOBY:

-Skuamiz apital hicralari

-Bran? apital hiicralari

-Anikles skuam

-Skuamiz mataplazik hicralar

-Oranjiglilik sitoplazmal? karaliniza hicralar
-Alvaalar makrafajlar

Az savda inflamatuar hidcra

HY STOR MY ASAL BOYALAR:
MGG

TAMNI:

AKC7?7ER (SA?-50L7) ENDOBRONZ?YAL LAVAJ S?TOLOU?S7? VE HUCRE BLO?U:
-BEMFGEN SFTO0L0UT



| avaj ARB 3 kez (-)
Lavaj gram boyama ve kiltirde ozellik yok
Kontrol CRP: 80.7 mg/L

Enfeksiyon hastaliklari gérisu ile Tienam,
Avelox, Fluzole baslaniyor

Tedavinin 8. gununde halen atesleri devam
eden hasta Gégus hastaliklari, Uroloji,
Enfeksiyon hastaliklari konseyinde gorisultyor



Bulgulari o0zetleyecek olursak;

Intravezikal BCG uygulamasi sonrasi ates, hipoksemi

Lavaj, balgam, kan kiilturlerinde lireme yok

Lavaj ARB (-)

Antibiyotik tedavisine ragmen diismeyen ates ve CRP degerleri
Akciger grafisinde buzlu cam/konsolidasyon alanlari

N

BCG PNOMONITIS



Hastaya 60 mg Prednol baslaniyor, antibiyotikler

stoplaniyor

24 saat sonra ates dliismeye basliyor
Tedavinin 2. giinunde Sp0O2 degeri %95’e ylkseliyor

Dosya No 1631083 ( _— Basvuru Tarihi Basvuru No Alt Birim Adi E]
Basvuru No Tim Bagvurular -
Sonug Durumu V] Bekleyenler [V] onaylanacaklar Tamamlanmislar 13.07.2023 09:03 12853199 f‘NESTE?iVQLF):‘.‘ VE REANIM. PO... |i|
] Referans Aras Kontrol R = .,
Barkod Kabul Tarihi N.K | N.K. Tarih Test Adi RF  Parametre ... Sonug Birim Durum Alt Limit Ust Limit E.Sonugl E.Sonug2

v CrRP <3.19 mg/L 0 5 _-

A PROCALSIT... 0.25 ng/ml 0 0.05 o068 129

a CRP 24,4 mg/L 0 s 617  s8s

A PROCALSIT... 0.68 ng/ml 0 0,05 _-

S OO - o . e ST

-~ Ne ST o




2.10.2022




25.10.2022




* Brons lavaji ve idrar érneklerinin tiberkiloz
kltirinde Greme yok

e Steroid tedavisini 2 aya tamamlayacak sekilde
doz ayari yapiliyor



BCG Pnomonitis

* Tekrarlayan intravezikal BCG uygulamalari
sonrasi pnomonitis orant %0.7, hepatit orani
%0.7, sitopeni orani %0.1, sepsis orani %0.4

Lamm DL, et al. J Urol 1992;147(3):596—-600.



BMC Infectious

Diseases
BMC Infect Dis. 2020: 20: 708. PMCID: PMC7523392
Published online 2020 Sep 29. doi: 10.1186/s12879-020-05396-7 PMID: 32993546

Disseminated Bacillus Calmette-Guérin (BCG) infection and acute exacerbation of
interstitial pneumonitis: an autopsy case report and literature review

Gen Shimizu,! Ryota Amano,®! ltaru Nakamura,? Akane Wada,® Masanobu Kitagawa,* and Shuta Toru'

» Author information » Article notes » Copyright and License information PMC Disclaimer




Table 1 Published cases of interstitial pneumonitis secondary to intravesical BCG

