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Nuamber of cases

Based on reports to WHO published at hitp:/fwww.who.intfcsr/don/farchive/disease/enfindex.htmi using method used by WHO and descri(j%n
Referance 2 ’

Animals still source of human infections

In 2003, highly pathogenic avian influenza viruses type A/HSN1 (Asian strain) re-emerged and spread rapidly,
infecting poultry and some humans in a number of southeast Asian countries, particularly Vietnam, Thailand,
Cambeodia and Indonesia [7]. The mechanism for this spread remains unclear although it is suspected that it
was as much related to trade of poultry and poultry products as the movements of wiid birds. An exceptional
multi-species epizootic at Qinghai Lake In northwest China in May 2005 seemed to demonstrate a role of wild
birds in the spread of the viruses beyond Asia [8]. From Qinghai, the virus spread to Central Asia, Europe and
some African countries with human cases reported in Turkey, Iraq, Azerbaijan, Djibouti and Egypt [1,2,7]. Now,
at the end of 2006, the virus has been confirmed in birds in over 50 countries, with birds (almost entirely
domestic pouitry) being the source of human infections in ten of these [2,7,9].

Some countries are facing up to endemic infection in their national poultry flock and consequent ongoing risks
to humans with domestic poultry, while others are barely affected. At a recent world conference on avian
influenza and pandemic preparedness [footnote], field reports on efforts to control avian influenza were
presented by national and international authorities. There is evidence that H5N1 viruses have now become
entrenched in backyard pouitry in Indonesia, and perhaps also Egypt [10,11]. Large scale programmes of
poultry immunisation have been underway in China and Vietnam where, since 2005 and until an outbreak i
Mekong Deita this week in Vietnam {12], poultry outbreaks had stopped being reported [9]. The scalé of
immunisation in China, with potentially 14 billion poultry needing to be vaccinated twice annually (in spring and
autumn), is the largest immunisation programme against avian influenza ever attempted anywhere in the
worlid.

In the European Union (EU), the virus has not become established in poultry nor have there been there any
human infections even though the virus was found in wild birds in at least fifteen countries in the spring of 2006
(Figure 2}, Some cats and a pine marten that fed on infected birds were also infected [13]. The bird movements
to the EU may have been exceptional following an unusualily cold spell of weather in Russia and Central Asia in
early 2006. After the spring wave, there have only been confirmation of sporadic H5N1 infections in birds in
Spain and Germany (Figure 2).

Figure 2. Highly pathogenic avian influenza cases in wild birds in the EU member states notified to the
Furopean Commission in 2006.
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Based on reports through reports to the European Commission Animal Disease Notification System (ADNS)
http:/fec.auropa.euffood/animalfdiscasesfadns/adns_en.htm as cited in Reference 14. Cases are almost entirely due to A/HEN1.

he successful protection of domestic birds in EU countries was primarily due the robust and consistent
E, jcation of veterinary measures directed under EU legislation. As a consequence, only five poultry outbreaks
occurred in the EU and these were rapidly contained [14,15]. However, the continuing sporadic reports
demonstrate that the virus may still sometimes be present and therefore, routine biosecurity measures and
early warning systems cannot be relaxed. There were major outbreaks of infection In wild birds and domestic
poultry in the Danube delta in 2005 and 2006, and the Romanian authorities successfully contained these.
There will be an additional challenge for EU authorities if it occurs here again after Romania joins the European
Union next month.

Continuing evolution of the viruses
There remains the risk of emergence of a human pandemic strain through either mutation of the H5N1 virus or
incorporation of part of its genome, through recombination, into a human influenza virus [7,16]. As well as
extending their range geographically the H5N1 viruses have diversified genetically into clades and sub-clades.
Clade 1 dominated in 2003-2004, then clade 2 became more important. Ciade 2 has subsequently developed
into three distinct sub-clades [7,17,18]. The balance between the types of virus continues to change, for
reasons that are not clear. For example, since 2005, the Fujian-like virus (clade 2, sub-clade 3) has become the
dominant type found in surveiliance of market poultry across southern China [17]. Fortunately, despite genetic
changes, there has been no evidence of significant change in the viruses’ effects on humans. The genetic
differences and the fact that the virus is continuing to change are, however, important considerations since the
clades have different antiviral resistance profiles and continuing genetic change will aiter the necessary
_jposition of human H5N1 vaccines referred to as ‘pre-pandemic vaccines’ [7,18]. Two countries have already
committed to purchasing these vaccines and others are considering to do so, a!though it is by no means clear
that an H5 based pandemic is inevitable[7,16].

