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Hepatitis D is a liver disease in both acute and chronic forms caused by the hepatitis D virus 
(HDV) that requires hepatitis B virus (HBV) for its replication. In other words, HDV infection 
occurs only simultaneously or as a superinfection with HBV [1]. The estimated worldwide 
prevalence of HDV infection was 5% among hepatitis B virus patients. Unfortunately, Mongolia 
is one of the high-prevalence hotspots for HDV infection worldwide [2]. Our study showed that 
the HDV co-infection rate in Mongolia was 80.1% among patients with chronic hepatitis B [3]. 
According to the WHO, the Republic of Moldova and countries in Western and Middle Africa are 
other geographic hotspots [2]. 

Since parenteral transmission is the primary route of spreading the virus, intravenous drug 
users, patients on hemodialysis [4], men who have sex with men, and commercial sex workers 
[5] are considered high-risk groups. Also, familial clustering indicates that HDV is transmitted 
by personal contacts, presumably through permucosal or percutaneous passage during close 
or intimate contact [6]. 

The high rates of HBV and HDV infection in Mongolia now result from the epidemic of 
acute hepatitis B in 1950-1980, caused by the widespread use of boiled syringes in medical 
practice and vaccination programs [7]. Approximately 400,000 acute hepatitis cases and 7,000 
deaths were registered from 1952 to 1986 [8]. Davaalkham et al. reported that past medical 
history of acute hepatitis, surgery, blood transfusion and being a family member of patients with 
chronic viral hepatitis were the main risk factors for HDV infection in Mongolia [9]. 

Chronic hepatitis Delta is considered the most aggressive form of chronic viral hepatitis due 
to a much higher risk of developing liver cirrhosis, more rapid progression towards liver-related 
death, and hepatocellular carcinoma. About 70% of HDV infected patients were diagnosed with 
liver cirrhosis within ten years [10] and liver cancer risk was 3-fold higher than in HBV-infected 
patients [11]. Our study demonstrated similar findings. Patients with chronic hepatitis D had 
more aggressive disease, including higher transaminase and lower platelet levels than patients 
with HBV [12]. We previously found that the number of cirrhotic patients was significantly 
higher in the HDV group vs. HBV group (44.8% vs. 10.8%, p < 0.001) [3]. Oyunsuren et al. 
reported that HDV infection is strongly associated with liver cancer development in younger 
patients [13]. These facts imply that Mongolia’s large burden of chronic HBV and HDV infection, 
with its subsequent liver cirrhosis and hepatocellular carcinoma, are priority issues requiring the 
attention of public health and healthcare providers in general. 

In 2017, the Mongolian Government initially launched the nationwide program Viral 
Hepatitis Prevention, Control, and Elimination. Since then, we have successfully implemented 
broad programs, such as performing mass screening tests among the populations at risk for 
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early viral hepatitis. This program provides good treatment 
options and supplies government-supported antiviral drugs at a 
low cost to gradually eliminate viral hepatitis caused by HBV and 
HCV using newly-updated international guidelines. However, our 
hepatologists are still concerned that the treatment of chronic 
hepatitis D remains an unresolved issue. 

Lack of effective treatment is causing a serious barrier 
to eliminate HDV infection. Although 48-weeks of pegylated 
interferon (PEG-IFN) was the only treatment option 
recommended, it resulted in an unsatisfactory response rate. 
Several studies have shown that only 25-43% of HDV patients 
reached undetectable HDV viremia after 48-weeks of PEG-
IFN [14, 15], and late HDV relapse was observed [16]. When 
we studied the treatment outcome of 48 weeks PEG-IFN in 
36 patients with chronic hepatitis D, only 22.7% of patients 
reached undetectable HDV RNA, whereas 5.5% had HBsAg loss 
at the end of treatment [3]. But during the one-year follow-up, 
half of the patients who were considered responders had an 
HDV relapse. On the other hand, patients who had HBsAg loss at 
the end of the treatment remained negative during the follow-
up. Therefore, not only undetectable HDV RNA but also loss of 
HBsAg in HDV patients was considered a functional cure. 

