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Hepatit A ve Hepatit E Koinfeksiyonu*

Fatma SIRMATEL!, Tekin KARSLIGIL?, Ozgiir DAGLI!
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OZET

Hepatit A viriisi (HAV) ve hepatit E vinisi (HEV) farkli iki vinis olup, enteral hepatit tablosunda goritar. Akt
HAV infeksiyonunun iyilegme doneminde, tekrar yikselen haraciger enzim yiksekligi stasindo, iki erighin hasto-
da akut HEV koinfeksiyonu gorildi Yaprlan serolojik inceleme ile bu tki enteral hepatitin bir arada olacag: sap-
tandr. Yapulan retrospektif incelemede toplam 11 olguda ayni durum bulundu. Yaglan 345 olan, yedi erkek dort
kadin olgunun akut hepatit klinidinde akut HAV ve HEV serolojisi bir arada pozitif idi. Dokuz hasta hakkinda sa-
dece serolojik bilgilere ulagilde Spesifik HAV IgG-IgM ile spesifik HEV IgGIgM pozitifiigi birlikte saptanan, serolo-
Jik ve klinik olarak takip edilen iki ofgu sunularak akut enteral viral hepatitlerde koinfeksivon olabilecedine dik
kat cekildi

Anahtar Kelimeler: Akut enteral viral hepatitler, koinfeksiyon. hepatit A vinisit, hepatit E vinisi,
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CLINICAL CASE
Fulminant hepatitis E in a pregnant woman
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24 Yasinda Kadin Hasta;

= 32 haftalik gebe

= Bulanti, kusma, halsizlik ve miyalji sikayetleri ile dis
merkezde KHD Klinigi'ne basvurmus

= Yapilan tetkiklerinde karaciger enzim yuksekligi ve
hiperbilirubinemi olmasi tizerine induksiyon ile dogum
gerceklestirilmis

= Hasta dogumu takip eden 12 saat icinde ensefalopati
gelismesi ve GKS 6 olmasi1 nedeniyle YBU’ne devir edilmis




Ozgecmis;

= Pakistan’lh

= 3 yildir Portekiz’de yasamakta

= Evli ve 2 yasinda saglikli bir cocuk annesi

» Ozgecmisinde 2 spontan abortus 6yktisti mevcut
= Ilac, toksik madde yada alkol kullanimi yok

= Gebeligi sirasinda 3 ay sure ile Pakistan’da kalma 6ykisu mevcut,
basvurusundan 3 hafta 6nce geri donmus

= Pakistan’da iken KHD uzmani tarafindan yapilan takiplerinde fetal
ultrasonografi normal olarak bildirilmis




Fizik Muayene;

= Grade IIl ensefalopati, GKS:6

= Belirgin sarilik

= Vlicut 1s1s1 hipotermik (34.7 -C)
= Hemodinamik olarak stabil

= Karaciger non palpabl

= Uterus simfizis pubis tizerinde 3 cm palpabl




Laboratuvar Bulgulari;

AST, 10-37 IU/L

ALT, 10-37 IU/L

LDH, 205-423 IU/L

ALP, 44-1551U/L

NH3, 8-33 umol/L

406

569

1358

354

47

Total Bilirubin, 0,4-1,2
mg/dL 41,20

Indirek Bilirubin, mg/dL 10,6
INR, normal, 0.81-1.38 5.4

GGT, 10-49 UlI/L 63

Arteryal laktik asit, 4.5-14.4
mg/dL 34




Akut hepatit E'e bagh akut
karaciger yetmezligi

= Batin Ultrasonografisi, 6zellik yok

= Kranial BT, normal

= Hepatit A, B, C ve G, sifiliz, CMV, HSV, toksoplazmozis, leptospirosis, ANA,
SMA ve anti-LKM1 taramalar1 negatif idi.

 Hepatit E Virus-RNA PCR kuvvetli pozitif

= Birden fazla genotiple maksimum benzerlik, yeni bir genotip?




