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Olgu

* 36 yas erkek hasta

» 2 glindiir devam eden ateg, eklem agrisi ve bogaz agrisi (+)
» Oksiirik (+)

* Nefes darhigi (+)

« Aralikli olan bulanti ve kusma (+)

 Suur degisikligi sikayetleri ile acil servise getirilmis



Ozgecmis

* Bilinen herhangi bir alt hastaligi yok

* Operasyon oykisi yok

» Seyahat oykistu yok

* Yakin zamanda hastane bagvurusu ve yatig oykiisi yok

» Hastanin COVID 19'lu birey ile temas (+)



FM

« A: 37.5°C, N: 88/dk, TA: 136/78 mmHg, $5:20/dk ve O,:%88
« GKS: 13/15

« Skleralar hafif ikterik

* Ense sertligi yok

« AC de dinlemekle SS azalmis

* Batin dogal HSM yok

[ Hastanin gekilen Kranial BT ve MR'inda 6zellik yok



Toraks BT




Labaratuvar parametreleri

T, T T

WBC (4,8-10,7 103/yL)

Hb (14-18 g/dL)
Lenfosit (1,3-2,9 103/4L)

PLT (103//L)

D-dimer (0-500 wg/L)

Total bilirubin (0-1,4 mg/dL)
Direct bilirubin (0-0,3 mg/dL)
AST (0-40 U/L)

ALT (0-41U/L)

ALP (40 -130 U/L)

66T (10-71 U/L)

Albumin (3,5-5,2 g/dL)

INR (0,8-1,2)

CRP (0-5 mg/L)

Prokalsitonin (0-0,5 ng/mL)
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Labaratuvar parametreleri

» HbsAg (+) - COVID-19 PCR (+)
» HbeAg (-) + Anti HCV(-)

« Anti Hbc (+) » Anti HIV (-)

+ Anti Hbe (+) + Anti HAV Ig M(-)

+ Anti Hbs (-) + EBVIgM (-)

« HBV-DNA :1490 TU/mL *« CMV Ig M (-)



Tartisilacak Konular

» Kronik Viral Hepatitin COVID-19'a etkileri 2??

« COVID-19' un Kronik Viral Hepatite etkileri

2?2?

« COVID-19 tedavisinde kullanilacak ilaglara

bagli Hepatit Reaktivasyonu ??? -



COVID-19 Pandemisi

* Son glincel durum

« Eylil 2023 itibariyle

COVID-19
Report Archive

* Kiiresel olarak 770 milyondan fazla dogrulanmis vaka

6.9 milyondan fazla 6lim

55.728 olguda hastane yatisi

615 olguda YBU'ne yatig

Yeni tanimlanan varyantlar arasinda; EG.5 (en yaygin) XBB.1.5, XBB.1.16

Rapor edilen vakalar, kiresel olarak test ve raporlamadaki azalma nedeniyle

oranlari dogru bir sekilde temsil etmemektedir

WHO Coronavirus (COVID-19) Dashboard, https://covid19.who.int/



Kronik Hepatit B ve C Giincel Durum

- WHO
* Kiresel olarak 296 milyon kiginin hepatit B
« 58 milyon kisi ise Hepatit C
 Hepatit B'lerin tahminen %90"ina
* Hepatit C'lerin %79"una teshis konulamadig
 Hepatit B olan kisilerin sadece %2'si

cee\deeo

 European Centre for Disease Prevention and Control (ECDC)
* Hepatit B ve C diinyada her yil toplamda 1,1 milyon &liime
3 milyon yeni olguya neden olurken
* Yaklasik 6 milyon kisi Kronik hepatit B ve C ile yasgiyor

https://cdn.who.int/media/docs/default-source/hq-hiv-hepatitis-and-stis-library/hepatitis-
factsheet_2023



COVID-19 Patogenezi

Kolanjiyoselller hasar
Safra kanali proliferasyonu
Safra tikaci olusumu

GGT ve ALP artisl

Orta derecede steatoz
Lobiiler ve portal inflamasyon
Apoptotik/nekrotik odaklar
ALT ve AST artisi




KRONIK VIRAL HEPATITIN
COVID-19'A ETKILERI ???



