


[bookmark: _Hlk214095494]Case report 

Acute Hepatitis E in a Pregnant Woman: Diagnostic and Management Challenges- A Case Report
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ABSTRACT 

	Especially in the third trimester, hepatitis E virus (HEV) infection is a major threat in pregnancy and the likelihood of maternal death can be as high as 20-30 % (Kumar et al., 2004; Navaneethan and Al Mohajer, 2018). There is a higher susceptibility of pregnant women to severe hepatic damage because of immunity and the changes in hormones that might contribute to increased viral replication. In this case report, a 27-year-old female patient at 30 weeks of gestational age presented with a history of acute jaundice, loss of strength and increased liver enzymes. Anti-HEV IgM positivity was proved by serological and HEV RNA was found by polymerase chain reaction, which confirmed the diagnosis of acute HEV infection. The patient was admitted to maternal-fetal close and frequent monitoring after the diagnosis which involved serial liver functioning tests, coagulation studies and the fetal surveillance. Supportive treatment in the form of hydration, rest and watching of any possible complications like fulminant hepatic failure or coagulopathy was initiated. This condition slowly got better and fetal analysis was normal throughout hospitalization. The case highlights the limitations in diagnosis of differentiating between HEV infection and other liver disorders in pregnancy and the need to identify and diagnose them early, conduct lab tests, and use multidisciplinary support services. Timely treatment has great potential to enhance the results in pregnant women with acute infections of HEV.
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INTRODUCTION 
Hepatitis E virus is one of the significant public health problems in developing nations, which leads to extensive waterborne outbreaks (WHO, 2022). Even though the infection of HEV is usually non-progressive, the disease process is more acute in pregnancy because of hormonal, immunological, and metabolic changes (Bhatia and Singhal, 2019; Navaneethan and Al Mohajer, 2018). Fulminant hepatic failure is disproportionately high among pregnant women infected with genotype 1 HEV, and this could be explained by the lack of cell-mediated immunity and the higher viral replication (Panda & Jameel, 2019).
There are a number of conditions that resemble the presentation of HEV, such as viral hepatitis A/B/C, acute fatty liver of pregnancy (AFLP), HELLP syndrome, and intrahepatic cholestasis of pregnancy (Cunningham et al., 2021; Knight and Nelson-Piercy, 2017). Therefore, proper laboratory testing, in particular, HEV IgM and HEV RNA, is essential (EASL, 2018; Kamar et al., 2017).

CASE PRESENTATION
A 27-year-old gravida 2, para 1 female in her 30th gestation week complained of jaundice, dark urine, nausea, vomiting, and right upper quadrant pain. These symptoms are in line with the manifestations of acute viral hepatitis that have been reported in the literature (Amin et al., 2021; Hoofnagle et al., 2012).
Her place of residence had irregular water sanitation, which is a risk factor in being exposed to HEV genotype 1 (Rein et al., 2012; Hewitt et al., 2014).
Physical and Laboratory Results.
The patient had hepatomegaly and scleral icterus- which is typical of HEV (Kamar et al., 2012). The liver function tests revealed a significant increase in ALT and AST, which is characteristic of acute HEV infection (Aggarwal & Jameel, 2011). The diagnosis was confirmed by HEV RNA PCR and HEV IgM (EASL, 2018; Kamar et al., 2017).
The standard clinical and laboratory criteria were used to rule out such differential diagnoses as AFLP, HELLP syndrome, and acute hepatitis A/B/C (Knight and Nelson-Piercy, 2017; Westbrook et al., 2016).
No biliary obstruction or ascites were detected in the ultrasound, which are not common in uncomplicated HEV (Kumar et al., 2004; Khuroo et al., 2016).
Management
No antiviral treatment of HEV in pregnancy is approved, since ribavirin is teratogenic (Kamar et al., 2014). Thus, the supportive care was begun, which is in line with the international guidelines (EASL, 2018; WHO, 2022). Observations were made of liver function tests, coagulation profile, fetal non-stress tests, and serial ultrasounds daily (Cunningham et al., 2021).
The supportive therapy included IV fluids, vitamin K, safe antiemetics, and hepatotoxic medication avoidance - the norm in pregnancy-related hepatitis (Rasheed et al., 2020; Navaneethan and Al Mohajer, 2018).
Maternal recovery was achieved in seven days, which is in line with the previous series of HEV cases (Khuroo et al., 2016; Beniwal et al., 2003).
Outcome
The patient has given birth to a healthy female baby of 3.1 kg at 38 weeks without complications. The maternal liver function recovered after delivery, and this is consistent with the majority of HEV cases that are treated supportively (Hoofnagle et al., 2012; Aggarwal and Naik, 2009).

