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Time Topic Speaker

08:00 — 08:10 Opening

Epidemiology and transmission of  Dr. Mehdi Saberi
08:10 - 08:35 h g L

viral hepatitis in Iran Firoozi
08:35 — 09:00 Labor_a_t ory diagnosis of viral Dr. Heidar Sharafi

hepatitis

. . Dr. Siavash
09:00-09:25  Prevention of hepatitis B .
Mansouri

09:25 — 10:00 Break
10:00-10:30  Treatment of Hepatitis C Dr. Shahin Merat

The importance of point of care
diagnosis in the successful

10:30 — 11:00 L Dr. Hosein Poustchi
management of individuals
infected with hepatitis C virus

11:00 - 11:30 Panel

11:30-12:00  Treatment of Hepatitis B Dr. Bita Behnava

Dr. Seyed Moayad

12:00-12:30  Treatment of Hepatitis D .
Alavian

12:30 — 13:00 Panel
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Viral Hepatitis and Related Disorders in Iran;
Epidemiology and Prevention

Mehdi Saberifiroozi, MD

Professor of Internal Medicine and Gastroenterology, Digestive
Disease Research Institute, Tehran University of Medical Sciences,
Tehran, I. R. Iran

Email: mehdisaberifiroozi1390@gmial.com

Viral hepatitis is the 7th of the first 10 Leading Causes of Death
Worldwide. The common Viral Hepatitis which have an important
impact on the health economics and burden could be divided to
enterically and parenterally transmitted viral hepatitis. Hepatitis A
virus and hepatitis E virus are the main enterically transmitted ones.
Other important viruses which cause significant liver disease are
hepatitis B (may be associated with Hepatitis D virus), and hepatitis
C virus. There are other viruses with liver involvement named as
non-A-E viruses, such as GBV-C, TTV, EBV, CMV, HSV, SARS,
and Yellow fever. Diagnosis of non A-E viruses needs careful
exclusion of major hepatitis viruses and of hepatotoxins, the liver
damage is usually mild with no jaundice, rarely, may result in acute
liver failure and death, and don’t develop to chronic hepatitis.

For evaluation of epidemiology of viral hepatitis, in addition to the
prevalence, incidence, mortality, morbidity, fatality, we can also use
the measures of the burden of disease such as Disability-adjusted
Life-years (DALY's) which is equal to Years of Life Lost (YLLS) +
Years Lived with Disability (YLDs), which can compare the burden
of different disease in a community for better program design.
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In the study of Global Burden of Disease, between 1990 and 2013,
the numbers of deaths and DALYs attributed to viral hepatitis
increased by 62% and 34% respectively. This contrasts with other
major infectious diseases (including diarrhoeal disease, tuberculosis
and malaria) whose fall in relative rankings reflects the global
transition towards non-communicable diseases. Among Top 15
causes of mortality for 1990 and 2013 viral hepatitis is the main
infectious disease with Increased burden. Also among the Top 20
causes of DALYs for 1990 and 2013, viral hepatitis is the main
infectious disease with increasing burden.

The global premature death due to viral hepatitis related diseases is
one million per year, and 10,000 of them are from Iran. Hepatitis B
and C cause the majority these deaths.

Hepatitis B and C infections are asymptomatic until the later stages.
About two-thirds and half of people infected with hepatitis B and C
respectively do not know of their condition. Both infections are
common in socially marginalized groups such as drugs abusers or
prisoners.

HBV is the cause of most deaths and DALYs related to viral
hepatitis, after that HCV infection has the second mortality and
DALYSs. In acute viral hepatitis, the hepatitis A virus is the cause of
most YLLs. Due to high HAV infection in our country, decision
about routine HAV vaccination is not recommended, however we
suggest availability of vaccine for selected populations and
susceptible persons.

HBV vaccination with high efficacy and safety is the main strategy
for control of HBV infection, but it’s elimination needs long time,
and adequate resources, so we suggest focus on control of infection
which is more feasible at this time.
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We suggest continuing screening all pregnant women for HBV and
prevention of infection in new born, vvaccinating all adult <35 who
have not received HBV vaccine up to now, and to screen all subject
with risk factor for HBV and treat all with HBV DNA >100,000
infected people.

