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1. Summary 
This guidance has been developed to aid the public health management of 
hepatitis A infection which aims to reduce the occurrence of secondary 
infections and prevent and control outbreaks. The guidance has been 
developed based on a review of the current epidemiology of hepatitis A in 
England and Wales and a review of the literature on the efficacy of human 
normal immunoglobulin (HNIG) and hepatitis A vaccine for post-exposure 
prophylaxis.  
The guidance contains the following recommendations: 
 
Management of the index case 

• Advise on good hygiene practices 
• Exclude from work, school or nursery until 7 days post onset of 

jaundice 
• Identify possible source of infection 

 
Management of household and sexual contacts (see Box 6) 

• Household or sexual contacts seen within 14 days of exposure to 
index case 

o Healthy contact aged 1-50 years 
 Offer hepatitis A vaccine 

o Healthy contact aged 2-12 months 
 Vaccinate carers to prevent tertiary infection OR offer 

hepatitis A vaccine to the infant (unlicensed) OR exclude 
from childcare 

o Healthy contact aged under 2 months 
 Offer vaccination to carers to prevent tertiary infection 

o Contact aged 50 years or over, or with chronic liver disease or 
chronic hepatitis B or C infection 

 Offer hepatitis A vaccine + HNIG 
 

• Household or sexual contacts seen more than 14 days post 
exposure  

o More than one contact within the household and contacts seen 
within 8 weeks of exposure 

 Offer hepatitis A vaccine to prevent tertiary infection 
o Contact has chronic liver disease or chronic hepatitis B or C 

infection and is seen within 28 days of exposure 
 Offer hepatitis A vaccine + HNIG to try to attenuate 

severity of disease 
o Contact is a food handler 

 Risk assessment of need for transfer to non-food-
handling duties (see Box 4) 

 
Management of contacts beyond the household (specific settings) 

o Index case is a food handler 
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 Risk assessment of need for post-exposure prophylaxis of 
contacts within work setting (see Box 5) 

o Index case is a child cared for in a pre-school childcare setting 
 Treat contacts working in, or being cared for in, the same 

room as household contacts.  
 If contacts treated more than 14 days post exposure and or 

more than one case identified in the setting, offer vaccine to 
household contacts of exposed contacts to prevent tertiary 
infection  

o Index case attends a primary school 
 If source of infection outside school not identified, assume 

infection acquired within school and offer hepatitis A vaccine 
to classroom contacts 
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2. Background Information 
 
The hepatitis A virus (HAV) is a non-enveloped positive stranded RNA 
picornavirus which is transmitted by the faecal-oral route. In developed 
countries person-to-person spread is the most common method of 
transmission1, while in countries with poor sanitation faeces-contaminated 
food and water are frequent sources of infection.  Hepatitis A infection can 
also be spread during sexual intercourse and through injecting drug abuse, 
and there have been a number of recent outbreaks among men who have sex 
with men (MSM)2,3 and injecting drug users (IDUs)4 in the UK. 
 
The average incubation period of hepatitis A is around 28 days (range 15–50 
days). The course of hepatitis A infection is extremely variable. In children 
under 5 years of age 80-95% of infections are asymptomatic while in adults 
70-95% of infections result in clinical illness5. Severity of symptoms increases 
with age. Fulminant hepatitis occurs rarely (<1% overall), but rates are higher 
with increasing age and in those with underlying chronic liver disease, 
including those with chronic hepatitis B or C infection5.  Hepatitis A does not 
appear to be worse in HIV-infected patients when compared to HIV-negative 
persons6 , which may reflect the fact that the hepatic damage in hepatitis A is 
thought to be the result of host immune mechanisms7. 
 
Hepatitis A virus is excreted in the bile and shed in the stools of infected 
persons. Peak excretion occurs during the two weeks before onset of 
jaundice; the concentration of virus in the stools drops after jaundice 
appears8. Children may excrete the virus for longer than adults, although a 
chronic carrier state does not exist.  
 
Transmission of hepatitis A infection within households is very common. 
Recent studies have found secondary attack rates in susceptible household 
contacts of 12% in Italy9, 19% in Greece10 and 25% in Kazakhstan11. Children 
under the age of 6 years are particularly effective transmitters of hepatitis A 
infection11,12. Transmission from children is also common, with secondary 
attack rates of between 2.6% and 27.6% reported in nurseries or day care 
centres11,13,14,15,16,17,18 and secondary attack rates of between 2.9% and 50% 
reported in primary schools19,20,21. 
 
Food borne outbreaks can occur due to the contamination of food at the point 
of service or due to contamination during growing, harvesting, processing or 
distribution  A review of published food borne outbreaks in the USA found that 
infected food handlers who handled uncooked food, or food after it had been 
cooked, during the infectious period were the most common source of 
published food borne outbreaks22. A single hepatitis A infected food handler 
has the potential to transmit hepatitis A to large numbers of people, although 
reported outbreaks are rare. Such outbreaks often involve secondary cases 
among other food handlers who ate food contaminated by the index case 22. 
 
Infection is followed by lifelong immunity. 
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3. Recommendations for the prevention of Hepatitis A. 
 
(A detailed discussion on the evidence for these recommendations can be found at 
Annex D) 

3.1 Primary Prevention 
 

3.1.1 Hygiene 
 
Hepatitis A virus is spread from person-to-person by the faecal-oral route. 
Good hygiene, principally thorough hand washing after toilet use and before 
food preparation, is the cornerstone of prevention. For travellers to countries 
of high and intermediate endemicity care should be taken to avoid exposure 
to hepatitis A through contaminated food and water. 
 
3.1.2 Vaccination 
 
There are four monovalent inactivated hepatitis A vaccines, one combined 
hepatitis A and hepatitis B vaccine and two combined hepatitis A and typhoid 
vaccines currently licensed for use in the UK23. Numerous clinical trials have 
demonstrated that these vaccines are highly immunogenic and effective at 
preventing hepatitis A infection in up to 95% of recipients when two doses are 
given prior to exposure24.  
 
The following groups are recommended to receive pre-exposure vaccination. 
Further details are available in Immunisation against Infectious Disease23 (the 
“Green Book”) chap 17: 

1. People travelling to or going to reside in areas or high or intermediate 
prevalence. Those who visit friends or relatives in high or intermediate 
prevalence countries are particularly at risk of acquiring infection and 
often do not seek pre-travel health advice. GPs should be encouraged 
to consider the travel vaccination needs of this group opportunistically. 

2. Patients with chronic liver disease 
3. Patients with haemophilia 
4. Men who have sex with men 
5. Injecting drug users 
6. Individuals at occupational risk. 
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3.2 Prevention of secondary cases of hepatitis A infection 
 
3.2.1 Hepatitis A case definitions 
 
Confirmed case 
A case that meets the clinical case definition (an acute illness with a discrete 
onset of symptoms AND jaundice or elevated serum aminotransferase levels) 
AND is laboratory confirmed (IgM antibodies to hepatitis A virus (anit-HAV) 
positive). 
 