Discussion _

There are many important unknown factors relating to the spread of H5N1, including the current distribution of
the viruses. The pattern of H5N1 infection in Africa remains elusive because surveillance is especiaily weak
there, apart from Egypt and some parts of Nigeria [11,19]. The picture is also incompiete in eastern Asia -
following two human cases in summer 2006, the situation has improved in Thailand, but the risk remains [20]

A good picture of the zoonotic situation in China is currently not available and it is also still unclear whether the
H5N1 vaccination programmes in China and vietham have been successful in eliminating or just reducing the
level of infection in poultry, and whether low levels of circulating viruses pose a significant human risk [7,21]
One negative consequence of any success of vaccination programmes is that surveillance for sporadic human
cases is made more difficult, since now, when atypical pneumonias occur, there is rarely the marker of local
poultry deaths to inform decisions on whether to test the patient for H5N1 virus.

The relative role of the commercial movement of animals and wild birds in the international spread and local
distribution of H5N1 viruses remains controversial. However, it is local preparadness and response that are
most crucial in determining the outcome in terms of domestic animal and human health when countries are
challenged by the virus. Nationally organised veterinary services, which. would enable effective
surveillance/early warning and biosecurity systems, arselgruciaf so that authorities can respond promptly when

http://www.eurosurveillance.org/ew/2006/061221.asp 2007/02/0¢
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infections are first suspected in either birds or humans, Where bicsecurity is poor and veterinary services
Ineffective, viruses can become endemic and the situation can be complicated by the virus cycling between

pouliry and wild birds [10,11,17]. :

OCne challenge developing countries face is a lack of financial support for the veterinary services and biosecurity
measures, even though avian influenza has demonstrated that it is truly an international problem. There has
been some progress towards a solution for the financiai issues by the involvernent of the World Bank, the
European Commission and the United Natlons System Influenza Coordinator

(http://www.undg.org/ content.cfm?id=1482), which have mobilised and released donations that had been

pledged by national and international donors [22].

The data indicate that H5N1 avian viruses remain poorly adapted to humans. With a high enough virai challenge
and perhaps some genetic host susceptibility the viruses can infect humans, in which casé they are then often
lethally pathogenic, although they are still unabie to transmit efficiently between humans [2-5,16]. The H5N1
viruses have been around for nearly a decade and it might be tempting to conclude that If they were going to
proceed to form or contribute to a pandemic strain, they would have done so by now. However, it should be
remembered that it is thought that the avian influenza virus which contributed to the 1918-19 ‘Spanish
Influenza’ H1IN1 pandemic strain had been around for some years before it became part of a virus that could
efficiently transmit between humans and so be a successful pandemic strain [23].

Apart from the threat from H5N1 there are still many issues around Influenza pandemic preparedness
(irrespective of the virus type) which need urgent attention. One key area is how authoritles in developing
countries shouid best focus their efforts with preparedness, given often very limited resources and many p~re
immediate competing priorities. So far, most discussion, ideas and research have been more suited to set, js
in better resourced nations. This area needs a multi-sector approach as medica! services will not have the nidst
to offer in poorer countrles when it comes to preparing for a pandemic, It is hoped that the next world meeting,
pianned for New Delhi in late 2007 (and intervening technical meetings), will provide opportunities to tackle
preparedness in developing nations as well as dealing with avian influenza.

