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Hepatitis A

• Epidemic jaundice attributed to	
Hippocrates

• Differentiated from	hepatitis B	in	1940s
• Serologic tests developed in	1970s
• Vaccines licensed in	1995	and	1996
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Hepatitis A	Virus

• Picornavirus	(RNA)
• Humans are	only
natural host

• Stable at low pH
• Inactivatedby	
temperature	of	
185°F	or	higher,	
formalin,	chlorine
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Hepatitis A	Pathogenesis

• Entry	into mouth
• Viral replication in	the	liver
• Virus	present in	blood and	feces 10-12	
days after infection

• Virus	excretionmay continue	for	up	to	3	
weeks	after onset of	symptoms
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Hepatitis A	Pathogenesis
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Hepatitis A	Clinical Features

• Incubation period 28	days (range 15-50	
days)

• Illness not specific for	hepatitis A
• Likelihood of	symptomatic illness directly
related to	age

• Children generally asymptomatic,	adults
symptomatic
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Case	Definition

acute	illness with	a	discrete	onset of	any sign or	symptom consistent
with	acute	viral hepatitis
• fever
• headache
• malaise
• anorexia
• nausea
• vomiting
• diarrhea
• abdominal pain
and	either
• Jaundice
• elevated serum alanine	aminotransferase (ALT)	or	aspartate

aminotransferase (AST)	levels
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Jaundice
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Complications

• autoimmune	hepatitis
• subfulminant hepatitis
• fulminant hepatitis

case-fatality rate	among persons of	all
ages was approximately 0.3%	but may
have been higher among older persons
(approximately 2%	among persons 40	
years of	age and	older)	
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Laboratory Diagnosis

• Serologic testing
(IgM anti-HAV)

• PCR	on	stools
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Hepatitis A	Epidemiology

• Reservoir
– human

• Transmission
– fecal-oral

• Temporal pattern	
– none

• Communicability
– 2	weeks	before illness to	1	week	after onset
of	jaundice



SC
U
O
LA

D
I
M

ED
IC

IN
A

CO
R
SO

D
I
IG

IE
N
E

Hepatitis A:	source	of	infection



SC
U
O
LA

D
I
M

ED
IC

IN
A

CO
R
SO

D
I
IG

IE
N
E
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Hepatitis A:	source	of	infection
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Groups at increased risk
for	hepatitis A	

• international travelers
• contacts of	recent international adoptees
from	HAV	endemic countries

• men	who have sex	with	men
• users of	illegal drugs
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Hepatitis A	— United States,	1966-
2011
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Hepatitis A	— Europe	2013-14
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Hepatitis A	Vaccines

• Inactivated whole-virus	vaccines
• formulations
– pediatric formulations approvedfor	persons
12	months through 18	years

– adult formulations approved for	persons 19	
years and	older
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Hepatitis A	Vaccine	Immunogenicity
and	efficacy

• Adults
– more	than 95%	seropositive after one dose
– nearly 100%	seropositive after two doses

• Children and	Adolescents
– more	than 97%	seropositive after one
– 100%	seropositiveafter 2	doses (in	clinical
trials)

• Efficacy among adults and	children
arounded 94-100%
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ACIP	Recommendation for	Routine	
Hepatitis A	Vaccination of	Children

• All children should receive hepatitis A	
vaccine	at 12	through 23	months of	age

• Vaccination should be	integrated into the	
routine	childhood vaccination schedule

• Children who are	not vaccinated by	2	
years of	age can	be	vaccinated at
subsequent visits
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ACIP	Recommendation for	Routine	
Hepatitis A	Vaccination of	Children

• States,	counties,	and	communitieswith	existing
hepatitisA	vaccinationprograms for	children 2	
through 18	years of	age should maintain these
programs

• New	efforts focused on	routine	vaccinationof	
children 12	months of	age should enhance,	not
replace ongoing vaccinationprograms for	older
children

• In	areas with	without an	existing hepatitisA	
vaccinationprogram catch-up	vaccinationof	
unvaccinatedchildren2	through 18	years of	age
can	be	considered
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EU/EEA	countries recommending hepatitis A	virus	
vaccination to	groups defined by	the	WHO	as at high	risk
for	exposure or	at risk of	serious clinical outcome,	 2013
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Twinrix

• Combination	hepatitis A	vaccine	
(pediatric dose)	and	hepatitis B	(adult
dose)

• Schedules
– 0,	1,	6	months,	or
– 0,	7,	21to	30	days and	a	booster	dose	12	
months after first	dose

• Approved for	persons 18	years of	age
and	older
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Hepatitis A	Serologic Testing

• Prevaccination
– not indicatedfor	children
– may be	consideredfor	some	adults and	
older adolescent

• Postvaccination
– not indicated
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Hepatitis A	Vaccine	Contraindications
and	Precautions

• Severe	allergic reaction to	a	vaccine	
component	or	following a	prior dose

• Moderate	or	severe	acute	illness
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Hepatitis A	Vaccine	Adverse
Reactions

• Local	reaction
– 20%-50%

• Systemic reactions (malaise,	fatigue)	
– <10%

• No	serious adverse reactions reported
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Postexposure Prophylaxis

• Hepatitis A	vaccinemay be	used for	
postexposure prophylaxis in	healthy
persons 12	months through 40	years of	
age

• Immune	globulin is preferred for	persons
older than 40	years of	age,	children
younger than 12	months of	age,	
immunocompromised persons,	and	
persons with	chronic liver disease.
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Post	marketing	evaluation of	
Hepatitis A	UVM:	the	Apulian case

Hepatitis A	vaccine	coverage in	Puglia.	Routine	data,	1998–2007
Martinelli	D	et	al,	Vaccine	2010
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Post	marketing	evaluation of	
Hepatitis A	UVM:	the	Apulian case

Hepatitis A	incidence rate	in	Puglia,	1989–2008

Martinelli	D	et	al,	Vaccine	2010
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Post	marketing	evaluation of	
Hepatitis A	UVM:	the	Apulian case

Average age at infection of	Hepatitis A	cases in	Puglia,	1996–2008

Martinelli	D	et	al,	Vaccine	2010
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