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Sunum Igerig

« COVID-19 ve Karaciger Hasar!

« COVID-19 ve Kronik Viral Hepatitler

« COVID-19 Hastalarinda HBV Reaktivasyonu
« EASL ve AASLD takip onerileri

Hoofnagle JH. Hepatology. 2009;49(5 suppl):S156-S165. Lok AS, et al. Hepatology.2009;50:661-662



Iki Akademi Arasinda COVID-19 Rakamlari

COVID-19 Olgu
Kuresel: 517 milyon

= ABD: 81.8 Mn

» Hindistan: 43.1 Mn
= Brezilya: 30.6 Mn
» Fransa: 28.2 Mn

= Almanya: 25.3 Mn
=  Tdrkiye: 15 Mn

COVID-19 Oliim
Kuresel: 6.250.000

= ABD: 99 Bin

= Hindistan: 524 Bin
= Brezilya: 664 Bin
= Fransa: 144 Bin

= Almanya: 137 Bin
= Tdarkiye: 98.846

145 milyon yeni olgu

Corum - Mayis 2022
Ankara - Ocak 2023

450.000 yeni olum

05.01.2023

720.000 yeni vaka
4270 olum

COVID-19 Olgu
Kuresel: 662 milyon

ABD: 100.7 Mn
Hindistan: 44.6 Mn
Brezilya: 36.0 Mn
Fransa: 37.9 Mn
Almanya: 37.1 Mn
Turkiye: 17 Mn

COVID-19 Oliim

Kuresel: 6.700.000

ABD: 1.102 Bin
Hindistan: 530 Bin
Brezilya: 694 Bin
Fransa: 157 Bin
Almanya: 160 Bin
Tarkiye: 101.492

Johns Hopkins University and Medicine. COVID-19 Dashboard. Erisim tarihi 09.05.2022
CEVHAP. Viral Hepatitis. Fast Facts. WHO. Global Health Sector Strategy on Viral Hepatitis 2016-2021



COVID-19 Pandemisi

* Yasamin tum alanlarinda etkili

« Pandeminin etkileri ve yayillimi daha ne kadar surecek?

« Kur saglayacak tedavi yok

« Etkin-guvenli agi uygulamasindaki sorunlar

 Ozellikle kronik hastaliklari olan kisiler hem COVID-19 hem de kronik

hastaliklarinin yonetimi acisindan ciddi risk tagsimakta

Hoofnagle JH. Hepatology. 2009;49(5 suppl):S156-S165. Lok AS, et al. Hepatology.2009;50:661-662



COVID-19 pandemisi ve kronik hepatit hastalar”?

« Yurutulmekte olan sureclerde belirgin aksama!

« Saglik hizmetlerine erisimde onemli azalma

« HBV taramalarinda azalma

« Uzamis laboratuvar test surecleri veya testlerin yapilamamasi

- llac raporlarinda gecikmeler, hastalik progresyonu

« Tedavi baslanmasi gereken hastalarin tedavilerinin bagslanamamasi
« Bagisikhgil baskilanmis hastalarda reaktivasyon riski

« Tedavi alan hastalarin tedavilerinin yarim kalmasi / kesintiye ugramasi

Tapper EB, Asrani SK. J Hepatol 2020; 73: 441-5



Kronik Hepatit B ve C

« DSO 2021 Global Ilerleme Raporu

« HBV 295 milyon tasiyici, 1.5 milyon yeni enfeksiyon, 820.000 olum/yil

« HCV 58 milyon tasiyici, 1.5 milyon yeni enfeksiyon, 290.000 olum/yil

« DSO: Sigaradan sonra bilinen en 6nemli 2. kanserojen HBV; HCC riskini 25 kat
arttirir

* Kronik hepatit B ve HCV; siroz, HCC’nin sik nedenleri

« HBV'de asi ve tedavi ile viral baskilama, HCV'de kur saglayan tedavilere ragmen

HBV ve HCV onemli halk sagligi sorunu olmaya devam etmektedir

WHO. Global progress report on HIV, viral hepatitis and sexually transmitted infections, 2021
Howell J, J Gastroenterol Hepatol 2019; 34: 40-48, Ward JW, Gastroenterology 2019; 156: 297-310