The hepatocyte entry inhibitor bulevirtide (brand name 
Myrcludex B) was recently approved in the European Union to 
treat chronic HDV infection in HDV RNA positive adult patients 
with compensated liver disease. A previous study has shown 
that 87% of those taking bulevirtide 10 mg once-daily plus 
PEG-IFN and 40% of those taking bulevirtide 5 mg twice-daily 
plus tenofovir reached undetectable HDV viral load [17]. Other 
newly developing drugs such as prenylation inhibitor-lonafarnib, 
interferon lambda are currently in Phase 2, 3 clinical trials [18]. 

Since antivirals against HDV, including Peg-IFN and the novel 
drug bulevirtide, are either inaccessible or unaffordable for most 
HDV patients in Mongolia, we should be advocating for more 
effective policy measurements of cost-sharing or reimbursement 
by Mongolia’s National Health Insurance System to achieve 
better outcomes. At present, only a few Mongolian patients were 
allowed to participate in phase 3 clinical trials of lonafarnib, but 
the recruiting process is delayed due to the COVID-19 pandemic. 

Many countries are postponing medical services for 
chronic diseases to reduce the healthcare services burden 
during the SARS-COV-2 pandemic. Several research articles 
have been published during the last year covering outcomes 
of SARS-COV-2 infection in patients with chronic liver diseases. 
Severe COVID-19 and fatality rate were similar in patients 
with chronic viral hepatitis [19, 20]. On the other hand, acute 
hepatic decompensation occurred in 46% of cirrhotic patients 
who were infected with SARS-COV-2. In addition, the mortality 

rates were significantly higher in cirrhotic patients than patients 
with non-cirrhotic liver disease [21]. High-dose corticosteroids 
for severe COVID-19 may cause acute exacerbation of chronic 
hepatitis B, and antiviral prophylaxis with nucleoside analogs 
is recommended in all patients with severe COVID-19 [22]. In 
these challenging days of the COVID-19 pandemic, healthcare 
providers are working even harder to maintain continuous 
medical services, especially for patients with pre-existing chronic 
diseases using teleconsultation and remote medical care tools.

References

1.	 Rizzetto M. Hepatitis D: Thirty years after. J Hepatol 2009; 
50: 1043-50.

2.	 Stockdale AJ, Kreuels B, Henrion MYR, Giorgi E, Kyomuhangi 
I, de Martel C, et al. The global prevalence of hepatitis D 
virus infection: systematic review and meta-analysis. J 
Hepatol 2020; 73: 523-32. 

3.	 Sarantuya G. Molecular biological analysis of chronic 
hepatitis B with Delta [dissertation]. Ulaanbaatar, Mongolia: 
Mongolian National University of Medical Sciences; 2019.

4.	 Migneco G, Attianese R, La Cascia C, Miceli DM, Tripi S, 
Mascarella A, et al. HBV, HDV and HTLV-III infections in drug 
addicts, cirrhotics and hemodialysis patients. Boll Soc Ital 
Biol Sper 1986; 62: 1305-10.

5.	 Wu JC, Chen CM, Sheen IJ, Lee SD, Tzeng HM, Choo KB. 
Evidence of transmission of hepatitis D virus to spouses 
from sequence analysis of the viral genome. Hepatology 
1995; 22: 1656-60.

6.	 Bonino F, Caporaso N, Dentico P, Parinucci G, Valeri L, Craxi 
A, et al. Familiar clustering and spreading of hepatitis delta 
virus infection. J Hepatol 1985; 1: 221-6.

7.	  Oyunsuren T. Molecular genetic studies of hepatitis viruses 
among Mongolian population [dissertation]. Ulaanbaatar, 
Mongolia: The Institute of Biology, Mongolian Academy of 
Sciences; 2010.

8.	 Nymadawa P. The incidence of viral infections and 
population immunity to the virus [dissertation] (in Russian). 
Moscow, Russia: Academy of Medical Science; 1989.