Reference Case Age BCC treatment Time from final Time from final BCC Antituberculosis Steroid Other Prognosis
before onset  BCC treatment to  treatment to symptoms
onset dyspnea
Diner [10] 1 81 Hweeks +4 1 day 2weeks INH + RFP + EB PSL 30mg  Fever Alive
weseks of
maintenance
Cho [8] 2 76 Mot specified 7 months INH + RFP + EB Pulse Fever, Alive
pancytopenia
Lyons[11] 3 78 dweeks E 3 weeks INH + RFP PSL 40mg Fever, Alive
hepatitis
Carrasco 4 73 B times 10 days Mot specified Mot specified mPSL 40 Fever, Alive
A g hepatitis
Um [3] 5 60 3 times 3 weeks 3 weeks Mot specified cortisteroid Fever, Alive
hepatitis
Macki [13] & 61 3 times 1 week Iweeks INH + RFF + EB Pulse Fever, Alive
hepatitis
Mitta [14] 7 60 6 times + 1 day 2 weeks INH + RFP + EB Pulse Fever Alive
maintenance
BCG
Horinaga 8 61 3 times Mot specified Mot specified INH + RFF +SM  Pulse Fever, Alive
[15) hepatitis
Uetsuki 9 . B times+ 5 Mot specified Mot specified INH + RFP Fulse Fever, Alive
[18) times hepatitis
Yamamoto 10 81 5 times 1 week 2 weeks INH + RFP Fulse Fever
(7
Davis [18] 11 79 7 times 1 week 12 days INH + RFP + EB PSL 60mg Fever Alive
Tobiume 12 | 85) 3 times 6 days 6 days INH + RFP Pulse Fever Alive
s
Caravaca 13 81 30 days Not specified INH+RFP +E8 | Notused || Fever Alive
(201 TAC +
EVL)
Azumi(21] 14 73 6times+2 Not specified 50 days after INH+RFP+EB  Pulse Fever, E
times admission nephromega
Kitani [22] 15 85 3 times The same day The same day Mot used PsL 250 Fever Alive
mg
Kazuaki 16 72 6 times 1 weeks 2 weeks Mot used Pulse nausea

[23]




Olgu-2

46 vy, E hasta

2 gundur ates, oksuruk, nefes darligi ile acile
basvuru

FM: TA: 110/70 mmHg, Nb: 100/dk, Ates: 37°C,
Sp02: %85 (oda havasi solurken)

Solunum sesleri dogal
Ozgecmis: Ozellik yok
Soygecmis: Ozellik yok
Aliskanhklar: Ozellik yok



05.09.2021




COVID PCR (+), Pandemi klinigine yatis

Ferritin: 1494 ng/ml, D-Dimer: 3.84 mg/L,
CRP: 133 mg/L, LDH: 469 u/L, Lenfosit:1.31

Favipiravir, steroid, clexane, Actemra tedavisi

2 hafta sonra taburcu (steroid tedavisine
devam)



1 ay sonra tekrar basvuru

* Nefes darliginda artis

 FM: Bilateral yer yer inspiratuar raller (+),
Sp02: %84, ates: 37 C, TA: 120/70 mmHg



Laboratuar

v'BK: 8600/l

v'Hb:10.7 g/dL

v'Hct: 32.6 %

v Plt: 448000/uL

v'CRP: 211 mg/L, Prokalsitonin: 1.30 ng/ml
* Ferritin: 662.8 ng/ml

* D-Dimer: 0.76 mg/L

* COVID PCR (-)



17.10.2021




T.C
FIRAT UNIVERSITESI HASTANESI

L ELAZIG
Gogls Hastaliklart Anabilim Dal

BRONKOSKOPI RAPORU

Adi Soyadi Servis : GOGUS HASTALIKLARI Doktor
Dogum Tari Poliklink : Tarih
Dosya No :
Rigid |:| Fleksibl |:| Genel |:| Lokal |:|
Semptomlar Radyolojik Bulgular Hastalik
Oksuriik [ ] Atalektazi [ ] Ust Brons Ca [ ] Plevral Hastal
Balgam | Kitle | Alt Pnémoni [ | ARDS
Hemoptizi | Infiltrasyon | Sag KOAH [ | Diger
Dispne | Plevral Sivi | Sol Astim |
Ates | Adenopati | Tiiberkiiloz |
Géogiis Agnisi | Pnémotoraks [ | Sarkoidoz |
Wheezing | Tek Tarafli | Merastatik AC C
Digerleri | Iki Tarafli | Interstisyel AH [ |
Semptomlar Premedikasyon Oral Mazal :

Bulgular LA VE SEDOANALJEZ] ALTINDA NAZAL YOLDAN FOB ILE GIRILDI. VOKAL KORD
HAREKETLI TRAKEA DOGAL ANA KARINA KESKIN, HER 2BRONS SISTEMI SEGMENT —=
AGIZLARINA KADAR DOGAL VE AGIK IZLENDI. BRONSIAL LAVAJ ALINDI. ISLEM e
KOMPLIKASY ONSUZ SONLANDIRILDI,