Akut hepatit E'e bagh akut
karaciger yetmezligi

= Hasta acil olarak kadavradan karaciger nakli icin listeleye alindi
= Ekstrakorporeal albiimin diyalizi (Prometheus®) baslandi
= Hastada 48 saat icinde klinik kotulesme, GKS:3

= Mekanik ventilasyon




SONUC; Basvurusundan 4 gun sonra
kadavradan karaciger nakli

= Greft fonksiyonlar: transplantasyon sonrasi normal,
= Nakil sonrasi 2 ay HEV RNA PCR negatif seyretti.

= YD ise dogumda ikterik idji;

= Total bilirubin: 14.8 mg/dL, anti-HEV IgG pozitif, anti-HEV IgM negatif

= Fototerapi ve kan degisimi uygulamalarn ile bilirubinleri normal seviyeleri geriledi
» 3 hafta YD-YBU’nde takip edilen hasta pediyatri servisinde transfer edildi

= Dogumdan 7 hafta sonra taburcu edildi.
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Hepatitis E and pregnancy: understanding the pathogenesis.
Navaneethan U1, Al Mohajer M, Shata MT.

+ Author information

Abstract

Hepatitis E virus (HEWV) is a single-stranded RMNA virus that causes large-scale epidemics of acute viral hepatitis, particularly in developing countries. In
men and non-pregnant women, the disease is usually self-limited and has a case-fatality rate of less than =0.1%. However, in pregnant women,
particularly from certain geographical areas in India, HEV infection is more severe, often leading to fulminant hepatic failure and death in a significant
proportion of patients. In contrast, reports from Egypt, Europe and the USA hawve shown that the course and severity of viral hepatitis during pregnancy
is not different from that in non-pregnant women. The reasons for this geographical difference are not clear. The high mortality rate in pregnancy has
been thought to be secondary to the associated hormonal (oestrogen and progesterone) changes during pregnancy and consequent immunological
changes. These immunological changes include downregulation of the p65 component of nuclear factor (MF-kappaB) with a predominant T-helper type
2 (Th2) bias in the T-cell response along with host susceptibility factors, mediated by human leucocyte antigen expression. Thus far, researchers were
unable to explain the high HEV morbidity in pregnancy, why it is different from other hepatitis viruses such as hepatitis A with similar epidemiological
features and the reason behind the difference in HEW morbidity in pregnant women in different geographical regions. The recent developments in
understanding the immune response to HEV have encouragead us to review the possible mechanisms for these differences. Further research in the
immunology of HEV and pregnancy is required to conguer this disease in the near future.

= Gebelikte steroit hormonlarinin yiiksek seviyelerde olmasi (viral replikasyonu
tesvik eder, infeksiy6z ajanlara karsi karacigerin cevabini direk inhibe ederler,
immunsupresif etkileri var, .karam%er rejenerasyonunda 6nemli bir rol oynayan
NF-kB kompleksinin islevinin bozulmasi ve sekresyonunun azalmasi-gebeligin

devamliliginin saglanmasi ic¢in)

: Melyte;[rnal immun sistem genetik olarak farkli olan fetusa karsi tolerasyon
gelistirir




J Gastroenterol Hepatol. 2007 May 22(5);676-82.
Hepatitis E virus infection and fulminant hepatic failure during pregnancy.
Jilani M1, Das BC, Husain 54, Baweja UK, Chattopadhya D, Gupta BK, Sardana S, Kar P.

#+ Author information

Abstract

BACKGROUND AND AIM: Hepatitis E virus (HEW) infection leading to fulminant hepatic failure (FHF) and high mortality is a common feature in Indian
women during the second and third trimesters of pregnancy. An altered status of hormones and immunity are cbserved during pregnancy but the
actual cause of high morality is still unknown. The present study was carried out to analyze CD3, CD4 and CDS T cell counts and to assay the level of
pregnancy-related hormones such as estrogen, progesterones and beta-HCG in order to discover the role played by these factors.

METHODS: One hundred patients (50 pregnant and 50 non-pregnant women) with FHF and 150 pregnant healthy females without liver disease as
controls were recruited for the study. Serological tests for all viral markers using ELISA Kits and detection of HEW RMNA by reverse transcription-
polymerase chain reaction (RT-PCR) were camried out in all cases. CD3, CD4 and CD& T cell counts were analyzed by fluorescence activated cell
sorter (FACS) while hormone assay was performed by commercially available RIA Kits.