COVID-19 ve Karaciger Hasari




COVID-19 ve Karaciger Hasarl

 SARS-CoV-2, anjiyotensin donusturucu enzim 2 (ACE 2) yoluyla
hucrelere baglanir

* ACE 2, hepatositlerde ve safra kanali epitel hucrelerinde yuksek oranda
eksprese edilir

» Hepatositler ve safra kanali epitel hucreleri viral enfeksiyon i¢cin hedef
nucreler haline gelebilir

» Karaciger dokusunda viral inkluzyon olduguna dair bir kanit yok




COVID-19'da Karaciger Hasari Mekanizmalari

Hepatik hiicrelerde SARS-CoV- 'mmﬁ“°_|°£!( i;\flamatuvar
2’nin aktif replikasyonu ve direkt yanit (sitokin firtinasi)

sitopatik etkisi \ /

COVID-19 seyrinde Virusun indukledigi
karaciger hasari sitotoksik T hucreler

A

Eslik eden kronik karaciger /

hastaliklari (HBV, HCV, Alkolik
Antivirallerin ve

KC Hast., Otoimmun KC
Hast.)
antibiyotiklerin

Anoksi/hipoksi hepatotoksik etkileri

Sun J, Aghemo A, Forner A, Valenti L. COVID-19 and liver disease. Liver Int. 2020; 40(6): 1278-81.
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ORIGINAL ARTICLE

The liver injury and gastrointestinal )
symptoms in patients with Coronmnavirus .

Disease 19: A systematic review and
meta-anmnalysis

Haizhou Wang =-7, Peishan Qiu=-P

, Jing Liu=-P, Fan wang=-7,
Qiu Zhao =2-P-=

Cin, 3024 hasta
<16 calismada

+%0.8-11 oraninda kronik karaciger komorbiditeleri varligi

+%2.6-53 oraninda ALT, AST, bilirubin duzeylerinde yukseklik
+%6-98 oraninda albimin duzeyinde anormallik

+Agir COVID-19 olgularinda ve olenlerde daha fazla karaciger disfonksiyonu




Open Access Original
Cureus Article DOI: 10.7759/cureus.9424

12(7): €9424. DOI 10.7759/cureus.9424
COVID-19 and Liver Injury: A Systematic
Review and Meta-Analvysis

Jawad Ahmed ! , Tehlil Rizwan ! , Farheen Malik ! |, Raniyah Akhter ¢ , Mehreen Malik 7 , Junaid
Ahmad * , Abdul Wasay Khan ° , Muhammad A. Chaudhary © 7 , Muhammad Shariq Usman ©

521 makaleden kriterlere uyan 27 arastirma
+2.900 agir, 7.184 agir olmayan COVID-19
«Karaciger hasari kriteri: Transaminazlarin normal ust limitin u¢ katindan fazla olmasi

«Karaciger hasari orani %15.7 (%9.5- 23)
«+Kronik karaciger hastaligi olanlarda hasar daha fazla (p < 0.001)

« COVID-19a baglh KC hasari olmakta
« Hasarin orani hastaligin agirligi ile orantili
« Hasar virus, ilaclar veya her ikisinden mi kaynaklanmakta ?7?




¢ ) Cureus

Cureus 2020 Jul; 12(7): eoas7’.
Published oniline 2020 Jul 31_doi: 10 7759 /cureus 9487

IlLLiver Injury in COVID-19 Infection: A Systematic Review

Monitoring Editor: Alexander Muacevic and John R Adlier

Atit Ghoda™® and Manoj Ghoda“?

23 makale

«Bilirubin ve ALP yuUksekligi sirasiyla COVID-19 hastalarinda %6.96 ve %5.21
toplum kaynakli pnomonide %6.14-%15.8

«+ALT duzeyleri agir COVID-19 olgularinda yukselmekte

«Akut karaciger yetmezligi nadir gorunmekte ve sadece izole olgu raporlarinda
tanimlanmistir



COVID-19 ve Kronik Hepatitler




+KHB, COVID-19un seyrini etkileyebilecek onemli bir karaciger hastalig
+HBV infeksiyonunun dogal ve kazaniimis bagisiklik uzerine etkileri

+SARS-CoV-2'nin kontrolstz inflamatuar yanit olusturma potansiyel

!