9.	 Davaalkham D, Ojima T, Uehara R, Watanabe M, Oki 
I, Nymadawa P, et al. Hepatitis delta virus infection in 
Mongolia: analyses of geographic distribution, risk factors, 
and disease severity. Am J Trop Med Hyg 2006; 75: 365-9.

10.	 Govindarajan S, de Cock KM, Redeker AG. Natural course 
of delta superinfection in chronic hepatitis B virus-infected 
patients: histopathologic study with multiple liver biopsies. 
Hepatology 1986; 6: 640-4.



www.cajms.mn          213Vol.6• No.4• December 2020

11.	 Romeo R, Del Ninno E, Rumi M, Russo A, Sangiovanni A, de 
Franchis R, et al. A 28-year study of the course of hepatitis 
delta infection: a risk factor for cirrhosis and hepatocellular 
carcinoma. Gastroenterol 2009; 136: 1629-38.

12.	 Sarantuya G, Uranbaigal E, Ariunaa B, Uyanga B, Sumiya D, 
Munkhbat B, et al. Quantitative serum HBsAg and M2BPGI 
levels in patients with chronic hepatitis D. Cent Asian J Med 
Sci 2016; 2: 161-8.

13.	 Oyunsuren T, Kurbanov F, Tanaka Y, Elkady A, Sanduijav 
R, Khajidsuren O, et al. High frequency of hepatocellular 
carcinoma in Mongolia; association with mono-, or co-
infection with hepatitis C, B, and delta viruses. J Med Virol 
2006; 78: 1688-95.

14.	 Karaca C, Soyer OM, Baran B, Ormeci AC, Gokturk S, Aydin 
E, et al. Efficacy of pegylated interferon-α treatment for 24 
months in chronic delta hepatitis and predictors of response. 
Antivir Ther 2013; 18: 561-6.

15.	 Wedemeyer H, Yurdaydin C, Ernst S, Caruntu FA, Curescu 
MG, Yalcin K, et al. Prolonged therapy of hepatitis delta for 6 
weeks with pegylated-Interferon alpha-2a plus fenofovir or 
placebo does not prevent HDV RNA relapse after treatment: 
the HIDIT-2 study. J Hepatol 2014; 60: S2-3.

16.	 Heidrich B, Yurdaydin C, Kabacam G, Ratsch BA, Zachou K, 
Bremer B, et al. Late HDV RNA relapse after peginterferon 

alpha-based therapy of chronic hepatitis delta. Hepatology 
2014; 60: 87-97.

17.	 Wedemeyer H, Schoneweis K, Bogomolov PO, Voronkova N, 
Chulanov V, Stepanova T, et al. Targeting the host for new 
therapeutic perspectives in hepatitis D. J Clin Med 2020; 9: 
222-8. 

18.	 Deterding K, Wedemeyer H. Beyond pegylated interferon-
alpha: new treatments for hepatitis delta. AIDS Rev 2019; 
21: 126-34.

19.	 Li Y, Li C, Wang J, Zhu C, Zhu L, Ji F, et al. A case series of 
COVID-19 patients with chronic hepatitis B virus infection. J 
Med Virol 2020; 92: 2785-91.

20.	 Guan WJ, Ni Z, Hu Y, Liang WH, Ou CQ, He JX, et al. Clinical 
characteristics of coronavirus disease 2019 in China. N Engl 
J Med 2020; 382: 1708-20.

21.	 Boettler T, Marjot T, Newsome PN, Mondelli MU, Maticic 
M, Cordero E, et al. Impact of COVID-19 on the care of 
patients with liver disease: EASL-ESCMID position paper 
after 6 months of the pandemic. JHEP Rep 2020. https://
doi.org/10.1016/j.jhepr.2020.100169.

22.	 Wong GL, Wong VW, Thompson A, Jia J, Hou J, Lesmana 
CRA, et al. Management of patients with liver derangement 
during the COVID-19 pandemic: an Asia-Pacific position 
statement. Lancet Gastroenterol Hepatol 2020; 5: 776-87.