Footnote. The Bamako conference organised by the African Union, the Interafrican Bureau for Animal Resources
and the European Union. International Conference on Avian and Human Pandemic Influenza, (Ministerial

Meeting and Pledging Conference) 6-8 December 2006, Bamako.
Documentation and presentations at the conference are viewable at :
http://www.avianinfluenzaconference4, orgfindex.php?id=61
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The World Health Organization (WHO) this week released guidelines for
investigating human cases of HS5N1l avian influenza in an effort to
shed more light on the virus and improve the chances of detecting
changes that could turn it into a pandemic strain.

The l4-page document calls for a thorough probe of each case, from
interviewing the patient and searching for contacts through hunting
for other cases nearby and sifting data for any signs of
human-to-human transmission. It calls for investigating suspected
cases before laboratory test results are available.

The new guidance comes less than a month after the WHO issued a
report on how much remains unknown about the HEN1 virus. Written by a
group of leading flu experts, that report, issued Nov 2, said HSN1
iliness is fundamentally different from ordinary flu in its severity
and range of manifestations. Among other things, the panel called for
research to determine why children and young adults seem especially
susceptible and whether genetic factors increase the risk of
infection or transmission among blood relatives.

The introduction to the new guidance says, "The document reflects and
incorporates the practical field experience gained by investigators
working at international, national, and sub-national levels during
investigations of A{H5N1)."

The intention is that local health agencies will use the guidelines
to build their own investigative plans and procedures, the WHO says.
The purposes of case investigation, according to the guidelines,
include:

(1) Confirming the diagnosis of H5NI1;

(2) Reducing illness and death by rapidly identifying cases and
starting appropriate treatment and precautieons;

(3) Reducing further spread by identifying possible sources of
exposure and implementing prevention and control measures;

{4) Determining if human-to-human transmission is becoming more efficient;
(5) Identifying the key epidemiologic, eliniecal, and virolegic
characteristics of each case;

(6} Ensuring timely exchange of infeormation among clinicians, health
investigaters, and government officials to facilitate appropriate
responses.

In advice on searching for patients' contacts, the WHO says
investigators should assume that patients are infectious for i week
before onset of illness %¥f72 weeks afterward, even though the
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infectious period for treatment, depending on their risk of exposure,
as defined in other WHO guidance.

Besides tracing contacts, investigators should search actively for
other possible HSN1 cases by going from house to house and possibly
conducting telephone surveys of healthcare facilities, practitioners,
and labs, the WHO advises.

The agency recommends against using rapid diagnostic tests for the
HEN1 virus. "The diagnostic accuracy of commercially available rapid
tests is unknown, and if the test result is positive, differentiation
between influenza A subtypes is not possible and confirmatory tests
must be done,"” the document says.

In its 2 Nov 2006 report, the WHO said-a rapid, reliable diagnostic
test for HS5N1 infection was urgently needed.

The guidance document discusses potential clues to a change in the
virus's human transmissibility and what to look for in evaluating
clusters of cases. It also suggests doing complementary studies, such
ay seroprevalence surveys of people with possible occupational risk
in affected areas and case-control studies to evaluate risk factors
for infection.

[As of 30 Nov 2006, the full report: "WHO guidelines for

investigation of human cases of avian influenza A(H5N1l) - Gctober

2006" at P
<http:/fwww.who.int/esr/resources/publicstions/influenza/WiC CDS_EPR 1P { & -
is currently under revision. - Mod.CP]

Brent Barrett
<galbrent@sbecglobal.net>

[These guidelines reflect concern that human cases of HS5N1 virus may
be escaping detection because of some difficulties encountered in
diagnosis, as expressed recently in 2 papers published in the New
England Journal of Medicine (see ProMED-mail post entitled: "Avian
influenza, human (181): Indonesia, Turkey 20061124.3337" for detailed
discussion).