Lokal ve sistemik doku hasari

!

Bagisiklik fonksiyonunda bozulma ve karaciger hasarinda artma

«Koinfeksiyonun seyri ve karsilikli etkilesimi ortaya koyacak verilere gereksinim var!

Cai Q, et al. J Hepatol. 2020;73(3):5666-74. Zhang C, et al. Lancet Gastroenterol Hepatol 2020;5(5):428-30.
Bertoletti A, Ferrari C. Gut 2012; 61: 1754-64. Cao X. Nat Rev Immunol 2020; 20: 269-70.



REVIEW ARTICLE Annals of Gastroenterology (2021) 34, 625-633

Recent challenges facing patients with preexisting chronic liver
disease in the era of the COVID-19 pandemic

IHHiana Mani, Alexandra Alexopoulou
Medical School, National and Kapodistrian University of Athens, Hippokration General Hospital, Athens, Greece

« Sirozu olmayan kronik hepatit B ve C, siddetli COVID-19 acisindan risk altinda degil
« COVID-19 tedavinde kulalnilan ajanlardan kaynaklanan hepatotoksisite riski

 Sirotik hastalarda dekompanzasyon, karaciger yetmezligi veya siddetli COVID-
19 gelisebilir.

« Son donem karaciger hastaligi skoru (MELD) yuksek olan hastalarda olum orani
daha yuksek



Clinical Gastroenterology and Hepatology 2021;19:597—-603

Characteristics of Liver Function in Patients With )
SARS-CoV-2 and Chronic HBV Coinfection il

updates
Xiaojing Zou,”® Minghao Fang,”® Shusheng Li,” Liang Wu,’ Bing Gao,® Hong Gao,
Xiao Ran,” Yi Bian,” Renjie Li,” ShanshanYu,” Jianmin Ling,” Donghui Li,”
Deying Tian,” and Jiao Huang”

Cin'de SARS-CoV-2 ve kronik HBV koinfeksiyonu olan 105 hasta
«Yas ortalamasi 62, %52 erkek, %97 HBeAg negatif, %12 oral antiviral kullanimi
+14 hastada (%13.3) karaciger hasari
«Karaciger hasari olan hastalarda
1. Siddetli COVID-19 orani daha yuksek (p<0.042)

2. Kronik zeminde akut karaciger yetmezligi, kardiyak hasar ve sok gibi
komplikasyonlar daha yuksek oranda (p<0.05)

3. Oliim orani daha yiksek (p<0.004)
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Effect of SARS-CoV-2 coinfection was not apparent on the dynamics of ==y

chronic hepatitis B infection

Rentao Yu "', Shun Tan 7', Yunjie Dan "', Yanqgiu Lu “ ', Juan Zhang ", Zhaoxia Tan "7,
Xiaoqing He ', Xiaomei Xiang ", Yi Zhou ", Yanzhi Guo ", Guohong Deng ", Yaokai Chen “- |

Wenting Tan

+KHB olan hastalarda
«+ALT ve bilirubin duzeylerinde degisiklik yok (1 hastada ilaca bagl ALT artisi,
sirotik hastada bilirubin artisi ile HBV nedenli dekompanse siroz)
«Asilama sonrasinda antikor gelismesi acisindan HBV olmayan gruba gore fark
yok
«Antiviral ilaglara bagh HBV reaktivasyonu yok
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W +SARS-CoV-2 infeksiyonu HBV seyrini etkilememis ve HBV

reaktivasyonuna yol agmamis

0l +Sirotik hastalar?

Si
<K

hastanede yatis suresi etkilemiyor

\bﬂyijk olgcekli calismalar yapilmalidir!