Aliment Pharmacol Ther, 2020 Aug; 22(4). 5834—-599. FPMCID: PMOC 361465
Published online 2020 Jul 8. doi: 10 _1111/apt. 15916 PMID: 32638436

Systematic review with meta-analvsis: liver manifestation
19
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nda kr KC hastaligi gorilmekte



SOURNAL OF VIRAL HEPATITES

SHORT COMMUNICATION =3 Free Access

Clinical characteristics in patients withh SARS-CoV-2/HBV co-
infection

Liping Chen. Shaoping Huang. jJingma

Ivin Shang. Hongzhou Lusss Jilin Cheng ==

326
v' SARS-CoV-2/HBV ko-enfeksiyonunun

v' KC hasarini agirlastirabilecegine
v Hastanede kalis siiresini uzatabilecegine dair

higbir kanit bulunamamistir
rk yok

HBV (+) hastalari

Hastanede kalis siiresi 14 giin (10-19) %80 olgu taburcu edilmis

Taburculuk orani ve kalis siiresi agisindan iki grup arasinda anlamli fark yok



I Impact Factor: 1.2 / S-Year Impact Factor: 1.5 I JOURNAL HOMEPAGE I

a Free access Review article | Firat published online November 1, 2019

COVID-19 and Hepatitis B Infection

Saleh A Alqahtani and Maria Butl ©= View all authors and affiliations
All Articles | https://dol.org/10.3851/IMP3382

HBV ile koenfekte olan hastalarda KCFT de bir miktar degisiklik oldugu

Chen et

Ozellikle YBU de takip edilenlerde yiiksek ALT ve AST seviyeleri kanitlanmigtir

Guan ef

Bazi c¢alismalar SARS-CoV-2/HBV koenfeksiyonunda veya hastanede uzun siireli
kalista karaciger hasarinin agirlasmasi igin higbir temel olmadigini gostermis
Bazilari ise, koenfeksiyonun COVID-19'un ciddiyeti ve koti prognozu ile iligkili

oldugunu ve KCFT'nin takibini onermistir




COVID-19' UN
KRONIK VIRAL HEPATITE ETKILERI ?2??



Hepatol Int. 2020 Sep; 14(5): F11-7F22. PrCID: PMOC 335221

Fublished online 2020 Jul 4. doi: 10.1007/s12072-020-10071-9 FPMID: 32623633

Coronavirus disease (COVID-19) and the liver: a comprehensive systematic review
and meta-analysis

Praveen Kumar-MM #1 Shubhra Mishra,#2 Daya Krishna Jha,? Jayendra Shukla,? Arup Choudhury, 2 Ritin Mohindra,3

Harshal S. Mandavdhare @ Usha Dutta,? and Vishal Sharma®™?

Meta-anal i@

Kr karacig( | * KCFT artiglari
« Siddetli COVID-19 vakalarinda, hafif COVID-19
vakalari ile karsilastirildigindan daha yiiksek

En sik gori T (%23 ,4)

yikseklikle
bulunmustur

Hipoalbum y

» Kot b{_ Jnme, negatif nitrojen dengesi, hepatosit hasarina bagli sentezin

bozulmasi ve kortikosteroid tedavisi




Clinical characteristics of COWVID-19 patients with hepatitis B
virus infection — a retrospective study

SA

+HBY- P
| value

SA

HB
79 0820

43) 0.647
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degerle

Fatal — no. (%) 4{8) 4(714) 0.868
Kontrol gruplarina kiyasla, SARS-CoV-2 ve HBV koenfekte Recovered —no. (k] ~ 46(72) 20286 1
hastalarda daha yiiksek AST, ALT diizeyleri




