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1. Intro-
duction

Introduction

1.1 The significance of influenza

Influenza is an acute diseases with a viral aetiology, which is characterised by a
very high infectivity. Influenza viruses attack people of all ages and although
the infectionusually has a relatiye mild course, in certain groups of patients,
especially those aged over 65 and also, irrespective of age, in individuals with
chronic diseases and in small children, it can be the cause of serious
complications and even mortality. According to data fMMHO, between
500,000 and 1.3 million people worldwide die from complications subsequent to
influenza®* Influenza can be a dangerous disease for any individual, regardless of
age. According to American data compiled on the basis of epidemiological
analyses,in the period 2003/2004, 143 children aged up tydats died on
account of influenza in the United States. Of these, 40% were aged under 2
years,and half of the children aged 2 to 17 years were not @ranps with a

high risk of influenzaassociatd complication3. Thus, a disease that is frequently
neglected by patients, and sometimes trivialised also by doctors, can be a serious
threat to health, and even be-tifieeatening for an individual.

Worldwide epidemics, known as pandemics, during wkhere is a radical
increase in the complications following influenza and also in the mortality,
are caused by the rapid circulation of the virus between countries. One of the
factors that is conducive to the spread of the viruses is the increasing
numbe of peoplewho fly, which enables transfer to take place between
continents in a shorter time than the incubation period for influenza.

The most effective weapon against influenza is prophylaxis, the fundamental
element of which is specific immunizatiamthe form of influenza vaccines.
Experience in the use of influenza vaccines in many couhti&shown that

this form of prophylaxis is effective and safe. Amongst developed countries,
Poland is low down with respect to the level of vaccinatibtie population
against influenzd. Although the use of influenza vaccinatiancreased
systematically from the start of the 1990s until 2002 (the number of doses per
1000 inhabitants increased from 0.5 in 1992/1993 to 105.1 in the 2001/2002iseason),
the 2004/2005 season usage again decreased to a level of 81.1/1000
inhabitants” The causes of this situation include, amongst others, an
insufficient knowledge, not only in patients, but also in the representatives of
medical services concerning the cours# influenza and its potential
complications,and also concerning the administration of vaccinations. The
situation is additionally complicated by the fact thatcination must be
repeated on an annual basis, and this, on account of thefoastsingion not

being refunded, is a fairly heavy financial burden for spatient.

Epidemiologists regularly inform of the possibility of an influenza pandemic
occurring,and, in 2005, anxiety was felt throughout the world concerning the
possibility of threatsarising from the occurrence in humans of infections caused
by viruses of the H5N1 group (salled bird flu). On account of this
information and the experience of the previous year, the medical community,
and especially familydoctors, cannot remain rieal, because it bears the
responsibility of implementing prophylaxis against influenza, and, in cases
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where the disease becomeslity, of administering the appropriate treatment.
1.2. Work on the guidelines

The lack of pra@tal recommendations on how to proceed with influenza, adapted
the conditions and nature of the practice of family doctors formed the rationale for the
production of this document by the College of Family Physicians in Poland. It does
not provide an ghaustive treatment of the problem of influenza, nevertheless it can
assisthe doctor to make appropriate decision, with respect to both diagnosis and
therapy.

Work on the guidelines took place in stages. In-200b, a workinggroup
conducted an analgsof publications on the prevention and treatment of
influenza. A scheme was produced for the elaboration of guidelines
relevant to the realitieef primary health care in Poland, with specific
consideration given to therganisational and financial catons of the
practice of family doctors. In orde&r obtain opinions from all sides, an expert
group was formed, consisting faimily doctors and specialists in the fields of
infectious diseases, paediatrics, intermagdicine, gerontology, respiratory
medicine, allergology and public healthhe expert group also included delegates
from scientificassociations such as: Polish Paediatrics Society, Polish Society
of Epidemiologists and Specialists in Infectious Diseases, Polish Society for the
Promotion & Quality in Health Care and the College of Family Physicians in
Poland.

The Delphi method, a structured and mediated technique for obtaining expert
opinions, was used in order to achieve a consensus. This method has four
characteristic, distinguishing dtures: (1) anonymity of group members, (2)
feedback, (3) iteration of questions and (4) statistitallysis.

The first round of coordination was conducted in February, and the second in
March 2008f there were significant differences in the answerhéoquestions
containedn the guestionnaire for round I, these questions were resubmitted to the
expert in the following rountbgether with the reasoning (often contradictory)
given by the group members. In the questionnaire for round I, the resjgondent
therefore received feedbadescribing the viewpoints of the other group members
with respect to specifiproblems and questions. This enabled the knowledge
possessed by specific individuals, and also any changes to their previously held
opinions to e shared among the whole group. The process was completed with
a statistical comparison of individual opinions. The legkl of agreement with
respect to the issues presented (>80% identical opireoiag)ed a consensus
viewpoint to be recognised.