With the availability of newer anti HCV drugs with high rate of
sustained virological response control of this infection could be
feasible. Screening all subject with risk factor for HCV and treating
all people with high HCV RNA, is suggested for this goal.

Due to high prevalence of HAV in our community routine
vaccination of general population is not recommended at present
time, but the HAV vaccine should be available for prevention in
special conditions. For HAV and HEV control we suggest more
improvement of sanitary conditions, waste disposal, and early
detection for special precautions.
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Laboratory Diagnosis of Viral Hepatitis

Heidar Sharafi, PhDc

Department of Molecular Hepatology, Middle East Liver Disease
(MELD) Center, Tehran, IR Iran

Email: h.sharafi@meldcenter.com

Laboratory diagnosis of viral hepatitis relies on serological and
molecular methods. Nowadays everyone believes in the impact of
molecular methods in diagnosis of viral hepatitis. The following
molecular tests are used for diagnosis, prognosis and monitoring of
viral hepatitis: detection of HCV-RNA and HBV-DNA in plasma
and peripheral blood mononuclear cells (PBMC), quantification of
HCV-RNA and HBV-DNA levels in plasma, HCV genotyping,
detection of HCV variants with resistance to direct-acting antiviral
agents and detection of HBV variants with nucleos(t)ide analogues
resistance. Various methods with different sensitivity, specificity,
and cost-effectiveness can be applied for each of these tests. These
methods are quantitative Real-time PCR, RT-PCR, Reverse
hybridization, PCR-RFLP, DNA Sequencing, Next-generation
Sequencing and etc. Clinicians should interpret the results
considering the methods used for the requested test.
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Treatment of Hepatitis C

Shahin Merat, MD

Professor of Medicine,

Deputy of Research, Digestive Disease Research Institute
Tehran University of Medical Sciences,

Email: shahin.merat@gmail.com

The treatment of hepatitis C has been revolutionized by the
introduction of new direct acting antivirals (DAA). Due to the short
treatment duration, lack of significant side effects, and high
efficiency these medicines have rapidly become the standard
treatment for all patients with hepatitis C.

There are various combinations available which have been approved
for treating hepatitis C. Most combinations have been designed for
genotype 1 as this is the most common genotype in western countries
and most resistant to the old interferon-based treatments. Later on,
combinations effective against all genotypes of hepatitis C have been
developed.

Genotype specific combinations effective only against genotype 1
(and 4) include the combinations of sofosbuvir/ledipasvir (Harvoni),
grazoprevir/elbasvir  (Zepatier), and Ombitasvir/ paritaprevir/
ritonavir/ dasabuvir (Viekira pack). With the availability of
pangenotypic treatments, which are frequently cheaper it is expected
that the production of genotype specific combinations will soon be
discontinued.

Pangenotypic treatments are named as such because they are
effective against all genotypes of hepatitis C. There are currently two
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such treatment combinations available: sofosbuvir/daclatasvir
(Sovodak) and sofosbuvir/velpatasvir (Epclusa). Using pangenotypic
combinations eliminates the need for genotype testing and more
importantly provides confidence against genotyping errors or cases
of mixed infection which might be as frequent as 40% among IV
drug users.

The usual duration of treatment with any of these combinations is 12
weeks. The efficacy can be boosted by either adding ribavirin, or
extending treatment period to 24 weeks, or both. Such boosting
might be required in patients known to be resistant to treatment such
as cirrhotics or previous DAA failures.
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The importance of point of care diagnosis in the
successful management of individuals infected with
hepatitis C virus.