Probable case 
A case that meets the clinical case definition (see above) and occurs in a 
person who has an epidemiological link with a person with laboratory 
confirmed hepatitis A (e.g. household or sexual contact during the 15-50 days 
before onset of symptoms). 
 
Prompt notification 
Health Protection Units should work with local clinicians and microbiology or 
virology laboratories to ensure that cases of hepatitis A are promptly notified. 
 
3.2.2 Management of the index case 
 
Good hygiene practices are the cornerstone of the prevention of hepatitis A 
infection.  
 
The index case and his or her family should receive verbal and written 
guidance on the importance of hand washing after using the toilet and before 
preparing food. It is important that enhanced hygiene is practised by all family 
members as some may already have acquired hepatitis A infection and be 
excreting hepatitis A virus. Individuals whose personal hygiene is likely to be 
inadequate (e.g. young children or those with severe learning disabilities) 
should be supervised to ensure that they wash their hands properly after 
defecation.  
 
The index case should be excluded from work, school or nursery until 7 days 
after onset of jaundice, or 7 days after symptom onset if there is no history of 
jaundice. 
 
An assessment should be carried out to try to identify the possible source of 
infection (e.g. history of travel to endemic country or history of contact with a 
known case of hepatitis A within the incubation period). If no obvious source 
of infection can be identified, and the index case attends a pre-school 
childcare setting or primary school, the infection may have been acquired 
from an asymptomatic infected child. In these circumstances, public health 
action may be required in that setting (see sections 3.2.4.2 and 3.2.4.3)  
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3.2.3 Management of household and sexual  contacts 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Hygiene 
Providing advice on good hygiene, in particular careful hand washing after 
using the toilet is the cornerstone of preventing ongoing transmission within a 
household. Contacts whose personal hygiene is likely to be inadequate (e.g. 
young children, those with severe learning disabilities) should be supervised 
to ensure that they wash their hands properly after defecation. Those caring 
for non-toilet trained children should wash their hands immediately after 
nappy changing or toileting. 
 
Please refer to Appendix A for an algorithm for managing contacts of 
cases of acute hepatitis A. 
 
A Household and sexual contacts who have not previously received 

two doses of hepatitis A vaccine (or one dose within the past 6 
months), do not have a history of laboratory-confirmed hepatitis A 
and are seen within 14 days of exposure to infection. 

 
 
 
 
 

 
 
 
 
 
 
 
 
 
 
 
 
 

Box 1 Definition of household-type contact:  
• A person living in the same household as the index case or regularly 

sharing food or toilet facilities with the index case during the infectious 
period. This would include extended family members who frequently visit 
the household and childminders and their families. 

• A person who has regularly eaten food prepared by the index case during 
the infectious period, or who ate food prepared by the index case on a 
single occasion during the infectious period if there is concern about the 
hygiene practices of the index case or if the index case had diarrhoea at 
the time of food preparation.  

• If the index case is a child in nappies or requiring assistance with toileting, 
any person who has been involved in nappy changing or assistance with 
toileting during the infectious period. 

Box 2 Definition of time since exposure.  
• In the case of continuous exposure to the index case, this is defined 

as the number of days since the onset of the first symptoms * in the 
index case.  

• If a single exposure has occurred during the infectious period, time 
since exposure should be calculated as either the number of days 
since the onset of first symptoms in the index case or the number of 
days since exposure to the index case, whichever is the most recent. 

 
*The time since onset of first symptoms in the index case is used, rather than 
the time since onset of jaundice, as the evidence base for the post exposure 
efficacy of hepatitis A vaccine is based on its use within 14 days of first 
symptom onset in the index case.  

Box 3 Definition of infectious period in the index case 
The infectious period is taken from two weeks before the onset of symptoms 
to one week after the onset of symptoms 
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A.1 Healthy persons aged 12 months to 50 years  
 
Recommendation 
A single dose of monovalent hepatitis A vaccine should be given to 
healthy household contacts aged 1-50 years. A risk assessment should 
be carried out to determine whether the patient is at continued risk of 
hepatitis A infection (e.g. the patient fulfils the criteria for requiring 
vaccination as pre-exposure prophylaxis, see section 3.1.2 above). 
Patients at continued risk of infection should be advised to receive a 
second dose of vaccine at 6-12 months after the first dose. 
 
Summary of evidence base 
There is direct evidence from a randomised controlled trial of the 
efficacy of hepatitis A vaccine in preventing an estimated 79% of 
secondary cases of hepatitis A in healthy persons aged 2-40 years 
when given within 14 days of exposure to the index case. 
 
There is good evidence from immunogenicity studies that hepatitis A 
vaccine produces a good immunogenic response in children from 12 
months of age. In the UK hepatitis A vaccine is licensed for children 
from 12 months. It is therefore reasonable to extrapolate these findings 
to children from 12 months.  
 
There is evidence from immunogenicity studies of a slower and lower 
response to vaccine with increasing age, particularly over the age of 60 
years.  The severity of hepatitis A increases with age, with increased 
mortality rates being seen in the UK in patients over the age of 50 
years. This combined evidence suggests that it is reasonable to 
extrapolate the findings on the efficacy of hepatitis A vaccine in post-
exposure prophylaxis to patients up to the age of 50 years but not 
beyond this age. 

 
A.2 Healthy infants < 12 months 
 

Recommendation 
No post-exposure prophylaxis is required for healthy infants aged <12 
months if all those involved in nappy changing are vaccinated against 
hepatitis A and thus protected against tertiary infection. Appropriate 
advice should be given on enhanced hygiene during infant care.  
 
Summary of evidence base 
Infants <12 months of age very rarely develop symptomatic hepatitis A 
infection, and if they do it tends to be mild. However, infants who do not 
have maternal antibodies are at risk of developing subclinical infection 
and may go on to infect others. Immunogenicity studies provide 
evidence of a good immunogenic response to vaccine in babies > 2 
months, suggesting that the evidence on post-exposure efficacy can be 
extrapolated to infants in this age group.  
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If an infant attends nursery and it is not feasible to vaccinate all carers, 
or if there are other reasons to believe the child could become a source 
of infection to others, those aged ≥2 months should be vaccinated with 
monovalent hepatitis A vaccine or excluded from the childcare setting 
until 40 days post exposure. 
 
If an infant aged <12 months receives hepatitis A vaccine and requires 
long-term protection against hepatitis A, the dose given before the first 
birthday should be ignored and the full course of 2 doses should be 
given after the age of one year. 