KR Free access Review article Firat published onlin

COVID-19 and Hepatitis B Infection
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Table 1. Prevalence of HBV infection in COVID-19 patients in different studies and clinical outcomes

Authors

Guan et al |

Chen et al [

Chen et al [

 Bazi galigmalarda, KC hastaliginin ciddiyeti veya hastanede kalis siiresi

agisindan anlamli fark bulunmazken

tetartaal o Baz) caligmalarda ise, HBV hastalarinda daha siddetli karaciger hastaligi

Chen et al. [

Richardson ¢

riski oldugu (%46,7 'ye karsi 7%24) ve mortalite orani arttigi (%13,3"e karsi

%2 ,8) gosterilmistir







TEDAVI

COVID 19
agisindan
antiviral verelim

 Hastada COVID-19 acisin
* Maske O2 tedavisi

* Mayi replasmani 7 P

* Hepatik enrzfalo

t

3\ agisindan
antiviral
brofilaksi

gerekir mi 22?

KortiKosteroid, IL-1
ve IL-6
antagonistleri
verirsek HBV
reaktivasyonu
olur mu 22?2

~
=7




COVID-19 TEDAVISINDE KULLANILAN ILACLARA
BAGLI REAKTIVASYON ???



Hepatology Intermational (20217) 15: 1037 -1048
https//doi.org/10.1007/212072-021-10239-x

GUIDELINES

APASL clinical practice guideline on hepatitis B reactivation related
to thhe use of i MmMmMunosuppressive therapy

-Lung Yu?® - Grace Wong® - Alexander Thompson® - Hasmik Ghazinian® - Jin-Lin Hou” -

HBV Reaktivasyon

George Lau'-271 - Mincg
Teerha Piratvis
Oidov Baatark
Saced Hamid’'
Simone I. Stra
Masao Omata

g Chang'® -
bng-Won Park="" -
v Kumar Sarin®” -

1. Kronik HBV enfeksiyonunun alevlenmesi (HBsAg +)

- HBV DNA diizeylerinde baslangi¢ diizeylerine gore >2 log artis

* Baslangi¢ta saptanamayan HBV DNA'si olan bir kiside >100 TU/ml diizeyinde HBV
DNA'nin saptanmasi

2. Imminsipresif tedavinin baglamasindan sonra HBV'nin ( HBsAg negatif, anti-HBc
pozitif) yeniden aktivasyonu

» Ters HBsAg serokonversiyonu, HBsAg pozitif olmasi

* HBsAg yoklugunda HBV DNA'nin ortaya ¢ikmasi veya saptanabilir hale gelir



HBV reaktivasyon agisindan Risk kategorileri
(APASL onerileri)

Table 4 Risk sratification of HBV reactivation among HBsAg-positive patients and HBsAg-negative/antui-HBco-positive patients

Risk level s rology e =m——

HBsAg(+) )} @g( = )/anli-HB;-(y

_-=-—_—-a-_
High (= 10%) Anu-CD20 monoclonal antibodies: Rituximab., Anti-CD20 monoclonal antibodies: Rituximab,
Ofatuvmumab, Obinutuzumab Ofatumumab. Obinutuzumab

Steroid (high dose) = 20 mg/day for = 4 weeks Allogencic hematopoietic stem cell transplanta-
ton

mumab. Infliximab. Golimmumab. Certoli-
zumab

Anthracyclines

Hematopoicetic stem cell mransplantation (both
allogeneic and autologous)

DAA for HBV/HCYV coinfecuon (high risk in
meta-analysis and prospective study ). except
non-cirrhotics with HBsA s < 10 IU/ml

Immune Checkpoint inhibitors (moderate to
high risk):

Anti-PD-1: mivolumab, pembrolizumab

Anti-PD-1_1: atezolizumab

Anu-CTLA-4: ipilimumab

Tyrosine kinase inhibitors (moderate-to-high):

Imatinib. Nilotinib. Dasaunib. Erlotinib.

