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The Asian Hobies Expert Bureau [AREB], esteblished in 200, & an infoemal nebaark of mbles apests from nine counlries:
Bangladeszh, China, India, Indonesia, Pakisten. he Philippines, S Lanka, Thadand, and Wet Nam. The netwod: sedks to ciminats

humean deaths from mabees in Asie.

Many members of the ARER were parficipants of the WHO-Gates Consulintion Meeting hekd al Anaeoy, in Francs, e 7% Ootober 2009

o 9% [ehober 2ULH

i &m & membar of the ARER and participated in the meeting held at Manila in the Phillppines from 2 November 200% o 132
PFovernber 00, There was a lod of discussion on the WHO Expert ConsaliaSon meeting's Dt ropoet aviahle with us at that fimae. Tha
ARER's poslton In this matter [Drefted sfier (Gl comaultation with all particlpants] §s balng presented in this repar.

General Comments

AREB members suggest thal the overall strategic
intent of reviewing the current WHO guidelines be
clearly stated as well as the rules for adoption of new
recommendations and validation of results from new
shiiclies.

New vaccination regimens for post-exposure
prophylaxis (PEP)

[t would be useful to ensure that the same process
for the validation of results from new studies is
consistently followed for the approval of new
vaccination regimens, so that the deciston of whether
or not to approve a schedule is made in a consistent
MIANRET,

AREB members emphasize the need for clear,
simplified post-exposure prophylaxis {FEP] protocols
- ideally no more than two intramuscular (IM) and
two intradermal (1D) regimens. Adding new PEP
regimens increases the complexdty of treatrnent, even
though it can also be considered as improving its
flexibility for the adaptation of PEP to various
situations. More precise indications on the “gold
standard” of WHO recommendations for PEP are
required, as well as a flow chart with a decision-
making tree, in order to help determine the most
reliable PEF for different circumstances.

Strategies for rabies control

Concerning strategles for rabies control and
elimination, AREB members expect the final
ouidelines to include comprehensive recommenda-
tions on best options, [t is the responsibility of national
authoritles to make their own decisions according
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to the available resources and their national strategies
and health priorities. Strong recommendations from
WHO on the best rabies control strategies
{independent of considerations of cost) are necessany
in order to obtain financial support from national
and intemational funding agencies for rabies control
strategy implerentation.

Commenis Concerning Specific ltems

Agenda Itemm 2.1.1: Shorten Essen 4 doses
instead of 5

In healthy exposed persons who receive
wound care, RIG and WHO pre-qualified
rabies vaccines a PEP regimen consisting of
4 doses of wvaccine administered
intramuscularly on days 0, 3, 7 and 14 can
be used. In case of others the use of the 5
dose “Essen” regimen on days 0, 3, 7, 14
and 28 shall continue. In addition enhanced
surveillance for human cases should be
strongly encouraged

AREE commenis

® AHEE members mentioned that an [M PEP
protocol with four doses and only 3 visits (Zagreb
regimen}, has already been recommended by
WHO and has been extensively used with success
in several rabies endemic countries.

It was underlined that the abbreviated Eszen
protocol should only apply to “healthy” subjects
exposed to rabies, The term “healthy” should be
better defined: does it mean “with a healthy
immune systern”™? In Asia, in most exposed
populations, many people may consider
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themnselves as healthy, while their immune system
may be compromised further to malnutrifion, HIV
infection, or ongoing anti-malarla treatment.
Since PEP is always administered in emergency
situations, it is difficult to quickly define the
immune status of the patient

® Conseguently, ARER members would like to
propose a slighthy modifled wording:
® The shortened d-dose Essen regimen is an

altemative to the standard 5-dose Fssen regimen,
when and only when the state of health of the
patient & such that it allows for an appropriate
immune response, wound care s executed
according to WHO recommendations, rables
immunoglobulin with documented efficacy and
quality is used, and the immunization Is
conducted using a WHO-approved rabies
vaccine.

Agenda item 2.1.2: The one-weeck PEP
regimen (“4-4-47)

This WHO Consultation acknowledged “4-
4-1" regimen promising results. The
Consultation decided to consider endorsing
this regimen as an alternative to the 2 site
TRC providing another “4-4-4" study
fulfilling WHO criteria® (*see below)
conducted in a different country confirms
these results,

Additional agenda item: Additional recommengdation
for pew studies

*The consultation recommends that new vaccines,
blologicals, vaccination schedules or methods
presented for WHO approveal should have undersone
at least one independent, statistically sound study
showing safety and immunogenicity, carmried out
under GCP conditions and published in a peer-
reviewred journal.