+HBYV infeksiyonu SARS-CoV-2 infeksiyonunun seyri ve hastalarin

+Iki virusun aralarindaki tam etkilesimleri ortaya ¢ikarmak icin daha

1l

/
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ORIGINAL ARTICLE Liver WILEY

Clinical characteristics of COVID-19 patients with hepatitis B

virus infection — a retrospective study
Rui Liu'* | Li Zhao?* | Xiaoming Cheng®** | Huan Han'* | ConglLi? | Dong Lit |
Andrew Liu? > | Guosheng Gao® | Feng Zhou® | Fang Liu’ | Yingan Jiang® |

Chengliang Zhu! | Yuchen Xia? @

SARS-CoV2 +, HBV + (n=50) 29/21 63 1721 Negatif
SARS-CoV2 +, HBV - (n=56) 31/25 61.5 -
Kronik HBV kontrol grubu (n=57) 32/25 59 4811 Negatif

Saglikh kontrol grubu (n=57) 33/24 59 -
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ORIGINAL ARTICLE Ilt\_l'l!E}Ql,ﬂgc';NAL WILEY

Clinical characteristics of COVID-192 patients with hepatitis B

virus infection — a retrospective study

Rui Liu'* | Li Zhao?* | Xiaoming Cheng3®** | Huan Han* | ConglLi? | DongLit |
Andrew Liu? | Guosheng Gao® | Feng Zhou® | Fang Liu’ | Yingan Jiang® |
Chengliang Zhu?! | Yuchen Xia?

+HBYV infeksiyonu COVID-19 seyrini etkilemiyor

+Sitokin duzeyleri agisindan koinfekte olanlarla olmayanlar arasinda fark yok

\/

+»Koinfekte hastalarda daha siddetli monositopeni ve trombositopeni

L)

+~Koinfekte olanlarda albumin ve lipid metabolizmasi daha bozuk

\/

»Koinfekte hastalarin yonetiminde dikkatli olunmalidir!

L)




SOURNAL OF

| vovmNAaLLOF |
RESEARCH ARTICLE MEDICAL VIROLOGY WVILEY

A case series of COVID-192 patients with chronic hepatitis B
virus infection

Yang Li MD?' | Chunyang Li MDZ23 | Jian Wang MD? | Chuanwu Zhu MD, PhD” |
Li Zhu MD”® | Fang Ji© | Longgen Liu MD® | Tianmin Xu MD° | Biao Zhang MD”7 |
Leyang Xue MD® | Xiaomin Yan MD? | Rui Huang MD, PhD? | Chao Wu MD, PhD*? |

Xuebing Yan MD, PhD=>=

« Kronik HBV enfeksiyonu olan COVID-19 hastalarinda karaciger fonksiyon
bozukluklari nadir degil

< Hicbir hastada hastanede yatis sirasinda karacigerle ilgili ciddi komplikasyon
gelismemis




Hepat Mon. 2020 November; 20(11):e111617. doi: 10.5812/hepatmon.111617.

Published online 2021 January 9. Systematic Review
)

COVID-19 Among Patients With Hepatitis B or Hepatitis C: A Systematic
Review

Hossein Mirzaie “©'', Mohammad Vahidi?, Mostafa Shokoohi ©©?*' Maryam Darvishian *, Hamid
Sharifi @', Heidar Sharafi ¥° and Mohammad Karamouzian @ &~

» 941 arastirmadan uygun bulunan 27 makale
» 232 HBV, 22 HCV hastasi!

» COVID-19 ve hepatit viruslari ile koinfekte olgularda karaciger tutulumu
yaygindir ve mortalite riski yuksektir

» Hepatitli hastalarda morbiditenin azaltilmasi icin hastalar dikkatli degerlendirilmeli

» Patogenezi acgiklayacak daha kapsamli arastirmalar yapilmall




Research Article - JOURNAL

~ : . I . T OF HEPATOLOGY
Cirrhosis and Liver Faillure packter | 2020 vol. 73 | 1063-1071

High rates of 30-day mortality in patients with(cirrhosis)and
COVID-19

Massimo lavarone !, Roberta D'Ambrosio!, Alessandro Soria“®, Michela Triolo?,
Nicola Pugliese™”, Paolo Del Poggio®”, Giovanni Perricone’, Sara Massironi®~,
Angiola Spinetti'”, Elisabetta Buscarini'', Mauro Vigano ', Canio Carriero'Y, Stefano Fagiuoli”,
Alessio Agchemo™”, Luca S. Belli’/, Martina Luca®, Marianna Pedaci'"'®, Alessandro Rimondi''”
Maria Grazia Rumi'“'?, Pietro Invernizzi®", Paolo Bonfanti?, Pietro Lampertico' '

"