 
A.3 Persons aged > 50 years  

 
Recommendation 
Persons aged over 50 years should be offered HNIG in addition to 
monovalent hepatitis A vaccine. The patient should be referred to their 
GP for a second dose of hepatitis A vaccine at 6-12 months to ensure 
long-term protection. 
 
Summary of evidence base 
There is no direct evidence of the efficacy of vaccine in persons aged 
>50 years and there is evidence from immunogenicity studies of a 
lower and slower response to hepatitis A vaccine with increasing age.  
 
The severity of hepatitis A infection increases with age, rising 
particularly after the age of 50 years. The use of HNIG in the 
secondary prevention of hepatitis A infection is established practice 
across all age groups.   

 
 

A.4 Persons with chronic liver disease, pre-existing chronic hepatitis B 
or C infection or HIV infection or immunosuppression. 

  
Recommendation 
Patients with chronic liver disease, pre-existing chronic hepatitis B or C 
infection or HIV infection should be offered HNIG in addition to hepatitis 
A vaccine. The patient should be referred to their GP for a second dose 
of hepatitis A vaccine at 6-12 months to ensure long-term protection. 

 
Summary of evidence base 
Patients with chronic liver disease, including chronic hepatitis B or C 
infection are at risk of severe disease from hepatitis A infection. There 
is no direct evidence of the effectiveness of vaccine as post-exposure 
prophylaxis in this group and evidence from immunogenicity studies of 
a poorer response to pre-exposure vaccination.  
 
There is no evidence of more severe disease from hepatitis A infection 
in those with HIV infection. However there is evidence from 
immunogenicity studies of a poorer response to pre-exposure 
vaccination.  
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A.5 Pregnant or breastfeeding women 
 
Recommendation 
Pregnant and breastfeeding women should be treated the same as 
non-pregnant contacts.  
 
Summary of evidence base 
There is no evidence of risk from vaccinating pregnant women or those 
who are breast-feeding with inactivated viral vaccines25. 

 
 
B Household contacts seen >14 days post exposure  
 
B.1 General advice for household contacts seen >14 days post 

exposure 
 

Recommendation 
Consideration should be given to offering HNIG to household contacts 
at risk of severe disease (i.e. those with chronic liver disease or pre-
existing chronic hepatitis B or C infection) up to 28 days post exposure. 
Two doses of hepatitis A vaccine given 6 months apart should also be 
offered to such high-risk contacts to provide long-term protection, 
irrespective of the time since exposure. 

 
In households with more than one contact, hepatitis A vaccine should 
be offered to all contacts seen within 8 weeks of onset of symptoms in 
the index case to prevent tertiary cases within the household.  
 
If a household contact who attends nursery or infant school does not 
receive vaccine within 14 days of exposure, hand washing should be 
supervised while at nursery or school to reduce the risk of 
asymptomatic transmission of infection. 
 
Summary of evidence base 
There is no clear evidence of the efficacy of either vaccine or HNIG in 
preventing secondary infection when given >14 days after exposure. 
However, there are theoretical grounds for believing that HNIG may 
attenuate the severity of disease if given during the incubation period. 
This would of particular importance for unvaccinated individuals with 
chronic liver disease who are at risk of severe disease.  

 
B.2 Household contacts who are food handlers and have not received 

vaccine within 14 days of exposure  
 

If it has not been possible to offer vaccine within 14 days of exposure to 
a food handler who has been a close contact of a person with hepatitis 
A, there is a risk of the food handler developing secondary hepatitis A 
infection and becoming a viral excreter before the onset of symptoms. 
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A risk assessment of the likelihood of developing secondary infection 
and the risk of onward transmission should be undertaken by the Health 
Protection Unit in conjunction with environmental health colleagues (see 
Box 4). This may require a visit to the workplace. 
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Box 4. Risk assessment for contacts who are food handlers 
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3.3 Contacts beyond the household (specific settings) 
 
3.3.1 Index case is a food handler  
 
If a food handler is diagnosed with hepatitis A, health protection and 
environmental health professionals should carry out an assessment of the risk 
that transmission of infection may have occurred within the workplace (see 
Box 5). To carry out the risk assessment it is often helpful to visit the food 
establishment and interview the supervisors in addition to the index case. 
Factors to take into account include whether the food handler had bowel 
movements (especially diarrhoea) while at work, presence of medical 
conditions that might make hygiene more difficulty to maintain, use of gloves, 
availability of hand washing facilities, standard of toilet facilities, hygiene 
training and previous hygiene assessments at the establishment. If individuals 
who have had repeated exposure to high-risk food items prepared by the 
index case are identified within 14 days of the last exposure, they should be 
offered vaccine, with or without HNIG as appropriate. Special consideration 
should be given to the risk to other kitchen and restaurant colleagues who 
may have eaten food prepared by the index case on multiple occasions in 
addition to sharing toilet and handwashing facilities (see Box 5)  
 
Box 5. Risk assessment for index case who is food handler. Adapted from Fiore, 
AE22 
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3.3.2 Index case attends a pre-school child-care setting  
 
Close contacts of a child cared for within a pre-school child-care setting such 
as a nursery or child minder (e.g. those working, or being cared for, in the 
same room as the index case) should be treated as household contacts. As 
asymptomatic infection is common in this age group, if vaccine cannot be 
administered within 14 days of exposure to the index case, or if more than 
one case occurs in this setting, the household contacts of exposed children 
aged < 5 years should also be offered hepatitis A vaccine to prevent tertiary 
infection. 
 
3.3.3 Index case attends a primary school 
 
When a single case of hepatitis A occurs in a primary school, either in a child 
or an adult member of staff, an assessment should be carried out to try to 
identify the source of infection. If no source of infection can be identified 
outside the school setting (e.g. history of travel, known contact with hepatitis A 
outside the school), the case may have acquired the infection through 
asymptomatic transmission within the school. In these circumstances offering 
hepatitis A vaccine to all children and adults working within the same class as 
the index case, and other close friends within the school, may prevent 
continuing transmission.  
 
3.3.4 Index case attends a secondary school, workplace, hospital 
 
Hepatitis A post-exposure prophylaxis is not usually indicated when a single 
case has occurred in a secondary school, work place or hospital. When a 
case occurs in a secondary school setting, the school should be given 
recommendations about the importance of appropriate hygiene measures and 
parents of children in the same class should be informed of the risk of 
possible exposure. 
 
3.3.5 Use of prophylaxis for wider communities to control outbreaks  
 

Recommendation 
Monovalent hepatitis A vaccine is the preferred prophylaxis for use in 
an outbreak setting. A second dose should be given at 6-12 months 
after the first dose if contacts are at continuing risk. 
 
HNIG should be offered in addition to vaccine for those who are at 
particular risk of severe disease such as those with chronic liver 
disease or pre-existing chronic hepatitis B or C infection.   
 