AREB comments

® According to the note (* - Additional agenda
item: Additional recommendation for new
studies), it is not quite clear whether a single
independant, statistically sound study showing
safety and Immunogenicity, carried out under
GCF conditions and published in o peerveviewsd
feurnal is enough, or a second independent study
B necessary.

AREB members recognize the value of a d-site
one-week PEP regimen requiring only three visits
to the rabies prevention center. Reducing the
number of clinic visits would not only reduce costs
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for the patient but may also help increase patient
compliance with complete PEP

AREE members look forward fo reviewing the
results of the confirmatory study, which Is
scheduled to be conducted in Pakistan, before
this new PEP regimen Is recommended.

Agenda item 2.1.3: Providing PEP booster
in one day using 4 site ID:

The consultation takes note of the
accumulated evidence and recommends the
use of this single visit four-site intradermal
booster regimen as an alternative o the
previously recommended two visits one-site
I} or IM regimen, :

AREB comments

® This PEP booster protoeol (one day, four sites)
bias been used for 10 vears in Thailand. It was
first published by Prof. Terapong Tantawichien
four years ago; the study included over 5,000
patients who had one year follow-up. Aceording
to Prof. Thiravat Hemachudha, even one 2-site
booster vaccination was shown to be enough o
preduce an anamnestic Immune response.
Mevertheless, four injections are preferable in
order to guaraniee an appropriate boosting effect.

AREE members from India noted that, in India,
they follow the WHO recommended protocol
(two visits, on Day 0 and Day 3) for booster
vaccination, and feel comfortable with this
protocol.

It was noted that no consensus was obtained
within AREE on which protocol weuld be
preferable,

Agenda item 2.1.4: the 4 site intradermal
PEP regimen

This WHO Consultation considers the 4-site
regimen consisting of 4 ID 0.1 m! injections
using a whole vial divided between the deltoid
on day 0, two 0.1 ml doses ID over the
deltoids on day 7 and one 0.1 ml dose ID
over the deltoid on day 28 suitable for use
with any WHO prequalified rabies vaccine.
The consultation recommends deleting the
8-site regimen from the list of WHO approved
ID regimen.

AREB comments

® AREB members mentioned that several points
with respect to this new PEP reglmen have to be
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clarified, and gueried especially under what
evidence this new protocol was recommended.

® [t is not clear why the B-site regimen should be
"deleted”, Does it mean that this regimen was
not zafe and efficacious? Or that s should be

replaced by a simpler and more economic
regimen?

@ It was also noted that this new recommended
regimen dramatically differs from the schedule
that was [nitially studied and published, which
also included one 0.1 mL dose at day 90.

® AREB members wonder whether an additional
study was published or a different rule was
applied for the ‘one-week’ FEP regimen (2.1.2))
and the d-site PEP regimen.

Agenda item 2.2 Duration of immunity after
vaccination:

This consultation recommends that routine
booster doses of rabies vaccine are not
reguired for individuals that have received a
primary series of PreP or PEP with a WHO
fecommended vaccine, Persons who have
received either PreP or PEP as a primary
series should receive the recommended
booster vaccine injections in the event that
they are subsequently re-exposed to a rabid
animal. Individuals whose occupation puts
them at constant risk of inadvertant exposure
to live rabies virus (ie persons working in
rabies diagnostic laboratories or rabies
vaccine manufacturing facilities) should
continue to have their serological titer
maonitored and receive one routine booster if
their titer falls below 0.5 IU/'mL.

ARER comments

® AREB mermnbers agreed that the evidence showed
that post-vaccination iImmunity & long-lasting.

® AREE members wondered whether a patient
exposed to rabies, who recently received a
complete series of PrEP or PEP should receive
additional booster vaccination. In Sri Lanka, a
booster dose Is administered when exposure to
a rabld animal occurs more than slx months after
completion of the rabies vaccination course.

@ i was, however, sungested that if there will be a
‘cut-off’ the decision should be based on common
sense and sevological anahysis should be performed.
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® AREE members agreed that a recommendation
should be given regarding the lenath of interval
after completion of vaccination for which a
booster dose is necessary in case of rabies
EXposure,

® AREE members wondered whether a hooster
was sufficient if the patient had previously
received an incomplete PEP (stopped because
the biting dog was found to be healthy) - eg.,
only 2-2-2 1D deses on days DO, D3, D7, while
the updated 2-site TCR regimen requires an
additional ID} vaccination on day 28.