RESULTS: Serologically {38/50; 76%:) as well as by RT-PCR (28/50; 556%), a significantly higher HEW positivity rate was found in pregnant FHF
patients compared to non-pregnant women (serologically 15/50; 30%; RT-PCR 7/50; 14%). CD4 counts were lower (P < 0.05), while CD& counts were
higher {P < 0.05), and their ratio (CD4/CD8) in HEW positive pregnant FHF patients was significantly lower (P < 0.01) when compared to that of HEW
nagative pregnant FHF women or controls. Levels of estrogen, progesterone and beta-HC G were also found to be higher (P < 0.001) in HEW positive
pregnant FHF patients when compared to HEV negative patients or controls. HEW infected pregnant FHF patients had a significantly higher mortality
rate of 65 8% (25/38) compared to 23 5% (4/15) in HEWV positive non-pregnant women (P < 0.001).

CONCLUSIONS: Pregnancy appears to be a potential risk factor for viral replication and an extreme low immune status of Indian/Asian pregnant
women. It is suggested that diminished cellular immunity (indicated by a decrease in CD4, an increase in CDS8 cell counts and lowered CD4/CD8 cell
ratio)} and a high level of stercid hormones that influence viral replication/expression during pregnancy appear to be the plausible reasons for severity
of the dizease.

= Fulminan hepatik yetmezligi olan HEV ile enfekte gebelerde CD4 sayis1 daha
diisiik, CD8 sayis1 cok daha yiiksek

= Saglikli gebelerle karsilastirildiginda yukaridaki grupta ostrojenler,
progesteron ve beta-HCG diizeyi anlamli olarak daha yiiksek bulunmus




J Gasfroenteral Hepatol. 2005 Jul;20(7):1094-101.

Immunological alterations in pregnant women with acute hepatitis E.
Pal R', Aggarwal R, Naik SR, Das V, Das S, Naik S.

+ Author information

Abstract
BACKGROUND: Infection with hepatitis E virus (HEV) is a major cause of acute viral hepatitis in several developing countries. Although usually self-
limiting and benign, the disease is particularly severe among pregnant women, with mortality rates reaching 15-20%.

METHODS: Immune parameters among pregnant women with acute hepatitis E (P-HEW) were investigated and compared with those in non-pregnant
patients with hepatitis E (N-HEV), and healthy pregnant (PC) and non-pregnant (NPC) women.

RESULTS: Peripheral blood mononuclear cells (PBMC) from P-HEY patients had lower lymphocyte proliferation response to phytohemagglutinin
(PHA) than those in the PC and NPC groups. A positive lymphocyte proliferation response to HEV antigen (HEWVAQg), a mixture of eight peptides
derived from HEV proteins, was observed in 7/19 (37%) P-HEV patients, 3/9 (33%) N-HEV patients and only 2/21 (10%) PC and 2/14 {14%) NPC
subjects; the stimulation indices in the P-HEV group were similar to the N-HEV group and higher than the PC group. Measurement of cytokine
production by PBMC in response to PHA and HEVAgQ showed a reduction in production of T-helper 1 (Th1) cytokines and an increase in that of Th2
cytokines in the P-HEV group. Cytokine mRMNA levels showed similar changes.

CONCLUSION: These results show the existence of a Th2 bias in pregnant women with acute hepatitis E. The role of this Th2 bias in the greater
severity of hepatitis E among pregnant women needs further investigation.

= Saglikli kontrol grubu ve HEV enfeksiyonlu gebe olmayan kadinlarla
karsilastirildiginda hepatit E enfeksiyonu olan gebelerde Th2 predominant
olmak tizere lenfosit yanitinda azalmaya bagli generalize
immiinsupresyon ile karakterize




Am J Gastroenterol. 2008 Oct;103010):2495-501_ doi: 10111 1/.1572-0241.2008.02032.x. Epub 2002 Sep 10.

Does hepatitis E viral load and genotypes influence the final outcome of acute liver failure during pregnancy?
Kar P, Jilani N, Husain 5S4, Pasha ST, Anand B, Rai A, Das BC.