T.C
FIRAT UNIVERSITESI HASTANESI

PATOLOJI LABORATUARI
BiYOPSi RAPORU

iopsi No 5508171

Rapor Onay Tarihi $31.12.2021 11:26

di Soyadi Rapor Kes. Tarihi t3142.2021 13:37
LG Kimlik No Dosya no 4 50B43
ba Adi : MEHMET Bagvuru No 10662857
LrLUmu ! EMEELI SANDIGI GENEL mUDLRLUGL Dogum Yerl = Tarihl  : ELAZIG - 1975
3 | Lirm L GOGUS HASTALIKLARI KLIMIGI Uokior L GAMZE KIRKIL .
stemn Tarihl P1BA020222T536T2) [stem Foabul Tarihi t1EAD.2021(209330)

Hizmat

il BAZLI SITOLOJ

Rapor ilk Kayit Tarihi :30.12.2021 03:25

MAKROSKOB?: Kapta gindarilan 25 oo k?rm?z? rankta mayi (2PAP, 2MGG)

HY STOKMYASAL BOYALAR:
Tete]

PAS:Odaksal{+)

GMS Odaksal(+)

TMMUNOHTSTOK TM Y ASAL BOY ALAR:

CO68 OlaYan
Halratinin:(-)
PanCK Odaksalola?an

TANLE

BROMTTAL LAVAL SFTOLOJTIET:
-BEMWTEN STOLOUT

-AZ BAYIDA FUMGAL ORGANTIMAYA AT MORFOLOJTH BULGULAR




Hastaya Caspofungin (cancas) baslaniyor, steroid kesiliyor

Dosya No 456843 BUL Bagvuru Tarihi Bagvuru No Alt Birim Adi
Basvuru No Tam Bagvurular
Sonug¢ Durumu Bekleyenler Onaylanacaklar Tamamlanmiglar 13.12.2021 14:19 10876067 G(?GUS HASTALIKLART POLIKLIP
) Referans Arabii Konto) 15.11.2021 15:18 10770267 69<§qs HASTALIKLARI poquujr
02.11.2021 09:18 10720828 GOGUS HASTALIKLARI POLIKLIM

3arkod Kabul Tarihi N.K | N.K. Tarih Test Adi RF Parametre... Sonug Birim Durum Alt Limit Ust Limit

v CRP <3.3 ma/L 0 5

¥ CRP <3.3 mg/L () 5

¥ PROCALSIT... <0.12 mg/L 0 0,12

¥  PROCALSIT... <0.12 mg/L 0 0,12

A CRP 11,1 ma/L 0 5

A PROCALSIT... 0.33 mg/L 0 0,12

A CRP 82 ma/L 0 5

A PROCALSIT... 1.30 mg/L 0 0,12

A CRP 167 ma/L 0 5

4. CRP >211.0 mg/L 0 S

A PROCALSIT... 2.10 mg/L 0 0,12

A CRP >211.0 ma/L ) 5
coszoraess istozmsiss + ssoaomism e o s mon : :
GE115868300 IO RO2NESI0I S A IOEES N OGO - =~o-.s o ol :



Antifungal tedavinin 10.glinu




* Akciger grafisinde fibrozis bulgularinin olmasi,
hastanin nefes darliginin devam etmesi ve
Sp02 degerinin < %90 olmasi nedeniyle
«PostCOVID fibrozis?» dustinulerek
Pirfenidone baslaniyor



27.12.2021 (Pirfenidone tedavisinin 6.haftasi)




Hastanin sikayeti yok
FM: Dogal

Sp02: %96
Pirfenidone kesildi



Post-COVID pulmoner fibrozis

* lyilesen hastalarin 1/3’lGinden fazlasinda fibrotik
degisiklikler (+)

* Semptom baslangicindan 3 ay sonra hastalarin
%27’sinde interstisyel kalinlasma (+)

Udwadia ZF, et al. Indian Chest Society. http://d0i:10.4103/
lungindia.lungindia_818 20.

* Fibrozis gelisiminde risk faktorleri; ileri yas, agir
hastalik, MV oykusu, sigara ve kronik alkolizm

Ojo AS, et al. Pulmonary Medicine. https://
doi.org/10.1155/2020/6175964

McDonald LT. Am J Physiol Lung Cell Mol Physiol. 2021:320:L257-65



CLINICAL PRACTICE

Acta Med Indones - Indones ] Intern Med » Vol 53 « Number 2 « April 2021
The Management of Pulmonary Fibrosis in COVID-19

Cleopas Martin Rumende, Erwin C. Susanto, Truely P. Sitorus

Division of Respirology and Critical Care, Department of Internal Medicine, Faculty of Medicine Universitas
Indonesia - Cipto Mangunkusumo Hospital, Jakarta, Indonesia.