Agenda item 2.3: do we need to state a
vaccine potency by intradermal dose:

Considering that (a) there are no
international controls over what vaccine a
country or agency may import only a list of
WHO pre-qualified rabies vaccine for
consideration (b) the problem may arise
when a regulatory authority registers a
vaccine even if not all requirements have
been met (c) if the minimum potency
requirement were to increase as an intended
safety measure, there is no gnarantee that
the producers and/or Natienal Control/
Regulatory Authorities would systematically
comply the consultation stated that current
data do not support indication of a specific
potency for ID use for vaccines with a potency
of at least 2.5 TU per intramuscular dose
which have been satisfactorily assessed for
thelr innocuity, immunogenicity and/or safety
in well-designed Intradermal PreP and PEP
clinical trials. New vaccines should be
similarly assessed in clinical trials using a
minimum potency of 2.5 IU per IM dose.

In addition the consultation recommended
the following:

® I a couniry decides to register a new
rabies vaccine whether locally produced
or imported for intradermal PEP usage,
the National Regulatory Authority should
ensure that adequate tests and
satisfactory clinical trials (safety,
immunogenicity, and safety studies) have
been performed and that their national
requirements have been met.

The WHO group in charge of strengthening
the capacity of national regulatory systems
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and DCVRN** has been
advice

aed for their

*Currenthy, rabies vaccines are veconstituted in
volumes of 0.5 ml or 1.0 mlL

[[**DCVRN is the Developing Countries Vaccine
Begulatar's Metwork — MNote added by AREB]]

AREB comments

® The text in brackets : (safety, immuno-
genicity, and safety siudies) should read
(safety, iImmunogenicity, and efficacy
studies)

AREB mernbers agreed that recommendations
concemning this item need to be clarified. They
reiterate their concern that the [D dose should
be pharmaceutically defined by its potency
(antigen load, I} and not by volume, in order
to define, as for any othervaccine, the minimum
quantity of antigen to be injected into the patient
to induce an adequate immune response,

Although there may not currently be enough
potency data, AREE members would like to
know what additional data WHO would
require to consider establishing an appropriate
potency per [D dose.

AREE members from Thailand, Si Lanka and
the Philippines reported that a minimum potency
per |} dose was defined in their respective
countries and that this regulation was effectve
and followed by vaccine producers, confirming
its feasibility. They stress the necessity of ensuring
that each patient receives the same minimum
amount of antigen, independent of the brand of
rabics vaccine used.

Understanding that this issue relates more fo
standardization and pharmaceutical
considerations than to clinical observations,
AREB members request that the WHOQ
Department of Immunization, Vaccines and
Biologicals as well as Biologicals Standardization
Committes directly address this issue.

Agenda item 2.6 Recommendation for PrEP
for Children

...the Consultation recommended studying
further the technical and economic feasibility
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of incorporating rables vaccine into
immunization programme for infants,
toddlers and/or schoolchildren. This
particularly in countries and areas where
there is no shortage of vaccine for PEP and
where atitempts at establishing an effective
and sustainable dog vaccination and
population control programme have not been
successful and the high prevalence of dog
rabies, especially in community dogs,
remains unacceptable.

AREB commenis

@ AREE members acknowledge that several studies
and demonstration projects have shown the
efficacy and feasibility of pre-exposure rabies
waccination in infants and school children, and
consider that these data are sufiicient for
recommending PrEP in children living in areas
where rabies is highly endemic.

AREB members wonder what new data and
demonstration project{s) are necessan, to provide
additional evidence that pre-exposure
vaccination is an important part of any rabies
contrel program and should be strongly
recommended for children living in highly
entdemic areas,

Considering that pre-exposure vaccination iz
recommended to travelers to endemic areas, this
cannat be denied to children Hving in these areas,
who obviously are at much higher risk than
travelers.

PrEP should not be introduced only after a dog
rabigs control has failed, but it should be
introduced without delay in highly endemic
areas, together with dog rabies confrol and
relnforcement of PEP. These various options
should not be used altematively or be exclusive
of each other.

AREB members recognize that the cost and
operational hurdles of such approaches
represents a challenge for countries with limited
resources. It s paricularly important for WHO
to make strong recommendations on rables PrEP
in children so that countries can raise funds from
national and international funding agendes for
PYEP implementation.