[+ Author information

Abstract

BACKGROUND: Hepatitis E is a major health problem in developing countries including India. The incidence and mortality rate in pregnant women
with fulminant hepatic failure (FHF) due to hepatitis E virus (HEWV) has been reported to be significantly higher, specifically in Asian women. Pregnancy
is usually associated with an altered status of sex steroid hormones and immunity. Steroid hormones directly influence the replication through their
effects on viral regulatory elements. Moreover, pregnant women in Asia generally suffer from folate deficiency, which is known to cause reduced
immunocompetence leading to greater risk of multiple viral infections and higher viral load.

OBJECTIVES: To correlate and analyze the viral load and genotypes of HEW in acute liver failure with that of acute viral hepatitis among pregnant and
nonpregnant women.
MATERIALS AND METHODS: A total of 100 FHF and 150 acute viral hepatitis (AVH) patients (50, 75 pregnant and 50, 75 nonpregnant, respactively),

were included in the study. These cases were evaluated on the basis of history, clinical examination, liver function profile, and serological test of
hepatitis A, B, C, and E using commercially available ELISA kits. Quantification of HEWV RMA-positive samples was carried out.

RESULTS: Cut of 100 FHF and 150 acute viral hepatitis (AVH) patients, 28 (56%:) and 22 {29.3%) pregnant and ¥ {14%:) and & {16%) nonpregnant,
respectively, were HEW RMNA-positive. HEWV viral load in FHF pregnant women was 5.87 x 10{4)+/- 1.5 x 10(5) microL/mL as compared to AVH
pregnant women 343.29 +/- 216.44 microL/mL and FHF and AVH nonpregnant 199.2 +/- 2255 microL/mL and 13.83 +/- 7.8 microL/mL, respectively.
Sequencing data of all the positive samples of FHF and AVWH pregnant and nonpregnant women showed genotype 1.

COMNCLUSION: HEW viral load was found to be significantly higher (P < 0.05) in pregnant patients compared to the nonpregnant. Pregnancy appears
to be a risk factor for viral replication. The viral copies of HEV in FHF pregnant women were comparatively higher when compared to AVH pregnant
women, which may be related to the severity of the disease in these patients. We could detect only one genotype (genotype 1) in our study population.
Thus in the absence of other genotypes in this population, the impact of genotype could not be adequately assessed in this study.

= Genotip 1 HEV ile infekte hastalarda;
= Viral yik miktar1 karaciger hastaliginin siddeti ile iliskilendirilmis

= HEV viral yiik, gebelerde gebe olmayanlara gore anlamli olarak daha yiiksek
bulunmus




= HEV ile fetiisiin enfeksiyonu annede hastaligin artmis siddetinden
sorumlu olabilir

= Bitkisel ila¢ kullanimi olan hastalarda kéttl prognoz icin bagimsiz bir
belirleyici oldugu gorulmektedir

= Khuroo MS, Kamili S, Yattoo GN. Severe fetal hepatitis E virus infection is the possible of increased severity of hepatitis
E virus infection in the mother: Another example of mirror syndrome. Indian J Gastroenteral. 2004; 23(Suppl 1):Al.

= Bernuau JR, Durand F. Herbal medicines in acute viral hepatitis: a ticket for more trouble. Eur J Gastroenterol
Hepatol. 2008; 20:161-3. [PubMed: 18301293]
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Successful rescuing a pregnant woman with severe hepatitis E
infection and postpartum massive hemorrhage

Zhan-Sheng Jia, Yu-Mei Xie, Guo-Wu Yin, Jun-Rong Di, Wei-Pin Guo, Chang-Xing Huang, Xue-Fang Bai




24 Yasinda Kadin Hasta;

= 31 haftalik gebe
= 11 gindtir devam eden halsizlik, karin sisligi, sarilik sikayetleri mevcut

= Fizik muayenede; kan basinci 150/90 mmHg, periferal ve fasial sislik mevcut,
skleralar ikterik

= Fetal kalp hizi1 140 atim/dk

= Laboratuvar bulgulari; beyaz kiire sayisi normal, trombositopeni (76x10°/L),
anemi (10 g/dL), albumin 2.6 g/dL, bilirubin 33.8 mg/dL, ALT 158 IU/L,
Protrombin zamani aktivitesi (PTA) % 21,5