and mesenchymal stem cells.* ' Based on
WHO guideline for clinical management of
COVID-19, treatment with antifibrotic agent
should be in context of clinical trial. Therefore
for the legal aspect, outside of clinical trial
all of these antifibrotic drugs should be given
as investigational therapeutics based on the
following criteria : no proven effective treatment
exist, preliminary data from serial cases reports
support the efficacy and safety of these drugs,
treatments has been suggested by qualified
scientific advisory committee on the basis of a
favourable risk-benefit analysis, appropnately
qualified ethich committee have approved such
use, the patients informed consent 1s obtained and
the results are documented and shared in timely
manner with the wider medical and scientific
community.'”



pharmaceuticals

Pharmaceuticals 2021, 14, 807. https:/ /doi.org/10.3390 /ph14080807

Review

Lung Fibrosis after COVID-19: Treatment Prospects

Evgeny Bazdyrev 1*(0, Polina Rusina 2, Maria Panova 2(), Fedor Novikov 23, Ivan Grishagin *
and Vladimir Nebolsin 2

Table 1. Clinical trials of drugs for the treatment of post-COVID lung fibrosis.

Treatment NCT Number Phase Number Enrolled Study Design
Single-center, randomized,
NCT04338802 [34] II 96 placebo-controlled
150 mg POBID for 8 weeks
Single-center, randomized,
Nintedanib NCT04541680 [35] I 250 placebo-controlled

150 mg POBID for 12 months

Multicenter, randomized,
NCT04619680 [36] v 120 placebo-controlled
150 mg POBID for 180 days

Single-center, randomized,
NCT04282902 [37] 11 294 placebo-controlled
2 x 267 mg POTID for 4 weeks

Pirfenidone Multicenter, randomized,

) placebo-controlled
NCT04607928 (38 I 148 2 x 267 mg POTID, 7 days after

4 x 267 mg TID for 24 weeks




International Journal of Infectious Diseases 108 (2021) 454-460

Contents lists available at ScienceDirect

. . . }... lS"UTCEE'me“M
International Journal of Infectious Diseases T FOR rEcrious

gl g
ELSEVIER journal homepage: www.elsevier.com/locate/ijid

Efficacy and safety of nintedanib for pulmonary fibrosis in severe E
pneumonia induced by COVID-19: An interventional study e
Yutaka Umemura®"*, Yumi Mitsuyama?®, Kensuke Minami®, Takeshi Nishida?,

Atsushi Watanabe?, Naoki Okada®, Kazuma Yamakawa®, Kotaro Nochioka®,

Satoshi Fujimi*

2 Division of Trawma and Surgical Critical Care, Osaka General Medical Center, Osaka, Japan

® Department of Traumatology and Acute Critical Medicine, Osaka University Graduate School of Medicine, Osaka, Japan

< Department of Emergency Medicine, Osaka Medical College, Osaka, Japan
9 Clinical Research, Innovation and Education Center, Toholu University Hospital, Miyagi, Japan

s e - m- see . me mepg e e- Sesm mees - e -—— - J T eeess e s essse e mm - -

Methods: This was an interventional study in which adult patients wnh COVID-19 requiring mechanical
ventilation were consecutively enrolled. The primary endpoint was 28- da* mortahg after the initiation
abmechanical ventilation The secondary endpoints were length of mechanical ventilation, volume o
lung injury, and the incidence of gastrointestinal adverse events and acute liver failure.

Results: Thirty patients with COVID-19 underwent nintedanib therapy. We included 30 patients not

ere were no signihcant difterences in 28-day
mortality between the groups (23.3% vs 20%, P=0.834). Lengths of mechanical ventilation were
significantly shorter in the nintedanib group (P=0.046). Computed tomography volumetry showed that

the percentages of high-attenuation areas were significantly lower in the nintedanib group at liberation
from mechanical ventilation (38.7% vs 25.7%, P=0.027). There were no significant differences in the
adverse events.




DOI: 10.4149/BLL_2022_105 Bratis| Med J 2022; 123 (9)
653-658

CLINICAL STUDY

When and how important 1s anti-fibrotic therapy in the post-
COVID-19 period?

KERGET Bugra', CIL Gizem', ARAZ Omer', ALPER Fatih?, AKGUN Metin'

Department of Pulmonary Diseases, Ataturk University School of Medicine, Yakutiye,
Erzurum, Turkey. bjkerget1903@gmail.com

METHODS: In total,l15 patients Ivho applled to the Posi—Cowd Ouipatlent Clinic between May 2021 and
August 2021 and were diagnosed Wi Igh, dyspnea, exertional dyspnea
and low saturation continued to be , were included |n the study.