Summary of evidence base 
Both hepatitis A vaccine and HNIG have been used successfully to 
control outbreaks in well-defined communities and in general 
population outbreaks. The effectiveness of either intervention depends 
on how well the community is defined, the coverage achieved with the 
intervention and the time elapsed since exposure to existing cases. 
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Widespread prophylaxis may have limited success in preventing 
secondary cases if exposure occurred more than 14 days before 
prophylaxis is given. However, vaccine is particularly useful at 
preventing tertiary infection and thus interrupting ongoing transmission.  
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Appendix A - Box 6. Algorithm for the management of household contacts of cases of acute hepatitis A  
(Please refer to section 3.2.3 of the main document for more detailed information on the algorithm) 
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Appendix B - Epidemiology of hepatitis A in England 
and Wales 
 
As in other developed countries, the incidence of hepatitis A in England and 
Wales has fallen dramatically over the past 10 years. The number of statutory 
notifications of hepatitis A has fallen from 1,838 in 1997 to 334 in 2007 and 
the number of laboratory confirmed cases of hepatitis A infection reported to 
the Health Protection Agency each year has shown a similar downward trend 
(Fig 1). However, as with other notifiable diseases, there is significant 
underreporting of hepatitis A infection26. 
 

Fig 1. Hepatitis A notifications and laboratory reports , England and 
Wales 1996-2006
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The incidence of laboratory confirmed cases of hepatitis A shows an age-
related trend, with no reported cases in children under one year, a rise in early 
childhood to a peak incidence of just over 4/100,000 in young adults aged 20-
25 yrs, followed by a progressive decline with increasing age (see Fig 2).  
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Fig 2. Mean annual incidence of laboratory-confirmed hepatitis A 
infections per 100,000 population, 1998-2007, by age group
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The absence of reported cases in children under one year and the low 
incidence in children under five reflects the fact that infection is more likely to 
be asymptomatic or mild in this age group. The high incidence in young adults 
will be influenced by a number of outbreaks in MSM and IDUs in this period. 
The decline in incidence with age, from early adulthood, is likely to reflect the 
increase in seroprevalence (and thus decline in susceptibility) with age. 
 
Routine data from statutory notifications and laboratory reports contain very 
little information on risk factors for disease acquisition. However, a study on 
routine laboratory reports between 1992 and 2004 found that rates of infection 
were more than double in persons with names indicating a South Asian ethnic 
origin27. The study also found that travel was an important risk factor with 85% 
of those of South Asian origin acquiring their infection abroad. Unfortunately, 
the completeness of reporting of travel history has fallen dramatically in the 
past 10 years, from 27% in 1996 to 1% in 2007, so it is not possible to 
establish whether there are any trends in travel-associated disease.  
 
A study of residual sera from 4188 individuals in England and Wales in 1996 
demonstrated a rise in seroprevalence from 8.6% in those aged 1-9 years to 
73.5% in those aged over 60 years (Fig 3)28. 
 
A more recent study, in 2001-2002, of approximately  5,500 oral fluid samples 
on persons aged less than 45 years from across England and Wales showed 
a similar trend with age, from 4% in those aged 1-4 years to 26% in those 
aged 25-44 years29. Seroprevalence was higher amongst those of non-white 
ethnicity (44.1% in South Asians, 41.2% in Blacks and 33.8% in those of 
mixed race) and the risk of natural HAV infection (seropositivity in non-
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vaccinees) was independently associated with South Asian and mixed ethnic 
groups on logistical regression analysis. A smaller study based on oral-fluid 
testing of 257 children aged 7-12 years in an ethnically diverse region of 
northwest England found a similar raised seroprevalence in Indian (54.1%) 
ethnic groups and in children born outside the UK (54.1%)30. 

 
Hepatitis A infection causes hospital admissions in all age groups over the age of 
one year. In the ten years from 1997-2006 the hospital admission rate for persons 
with hepatitis A as one of their recorded diagnoses per 100,000 population was 
greatest in young adults aged 20-34 years (Fig 4). 

Fig 3. Age specific seroprevalence of hepatitis A in England and 
Wales in 199625
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Fig 4. Mean annual admission rate for hepatitis A per 100,000 
population by age group, 1997-2006
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The duration of hospital admission (as a proxy for severity of disease) 
increases with age. During the 10 years from 1997-2006 less than 25% of 
patients aged under 15 years admitted with hepatitis A as one of the recorded 
diagnoses were hospitalised for more than 2 days compared with over 60% 
for those aged 15-19 years, rising to over 90% for those aged 70 years and 
over (fig 5). 

Fig 5. Percentage of all hospital admissions which are for more 
than two days duration by age group
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A further indication of severe morbidity can be derived from liver transplant 
data. In the 10 years from 1997-2006 inclusive, the UK Transplant database 
recorded 5 liver transplants performed on patients with hepatitis A recorded as 
their primary liver disease at registration. These patients were aged 3-64 
years (median 32 years) and all were female.  
 
Hepatitis A is a very rare cause of death in England and Wales. In the 10 
years from 1996-2005 there have been 39 deaths in which hepatitis A was 
either the underlying cause of death or a contributory cause of death (Office 
for National Statistics (ONS) Mortality Statistics) (Fig 6). The majority of these 
deaths (79%) were in persons aged ≥50 years. Over a third (38%) were in 
patients with pre-existing chronic liver disease and an additional 29% were in 
patients with other chronic or serious acute medical conditions. However, it is 
important to note that in this 10 year period two children (one aged 4 and one 
aged 16 years) and one young adult (aged 20 years) with no other recorded 
medical conditions on the death certificate died of fulminant hepatic failure 
following hepatitis A infection.  
 

Fig 6. Number of deaths with hepatitis A as the final underlying cause 
by age group, England and Wales, 1996-2005 
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Hospital episode statistics recorded 17 deaths of patients with hepatitis A 
infection in the 10 years 1997-2006. The case-fatality rate for hospitalised 
patients increased considerably with age (Fig 7) 
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Fig 7. Case-fatality rate in hospitalised patients by age group, 
England and Wales, 1997-2006
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Appendix C - Laboratory testing for Hepatitis A  
 
Timely laboratory testing is essential in recognising cases of hepatitis A 
infection and enabling initiation of preventive measures for contacts of cases. 
Ideally laboratory testing for hepatitis A IgM (anti-HAV IgM) (for diagnosis of 
acute infection) and hepatitis A IgG antibody (anti-HAV IgG) (for checking 
immune status where relevant) should be available within 48-72 hours of 
receipt of a sample in the laboratory. Many laboratories use a hepatitis A total 
antibody assay instead of a pure IgG assay to check immune status. Tests 
other than antibody tests are not widely available e.g. HAV RNA PCR on 
blood and faeces.  