Hepatit E Enfeksiyonuna Bagh Gebeligin
Fulminan Karaciger Yetmezligi

= Hepatit A, C ve D negatif
= Anti-HBs pozitif

Anti-HEV IgM pozitif




Hepatit E Enfeksiyonuna Bagh Gebeligin
Fulminan Karaciger Yetmezligi

= YBU’nde takip edilen hastanin ve fetusun hayati risk tasimasi
nedeniyle gebeligin sonlandirilmasi amaciyla dogum
induksiyonu yapildi

= Postpartum masif hemoraji gelisti (3500 ml), hipotansif
seyreden ve 6lim riski olan hastaya bilateral uterin arter
embolizasyonu yapilarak kanama kontrolt sagland:

= Kan ve albiimin replanmanlari ile hastanin normotansif
olmasi saglandi




Klinik Sevir; - WBC: 28.8x107/L,

= Serum kreatinin 6.6 mg/dL,

- Ates (38.9°C)) = BUN: 67.8 mg/dL

" Konflizyon = Trombositopeni (42x10°/L)

= Oligtri (<400 ml/gln) = Uzamus PT (32.8 sn, normal 11-14
= Tim vicutta ciddi 6dem sn)

= Karin duvarinda cilt alti hemoraji = Uzamis APTT (88.5 sn, normal 25-

36 sn),

= Masif hemorajik asit
= Hipofibrinojenemi (0.23 g/L)

Hepatik ensefalopati Puerperal bakteriyel enfeksiyon
Hepatorenal sendrom Yaygin damar ici pithtilasma (DIC)




Karaciger, Bobrek ve Koagulasyon
fonksiyonlarn duzeldi

= Antifibrinolitik ajanlar, protrombin kompleksi
= Enfeksiyon kontroltl, antibiyotikler

= Albumin replasmani

= Hemodiyaliz

= Yapay karaciger destek tedavisi (artificial liver support therapy )




Sonuc¢; Anne ve bebek sifa ile 2 ay
sonra taburcu edildi

= HEV ile infekte fulminan karaciger yetmezligi olan gebelerde 3.trimesterda
mortalite daha yuksek

= Postpartum masif kanama ve hepatorenal sendrom gibi komplikasyonlar
mortaliteyi artirmaktadir

= Bilateral uterin arter embolizasyonu total histerektomiye kiyasla daha az
hasar birakan bir yontem

= Gebelikte HEV enfeksiyonu olan hastalarin tedavisinde maternal 6limlerin
onlenmesi icin gebeligin erken sonlandirilmasi denenmelidir
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Intern Med 54 657-661, 2015 DOI: 10.2169/internalmedicine.54.2332




27 Yasinda Kadin Hasta

= Ekim 2011; Lokositoz, trombositopeni ve kanama egilimi

= Akut promiyelositik 16semi, DIC ile komplike

- WBC: 17,830/uL (APL cells: 98%), Hb: 10.2 g/dL, Plt: 3.5x 10*/pL

= Koagullasyon parametreleri; fibrinojen: 34 mg/dL, FDP: 191.0 pg/mL, D-dimer: 77.4
pg/mL

= All-trans retinoik asit (ATRA; 45 mg / m2) + proteaz inhibitérleri + masif taze
donmus plazma (TDP) transflizyonu (ginde 10-20 adet) baslandi

(Baslangic ATRA tedavisi ile ciddi DIC kontrolu saglandiktan sonra kombinasyon
kemoterapisi planlandi)




4.Ginde YBU'ne alind:

= Differansiasyon sendromu, intestinal ve alveoler kanama
= Solunum yetmezligi nedeniyle ventilator ihtiyaci

= Pulse steroid tedavisi (i¢c gin metilprednisolon, 1 g / gun)

= ATRA stop, induksiyon kemoterapisi (sitarabin ve daunorubisin) baslandi

= 232 iinite TDP, 26 iuinite eritrosit siispansiyonu, 190 iinite trombosit
siispansiyonu