DISCUSSION

The infection of HEV in pregnancy, especially in the third trimester, is a significant clinical and social health issue because it has a disproportionately severe course in comparison to non-pregnant adults (Kumar et al., 2004; Bhatia and Singhal, 2019). Several different mechanisms have been suggested to explain this increased severity, such as hormonal modulation that can augment viral multiplication (Panda and Jameel, 2019), the pregnancy-related Th2 immune shift that suppresses antiviral immunity (Navaneethan and Al Mohajer, 2018), and nutritional deficiencies that are widespread in HEV-infested areas (Rein et al., 2012). These are the factors that were probably synergistic in the present case.
The diagnostic procedure of this patient is consistent with the international guidelines that state the necessity of both HEV IgM and HEV RNA testing, as serology is limited due to false positivity and cross-reactivity with other viral hepatitides (Kamar et al., 2017; EASL, 2018). This method is similar to the results of Khuroo et al. (2016), who indicated that the PCR confirmation enhanced the accuracy of the diagnosis in pregnancy-related HEV.
Clinically and in laboratory abnormalities, the findings of our patient were similar to those of Beniwal et al. (2003) and Hoofnagle et al. (2012) who reported jaundice, hepatomegaly, and a high level of transaminase as the predominant features. Nevertheless, in contrast to some of the studies that have reported high fulminant hepatic failure rates in pregnant women with the genotype 1 HEV (Kumar et al., 2004; Rasheed et al., 2020), our patient had a relatively mild course. This disparity can be connected to an early presentation, close follow-up, proper hydration, and the lack of comorbidities-things that are linked to better prognosis in previous studies (Kamar et al., 2012).
The management in the case was fully supportive and in line with the international recommendations that discourage the use of ribavirin during pregnancy because it is teratogenic (Kamar et al., 2014; WHO, 2022). The positive maternal and fetal outcomes here are comparable to the ones reported in the settings where early diagnosis and long-term supportive care was applied (Khuroo et al., 2016). Conversely, resource-limited studies have reported worse results, probably because of the delay in diagnosis, absence of close observation, and inaccessibility of obstetric care (Rein et al., 2012). These disparities indicate that health system capacity is significant in determining clinical outcomes.
Public health-wise, this case supports the association between the HEV genotype 1 infection and the lack of water sanitation, which supports the need to continue to improve water quality, surveillance, and community education in the endemic areas (WHO, 2022; Rein et al., 2012). Enhancing antenatal screening procedures and incorporating the HEV awareness into maternal health programs would also lead to a lower morbidity and mortality. The case also shows the universal applicability of HEV since outbreaks are still being reported in both the low-income and middle-income nations.
On the whole, this case highlights the importance of early diagnosis, effective diagnostics, and supportive management in order to maximize the results in pregnancy-related HEV infection. It also shows how differences in access to healthcare, diagnostic ability, and environmental factors lead to differences in reported mortality and morbidity across studies.

CONCLUSION
All pregnant women with acute jaundice should be suspected of having HEV infection especially in endemic regions. The morbidity and mortality can be minimized with the help of early laboratory confirmation, supportive management and close maternal-fetal monitoring.
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