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1. INTRODUCTION

A consultation on hepatitis B as a sexually transmitted disease (STD)-
was convened by the World Health Organization’s Micrebiology and Immunclegy
Suppert Services, and the Sexually Transmitted Diseases Programme, from
28-30 November 1990, in Ceneva, Switzerland, A total of 1l participants from B
countries participated, includling experts in public health, epldemxology,
virology and biomedical aspects of hepatitis B virus and other 3TD.

Hepatitis B iz one of the major diseases of mankind, with severe
congequences in terms of morbidity, mortality, and economic impact. Lomg term
control of this disease is now feasible with a safe and effective wvaccine, and
issues related to its control should now be seriously considered by public
health authorities. . Hepatitis B virus (HBV) infection is the first
vaccine-preventable sexually transmitted Infection (STI), and serves as a modal
for uze of vacecines in future 5TD preventlen programmes,

It has been known since the early 1970's that hepatitis B is an
important sexually transmitted disease. In some countries in North America,
Latin America, and Furope, sexual transmission is the major I1dentified mode of
HBV transmission. The role of sexual transmissien in areas of higher HBV
prevalence has been less well studied, but sexual transmission plays a
significant role in adult transmission in those areas as well,

Despite the fact that the epidemiclogy of hepatitis B ag an STD has
been studied for many years, health departments, S5TD clinics and medieal
practitioners have often not included this disease and its prevention as one of
their responsibilities. HBV vaccine has been available since 1982 and
recommendations for its use in STD settings have been made since that time, but
little vaceine has been used for this purpese.

The Consultation had the following objectives:

(1Y Review the current state of knowledge about sexual transmission of
HBV;
(2) Develop a consensus statement on guidelines for prevention of sexual

transmission of HEV;

(33 Identify needs and oppertunities for research on the epidemiology and
prevention of sexual transmission of HBV,

2. CONSENSUS STATEMENT
2.1 Epidemiology

Numerous studies from many parts of the world have documented :
hepatitis B virus (HBV) infection as an important sexually transmitted dizease
in both developad and less developed countrias. In HEV prevalence studies,
groups such as homosexual males, prostitutes (both male and female), and gexual
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contacts of HBV carriers and acute HBV cases have invariably been shown to be
at highly alevated risk of infection. In developed countriesz, heterosexual
attendees of 5TD clinics and persons with mulciple sex partners or with a
higtory of previous STD have also been at somewhat elevated risk,

In developed countries, the importance of sexual HBV transmission may be
variable, 1In the United States, sexual contact is the most important mode of
dlsease transmissien, accounting for over 35% of all infections and 50% of
cuses with identified risk faetors; in recent years, heterosexual transmission
has increased in importance while homosexual transmission has decreased. These
data, combined with the relatively high incidence of acute hepatitis B (10
cases/100.000/year) and chronic liver diseases (estimated 3000 deaths/year) due
to adult infection have stimulated interest in aggressive disease control
programees. In Northern Europe, discase incidence is lower and the importance
of heterogexual disease transmission is less well defined; thus, prevention of
sexually transmitted HBV infection has been given lower priexity. In Southern
Eurepean countries such as Greece and Italy, HBV prevalence i3 decreasing due
to diminished horizontal transmission among children; in these areas, adult
infection is becoming more prominent and heterosexual contact accounts for a
substantial propertion of acute hepatitis B cases in adults,

In developing countries, sexual transmission alse has variable
importance. In Southern Asia, 40-60% of adults are susceptrible to
HBV infection, and half of these acquire infection in adulthood, many likely
due to sexual contact. Prostitutes are at high risk of infection, and where
sex with prostitutes Is the major source of transmission of SID, this may
account for a high proportion of adult HBV infeetions. 1In developing
countries, fewer adults are susceptible to HBV infection, although these that
ara, are highly likaly to be exposed to HBY carriers. Finally, in the Middle
Eagt, where STD may be less common, sexual transmission of HBV infeetion
appears to be relatively unimportant. In contrast, travellers and military
personnel from developed countries are at high risk of HBV infection if they
have sexual contact with the local population while visiting less developed
countries endemie for HBV infection.

The impertance of a core group of highly sexually active persons in
maintaining sexual transmission of HBV, as oceurs with some other STD, has not
been well defined. Prostitutes may play such a role in HBV transmission in
Asia, and mathematical medelling suggests that such persons may be ilwportant in
transmission among heterosexuals, but less important ameng homosexuval men, in
developed countries. Efforts which successfully target the first two ELOUpS
therefore may have been disporportionate impact in disease control programmes.