Diagnosis of acute hepatitis A  
 
Hepatitis A IgM testing is generally carried out by enzyme immunoassay (EIA) 
methods, often by automated analysers on serum or plasma 31. Appropriate 
samples for testing are clotted blood, or in some centres EDTA-anti-
coagulated blood.  A reactive anti-HAV IgM EIA is compatible with recent 
hepatitis A infection. However, reactive anti-HAV IgM results should be 
interpreted with care, as false positive results are common , particularly where 
there is weak reactivity or in those without clinical symptoms of acute viral 
hepatitis 32 .  
 
Testing of anti-HAV IgG at the same time as IgM is desirable as it can help 
interpretation; a high IgG level in the presence of weak IgM reactivity should 
raise doubts as to the specificity of the IgM reactivity.  
 
Interpretation of results requires clinical details, including liver function tests, 
together with information on the age of the patient (false IgM results are more 
common in the elderly, a group likely to have had hepatitis A in childhood) and 
risk factors for hepatitis A (e.g. contact with a case, foreign travel, MSM)33.  
 
Negative results should be interpreted in the light of the anti-HAV IgG result 
and the onset date of illness – a negative result less than 5 days after the 
onset of illness may not exclude hepatitis A and a repeat sample should be 
obtained.  
 
Positive IgM results consistent with recent hepatitis A should be promptly 
flagged up by the testing laboratory to the local HPU. Results of doubtful 
significance should be reported by laboratories with suitable interpretive 
comments. 
 

Testing for immunity for hepatitis A 
 
The presence of detectable anti-HAV IgG suggests immunity to hepatitis A 
from previous natural infection or from hepatitis A vaccination. A negative anti-
HAV IgG test should be interpreted with caution in vaccinated individuals, as 
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anti-HAV IgG levels conferring immunity (10 IU/ml) are not reliably detected 
by conventional laboratory assays. 
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Appendix D - Evidence base for interventions to 
prevent secondary cases of hepatitis A infection 
 

Human normal immunoglobulin 
 
The current human normal immunoglobulin (HNIG) (Subgam) issued by 
Health Protection Agency and NHS laboratories is prepared by Bio Products 
Limited (BPL) from pooled plasma from non-UK blood donors. Non-UK pooled 
plasma has been used since March 1999 due to a theoretical risk of the 
transmission of vCJD. All immunoglobulins are prepared from HIV, hepatitis B 
and hepatitis C negative donors34. The WHO second international standard 
for anti-hepatitis A immunoglobulin is 49 IU/ampoule when reconstituted in 
0.5.ml (98 IU/ml) 35. This figure is based on a level of antibody associated with 
protection in clinical studies, although none of these studies have investigated 
the minimum protective level. In 2008, the batches of Subgam available in the 
UK only contained 60.3 – 86.8 IU/ml36. Although these lower levels of 
antibody may be associated with protection, current HPA hepatitis A HNIG 
guidelines37 recommend administering a larger volume to achieve a 
prophylactic effect (500mg to those under 10 years old and 750 mg to 10 year 
olds and over). Please consult the most up-to-date version of the HPA 
Immunoglobulin Handbook (available via the HPA website at www.hpa.org.uk) 
for current recommended dosage. 
 
Efficacy of HNIG up to 14 days post-exposure  
 
The minimum level of anti-hepatitis A antibodies in immunoglobulin required to 
prevent secondary infection is unknown.  The original studies on the 
effectiveness of post-exposure administration of immunoglobulin to prevent 
secondary cases of hepatitis A were carried out in the 1940s and 1950s, when 
natural infection was common and levels of antibody in the adult population 
were likely to be high. At this time it was not possible to test the anti-HAV 
levels in the immunoglobulin used. These early efficacy studies were mainly 
carried out in outbreak settings, when the date of exposure to an index case 
was unknown. The estimated efficacies from these studies varied from 47% to 
91%, with HNIG generally being more effective at preventing icteric illness 
than non-icteric hepatitis (see Table 1). A number of factors that could not be 
assessed at the time these studies were conducted may have been 
responsible for such wide variations in measured efficacies, such as 
production factors affecting levels of antibody in immunoglobulin and pre-
existing immunity in the treated population. 
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Table 1. Efficacy of HNIG for post-exposure prophylaxis against 
Hepatitis A 
 
 
Setting Type of study Protective efficacy / 

effectiveness 
Outbreak, 
Children’s summer camp, 
USA, 1944 38 

Non-placebo controlled 
study of HNIG vs. no 
treatment 

Against jaundice 87% 
 
Against clinical hepatitis 
69%  

Outbreak, 
Children’s home,  
USA, 1945 39 

Randomised non-placebo 
controlled study of HNIG 
vs. no treatment 

Against jaundice 91% 
 
Against clinical hepatitis 
76% 

School outbreak, 
School contacts and their 
household contacts of 
preschool age, USA, 1947 40 

Retrospective cohort, 
HNIG vs no treatment 

93% 

Randomised non-placebo 
controlled study, HNIG 
0.05 ml/lb vs. no treatment

Against jaundice 86%  
 
No efficacy against non-
icteric hepatitis 

Outbreak, 
Institution for learning 
disabilities, USA, 1952 41 

Randomised non-placebo 
controlled trial, HNIG 0.01 
ml/lb vs. no treatment 

Against jaundice 80% 
 
No efficacy against non-
icteric hepatitis 

Household contacts aged 2-9 
yrs within 14 days of 
exposure Israel, 1964 42 

Randomised placebo-
controlled trial of two 
different lots of HNIG 
(1953-4 vs 1961) 

46.9% (1953-4 IG)  
87.5% (1961 IG) 

Outbreaks, 
Schools, psychiatric 
hospitals, children’s homes, 
England, 1966-68 43 

Randomised non-placebo 
controlled trial 

65.3%  

Outbreak, 
household contacts in rural 
community, USA, 1970 44 

Retrospective cohort 87%  

Outbreak, 
Household contacts seen 
either within 2 weeks or 
greater than 2 weeks since 
exposure, USA, 1983-4 45 

Observational study;  95.7 % when administered 
<2 weeks post-exposure 
(statistically significant)  
62% when administered >2 
weeks post exposure(not 
statistically significant) 

Outbreak,  
isolated Mormon community, 
USA, 1988 46 

Retrospective cohort  80%  
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The wide variation in the reported effectiveness of HNIG in post-exposure 
prophylaxis, coupled with a fall in the seroprevalence of hepatitis A in the 
donor population and the wide range of anti-HAV titres measured in different 
immunoglobulin lots47,48 has led some to doubt the adequacy of protective 
anti-HAV levels in HNIG that has anti-HAV titres below the WHO 
standard49,50. However, a recent randomised controlled trial of 
immunoglobulin versus vaccine in the prevention of secondary cases of 
hepatitis A used immunoglobulin of known potency and dosage (18.83 IU/ml, 
0.02ml/kg, C.Victor, personal communication) and its results can be used to 
estimate the effectiveness at this potency and dosage level. In this study 
17/620 (2.7%) of susceptible household contacts given HNIG within 14 days 
of exposure developed hepatitis A compared to a secondary attack rate of 
25.3% in a previous study amongst an untreated population of similar age 
structure in the same setting11 giving an estimated efficacy of  the HNIG used 
in this study of 84%. These data suggest that although current batches of 
Subgam contain anti-HAV antibody concentrations below the WHO standard, 
they are still likely to be effective at preventing the majority of secondary 
cases when administered within 14 days of exposure. 
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Efficacy of HNIG >14 days post exposure 
 
There are little data on the effectiveness of using HNIG more than 14 days 
after exposure, and the studies that do exist present conflicting results. 
 