See also Influenza research at the human and animal interface. Report

of a WHO working group. Geneva, Switzerland. 21-22 Sep 2006.
WHO/CDS/EPR/GIP/2006.3
<http://www.whe.int/esy/resources/publications/infivenza/WHU CDS ZPR GIP 2008 !
- Mod.CPF}

[see also: )

Avian influenza, human {181)}: Indonesia, Turkey 20061124.3337 .
Avian influenza, human {(178): receptor mutations 20061116.3279 (;
Avian influenza, human (175): new sub-lineage 20061108.3201

avian influenza, human (173): new sub-lineage 20061102.3144

Avian influenza, human (172): genetic disposition 200631102.3140

Avian influenza, human {140): atypical infections 20060905.2522

Avian influenza, human (133)}: WHO case definitions 20060830.24€7

Avian influenza, human (91): WHO epidemiolegy analysis 20060530.1812]
.............................. cp/pg/lm
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WHO urges careful investigation of H5N1 cases

Editor's Note: Shortly after publication of this article, the guidelines referred to were removed
from the WHO Web site pending further peer review. They will be republished soon, according
to the agency.

Nov 29, 2006 (CIDRAP News) - The World Health Organization (WHO) this week released

guidelines for investigating human cases of H5N1 avian influenza in an effort to shed more light

on the mysterious virus and improve the chances of detecting changes that could turn it into a
pandemic strain, : : ' ’

The 14-page decument calls for a thorough probe of each case, from interviewing the patient C,f
and searching for contacts through hunting for other cases nearby and sifting data for any signs

of human-to-human transmission. It calls for investigating suspected cases before laboratory

test results are available.

The new guidance comes less than a month after the WHO issued a report on how much
remains unknown about the H5N1 virus. Written by a group of leading flu experts, that report,
issued Nov 2, said H5N1 illness is fundamentally different from ordinary flu in its severity and
range of manifestations. Among other things, the panel called for research to determine why
children and young adults seem especially susceptibie and whether genetic factors increase the
risk of infection or transmission among biood relatives.

The introduction to the new guidance says, "The document reflects and incorporates the
practical field experience gained by investigators working at international, national, and sub-
national fevels during investigations of A(HSN1)."

" The intention is that local health agencies will use the guidelines to build their own investigative (
plans and procedures, the WHO says. ;

The purposes of case investigation, according to the guidelines, include:

¢ Confirming the diagnosis of H5N1

« Reducing illness and death by rapidly identifying cases and starting appropriate treatment
and precautions

» Reducing further spread by identifying possible sources of exposure and implementing
prevention and control measures

o Determining if human-to-human transmission is becoming more efficient

« Identifying the key epidemiologic, clinical, and virologic characteristics of each case

e Ensuring timely exchange of information among clinicians, health investigators, and
government officials to facilitate appropriate responses

In advice on searching for patients' contacts, the WHO says investigators should assume that
patients are infectious for 1 week before onset of iliness and 2 weeks afterward, even though
the infectious period for the virus has not been determined. Healthy contacts shouild be
monitored and given preventive antiviral treatment, depending on their risk of exposure, as
defined in other WHO guidance.
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Besides tracing contacts, investigators should search actively for other possible HSN1 cases by
going from house to house and possibly conducting telephone surveys of healthcare facilities,

practitioners, and labs, the WHO advises,

The agency recommends against using rapid diagnostic tests for the H5N1 virus. "The
diagnostic accuracy of commercially available rapid tests is unknown, and if the test restilt is
positive, differentiation between influenza A subtypes is not possible and confirmatory tests
must be done," the document says. :

In its Nov 2 rebort, the WHO said a rapid, reliable diagnostic test for H5N1 .infection was
urgently needed.

The guidance document discusses potential clues to a change in the virus's human
transmissibility and what to look for in evaluating clusters of cases. It also suggests doing

complementary studies, such as seroprevalence surveys of people with possible occupational
risk In affected areas and case-control studies to evaluate risk factors for infection.

WHO guidelines for investigation of human cases of avian influenza A(H5N1)
http://www.who.int/csr/resources/publications/influenza/WHO_CDS_EPR_GIP_2006_4/enfindex

Nov 2 CIDRAP News story "WHO report calls HSN1 vaccine stockpiling premature"”
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