«+ COVID-19'u olan 50 sirotik (%38 viral etyoloji ve %10 HBV ile iligkili) hasta

+ 30 gunluk mortalite orani %34

< Agir (solunum yetmezligi olan ve KC fonk. kotulesen) hastalarda mortalite daha yuksek

< Akciger ve karaciger hastaliginin ciddiyeti mortalite igin bagimsiz risk faktorleri

100 - 100 COVID-19-related mortality
— = |_jver-related mortality
== 80 80
= =
e 60 ~— 60
£ =
£ =
—= 40 4 B 40 -
©
i) —
e 34% (95% Cl 23-49)
e 20 -+ 20 - 25% (95% C1 15-40)
12% (95% CI1 5-26)
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Fig. 1. 30-day cumulative probability of overall mortality and COVID-19-related or liver-related 1 ~ "obability of overall
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COVID-129 and thhe Liver: Lessons Learnt from thhe EAST and
the WEST, A Year Later

Sirina Ekpanvapongs’t | Chalermrat Bunchorntavakul? | K. Rajender Reddvy”

« Ciddi COVID-19 icin potansiyel risk :
v'Kronik hepatit B veya C
v Siroz
v'Hepatosellliler karsinom
v'Karaciger nakli alicilar gibi bagisikligi baskilanmis olanlar

« COVID-19 hastalarinin %2-11'inde onceden KC hastaligi

« SARS-CoV- 2 asilari, kronik karaciger hastaligi olanlarda ve karaciger
transplant alicilarinda guvenlidir ve siddetle tavsiye edilir



EKPANYAPONG eT AL

WILEY-2

Chronic HBV

- With COVID-19: continue treatment and also start
treatment, in untreated patients, in order to prevent
HBY flare.

- Without COVID-19: treat according to guidelines.
Chronic HCV

- With COVID-19:

if on treatment- continue.

if newly diagnosed- defer until COVID-19 has resolved.
- Without COVID-19: treat if resources allow.

Autoimmune liver disease

- With COVID-19: loewering overall level of
immunosuppression to decrease the risk of
superinfection or medication-induced lymphopenia.
If active AlH is newly diagnosed, initiating
immunosuppressive therapy is reasonable.

- Without COVID-19: continue same dosage of
immunosuppressive agents.

SARS-CoV-2

***

NAFLD
- With COVID-19: early admission.

- Without COVID-19: continue treatment of arterial hypertension,

if present, and pursue other management strategies.

Cirrhosis

- With COVID-19: early admission, beware of drug toxicities, new
onset of decompensation should lead to testing for SARS-CoV-2, HCC
survelllance can be delayed until infection has resalved.

- Without COVID-19: continue HCC surveillance (delay less than 2
months), continue prophylaxis for SBP and beta-blocker, as indicated,
in those with varices.

Liver-transplant recipients

- With COVID-19: early admission, minimizing overall dosage of
immunosuppressive agents can be considered based on
severity of COVID-19 but being mindful of risk of graft
rejection.

- Without COVID-19: no reduction in immunosuppression.

HCC

- With COVID-19: early admission, locoregional therapies should be
postponed and immune-checkpoint inhibitors should temporarily be
withdrawn.

- Without COVID-19: care should be maintained according to guidelines

including continuing systemic treatments and evaluation for LT,

FIGURE 2 Management consideration of chronic liver disease and cirrhosis during COVID-19 era



EKPANYAPONG eT AL

Kronik HBV

Birlikte COVID-19 var: tedaviye devam et,
Endikasyon varsa HBVr dnlemek icin tedavi basla
COVID-19 yok:

Rehberlere gore yonet

Kronik HCV

Birlikte COVID-19 var:

Eger tedavi aliyorsa devam et

Yeni taniysa COVID iyilesene kadar bekle
COVID-19 yok: Tedavi et

SARS-CoV-2

®e

L

If active AlH is newly diagnosed, initiating
immunosuppressive therapy is reasonable.

- Without COVID-19: continue same dosage of
immunosuppressive agents,

NAFLD
- With COVID-19: early admission.
- Without COVID-19: continue treatment of arterial hypertension,

if present, and pursue other management strategies.

WILEY-2

Cirrhosis

- With COVID-19: early admission, beware of drug toxicities, new
onset of decompensation should lead to testing for SARS-CoV-2, HCC
survelllance can be delayed until infection has resalved.