In 1944 the first controlled study to evaluate the effectiveness of HNIG in an 
outbreak setting found that cases of clinical hepatitis continued to occur in the 
HNIG-immunised group up to 10 days post-administration, but that these 
cases were predominantly non-icteric or of short duration41.  Another study of 
HNIG administered in an outbreak setting, carried out in 1952, found a similar 
predominance of non-icteric disease in those treated with HNIG in the 2 
weeks post administration44. This has been taken as evidence that the 
administration of HNIG late in the incubation period results in attenuation 
rather than prevention of the disease, and the study from 1944 is widely cited 
to support this claim51. These studies were not designed to study the effect of 
giving HNIG late in the incubation period, the numbers of patients developing 
disease in both the treated and non-treated groups shortly after HNIG 
administration were small, and no statistical analysis was done of the 
differences between the groups. A more recent study reported a reduction in 
the secondary attack rate in patients given HNIG more than 2 weeks after 
exposure, although the reduction was not statistically significant. No evidence 
was presented on the severity of the disease in the treated and untreated 
groups and the exact time after exposure was not reported52.  
 
A number of other studies in outbreak settings also reported that cases of 
hepatitis A continue to occur up to 2 weeks post administration of HNIG and 
do not present evidence that these cases were of reduced severity47,49,53. In 
addition, a placebo-controlled study in 1974 found no reduction in the 
frequency of icteric disease in patients given immunoglobulin in the last 15 
days of the incubation period54 and a case report of a group of 83 soldiers 
who were given HNIG 2-3 weeks after a suspected point source exposure 
reported a 21.4% attack rate in the treated group, with no modification in signs 
or symptoms of disease compared with an unspecified number of patients 
who did not receive immunoglobulin55.  
 
In summary, there is no convincing evidence to suggest that HNIG given late 
in the incubation period (past 14 days exposure) prevents infection, and 
conflicting reports on whether it attenuates the severity of the disease that 
occurs. However, as administration of HNIG results in a rapid rise in anti-HAV 
levels there are theoretical grounds for assuming that it could ameliorate the 
severity of clinical disease when given up to 28 days post exposure, which 
may be of particular importance for those at particular risk of severe disease.  
 
Effectiveness of HNIG at preventing onward transmission 
 
Although the timely administration of HNIG prevents a substantial proportion 
of clinical cases of secondary hepatitis A infection, its effectiveness at 
preventing sub-clinical infection and thus interrupting onward transmission is 
less clear. A study of eight chimpanzees given pre or post-exposure HNIG 
and challenged with virulent hepatitis A found that all became infected with the 
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challenge virus and 5 of 6 shed detectable HAV in their stools between 2 and 
6 weeks post challenge56. Studies from the 1950s57 found nearly identical 
incidences of biochemically-diagnosed hepatitis in children treated with HNIG 
and untreated controls, and more recently a serological study of 108 
susceptible household contacts who received prophylactic HNIG found that 
although only 12 developed clinical disease, 64 (34%) had acquired a 
secondary infection58. However, the recent randomised controlled trial of 
HNIG versus vaccine conducted in Khazakstan found similar levels of sub-
clinical infection in those receiving vaccine and HNIG which suggests that 
both may be equally effective at preventing onward transmission 68.  
 

Hepatitis A Vaccine 
 
Four hepatitis A monovalent vaccines are currently available (Haverix, Vaqta, 
Avaxim and Epaxal), prepared from different strains of the hepatitis A virus; all 
are grown on human diploid cells (MRC5). These vaccines can be used 
interchangeably59.  
 
Immunogenicity studies using monovalent inactivated hepatitis A vaccine 
have shown that the vast majority of vaccinees develop seroprotective levels 
of neutralising antibody by 14 days post vaccination60,61. The one study which 
measured antibody levels earlier than this found that all 8 healthy volunteers 
tested had seroprotective antibody levels (>15 mIU/ml) within 12-15 days post 
vaccination62.   
 
The combined vaccine containing purified hepatitis A virus and purified 
recombinant hepatitis B surface antigen (Twinrix) may provide a slower 
immunogenic response and so is not recommended for post-exposure 
prophylaxis23. 
 
Mathematical models based on up to 12 years of follow up data predict that 
antibodies will persist for at least 25 years63. Hepatitis A vaccine induces 
immunological memory so it will provide protection far beyond the duration of 
anti-HAV antibodies64.  It is therefore not considered necessary to provide a 
booster dose after full primary immunisation65.  An anamnestic response has 
been shown to be triggered by a second dose of vaccine even when it is given 
several years after the first dose64.  
 
Efficacy of hepatitis A vaccine for post exposure prophylaxis 
 
Early indications of the effectiveness of post-exposure hepatitis A vaccine 
came from a randomised controlled trial of vaccine use during a community 
outbreak which found that no additional cases of hepatitis A occurred in 
vaccine recipients more than 18 days after vaccination66.   
 
More recently, direct evidence from randomised trials has accumulated of the 
efficacy of hepatitis A vaccine as post exposure prophylaxis.  
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A limited randomised controlled trial of vaccine versus no treatment given 
within 8 days of symptom onset in the index case to household contacts aged 
1-40 yrs showed an efficacy of vaccine in preventing infection of 82% (95% CI 
20-96%), with an efficacy of 100% (9/207 versus 0/197) in preventing clinical 
hepatitis A9. 
 
During 10 outbreaks of hepatitis A in Slovakia direct contacts of confirmed 
hepatitis A were randomly assigned to receive a dose of hepatitis A vaccine or 
HNIG67. Although no data are provided on the timing of administration of 
HNIG and hepatitis A vaccine after contact with the index case, the patients 
given HNIG received their intervention earlier, as patients in the vaccination 
group were not vaccinated until their hepatitis A serostatus had been 
determined. There were significantly fewer secondary cases amongst vaccine 
recipients (16, 0.7%) than amongst HNIG recipients (51, 1.3%) in the 45 days 
after the intervention. This was not a controlled study, and there were a 
number of biases, (only seronegative patients received hepatitis A vaccine, 
whereas no serological testing was undertaken on the HNIG group and there 
was a delay in administering hepatitis A vaccine relative to HNIG). However, 
these biases were likely to have overestimated, rather than underestimated 
the efficacy of HNIG relative to hepatitis A vaccine. 
 