Gefitinib. Osimertinib. Afaunib
Moderate (1-10%) Cytotoxic chemotherapy (except anthracy- Anthracyclines

clines) Autologous hematopoictic stem cell rransplanta-
Anu-TNF agents with lower potency: Etaner- uon

Ce1 Anti-TNF agents with higher potency: Adali-
Steroid (median dose): 10-20 mg/day mumab. Infliximab. Golimmumab. Certolizumab
for =>4 weeks
roicasomnmc 1nna

Protecasome inhibitor: Bortezomib Ustekinumab

numab
Low (< 1%) Mecthotrexate 3 = = g
Azathioprine Steroid (high dose) > 20 rng/du)'
Steroid (low dose < 10 mg/day) Anti-TNF agents with lower potency: Etanercept
DAA for HBV/HCYV coinfection for non-cir- Tyrosine Kinase inhibitors Imatunib. Nilotinib,
rhotic patuents with HBsA g < 10 1U/ml Dasatinib
DAA for HCV
Uncertain { More studies needed. no Abatacept Immune Checkpoint inhibitors
prophylaxis recommendation until further Tocilizumab Anti-PD-1: nivolumab, pembrolizumab
evidence) Ibrutinib Anu-PD-1_1: ateczolizumab
Anti-CTLA-4: ipilimumab
Natalizumab
Ocrelizumab

Ibritumomab
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Liver injury in COVID-19: The hepatic aspect of the respiratory
syndrome — what we know so far

Prajna Anirvan, Pankaj Bharali, Mrinal Gogoi, Paul J Thuluvath, Shivaram P Singh, Sanjaya K Satapathy

Anirvan P et al. Liver injury in COVID-19

Hepatocellular I

‘ Drug induced liver injury in COVID-19

Cholestatic

Others

Protease Inhibitors
Ivermectin
Azithromycin
Heparin
Acetaminophen
Hydroxychloroquine
Anakinra
Tocilizumab
Remdesivir
Dexamethasone
Interferon
Pirfenidone
Ephedra species
(herbal product)

Azithromycin
Dexamethasone
Quinolones
Amoxycillin-clavulanate
Glycyrrfiizin

(herbal product)

Protease Inhibitors

(Inhibition of UDP-GT-Indirect
hyperbilirubinemia, Exacerbation of
underlying Hepatitis B,C)
Colchicine

(Rhabdomyolysis-Elevated AST,ALT)
Dexamethasone

(Reactivation of Hepatitis B, Exacerbation
of Hepatitis B, C, NAFLD)
Ribavirin

(Haemolysis-Indirect hyperbilirubinemia)

Figure 1 Spectrum of medications used in coronavirus disease 2019 likely to cause liver injury. COVID-19: Coronavirus disease 2019; UDP-GT:
UDP-glucuronosyltransferase; NAFLD: Nonalcoholic fatty liver disease.
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Open Access | Review

Features of Liver Injury in COVID-19 Pathophysiological, Biological and
Clinical Particularities
by @) Cristina Maria Marginean ' @) Eliza Cinteza 22 “_ @) Corina Maria Vasile 34" &

@ Mihaela Popescu 5" &2 @) Viorel Biciusca 12, €) Anca Oana Docea &, ) Radu Mitrut 7,
@ Marian Sorin Popescu & and @) Paul Mitrut

Figure 2. Drug hepatotoxicity due to COVID-19 treatment.