2.2 Congequences of HRV Infection in Adults

While the acute consequences of HBV Infection in adults are well
defined, and ineclude ¢linical hepatitis in 25-33% and fulminant hepatitis in
1-2 per 1000 infections, the long-term outcomes have been less well quantitated
or communicated to the medical community and public. Prospective studies
indicate that 6-7% of Infacted homosexual men without HIV infection, and 0-10%
{mean 7%) of other adults (such as Alaskan natives and blood-transmitted casag)
become HBV carriers. Prospective studies indicate that such persons have
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15-40 fold increased risk of developing chrenic liver disease and primary liver

cancer, and estimates from the United States indicate that between 3 and 157 of

such persons may eventually die due to these causes. The risk of developing

HBV carriape following heterosexual dizease acquisition has not been well

defined and is worthy of study.

Prior HIV infection has several effects that might inorarea vigk of
sexual transmission of HBV infection. HBV infection in HIV-infected persons is
more likely to lead to chronic HBV carriage and to higher sustained infectivity
to others, although it also results in less active liver disease. HIV
infection may also promote reactivation of latent HBV infection, and causes
poorer response to hepatitis B vaccine.

2.3 Frevantion and Control

Prevention of sexually transmitted HBV infection haz been inhibited by
inadequate education of the public, of physicians, and of STD specialists that
HBY is an STD of importance comparable to or higher than syphilis in both
developed and less developed countries. Programmes to educate these groups
about the epidemieclogy and consequences of HBV infection must be of highest
priority for all such groups, as should be the incorporation of HBV-specific
prevention and control measures into all aspects of standard STD prevention
guidelines.

The efficaecy of postexposure prophylaxis for sexual contzcts of both
acute HBV cases and chroniec HBV carriers has been well demonstrated; HB
vacecine or HBIG alone appear to have about 70-80% effectiveness in preventing
¢linical hepatitis if given within two weeks of exposure, while combined HB
vaccine and HBIG treatment may improve protection te 85-90%.

Recent unpublished research with mathematical modeling suggests that
vaccination of a subset of heterosexuals with many sexual partners may have a

substantial impact in preventing heterosexual transmission. Identification and
access to such individuals, and compliance with the standard six meonths
vacelnation regimen may be difficulc in many settings. On the other hand,
access to core groups of high frequency sexual transmitters of HBV may be
feasible in other settings - e.g. where health care programmes have been
organized for prostitutes and homosexual men.

2.3.1. Pre-sxposure prophylaxis

HB vaccine became available in 1982, and recommendations for its use
have been issued by public health groups in many c¢ountriesz. Thase
recommendations note the difference in the epidemiology of HBV infection in
areas of different HEV prevalence, and strategies for control vary
accordingly. Routine infant immunizatlion with HR vaccine as a part of the .
Expanded Programme on Immunization (EPIL) is recommended for countries with high
or intermediate levels of HBV endemicity (HEV carrier prevalence of 2% or
greater), while immunization of "high risk" groups and post exposure
prophylaxis is recommendad for countries of lower endemicity. These "high
risk" groups invariably include homesexually active males, prostitutes, and
sexual partners of HBV carriers. Some countries alse recommend HE lmmunization
of heterosexusls with multiple partners and those attending STD elinies.
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The need for targetted immunization to prevent sexually transmitted
infection in countries with moderate to high HBV endemlcity should be
considered only after implementation of universal vaccination of infants. Such
countries will need to examine the importance of horizental transmission among
young children and patterns of transmissionm among adults in making such
decisions. Where possible, decisions for programmes should take into
consideratien the relative cost-effectiveness of various approaches; recently a
number of investigators have developed models which may be helpful. If
prevention programmes are to be initiated, both targetted vaccination and
universal vaceination of adolescents or young adults should be consldered.
Targetted programmes (e.g. to prostitutes) may be more cost-effective if the
target group(s) accounts for a high propertion of cases and if most of this
population can be effectively reached with the full vaecine series. Mass
vaccination may be preferable if multiple risk groups exist and if some (or
all) of these cannot be effectively reached by the programme.