In 2007 a non-inferiority randomised controlled trial (RCT) was conducted in 
Almaty, Kazakhstan to specifically address the relative efficacy of vaccine 
versus immunoglobulin in preventing laboratory-confirmed symptomatic 
hepatitis A infection when given within 14 days of exposure (day of onset of 
first symptoms in the index case)68. The potency of HNIG used was 18.83 
IU/ml of anti-HAV at a dose of 0.02ml/kg. This was substantially lower than 
the dose of anti-HAV currently used in the UK. The study enrolled 1090 
susceptible contacts aged 2-40 years (83% household contacts and 17% day-
care contacts). This study was a non-inferiority study powered to detect a 
vaccine efficacy 20% lower than the efficacy of HNIG. The study did not 
contain a placebo arm, and so it was not possible to directly measure the 
efficacy of HNIG and vaccine in preventing secondary cases. However, the 
efficacy of HNIG and vaccine can be estimated  based on the secondary 
attack rates found in untreated household contacts from a study carried out in 
the Almaty population prior to the trial (see table 1). As can be seen, the 
estimated efficacy of HNIG in this study is 5% higher than that of vaccine at 
14 days post exposure, although this was not statistically significant and the 
pre-specified criterion for non-inferiority was met. The study did not find any 
evidence of reduced efficacy of vaccine given in the second week post 
exposure compared to the first week post exposure, although the numbers 
treated in the first week was low and the study was not powered to answer 
this question.   
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Table 1. Secondary attack rates and estimated efficacy of hepatitis A 
vaccine vs. HNIG when given within 14 days of exposure, Almaty, 
Kazakhstan, 2002-5  

 
 Secondary 

attack rate 
when 

administered 
1-7 days 

post 
exposure 
(95% CIs) 

Estimated 
efficacy  
1-7 days 

post 
exposure  

 
(95% CIs) 

Secondary 
attack rate 

when 
administered

 8-14 days 
post 

exposure 
(95% CIs) 

Estimated 
efficacy  

8-14 days 
post 

exposure 
 

(95% CIs) 

Overall 
estimated 
efficacy 

 1-14 days 
post 

exposure  
 

(95% CIs) 
Hepatitis A 

vaccine 
4/79 = 5.1% 

(1.4%, 
12.5%) 

76%  
(51 - 100%) 

21/489=4.3% 
(2.7%, 6.5%) 

80%  
(68 - 91%) 

79% 
(68% - 90%) 

Immunoglobulin 2/68 = 2.9% 
(0.4%,  
10.2%) 

86%  
(66 - 100%) 

15/454=3.3%  
(1.9%, 5.4%) 

84%  
(74 - 94%) 

84% 
(75% - 94%) 

 
 
Efficacy of hepatitis A vaccine in patients > 40 years 
 
Direct evidence of the efficacy of hepatitis A vaccine in preventing secondary 
cases of hepatitis A in persons over the age of 40 is lacking. The two efficacy 
trials of hepatitis A vaccine as post-exposure prophylaxis were both 
conducted in healthy populations under the age of 40. This age cut-off was 
chosen as the majority of people over that age were not susceptible to 
hepatitis A in the population studied.  

 
Immunogenicity studies have shown that older persons have a lower and 
slower immune response to hepatitis A  vaccine. Two studies compared 
immunogenic response to vaccine in <40 year olds and ≥ 40 year olds. Both 
studies found reduced seroconversion rates 15 days post immunisation  in the 
≥ 40 year old group (seroconversion rates ( ≥ 10 mIU/ml of anti-HAV) of 77% 
in persons aged 40-62 years compared to 97% in persons aged 20-39 years 
in one study69, and seroconversion rates (≥ 20 mIU/ml) of 23% in patients 
aged 40-65 years compared to 60% in those aged 18-39 in the other70). The 
only study to look at immunogenicity rates across 10 year age bands found an 
overall tendency to slightly lower geometric mean titres with age71. All those 
aged 60 years and younger had seroprotective levels of anti-HAV (≥ 10 
mIU/ml) one month post vaccination compared to 93% in those aged over 60 
years. As the lower limit of anti-HAV required to prevent hepatitis A has not 
been established, it is not possible to estimate whether the antibody levels 
achieved in the older age groups in these studies were too low to achieve 
seroprotection. The fact that the non-inferiority RCT of vaccine versus HNIG 
carried out in Kazakhstan used immunoglobulin of low potency (18.83 IU/ml, 
0.02ml/kg, C.Victor, personal communication) and still achieved an estimated 
efficacy of 86% implies that the minimum seroprotective levels of anti-HAV 
may be lower than had previously been thought.  
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Efficacy of hepatitis A vaccine in children <2 years old 
 
In the UK, hepatitis A vaccine is not licensed for children under the age of 12 
months.  
 
There is no direct evidence of the efficacy of hepatitis A vaccine in preventing 
secondary cases of hepatitis A in children <2 years old.  
 
Several immunogenicity studies have evaluated the use of hepatitis A vaccine 
in children <12 months72,73,74,75. These studies generally show that hepatitis A 
vaccine induces seroprotective levels of anti-HAV antibodies in the majority of 
infants, although the percentage of infants achieving seroprotective levels 
after a single dose varies between studies. In a study where the first dose of a 
three-dose schedule was given at 2 months of age, 97% of infants who had 
no evidence of maternal antibodies had seroprotective anti-HAV levels (≥ 33 
mIU/ml) one month later73. In a study in which the first dose was given at 4 
months of age 85.4% achieved anti-HAV levels ≥ 10mIU/ml one month later  
74. A study in which the first dose was either given at 6, 12 or 15 months of 
age found seroprotective levels (≥ 33 mIU/ml) one month after vaccination in 
54%, 60% and 73% of infants respectively75.  
 
Hepatitis A vaccine was generally well tolerated in the infants studied. A 
number of minor adverse events such as injection site pain, unusual crying 
and fussiness were reported, but there were no serious vaccine related 
adverse events. 
 
Efficacy of hepatitis A vaccine in patients with chronic liver disease  
 
There is no direct evidence of the efficacy of hepatitis A vaccine in preventing 
secondary cases of hepatitis A in patients with underlying chronic illness. An 
immunogenicity study of hepatitis A vaccine in patients with chronic liver 
disease demonstrated a lower seroconversion rate one month post 
vaccination in susceptible persons with chronic hepatitis B (83.7% 
seroconversion rate), chronic hepatitis C (73.7%) and chronic liver disease of 
non viral aetiology (83.1%), compared with a 93% seroconversion rate in 
healthy persons. There were no data available on seroconversion rates 15 
days post vaccination76.  