Off-label pirfenidone treatment was started
followed up for 12 weeks.

parameters (PFT) and 6-minute walking test (6MWT) results. The patients were

Tab. 1. Comparison of PFT, 6MWT, room air saturation and pulse levels of the patients before and at the 12th week of treatment.

FVC (1) FVC% FEVI(t) FEV1%  DLCO% DLCO/NA% 6MWT S0, Pulse
Before treatment 184405  672<139 16505  689+132  533+10.1 609491 210.1£1104 7784101 1114499
Mean+SD
ﬁeﬁﬂg’;ﬂk oftreatment » 1,08 744196 17407 763+186 6224143 694125 2399:1214 833105 04123

p 0.01 0.01 0.01 0.01 0.004 0.001 0.002 0.001 0.002
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* 3 ay dnce ayakta, bacakta dokunti sikayetleri
ile Romatoloji klinigine yatiriliyor

* Dokuntulerden alinan biyopsi sonucu;
«Lokositoklastik vaskulit»



Laboratuar

» Hemogram

v BK: 10300/pL

v' Hb:10.9 g/dL

v Hct: 34.4 %

v’ Plt: 219000/pL

v CRP: 6.8 mg/L (0-5)

» Biyokimya

v Ure: 29 mg/d|

v’ Kreatin:0.6 mg/d|
v/ AST: 37 U/L

v  ALT: 52 U/L

v TIT

v’ Ozellik yok



08.07.2023




Toraks BT bulgulari nedeni ile Gogus
hastaliklari konsuiltasyonu isteniyor

Hastanin sikayeti yok, solunum sistemi
muayenesi dogal, Sp02: %95, ates: 37 C,
TA: 110/70 mmHg

Mevcut bulgularin vaskulite sekonder
olabilecegi disunultyor

Hastaya steroid+imuran tedavisi baslaniyor
1 ay sonra BT kontrolu oneriliyor



14.08.2023




Taburculuktan 1.5 ay sonra hemoptizi sikayeti
ile acile basvuru

FM: Genel durumu orta-iyi, suuru acik,
koopere, TA: 120/70 mmHg, Nb: 80/dk, Ates:
36°C, Sp0O2: %93 (oda havasi solurken)

Bilateral alt zonlarda raller (+)

Her iki bacakta palpabl dokiinti (+)



Laboratuar

»Hemogram

v’ BK: 2600/pL

v’ Hb:10.5 g/dL

v’ Hct: 29.6 %

v’ Plt: 170000/pL

v’ CRP: 56.5 mg/L (0-5)

» Biyokimya

v’ Ure: 24 mg/dI

v’ Kreatin:0.48 mg/dI

v’ AST: 22 U/L

v' ALT: 35 U/L

v’ Total bilirubin: 1.20 mg/dI



28.09.2023
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FIRAT UNIVERSITESI HASTANESI

L ELAZIG
Gogls Hastaliklan Anabilim Dal

BRONKOSKOPI RAPORU

Adi Soyadi . Servis : ROMATOLOU Doktor
Dogum Tari Poliklink : Tarih
Dosya No :
Rigid Fleksibl Genel Lokal
Semptomlar Radyolojik Bulgular Hastalik
Oksiirik Atalektazi Ust Brong Ca Plevral Hastal
Balgam Kitle Alt Pnomoni ARDS
Hemoptizi Infiltrasyon Sag KOAH Diger
Dispne Plevral Sivi Sol Astim
Ates Adenopati Tiiberkiiloz
Gogis Agnsi Pnomotoraks Sarkoidoz
Wheezing Tek Tarafl Merastatik AC C
Digerleri Iki Tarafl Interstisyel AH
Semptomlar Premedikasyon Oral Mazal :

Bulgular LAVE SEDOANALJEZ] ALTINDA NASAL YOLDAN FOB ILE GIRILDI. VOKAL KORDLAR
HAREKETLI, TRAKEA DOGAL, ANA KARINA KESKIN. HER IKI BRONS SISTEMI =
SEGMENT AGIZLARINA KADAR ACIK VE DOGAL IZLENDI. BAL YAPILDI, B
HEMORAJIK KARAKTERDE IZLENDI. ISLEM KOMPLIKASYONSUZ SONLA




e Lavaj ARB: (-)

* Lavaj gram boyama ve kultur: Solunum yolu
flora elemanlari

* Boyali mikroskopi: Bol lokosit



* Hastaya alveolar hemoraji tanisiile 3 glin 1 gr
Prednol + Endoksan 500 mg baslaniyor

e 1 hafta sonra;
* Hb:11 g/dL, Hct: 32 %, CRP: 3.41 mg/L
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Internal and Emergency Medicine (2021) 16:831-841
https://dol.org/10.1007/511739-021-02688-x