In developed countries the vaccination of high risk groups including
intravenous drug users, homosexual men, and these who acquire diszease by
heterosexual contact has been recommended since vaccine licensure but has had
little or no impact on disease incidence in these groups or in the countries as
a whole. Major impediments have included high cost of vaccine, failure to
obtain resources to sustain programmes, difficulty in identifying and reaching
membars of these populations while still susceptible, poor compllance in
seeking vaccination and in completing the recommended series in highest risk
groups, and difficulties in targetting the highest rick heterosexual .
populations, Modification of the vaccination schedule - to give the final dose
two months rather than six months after the first dose - should be considered
in STD clinic settings to improve compliance with minimal decreases in
seroconversion rates. In addition, development of single dose vaccines would
facilitate programmes to prevent HBV infection in adults.

Alternatives to targetted immunization in these areas inelude routine
immunization of infants as part of childhood vaccination programmes, and
routine vaccination of adolescents prior to initiation of sexual activity.
Routine immunization of infants, in combilnation with other childhood vacelnes,
has the advantage of assuring vaccine delivery to a high proporticn of the
population, but will not appreciably impact on adult disease burden for two
decades. Furthermore, depending on the duration of protection by vaccine, one
or more booster doses may be necessary later in adolescence or adulthood.
Development of multiantigen vaccines (e.g. DIP + HBV) would assure easy
implementation of such programmes.

Immunization of all children in early adolescence, before they have
begun regular sexual activity, could result in dramatic decreases in sexually
transmitted HBV infection within one decade, but may be more difficult to
implement successfully than infant immunization programmes. Multiantigen
vaceines would be of limited importance in this situationm,

Decizions regarding vaccipation strategies should take into
consideration the relative cost-effectiveness of these various approaches; the
increasing interest and development of model analyses for HEV prevention should
facilitate such analyses. Epidemiologlc data regarding the relative risks of
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sexual HBV transmission, and the incidence, disease burden and relative
importance of sexual transmisslon among adults are eritical for such analyses;
where these data are not available, epidemiologic studies should be initiated
to generate them.

3. RECOMMENDATIONS

The consultation made the following recommendations, mindful of the
low level of awareness of members of the health care services and the general
public of the sexual transmission of HBV infection.

3.1 Prevention Strategies
3.1.1 Risk-behavisur reduction

(a) The importance of HBEV as a sexually transmitted infection should be
clearly stated by WHO and natiomal health autherities and included in
health education programmes for general publie and for special target
groups such as male and female sex workers (prostitutes), homwsexual
and bisexual men, injeecting drug users, and health care workers
according te lecal cirewmstances. HBV preventicn should be
coordinated with AIDS/STD health education programmes.

(b) Informed counselling should be available to patients found to have
acute or chroniec UBV infection to allay anxiety, promote personal
health and reduce the risk of further transmission ef infection, by
promoting safer sexual practices including condom use. Contacts of
cases should be sought, counselled and offered seraening and
immunization as appropriate (see below).

{e) The risk behaviour reduction strategies remain important bacause,
directed as they are to sexually active groups, benefit may be
obtained rapidly. They are the only methods available to contyol
infection among those who are already infected, these for whom vaccine
is not availahle and those who are non-compliant or unresponsive to
vaceination.

3.1.2 Immunizatio clicjes

3.1.2.1. Policies in aress of high and intexmediate endgmieity

The consultation endorsed the WHO policy of including HBV immunizatien
into the EPI for all infants in countries of high and intermedlate endemicity
(>2% pravalence of HBV carriers), but made the following further
recommendations in order te achieve earlier control of adult, sexually
transmitted HBV infection.

(&) Infant immunization programmes will have little impact on sexual
tranemizsion for several decades. In areas where resources permit,
and sexual transmission between adults 1ls common, consideration may be
given to the additional benefit of routine immunization in early
adolescence until the first immunized infant cohort reaches
adolescence.
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(b Even in areas of Intermediate or high endemicity, appreciable amounts
of gexually transmitted HBV infection may cccur in particular groups
such as gex workers (both male and female) and homogexual and bisexual
males. These groups may be frequent transmitters of infection to
others. Under these circumstances targetted immunization programmes
should be ¢onsidered subject to sccessibility and compliance «f thesa
groups.