- Without COVID-19: continue HCC surveillance (delay less than 2
months), continue prophylaxis for SBP and beta-blocker, as indicated,
in those with varices.

Liver-transplant recipients

- With COVID-19: early admission, minimizing overall dosage of
immunosuppressive agents can be considered based on
severity of COVID-19 but being mindful of risk of graft
rejection.

- Without COVID-19: no reduction in immunosuppression.

including continuing systemic treatments and evaluation for LT,

HCC

- With COVID-19: early admission, locoregional therapies should be
postponed and immune-checkpoint inhibitors should temporarily be
withdrawn.

- Without COVID-19: care should be maintained according to guidelines

FIGURE 2 Management consideration of chronic liver disease and cirrhosis during COVID-19 era



COVID-19 Hastalarinda HBV Reaktivasyon Riski
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Hepatology Research 2020; 50: 1211-1221 doi: 10.1111/hepr.13553

Original Article

Longitudinal changes of liver function and hepatitis B

reactivation in COVID-19 patients with pre-existing chronic
hepatitis B virus infection

Jiaye Liu,'” Tingyan Wang,”” Qingxian Cai,' Ligin Sun, Deliang Huang,' Guangde Zhou,"
Qing He,' Fu-Sheng Wang,? Lei Liu' and Jun Chen'

HBV’nin
COVID-
19’a etkisi

+SARS-CoV-2 klirensi HBV olmayan grupta ortalama 14 gun, HBV grubunda

ortalama 21 gun (p=0.1)

«Agir COVID-19 progresyonu HBV olmayan grupta %31.4 ve HBV grubunda

%30 oraninda (p=0.9)
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Original Article

Longitudinal changes of liver function and hepatitis B

reactivation in COVID-19 patients with pre-existing chronic
hepatitis B virus infection

Jiaye Liu,'” Tingyan Wang,” Qingxian Cai,' Ligin Sun, Deliang Huang,' Guangde Zhou,"
Qing He,' Fu-Sheng Wang,” Lei Liu' and Jun Chen'

/

+SARS-CoV-2 infeksiyonu HBV koinfeksiyonu olsun veya olmasin karaciger
disfonksiyonuna yol acabilir

+HBYV ile koinfekte hastalar reaktivasyon acgisindan risk altindadir ve

karaciger fonksiyon testlerinin yaninda HBV DNA ile dikkatli bir sekilde takip
K surdurulmelidir! /
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Loww risk of hep atitis B reactivation in patients with sevvere

COVID - 12 who receive imimmunosuppressive thherapyvy
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immiinomodiilator tedavi gereken agir
COVID-19 hastalari (n=600)

HBV gostergeleri bilinmeyenler n=115 (%19.3)
Hepatit gostergeleri olanlar

(n=484)
|
HBYV infeksiyonu olmayanlar Aktif veya gecgirilmis HBV infeksiyonu olanlar
n=412 (%85) n=72 (%15)
HBsAg -, anti-HBc + HBsAg +
(n=69) n=3 (%0.6)
|  Oliim n=8
[ I
NA profilaksisi alanlar NA profilaksisi almayanlar
n=38 (%62.3) n=23 (%37.7)
Takibi tamamlananlar Takibi tamamlananlar
n=38 n=19
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<~Uygulanan immunomodulator tedaviler:
«+|L-6 reseptor antagonistleri (tosilizumab) 2 gun,
«+|L-1 reseptor antagonistleri (anakinra) 3 gun,
<«Janus kinaz inhibitorleri (barisitinib) 3 gun

<«~Metilprednizolon 3 gun sureyle 250 mg/gun, ardindan bir hafta sureyle
30 mg/gun kullaniimis

<«AgIir pnomoni olan hastalarda 0,5 mg/kg/gun prednizon tedavisi en az 1
ay kullaniimig

J Liu et al. Hepatology Research 2020;50:1211-21
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+HBsAQg pozitif olanlarda entekavir profilaksisi 6 ay
+lzole anti-HBc pozitif hastalara 1 ay

<+Profilaksi verilen ve verilmeyen hastalar arasinda baslangic ozellikleri ve
laboratuvarlari benzer

«Proflaksi almayan grupta iki hastada (%3) reaktivasyon gelismis

+Anti-HBc pozitif olan agir COVID-19 hastalarinda kullanilan immunosupresif
tedavilerde HBV reaktivasyon riski dusuktur!