IM - REVIEW

Chisc Toe
igclatees

Diagnosis and management of leukocytoclastic vasculitis

Paolo Fraticelli' © . Devis Benfaremo' - Armando Gabrielli’

Table 1 Classification and causes of leukocytoclastic vasculitis

CHCC 2012 Causes and/or associated
category diseases

CHCC 2012 definition

ANCA- Granulomatosis with
associated polyangiitis (GPA)
vasculitis

Microscopic polyangiitis
(MPA)

Eosinophilic granulomatosis
with polyangiitis (EGPA)

Immune

complex
vasculitis

Necrotizing vasculitis with few or noimmune deposits,
predominantly affecting small vessels (i.e., capillaries, venules,
arterioles, and small arteries); associated with ANCAs

Vasculitis with moderate-to-marked vessel wall deposits of
immunoglobulin and/or complement components,
predominantly affecting small vessels (i.e., capillaries, venules,
arterioles, and small arteries)




(CV)

Cryoglobulinemic Vasculitis

Vasculitis with cryoglobulin

immune deposits affecting small vessels (predominantly

capillaries, venules, or arterioles); associated with

serum cryoglobulins

IgA-Vasculitis (Henoch-
Schonlein purpura, HSP)

Vasculitis with IgAl1-dominant

immune deposits, affecting small vessels (predominantly

capillaries, venules, or arterioles)

Hypocomplementemic
Urticarial Vasculitis (anti-Clq

vasculitis, HUV)

Vasculitis
associated with
systemic
diseases

Vasculitis
associated with
probable
etiology

Vasculitis accompanied by urticaria and
hypocomplementemia, affecting

small vessels (i.e., capillaries,

IgM/lgGimmune complex
vasculitis*

Rheumatoid arthritis

Systemic lupus
erythematosus

Sjogren syndrome

Sarcoidosis

Drugs
Infection
Sepsis

Neoplasms

Vasculitis with IgM and/orIgG-dominant immune deposits,
affecting small vessels (predominantly capillaries, venules, or
arterioles)

Vasculitis that is associated with and maybe secondary to
(caused by) asystemic disease (e.g., rheumatoid vasculitis, SLE,
sarcoid vasculitis, etc.); the name (diagnosis) should have a
prefix term specifying the systemic disease (e.g., rheumatoid
vasculitis, lupus vasculitis, etc.)

Vasculitis that is associated with a
probable specific etiology, e.g.,
drug, infection, sepsis, neoplasm,

etc



LCV Tedavi Algoritmasi

LCV

!

Skin-imited i ﬁfmﬂssnrgan
imvalvement

Other organ imwalvement or
—# | part of a sysiemic disease
(e.g. CV, lgA vasculitis,

l CTD, AAV)
Infnnﬁngn ' | #— | Efiology | —#* | Primary cutaneous l
Corticosteroids,
l +/- immunosuppressants,
rituximab, plasma exchange,
according fo severity
Tmﬂ::rﬂﬁraw or usual disease-modifying
+/- rest and low v protocols
dose steroids
only if necessary Evaluate Recurrent

SelHimited | — | frequency | ™ | & chronic

1 |

Mo trealment or rest, Steroids, colchicing,
short course of steroids dapsone,

pentoxifylline

Fratecelli P, et al. Int Emerg Med 2021



Olgumuzda ayirici tani
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EBWV-YVCA IgM 0.06 Negatif
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RADYOLOJi RAPORU

Adi Soyadi . - Rapor Tarihi 1207 2023 08:51
T.CKimlik Mo : Dosya no :
Baba Ad : MEHMET HALIS Baswvuru Mo D 12B2TATE
Kurumu ! YESILKART 8000 1-03-C0 Dogum Yeri - Tarih : ERGANI - 1997 yag: 25
lstern Tarlhl : 0B.07.2023(27T94660) Istern Kabul Tarihi : 0807 . 2023(R100340)
Hiz met Al : BT, PELVIS, KONTRASTLI Cinsiyet K
Tam : Kodu Adi
M25.5 EKLEM AGRISI
M36.5 BAG DOKUSUNUN SISTEMIK BOZUKLUKLARI, BASKA YERDE SINIFLANKMIS DIGER HAS
5D BAKTERIYEL PHOMONI, TANIMLANMARNIS
D51 VITAMIN B12 EKSIKLIGI ANEMISI

COK KES?TL? B7LG?SAYARLI TOMOGRAF? TUM BATIN
IV kontrast madde verilerek yap?lan ok kesitli BT tetkikinde;

BULGULAR:
Karaci?er kraniokaudal boyutu 19 cm olup artm?7t? Parankim dansitesi

normaldir. ?ntrahepatik lezyon izlenmemiHir.