 
Hepatitis A infection causes more severe disease in patients with underlying 
chronic liver disease. Of the 39 deaths in England and Wales in which 
hepatitis A was the underlying cause of death or a contributory cause of death 
in the 10 years from 1996-2005, 38% occurred in patients with pre-existing 
chronic liver disease (see section 4.1) 
 
Efficacy of hepatitis A vaccine in HIV positive and immunosuppressed 
patients 
 
Response rates to the hepatitis A vaccine are generally reduced in HIV-
infected persons compared to HIV-negative persons, and correlate with the 
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CD4 cell count at the time of immunisation77 . Rates are 50–95% overall, but 
range from 9% at CD4 counts <200 cells/mL to 95–100% at CD4 counts 
>300–500 cells/mL. Highly active antiretroviral therapy (HAART) is associated 
with improved anti-HAV antibody levels78. The duration of protection in HIV-
infected people is unknown, but may be shorter than in HIV-negative persons. 
 
There are no data on the efficacy of post exposure prophylaxis in HIV-infected 
people. Given the lack of direct data and the evidence of a lower and slower 
immune response to vaccine in this group, the British HIV Association 
(BHIVA) recommend that both HNIG and vaccine be administered as post 
exposure prophylaxis in HIV positive individuals79. Similar considerations are 
likely to apply to other people with immunosuppression.  
 
A number of studies have used three dose strategies, with the recent 
HEPAVAC study suggesting improved responses with a three dose schedule 
in the HIV positive group80. 
 
Efficacy of hepatitis A vaccine when used >14 days post-exposure 
 
There are no studies examining the efficacy of hepatitis A vaccine used >14 
days post exposure. There is weak anecdotal evidence that hepatitis A 
vaccine given >14 days post exposure may attenuate clinical illness. In one 
study three army recruits were coincidentally given hepatitis A vaccine more 
than 2 weeks after an unrecognised exposure to hepatitis A. Although the 
vaccine did not prevent infection, the vaccinated recruits required significantly 
fewer days hospitalisation and had significantly lower average maximal liver 
enzyme levels than three non-vaccinated colleagues81. 
 
Simultaneous administration of hepatitis A vaccine and HNIG 
 
Several immunogenicity studies in healthy volunteers have shown that the 
simultaneous administration of vaccine plus immunoglobulin leads to 
protective levels of antibody production82,83,84,85. However, the simultaneous 
administration of vaccine and immunoglobulin resulted in lower anti-HAV 
titres, on average, than the administration of vaccine alone, indicating that 
there is some interference of HNIG with the immune response. These studies 
have led some to conclude that protective antibody levels may persist for a 
shorter time when HNIG and vaccine are given simultaneously, which could 
necessitate the administration of a further booster dose to ensure long-lasting 
immunity82,83. However, subsequent to these studies, evidence has 
accumulated that underlying immune memory provides protection following 
hepatitis A vaccine even after loss of detectable antibody, and a WHO 
Consensus Group has recommended that this immunological memory may be 
relied upon to protect against symptomatic infection86. As the studies of the 
simultaneous administration of vaccine and HNIG demonstrated good 
anamnestic responses to subsequent doses of vaccine, immunological 
memory should be sufficient to prevent clinical disease in patients who receive 
HNIG simultaneously with the first dose of vaccine. 
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Table 2. Advantages and disadvantages of HNIG and hepatitis A vaccine 
 

HNIG 
Disadvantages Advantages 
HNIG is a blood product which carries 
theoretical risks of transmission of 
unidentified infectious agents.  
 

HNIG is quick acting, leading to peak 
antibody levels within 4 days of 
administration 

HNIG is of unclear effectiveness at 
preventing sub-clinical infection and 
may not interrupt onward 
transmission.  
 

If HNIG prevents clinical disease, but 
not subclinical infection, it may allow 
natural immunity to develop in some 
recipients (so called active-passive 
immunity) 

Availability of HNIG with known 
potency levels is limited, and supplies 
have to be issued on a named patient 
basis by the HPA or certain NHS 
laboratories 

 

Passive immunity acquired following 
HNIG is short-lived, lasting about 4 
months. Those at ongoing risk of 
hepatitis A infection will require 
additional active immunisation with 
hepatitis A vaccine 

 

 
 

Hepatitis A Vaccine 
Disadvantages Advantages 
Vaccine takes longer to achieve 
protective antibody levels; the exact 
time taken is unknown 

Vaccine achieves longer lasting 
immunity: with a second dose at  6-12  
months it gives long term protection 

 Vaccine is more effective at 
interrupting outbreaks in which 
multiple exposures may occur over a 
long time period 

 Hepatitis A vaccine is widely available 
and so can usually be administered 
rapidly. 
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Appendix E - Table of Quality of Evidence for Recommendations 
 
Strongly recommended on the basis of >2 consistent, well-conceived, well-
executed studies with control groups or longitudinal measurements. 
 
Recommended on the basis of >1 well-conceived, well executed, controlled, 
or time-series study; or >3 studies with more limited execution. 
 
Indicated on the basis of previous scientific observation, and theoretic 
rationale, but case controlled or prospective studies do not exist. 
 
 
Recommendation  Level of Evidence 
Susceptible close contacts to be 
offered Hepatitis A vaccine for post 
exposure prophylaxis up to 14 days 
post exposure 

Recommended 

HNIG as well as Hepatitis A vaccine 
to be offered for contacts over 50 or 
with chronic liver disease as post 
exposure prophylaxis up to 14 days 
post exposure  

Indicated 

Susceptible close contacts to be 
offered HNIG and Hepatitis A vaccine 
post exposure prophylaxis up to 28 
days after exposure if they have 
chronic liver disease  

Indicated 

Hepatitis A vaccine for close contacts 
to prevent tertiary cases (i.e. pre-
exposure prophylaxis) 

Strongly recommended 

Hepatitis A vaccine as post exposure 
prophylaxis under two years 

Indicated 

Index case should not prepare food 
for 14 days after onset and if 
necessary exclusion from work 

Indicated 

Susceptible close contacts who are 
food handlers not given post 
exposure prophylaxis within 14 days 
should be regarded as potential 
secondary cases and appropriate risk 
assessment undertaken.  As far as 
practicable, food handling should be 
discouraged for up to 40 days after 
onset of illness in index case unless 
immunity demonstrable by serology 

Indicated 

Hepatitis A vaccine as post exposure 
prophylaxis up to 14 days after onset 
of illness in index case in breast 
feeding and pregnant women 

Indicated 
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