Lopinavir + Ritonavir Anticoagulants Remdesivir Tocilizumab
£ i ! 1
Endoplasmic $ ALT &
reticulum Inflasnmatory < : AST
pathway reaction EEaD e
activation
l Acute
4 { B} e
v
Hepatocyte Oxidative Aocele_ration Drug induced Acute liver
apoptosis stress of liver liver damage failure
damage




ORIGINAL ARTICLE _WlLEY

Low risk of hepatitis B reactivation in patients with severe
COVID-19 who receive immunosuppressive thherapy

1.2 1.2 ' 2.3 I

Sergio Rodriguez-Tajes | Annmna Miralpeix Josep Costa Ester Lopez-Suneée”® |
Montserrat Laguno~ | Anna Pocurull? | Sabela Lens™? | Zoe Marino™* |
Xavier Forns™'~

- 600 agir COVID-19 hastas!
« %15'inde HBsAg (-)/ anti-HBc (+)

* En ¢ok kullanilan imminsupresif ilaglar;
« IL-6 reseptor antagonistleri (tosilizumab) 2 giin, (%72)
« IL-1reseptor antagonistleri (anakinra) 3 giin, (7%11)
 Janus kinaz inhibitarleri (barisitinib) 3 giin

* Metilprednizolon 3 giin siireyle 250 mg/giin, ardindan bir hafta siireyle 30 mg/giin
kullanilmis, (%41)

 Agir pnomoni olan hastalarda 0,5 mg/kg/giin prednizon tedavisi en az 1 ay kullanilmis




ORIGINAL ARTICLE _WII,EY

Low risk of hepatitis B reactivation in patients with severe
COVID-19 who receive immunosuppressive thherapy

Sergio Rodriguez-Tajes*2 | Anna Miralpeix?? | Josep Costa®~® | Ester Lépez-Sune”®
Montserrat Lagunos | Anna Pocurull® | Sabela Lens'? | Zoe Marino* =2 |
Xavier Forns* =

» Entecavir ile HBV reaktivasyon profilaksisi COUDS petertmuih v o dho g
.o . . I Unknown HBV markers 116 (19.3%)
O ner‘ l l m l s Available HBV markers (study cohort)
N=484

« 38 (%62) hasta NA (entekavir) profilaksi alirken, I | |
23 (7%38) hasta almamis |

N =412 (85%) N =72 (15%)

No markers of HBV infection ‘ Markers of active or past HBV infection \

« %72'sinde anti-HBs >10 IU/mL | |

HBsAg — Anti-core +

- Takipte higbir HBsAg serokonversiyonu vakasi e
[ I
(o) I mClm | s NUC prophylaxis No NUC prophylaxis
N=38(62.3) N=23(37.7)

« 2 (%3) hastada (profilaksi almayan) HBV-DNA <15 I |

Completed FU Completed FU

IU/mL anti-HBs (-) ve KCFT normal [N e

1

HBsAg +

N=3(0.6)

Rodriguez-Tajes S, et al. J Viral Hepat. 2021 Jan;28(1):89-94.



« HBsAg (+) olanlarda entekavir profilaksisi 6 ay
« Izole anti-HBc (+) hastalarda 1 ay
* Profilaksi alan/almayan hastalarda laboratuvarlar benzer

* Proflaksi almayan gruptan iki hastada reaktivasyon

=

/' Ciddi COVID-19 hastalarinda ve immiunsidpresif tedavi gﬁren\
HBV (+) hastalarda HBV reaktivasyonu riski dusuk

= Anti-HBs (-) olanlarda taburculuk sonras: takip

- MuUmkiun degilse, kisa sureli antiviral profilaksi guvenli segenek

A _ olabilir /

Rodriguez-Tajes S, et al. J Viral Hepat. 2021;28(1):89-94




> Front Med (Lausanne). 202171 Auqg 20:8: 706482, doi: 10.3389/Tmed.2021.706482. eCollection 2021
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Risk of Reactivation of Hepatitis B Virus (HBV) and
Tuberculosis (TB) and Complications of Hepatitis C | e TME |
Virus (HCV) Following Tocilizumab Therapy: A