= Sonucta hematolojik tam remisyon saglandi




E® W @

Mayis 2012 Transaminaz Yuksekligi

= Aralik 2011; 1. konsolidasyon kemoterapisi (mitoxantrone + cytarabine)
= Ocak 2012; 2. konsolidasyon kemoterapisi (daunorubicin + cytarabine)

= Mart 2012; 3. konsolidasyon kemoterapisi (idarubicin + cytarabine)

= Nisan 2012; hastada koaglilaz-negatif stafilokok kaynakli sepsis gelisti,
ant1b1yeterap1 karaciger disfonksiyonu

= Antibiyotikler kesildi, ancak transaminazlar yukselmeye devam etti
= 35. gun pik yapt1 (AST 697 IU/L, ALT 972 IU/L)

= Sonrasinda yavas yavas kendiliginden geriledi




Akut Hepatit E

= HBV, CMV, EBV, HHV-6, HSV, VZV ve Parvo virus B19 DNA negatif
= HCV RNA negatif

= HEV-RNA pozitif (3.1 log kopya/mL)




Hastanin aylik olarak saklanan serumlari
kullanilarak HEV RNA bakild:
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Hasta tarafindan alinan tum kan urunleri ornekleri
geriye donuk olarak HEV-RNA icin test edildi

= 232 Unite TDP, 50 tinite ES ve 525 Uinite TS
= 177 donor

= 2011 Ekim ay1 sonunda bagislanan tek bir TDP numunesinde HEV RNA
pozitif, genotip 3

= Transflizyondan 3 ay sonra HEV viremi gelismis, hepatit gelismeksizin 4 ay
viremi sUrmus

= Ayni1 donérden HEV ile kontamine ES hazirlanarak jinekolojik cerrahi geciren
orta yasli bir kadina transfiizyon yapilmis, takiplerinde hepatit E gelismedi
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2012 Haziran sonu taburcu edildi

= Ayaktan ATRA idame tedavisi ve tam remisyon saglandi
= HEV reaktivasyona dair bir kanit yok

= Vakanin 6nemi;

= Tipik bir hepatit E infeksiyonundan (2-6 hafta) 6nemli 6l¢ciide daha uzun bir latent
periyot (7 ay),

= HEV ile kontamine kan tiriint alan diger alicida enfeksiyon gelismedi,
= Transfizyondan 3 ay sonra viremi gelisti ve 4 ay surdu
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Hepatitis E virus excretion can be prolonged in patients with hematological malignancies.
Tavitian S', Péron JM, Huynh A, Mansuy JM, Ysebaeri L, Huguet F, Vinel JP, Attal M, lzopet J, Récher C.
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Abstract

BACKGROUND: Hepatitis E virus (HEV) is transmitted via the fecal-oral route and locally acquired sporadic hepatitis E can occur in Westermn
countries. Chronic hepatitis E virus infections have been recently described in solid organ transplant recipients. There is little data on the evolution of
hepatitis E in patients immunocompromised for other reasons.

OBJECTIVES: The aim of this study was to evaluate the clinical course of hepatitis E in patients immunocompromised because of hematological
malignancies.

STUDY DESIGN: Starting on November 2003, all patients in the Toulouse University Hospital Hematology Department with unexplained elevated
transaminases were tested for hepatitis E using viral RNA detection in serum or stools and serology.

RESULTS: Acute hepatitis E was diagnosed in six middle-aged hematology patients. All cases were autochthonous. HEW strains were genotype 3. All
patients had a significant increase of transaminases (6-95 upper limit normal) and only two had HEV IgG. Five patients were asymptomatic and one
had jaundice. Transmission of HEV occurred between two patients who had overlapping stays in the hematology ward. All five evaluable patients
ultimately cleared their HEW but viremia was prolonged over 6 months in three patients and specific treatment had to be postponed in two patients.

COMCLUSION: Screening for HEV should be carried out routinely in hematology patients with elevated transaminases, and patient-to-patient
transmission is a concem. Further studies are required to determine whether managemeant of malignancy, particularly stem-cell transplantation should
be adapted to HEV status.