J Liu et al. Hepatology Research 2020;50:1211-21
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COVID-19 as Another Trigger for HBV Reactivation: Clinical
Case and Review of Literature

Caterina Sagnelli ¥, Laura Montella, Pierantonio Grimaldi, Mariantonietta Pisaturo, Loredana Alessio,
Stefania De Pascalis, Evangelista Sagnelli and Nicola Coppola

+HBYV reaktivasyonu gelisen ve karaciger yetmezliginden olen COVID-19 olgu
+506 yasinda, erkek hasta

+1986°'dan kronik HBV tanisi ile takipte

+Serum aminotransferazlari normal

+HBYV tedavisi almamis

<«Alkol kullanim oykusu yok

<+Pulmoner mikroemboli ile komplike olan COVID-19 pnomonisi nedeniyle yatis

Pathogens 2022, 11, 816. https://doi.org/10.3390/pathogens11070816
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COVID-19 INFECTION mg/daily for 7 days, PURPUIRA

Z mg/daily for 7 davs,

DAY O:

NDHexamethasone 4
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Figure 1. Clinical and therapeutical history of patient.
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Table 1. Summary of data on HBV reactivation in COVID-19 patients.
Immunosuppressive Reaclivation
HBV Treatment
Treatment for HBV Baseline Timing from Age, COVID-19
Author [Ref.] Type of Study SARS-CoV-2 Sex Serology Aib:g;?ﬂn SARS-CoV.2 Year Severity Outcome HEV Therapy
Infection Infection
Wuetal TDF
[26] Prophylaxis
ETV
Aldalheei et al. [27] prophylaxis
(lmg/ daily)
. . Prospective izmnunpsup—
Rodriguez- Tajes cohort of 38 Tessive 200 M HBsAg — / i 64 Prevalently ND_HE'_'I.-" ETV
et al. [28] ; d {mainl HBeAb + median value Sever reactivation
patients TUES ¥
TCZ and
corticosteroid)
Various
. Immunosup-
Rodriguez-Tajes thZPE‘:?W ressive Ry HBsAg — / \ Sﬂdﬂ}(s ?ﬂﬂ 62 Prevalently B7% No
t al. [28] = r_t prig drugs (mainly #hh HBcAb + AR B R median value SEVEre Reactivation Prophylaxis
¢ patients sup. treatment 4
TCZ and
corticosternid)

Pathogens 2022, 11, 816. https://doi.org/10.3390/pathogens11070816
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COVID-19 as Another Trigger for HBV Reactivation: Clinical
Case and Review of Literature

Caterina Sagnelli *, Laura Montella, Pierantonio Grimaldi, Mariantonietta Pisaturo, Loredana Alessio,
Stefania De Pascalis, Evangelista Sagnelli and Nicola Coppola

<+ CQOVID-19 sirasinda HBV reaktivasyonu riskine iliskin mevcut veriler az
<+ COVID-19 pozitif olan tum hastalarin HBV acgisindan taranmali

<+ Steroid tedavisinin suresi ve dozu dikkate alinmali

<+ HBsAg-pozitif hastalarda en kisa sturede ETV, TDF, TAF ile profilaksiye baslamali ve
immunsupresif sonra en az 12 ay devam edilmeli

+«KCFT ve serum HBV DNA seviyeleri, profilaksi sirasinda Ug¢ aylik araliklarla ve ilac
kesildikten sonraki 12 ay boyunca izlenmeli

<+ HBsAg-negatif anti-HBc-pozitif COVID-19 hastalarinda HBVTr riski dasuktur
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Care of patients with liver disease during the COVID-19 )

pandemic: EASL-ESCMID position paper

Tobias Boettler,
Thomas Berg
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Patients with chronic liver disease
(including compensated cirrhosis)

= =
v
- = = ~
- Visits to specialized centres can be postponed
= Routine laboratory testing can be performed
locally/off-site
- Use telemedicine/visits by phone wherever
possible B
.