Safra kesesi normal gdnindmiddir.

Tntrahepatik ve ekstrahepatik safra yollar? normal gdrindmld Gr.

Pankreas nomal bilyiklikte clup lobilasyonlar? normal ve ya?la uyu mludu r.

Cala??n konturu ve parankimal yap?s? normal gdrintmild olup; iglcas Kitle meycut de Zikdir,
Dalak kraniokaudal boyutu yakla??k 15 cm olup artm??7t? [m]
Dalak hilusu diizeyinde 2 cm boyutunda aksesuar dalak iZIETIme
Herikistrrenal bezde dzellik yoktur.

Her iki bibrek normal biyiklik ve pozisyondad?r. Renal parankim kal?ni?klar? nomal
s7n?rardadr.

Mide ve Zlenebilen barsak kesimlerinde belirgin patoloji saptanmam 77 ?r.

Mesanenin dolumu homojen, kontudar? diizgin, cidarlar? normal kal?ni?ktad ?r. Perivezikal ya?
plantar? ag™kt?r,

Lterus normal biyukliktedir. Konturlar? dizenli, parankimi homojendir.

Sol adneksiyal lojda 21xx13 mm boyutun daperiferik kontrastlanan kistik lezyon izlendi
( Korpus luteum kisti).
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v — - RADYOLOJi RAPORU R
Adi Soyadi : Rapor Tarihi : 10.08.2023 13:59
T.C Kimlik No : Dosya no 1 2239180
Baba Adi : MEHMET HALIS Bagvuru No 1 12827376
Kurumu ! YESILKART 60/C1-C3-C8 Dogum Yeri - Tarih : ERGANI - 1997 Yas: 26
Istem Tarihi : 08.07.2023(27794660) Istem Kabul Tarihi : 08.07.2023{R100080)
Hizmet Adi : BT, BOYUN, KONTRASTLI Cinsiyet K
Tan : Kodu Adi
M25.5 EKLEM AGRISI
M36.8 BAG DOKUSUMNUN SISTEMIK BOZUKLUKLARI, BASKA YERDE SINIFLANMIS DIGER HAS
J159 BAKTERIYEL PNOMONI, TANIMLANMAMIS
D51 VITAMIN B12 EKSIKLIGI ANEMISI

KL?N?K :Malignite
EOYUN BT

Teknik : 100 ml intravendz iyotlu kontrast madde verilerek yap?lan incelemede;
Aksiyal planda 5 mm. kal?nl???nda, aral?ks?z al?nan kesitlerin
de?erlendiriimesinde;

Gdruntileme alan?na giren kafataban yap?lar? normaldir.

Major tukriik bezleri kontur, boyut ve parankim dansiteleri normaldir.

Boynun di?er anotomik yap?lar? normaldir.

Kas dokusu, fasial planlar ve cilt alt ya”? dokusu normaldir.

Boyuna ait vaskuler yap?larda patoloji saptanmam??t?r.Patolojik boyutta lenf nodu

Sol maksiller siniiste mukozal kal?nla?malar izlendi (?nflamatuar Sinis

Hastal??7?).
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Adi Soyadi e Rapor Tarihi 28072023 11:14:02
T.C Kimlik No : . .- Dosya no T
Baba Adi : MEHMET HALIS Basvuru No 12827376
Kurumu . "r‘ESiLHﬂRT BO/C1-C3-C8 Dﬂﬁum Yeri - Tarih : ERGANI - 1997
Istem Tarihi Istem Kabul Tarihi
Hizmet Adi » EMIG, POLINOROPATI PROTOKOLU
Tam : Kodu Adi
MZ25.5 EKLEM AGRISI
M3G.8 BAG DOKUSUMUN SISTEMIK BOZUKLUKLARI, BASKAYERDE SINIFLAMMIS DIGER HAST
J159 BAKTERIYEL F‘Nf}ME}Ni, TANIMLANMAMIS
051 VITAMIMN B12 EKSIKLIGI ANEMISI

Polintropati di?lndirecek elektrofizyolojik bulguya rastlanmam?7t7r.
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* Spesifik bir etyoloji saptanamayan hasta
Prednol tedavisi ile taburcu ediliyor



Olgu-4

50y, K hasta

Sikayeti: Oksuruk, balgam

1 yildir CVID tanisiyla IVIG (30 gr/ay)
Allerjik rinit (+), Astim (+)