= Hepatit E virus atilim1 hematolojik maligniteli hastalarda uzayabilir
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Chronic hepatitis E virus infection in a patient with leukemia and elevated transaminases: a case report.
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Abstract

INTRODUCTION: Acute hepatitis E virus infection may cause mild, self-limiting hepatitis, either as epidemic outbreaks or sporadic cases, the latter of
which have been reported in industrialized countries. Chronic infections are uncommon and have been reported in immunosuppressed patients,
patients with human immunodeficiency virus infection, and patients with hematological malignancies.

CASE PRESENTATION: A 46-year-old Caucasian man was admitted to the gastroenterology clinic with a history of increasing transaminases,
persistent exhaustion, and occasional right-side abdominal pain over the course of a 6-month peried. B-cell chronic lymphocytic leukemia had been
diagnosed several years earlier, and the patient was treated with rituximab, pentostatin, and cyclophosphamide. A diagnostic workup ruled out
autoimmune and metabolic liver disease, hepatitis A-C, and herpes virus infection. A physical examination revealed enlarged axillary lymph nodes.
The results of an abdoeminal ultrasound examination were otherwise unremarkable. Hepatitis E virus infection was diagnosed by detection of hepatitis
E virus-specific antibodies. Blood samples were positive for hepatitis E virus ribonucleic acid with high viral loads for at least 8 months, demonstrating
a rare chronic hepatitis E virus infection. Sequencing and phylogenetic analysis revealed hepatitis E virus genotype 3c with homologies to other
European isolates from humans and swine, indicating an autochthonous infection.

CONCLUSIONS: Usually, hepatitis E virus infection appears as an acute infection; rare chronic infections have been reported for transplant patients,
patients with human immunodeficiency virus, and patients with hematological malignancies. The chronic nature of hepatitis E infection in our patient
was most likely induced by the immunosuppressive B-cell chronic lymphocytic leukemia treatment. The differential diagnosis in patients with
unexplained hepatitis should include hepatitis E virus infection, and appropriate laboratory analyses should be considered

Emerg Infect Dis. 2011 Jun;17{8)>1074-5. doi: 10.3201/2id/ 1706101067 .

N Engl J Med. 2008 Feb 21:353(8):811-7_ doi: 10.1056/NEMoall7 06992
Hepatitis E virus and chronic hepatitis in organ-transplant recipients.
Kamar N', Selves J Mansuy JM, Quezzani L, Péron JM. Guitard J. Caintauft O, Esposito L Abravanel F. Danjoux M, Durand D, Vinel JP. [zopet J, Rostaing L.
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Abstract

Hepatifis E virus (HEV) is considered an agent responsible for acute hepaits that does nat progress to chronic hepatiis. We identfied 14 cases of
acute HEV infection in three patients receiving liver transplants, ning receiving kidney transplants, and two receiving kidney and pancreas transplants.
All patients were positive for serum HEV RNA. Chronic hepafitis developed in eight patients, as confirmed by persistently elevated aminotransferase
levels, serum HEV RNA, and histologic features of chronic hepatitis. The time from fransplantafion to diagnosis was significantly shorter and the tofal
counts of lymphocytes and of CD2, CD3, and CD4 T cells were significantly lower in patients in whom chronic disease developed.

Hepatitis E Virus seroprevalence and chronic infections in patients with HIV, Switzerland.
Kenfak-Foguena A', Schani-Affolter F, Bargisser P, Witteck &, Darding KE, Kovari H, Kaiser L, Evison JM, Elzi L, Gurter-De La Fuente V', Jost J, Moradpour D,

Abravanel F, lzpopet J, Cavassini M; Data Center of the Swiss HIV Cohort Study, Lausanne., Switzerland.
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Abstract

We screened 735 HIV-infected patients in Switzerland with unexplained alanine aminotransferase elevation for hepatitis E virus (HEWV) immunoglobulin
G. Although HEY seroprevalence in this population is low (2.6%), HEWV RMA can persist in patients with low CD4 cell counts. Findings suggest chronic
HEY infection should be considered as a cause of persistent alanine aminotransferase elevation.

= HEV genotip 3 ile kronik enfeksiyonlar rapor edilmistir
= Solid organ transplantasyonu, steroid tedavisi, HIV enfeksiyonu veya

hematolojik malignite 6ykusu
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