Policies in areas of low epndemicity

In areas of low endemicity, targetted immunization policies have been
recommended by WHO and others but have rarely been implemented. There is
little evidence that these have been effective in controlling sexually
transmitted infection. The feollowing recommendations are made:

(&) In low endemicity areas, HBV is predominantly transmitted during
adulthood. Therefore, when there is evidence that the disease burden
1s sufficient te warrant immunization of infants to prevent adult
infection, an optimal strategy would be to implement routine
adolescent immunization in comjunction with infant immunization until
the first cohort of infants immunized reaches adolescence. Where
routine immunization of infants is not yet feasible, routine
immunizatien ¢f young adolescents still is recommended.

FProgrammes should be strengthened to target high risk groups,
ilmportant for sexusl transmission, whose members can be identified and
who are likely to be compliant., TUnder these circumstances it is
partieularly relevant to consider immunization schedules which may
optimlze compliance,

OQptimum patient care

Realizing that resources for testing and counselling vary greatly
throughout the world, the conzultation also made recommendations for management
of individual patients and their partners, under optimal circumstances.

{a) National authorities should maintain an adequate system of disease
surveillance, provide aceess to health care for actual or suspected cases of
HBV infection and make provision for counselling HBV patients and their
contacts.

{b) Medical providers should be trained to assess thelr patients risk of
infeetion with HBV and other STD, and these at high risk of HBV infection
should be offered vaccination. Those at high risk include homosexual and
bisexual males, sex workers and injecting drug users. Other high-risk groups
may include heterosexuals with multiple partners, patients attending

STD clinies, high risk adelescents, and certain travellers to endemic areas.

(c) Sexual partners of acute HBV cases should be notified and immunizarien
with HBV vaccine recommended. Although HBV-immune globulin is very expensive,
some additional benefit may be obtained from its use in addition te vaeeine,
The appropriateness of determining the immune status of the contact will depend
upon ceversl factors ineluding the need to aveld delay, the relative cost of
testing and vaccinatjon, the probability of prior infection, and the
degirability of eounselling partners om their infection status.
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{d) Vaccine should be given to the susceptible sexual partners and members
of houscholds of chronic carriers., Such contaects have a high prevalence of

UBV markers and therefore pre-vaccination screening for susceptibility may be
cost-effectrive,

4. RECOMMENDATTONS FOR RESEARCH IN THE AREA OF HEPATITIS £ AS A SEXUALLY
TRANSMITTED DISEASE

4.1 Nat history and nsmiss

(a) Better define the chronic disease burden associated with adult
infections through further studies on the natural histery of HBV infection.
Studies are needed to determine the proportion of chronic infections that
result from both clinical and subclinical acute infections. Such studies
should also include whether the outcome of infection is affected by the
presence of low levels of anti-HBs resulting from postexposure
immunoprophylaxis,

{b) Further studies are needed to elucidate the role of different sewual
practices in the transmission of HBV between heterosexuals, and to determine
the risk of infection per single heterosexual encounter as & function of
duration of infeection and relative infectivicty.

() Focus on data resulting from ongoing {current) studies that measure
duration of immunity after infant, childhood or adelescent immunizacion to
determine if boostar doses will be required to protect against infection when a
person reaches sexually active age.

4.2 Epidemiology

(&) Determine the burden of disease associated with sexual transmission of
HBY in relation to other modes of transmission in differenmt populations so that
priorities can be set for vaccination strategies.

(b Determine the most cost-effective approach to establishing adequate
surveillance systems in different populations that will detect changes in
epidemiologic trends as a way of evaluating intervention strategies as ,
implemented. Such systems might be based on population-based serologic surveys
and/or on surveillance for acute cases of disease.

() Establish surveillance programmes to determine the amount of chronic
liver disease due to HBV infection in different populations.

4.3 Opexational issueg

{a) Determine the lavel of knowledge of health care providers and the
target populations concerning risk of sexual transmizsion and means of
prevention,.
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(b) Design and ilmplement demonstration "targetted immunization programmes"
that will include evaluation of complianece, coverage and cost. Include in
these programmes studies of altermate schedules that might influence compliance
in different populations (adults versus children) and social marketing
techniques that use incentives to sell "products” of high social value.

{e) Any vaceination programme should inelude the design and implementation
of evaluation methodologies to assess the process and outcome of vaccinarion
programmes. These should include use of surveillance and case-control
methedologies to assess outcome.

4.4 Co§g~effe;tivene§5

Studies will be needed to determine the cost of acute and chrenic
infection as well as the cost of alternative vaccination strategies in
different populations.

More complete evaluation of the cost-effactiveness of various post
eXposure immunoprophylaxis strategies is also needed.
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