Cilt lezyonu (-)

Eklem bulgusu (-)



feRmingiEh)







* Balgam ARB 3 kez (-), kultlirde Gireme (-)
FOB
* Lavaj ARB (-), kiltiirde Greme (-)
 BAL: % 11 lenfosit
% 54 makrofaj,
% 35 notrofil,
CD4/CD8: 1.7

e Sitoloji: Belirgin notrofil Iokosit artisi olan,
benign karakterde, inflamatuvar BAL bulgusu

* Tru-cut bx: Fibrozis ve inflamasyon bulgulari



Islem Raporu:
Ultrasonografi kalites1 i¢in EBUS balonu takilarak isleme baslandi. LMA 1¢erisinden EBUS probu ile gecildi.
4R lenf nodu 13 mm ¢apinda konglemere 1di. 11R lenf nodu 11 mm capinda yuvarlak, heterojen, hipoekojen
ve yer yer nekroze goriintimde 1di. 11L istasyonunda hemen brons komsulugunda 6mm ve bu lezyona komsu
pulmoner arter arkasinda 10 mm ¢apli lenf nodlart i1zlendi. 7 nolu lenf nodu 13 mm ¢apinda 1di.
Hastanin 1slemi sonunda bronkoskop ile de girilerek sol iist lob anterior segmentten parankim biyopsisi

alindi.

GRANULOMATOZ INFLAMASYON BULGULARI, BRONS BivoPsisi.

YORUM
Olgunun, sarkoidozis ve tbc basta olmak Ozere olasi grandlomatsdz inflamasyon etyolojileri yoninden arastiriimasi anerilit



Lavaj ARB (-)

TB PCR (-)

Mikobakteri Kaltara (-)

PPD :4 mm

IGRA: (-)

CVID olmasi nedeniyle
Hastaya GLILD tanisi konuldu



Graniilomatéz Lenfositik interstisyel Akciger
Hastaligl

CVID hastalarinin %15-25’inde GLILD gelisir

CVID tanili hastada GLILD varligi prognozu kotulestirir
GLILD 30-40 yas, E/K=1

Klinik: Nefes darligi, 6kstruk

Kesin tani: Klinik, radyoloji (nodul, buzlu cam,
bronsektazi, retikulasyon, LAP), histopatoloji
(granulomatoz, lenfoproliferatif patern: LIP, foliktler
bronsiolit, lenfoid hiperplazi)

Tedavi: SCIG/IVIG

Spesifik tedavi: Steroid, diger immunsupresifler,
Rituximab



| (CASE SERIES

SARCOIDOSIS, VASCULITIS AND DIFFUSE LUNG DISEASES 2021; 38 (3); 2021025 DO 1036141 fsvdld +38i3 11114 &) Mattioli 1885

GranuLoMATOUS-LYymMPHOCYTIC INTERSTITIAL LUuNG DISEASE

MiMickING SARCOIDOSIS

Dawvid M Perlman’, Muthya Tejasvin: Sudheendra', Emilian Racila’, Tadash: L Allen’, Avnz Joshi*
Maneesh Bhargava'



Table 1. Differences in Granulomatous lymphocytic interstitial lung discase and sarcoidosis
rem

Feature

Urga.n system involvement (22, 55)
Pulmonary 51% 95%
Spleen 6.7
Lymph node o 15.2
Liver 41% 11.5
Skin 7% 159
Bone marrow 8% 3,9%
CNS 5% 4.6%
GI tract 15% Rare

I Recurrent infections | Common I

May occur if architectural distortion of lung

Autoimmunity

Immunoglobulin levels

| Frequently report

Not seen

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

Chest CT

Distribution

Could have lower lobe disease

Common finding

Larger nodule with random or
perilymphatic distribution

Uppr:r lobe Prcdumina.nt disease

Perilymphatic micronodular infiltrate in bronchova-
scular distribution

Flame shape hemorrhage, ‘halo” sign (16)

More common than sarcoidosis

Could be seen

Common due to recurrent

Cicatricial bronchiectasis in setting of architectural

Bronchiectasis . . . .
infections distortion
Mediastinal / hilar adenopathy Present More prominent
Bronchoalveolar Auid E.nﬂings
. L. Usually negative. Must rule our etiologies that
Cultures Rules out infection in cases of may mimic clinical or radiologic manifestations of

CVID (42)

sarcoidosis such as histuplasma or tuberculosis

CD4: CD8 ratio High (> 3.5)




Sabriniz icin tesekkiirler...
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