Hossein Poustchi MD, PhD

Deputy of Education, Digestive Diseases Research Institute
Tehran University of Medical Sciences Shariati Hospital
Email: h.poustchi@gmail.com

An estimated 186,500 individuals (0.24 of the general population)
are currently infected with hepatitis C virus (HCV) in Iran and
require treatment. Despite the recent success in introducing new
treatment agents that can achieve cure in almost 98% of cases, and
reducing HCV treatment costs, the treatment rates has not exceeded
2.5% of the HCV infected population. This trend in diagnosis and
treatment policies can lead to marked and steady increase in number
of HCV infections, and HCV related advanced liver disease and
mortality in the next decades. HCV as a major public health threat
cannot be eliminated unless an active case finding and timely
diagnosis and treatment policies be implemented, especially in the
priority populations. Recent epidemiologic studies have shown that
75% of HCV infected people have gained infection through injecting
drug use (IDU), and that the majority of HCV infected population
belong to people who inject drugs (PWID) and people in custodial
settings. The problems in these populations are that they are not
accessible and that they are not willing to undergo time consuming
laboratory testing and treatments, and therefore many of them do not
refer for treatment. In order to overcome these problems, the world
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health organization (WHO) have encouraged the countries to develop
and utilize point of care policy for the management of HCV
infection. Point of care policy emphasizes on delivering the
healthcare tests, products and services to patients at the time and
place of patient care, therefore instead of waiting days for laboratory
results and several visits to guide treatment decisions, in a single visit
the patient can know his HCV infection status and receive the desired
treatment. This point of care policy has been undertaken by a number
of developed countries that showed promising results in the
management of HCV infected people.
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Treatment of Hepatitis B Infection

Bita Behnava, MD
Middle East Liver Disease (MELD) Center, Tehran, Iran
Email: bita_behnava@yahoo.com

Approximately 350-400 million people are chronic HBV surface
antigen (HBsAg) carriers worldwide. The spectrum of disease and
natural history of chronic HBV infection are diverse and variable,
ranging from an inactive carrier state to progressive chronic hepatitis B
(CHB), which may evolve to cirrhosis and hepatocellular carcinoma
(HCC). The natural history of chronic HBV infection can be
schematically divided into five phases, which are not necessarily
sequential:

1)The ‘‘immune tolerant’ phase is characterised by HBeAg positivity,
high levels of HBV replication normal levels of aminotransferases, mild
or no liver necroinflammation and no or slow progression of fibrosis. 2)
The ‘“‘immune reactive HBeAg-positive phase’ is characterized by
HBeAg positivity, increased orfluctuating levels of aminotransferases,
moderate or severe liver necroinflammation. 3) The ‘‘inactive HBV
carrier state’” may follow seroconversion from HBeAg to anti-HBe
antibody. It is characterized by very low or undetectable serum HBV
DNA levels and normal serum aminotransferases. 4) ‘“HBeAg-negative
CHB’’ These patients are HBeAgnegative and harbor a predominance
of HBV virions with nucleotide substitutions in the precore and/or the
basal core promoter regions that are hence unable to express or express
low levels of HBeAg and characterized by periodic reactivation with a
pattern of fluctuating levels of HBV DNA and aminotransferases and
active hepatitis. 5) In the ‘“‘HBsAg-negative phase’’ after HBsAg loss,
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low-level HBV replication may persist with detectable HBV DNA in
the liver. The goal of therapy for CHB is to improve quality of life and
survival by preventing progression of the disease to cirrhosis,
decompensated cirrhosis, end-stage liver disease, HCC and death. This
goal can be achieved if HBV replication can be suppressed in a
sustained manner. The indications for treatment are generally based
mainly on the combination of three criteria: Serum HBV DNA levels.
Serum ALT levels. Severity of liver disease (histologic findings).
Patients should be considered for treatment when they have HBV DNA
levels above 2000 IU/ml, serum ALT levels above the upper limit of
normal (ULN) and severity of liver disease assessed by liver biopsy (or
non-invasive markers once validated in HBV infected patients) showing
moderate to severe active necroinflammation and/ or at least moderate
fibrosis using a standardised scoring system (Al). Immunotolerant
patients: HBeAg-positive patients under 30 years of age with
persistently normal ALT levels and a high HBV DNA level, without
any evidence of liver disease and without a family history of HCC or
cirrhosis, do not require immediate liver biopsy or therapy. Follow-up at
least every 3-6 months is mandatory (B1). Consider liver biopsy or
even therapy in such patients over 30 years of age and/or with a family
history of HCC or cirrhosis. HBeAg-negative patients with persistently
normal ALT levels and HBV DNA levels above 2000 but below 20,000
IU/ml, without any evidence of liver disease, do not require immediate
liver biopsy or therapy (B1). Close followup with ALT determinations
every 3 months and HBV DNA every 6—-12 months for at least 3 years is
mandatory (C1). Patients with obviously active CHB:

HBeAg-positive and HBeAg-negative patients with ALT above 2 times
ULN and serum HBV DNA above 20,000 IU/ml may start treatment
even without a liver biopsy. Patients with compensated cirrhosis and
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detectable HBV DNA must be considered for treatment even if ALT
levels are normal (B1).

Patients with decompensated cirrhosis and detectable HBV DNA
require urgent antiviral treatment with nucleoside/nucleotide analogues
(NA(S)). Currently, there are two different treatment strategies for both
HBeAgpositive and HBeAg-negative CHB patients: treatment of finite
duration with (PEG-) IFN or a NA and long-term treatment with NA(s).
NAs for HBV therapy can be classified into nucleosides (lamivudine,
telbivudine, emtricitabine, entecavir) and nucleotides (adefovir and
tenofovir). The most potent drugs with the optimal resistance profile,
tenofovir or entecavir, should be used as first-line oral therapies. In
patients treated with PEG-IFN, A sustained offtreatment virological
response (at 6 and 12 months post-treatment) with HBV DNA <2000
IU/ml is generally associated with remission of the liver disease. In HBe
Ag positive patients: The objective of finite treatment with a

NA is sustained off-treatment anti-HBe seroconversion with HBV DNA
<2000 1U/ml and normal ALT, or even HBsSAg clearance. Long-term
treatment with NA(S). is necessary for patients who are not expected or
fail to achieve a sustained off-treatment virological response and require
extended therapy, i.e. for HBeAg-positive patients who do not develop
anti-HBe seroconversion and HBeAg-negative patients..HBV DNA
reduction to undetectable levels by real-time PCR (i.e below 10-15
IU/ml) should ideally be achieved to avoid resistance. HBV DNA
monitoring is thus critical to detect treatment failure.
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Therapy of Hepatitis D Infection

Seyed Moayed Alavian, MD
Professor of Gastroenterology and Hepatology,
E mail: Alavian@thc.ir

Hepatitis delta virus infection (HDV) is the least common form of
chronic viral hepatitis but is the form most likely to lead to cirrhosis.
Delta hepatitis is serologically complex, so effective therapy is difficult.
HDV is a defective RNA virus that replicates efficiently only in the
presence of HBsAg. Thus, delta hepatitis occurs only in patients who
are HBsAg-positive. Infection is acquired parenterally and probably also
via close personal contact in endemic areas. HDV infection is strongly
associated with injection drug abuse. Chronic HDV infection often
results in severe liver disease. The diagnosis is made on the basis of the
presence of antibodies against HDV (anti-HDV) and HBsAg in the
serum of a patient with chronic liver disease and it is confirmed by the
finding of HDV antigen in the liver or HDV RNA in serum (by reverse-
transcription—polymerase-chain-reaction assay).

There are currently no specific direct antiviral treatments for HDV. This
is mainly due to the fact that the virus does not encode enzymatic
activities, and fully relies, even more than other viruses, on host-cell
machinery for its replication. Interferon alpha (IFNa) remains the only
drug recommended by international guidelines for the treatment of
CHD. Both conventional and pegylated interferon (Peg-IFNa) have been
shown to suppress HDV viremia in a subset of patients. Sustained
virologic response (SVR) rates vary between 14 to 50% for
conventional IFNa and 17 to 44% for Peg-IFNa. Several questions
relative to interferon treatment remain unanswered.
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