Specific considerations for
Patients with viral hepatitis:

- No increased risk of a severe course of
CcoOoOvVvID-19

- Send follow-up prescriptions for patients on
antiviral therapy by mail

Patients with NAFL D or NASHI:

- May suffer from diabetes, hypertension and
obesity, putting them at increased risk of a
severe course of COVID-19

Patients with autoimmune liver disease:

- We currently advise against reducing
immunosuppressive therapy. Reduction should
only be considered under special circumstances
after consultation with a specialist

- Emphasis on the importance of vaccination for
Strepitococcus prneumoniae and influenza

Patients with compensated cirrhosis:

- Consider delaying hepatocelullar carcinoma)
surveillance and screening for varices.
Individualized and non-invasive risk assessment
should be applied for stratification (see also
section on “Liver-related diagnostic procedures™)

Check for
updates

Philip N. Newsome,”~ Mario U. Mondelli,” Mojca Maticic.”® Elisa Cordero.” Markus Cornberg, &~

JHEP Reports 2020 vol. 2 | 100113

Viral hepatit nedeniyle
Izlenen hastalarda
COVID-19'un daha
agir seyretme riski

yoktur!

i
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CLINICAL BEST PRACTICE ADVICE FOR HEPATOLOGY AND LIVER TRANSPLANT
PROVIDERS DURING THE COVID-19 PANDEMIC: AASLD EXPERT PANEL
CONSENSUS STATEMENT

COVID-19 surecinde bazi karaciger hastalari

yuksek risk tasiyabilir

N

2

Ly

Yuksek riskli hastalar: ImmUnosupresif tedaviler
® >60 yasinda

®* KVH, DM, akciger
hastaligi

* Siroz hepatotoksisite riskine sahiptir

¢ Otoimmun hepatit
® Nakil hastalari

N
Bagisiklik etkileme
kosullan & Bircok potansiyel terapotik ajan

Eslik eden hastaliklar durumu ciddilestirebilir!




COVID-19 ve HBV Birlikteligi

&~

AASLD

Hasta KHB tedavisi aliyorsa, tedaviye devam edin!

Hastada COVID-19 yoksa hepatit B tedavisi baslamak kontrendike degildir!

COVID-19’u olan bir hastada, alevlenme slphesi
varsa ya da hastaya immunosupresif tedavi baslanacaksa HBV tedauvisi
baslanmasi kontrendike degildir ve tedavi dusunulmelidir!

AASLD-COVID19-Clinicallnsights-25 June 2020.
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Impact of COVID-19 on the care of patients with liver disease: =)
EASL-ESCMID position paper after 6 months of the pandemic =

Tobias Boettler,'" Thomas Marjot,*" Philip N. Newsome,** Mario U. Mondelli,” Mojca Maticic,”” Elisa Cordero,
Rajiv Jalan,” Richard Moreau,"" Markus Cornberg, > Thomas Berg"*




EASL-ESCMID Raporu- Neler yapilmali?

« Baslanmis olan tedavilere mutlaka devam edin
« COVID-19 olmayan hastalarda HCV ve HBYV tedavisi genel kilavuzlara gore

baslatiimali

« HBV ve HCV tedavisinin baslatiimasi COVID-19'lu hastalarda, iyilesene kadar

ertelenmeli

« Siroz, son donem karaciger yetmezligi olan hastalarda morbidite ve mortalite orani

yuksek oldugu icin hastalar yakin takip edilmeli

Tapper EB, Asrani SK. J Hepatol 2020; 73: 441-5



EASL-ESCMID Raporu- Neler yapilmali?

» Interferon alfanin COVID-19 ile iligkili sistemik inflamasyon tzerindeki

bilinmeyen etkisi nedeniyle kullaniimamal
« HBV'li hastalarda ETV, TDF, TAF tercih edilmeli
» Ozellikle immuUnosupresif tedavi verilecek hastalarda HBV gdstergelerine

bakilmali ve reaktivasyon acisindan dikkat edilmel

Tapper EB, Asrani SK. J Hepatol 2020; 73: 441-5



COVID-19 ve HBVr: Ne yaptik, Ne yaptiniz?

» Immunsupresif tedavi alan hastalarda HBV gdstergelerini taradiniz mi?

« Bu hastalara HBVr onlemek i¢in proflaksi verdiniz mi?

» Immunsupresif tedavi alan hastalarinizda HBVr oldu mu?
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