Systematic Review to Inform Risk Assessment in the

COVID-19 Era

' - B ! " . [] Collections
bhell o B nmiciue | Andersson < pe M Arzirh Ansan o Olivia Moswela - Siraj] A NMiasbah =,

raul Klenerman ' <, Philippa C Matth

Tosilizumab alan 8 gozlemsel kohort ¢alismasi
Takip, 1 aydan 9 yila kadar degisen sirelerde gergeklestirildi
Bu hastalarda HBV oraninin %0-11 arasinda degismekte

HBV reaktivasyonu 3 kohortta bildirilmezken, bir Japon kohortunda oran %13
‘e ctkabilmekte

HBsAg-negatif, anti-HBc-pozitif hastalarda tosilizumab sonrasi HBVr riski
%1-10



Risk of Reactivation of Hepatitis B Virus (HBV) and -2
Wt

Tuberculosis (TB) and Complications of Hepatitis C Hroxe Pac |
Virus (HCV) Following Tocilizumab Therapvy: A
Systematic Review to Inforimm Risk Assessment in the

COVID-19 Era [ <« ciem |
Cori Campbell ! Monicue | Ancder sOM = N AZITm AN ari “ livia Moaswela * Siraj A Misbhah © —

[ Collections

« HCV durumunda, biyolojik tedavide alevlenmeler mimkindir

« Artik basarili  bir dogrudan etkili antiviral (DAA) tedavisi
verilebilmektedir
 Enfeksiyon agisindan risk faktérleri olan ve/veya karaciger fonksiyon

testlerinde agiklanamayan anormallikleri olan olgularda tedaviye

baslanabilmesi igin farama yapilmasi 6nerilmektedir



REAKTIVASYONU ONLEMEK ICIN
AASLD REHBER ONERILERI

Kr'onlk HCV 1
Birlikte COVID-19 var: Eger

tedavi aliyorsa devam et

« Yeni taniysa COVID iyilesene B

« Kronik HBV
* Birlikte COVID-19 var:
tedaviye devam et
— « Endikasyon varsa HBV

kadar bekle reaktivasyonu énlemek igin
, : tedavi basla
SOV a8 ITEEay] - « COVID-19 yok: Rehberlere
/ gore yonet
Reactivation of Hepatitis B COVID-19 Patie . . . .
(related to therapies such as . A:: Z;'S’Jf"s‘i’;f::,.'i'ﬁ&'éis Tercih edilebilen aJanlar':

tocilizumab, prednisone ) *  Immune mediated
*  Direct SARS-CoV-2 infectig

Other infections apart fro
Drug induced
Ischemic hepatic injury

Entecavir, Tenofovir veya TAF

*SARS-COV-2 refers to the viral strain severe acute respiratorv svndrome coronavirus 2: COVID-19 refers to the resniratorv illness caused bv SARS-COV-2

AASLD-COVIDI19-ClinicalInsights-25 June 2020.



COVID-19 igin immiinsiipresif tedavi alacak HBV (+)
hastalarda antiviral profilaksi

All hospitalised COVID-19 patients:
Check HBsAg, Anti-HBc, and Anti-KBs -

HBsAg +ve
(Chronic hepatitis B)

« SUT da 6demesi olmamasi
nedeniyle yakin KCFT takibi

yapildi
DN « KCFT degerlerinde
gerileme olmasi nedeniyle
hastada HBV ac¢isindan
antiviral ajan baslanmadi

/LC%\E standard care

z Vaccinate against HBV if
with Anti-HBs -ve

Receiving corticosteroids

or immunosuppressants
for COVID-19

If meets standard
criteria for HBV
treatment

Start/continue |
NA treatment |




Peki biz ne yaptik

e Steroid tedavisi doz azaltilarak kesildi

« Steroid sonrasi O, saturasyonlari gerileyen hastada IL-1 veya IL-6

antagonisti tedavisi agisindan ihtiyag olusmadigi igin tedavi baslanmadi

* 14, giinin sonunda hasta polk de KCFT takibi HBVDNA kontroli ve KC

biyopsi planlanmasi agisindan taburcu edildi