After obtaining opinions, the working group produced the final form of document,
adding to it extra information (chiefly in the from of tables and appenditis).

text of the document was accepted by the College of Family Physigians
Poland and by the nanal consultant for the field of family medicine.

Work on the guidelines was implemented thanks to the support of the
European Scientific Working group on Influenza (ESWI).
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2. Characteristics of the influenza virus

2.1 Influenza virus structure and types

The influenza virus belongs to the RNA viruses and comes from the family of
Orthomyxoviridae. It is usually spherical in shape with a diameter ofBD nm. 3
types of influenza virus are distinguished: A, B andl'ie genome consists of 8
(type A and B viruses) or 7 (type C virus) segments of Rdied together. The
core of the virus contains singdgand nucleicacid, RNA, as well as soluble
nucleoprotein antigen. The variety of structumdsthe nucleoprotei antigen
determines the division of the virus into types A, B and C.

Type A virus is divided into several subtypes depending on the antigenic
propertiesof the surface proteins: neuraminidases (designated as N oamA)
haemagglutinins (designated aoHHA). This virus type infects not only humans,

but also other mammals (pigs, horses, mink, seals, whales) and birds. Diseases
humans are most frequently caused by subtypes H1N1, H3N2, HIN2 and by further
variants of these subtypes arising frominpomutations. This virus types
responsible for the appearance of recurrent infections that take on the farm of
epidemic or pandemic.

Type B virus is an aetiological factor of infection only in humans. Influenza due
to this virus type usually hasnailder course, although many patients show the full
clinical picture. An increase in the severity of illnesses due to type B virus,
periodically also taking the form of an epidemic, is observed on averegg 23
years

Type C virus causes illness mainlgmong children. This virus type attacks fairly
frequently, but the clinical symptoms are usually mild and the illness takes a
subclinical form.

In humans, epidemic forms of the disease are caused by type A and B viruses.

Type A and B influenza virus ceist of three subunits:

) the genome (ribonucleic acidRNA),

) the protein capsid containing glycoprotein enzymes on the surface
- neuraminidase (N) and haemagglutinin (H),

) lipoprotein envelope.

The structure of the type C virus is similar, butdpsid does not contain
neuraminidase.

Figure 1. Scheme of the structure of mfluenza virus
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Antigenic drift

Reassortment

2.2. Antigenic variation of the influenza virus

Viruses are a group of microorganisthat undergo a very rapid process of
antigenic changes through a mechanism of antigenic shift or antigenic leap.

Antigenic shift (secalled antigenic drift) is a phenomenon affecting all virus
groups and is based on the occurrence of spontaneous patibnsin the
viral geneticmaterial duringeplication. The consequence of this is antigenic
changes in the viral glycoproteinsamely in the haemagglutinin and
neuraminidase, leading to the appearance of new antigei@ots of the virus.
The phenmenon of antigenic shift hinders the badii@inst the influenza virus
and is responsible for the need to change the composition of tieflaatiza
vaccine each year.

Antigenic leap (sealled reassortment) is a phenomenon characteristic of type A
influenza viruses, which is based on a change in one or several segments of the viral
RNA. It occurs when one cell is attacked simultaneously by two different
influenza viruses. In such a situation, the viral progeny can deawvetic
material derived fromwo different viruses replicating simultaneously in the
same cell. The antigenic changes in H and N molecules occurring then are
responsible for the factahthe antibodies formed previouslyy the body now
become useless in the battle against theynaviden virus. Group A viruses
circulate between various animal species and humans. cGitaets with animals,

e.g. livestock, favours reassortment, which leads teghearance of new virus
subtypes. Such changes normally occur egsemeral yearsr decades and
have been the cause of influenza pandemics in the 20th century.

The alterations occurring in influenza viruses that have been described above are the
reason it is necessary to change the composition of influenza vaccines every year
and theyare also responsible for the occurrence of pandemics.
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3. Epidemiology of influenza virus infections

Characteristics
of infection

Risk factors

Routes of
infection

The peak period for influenza is usually dwyithe first quarter of thealendar

year. In recent years in Poland, the highest number of cases of influenza has been
registered in February and March. Nearly half of the cases concerned children
aged up to 14 year§.The total yearly number of casasd suspected cases in
Poland over the period 20D04 is presented ifuble 1.

Table 1. Cases of influenza in Poland in 200004°

Year Number of cases arglispected cases
2000 1,596, 920
2001 576,449
2002 228,055
2003 1,216,285
2004 336,919

Infection with theinfluenza virus is characterised by:

) high infectivity,

) high risk of complications,

) measurable economic, social and health consequences,
) efficacy of properly conducted prophylactic activity.

Influenza infections most often have a relatively mild coubsg in some groups
of patients complications or even death can occur, on account of age or
comorbidities.

Factors affecting the risk of infection with influenza virus and the occurrence of

complications include:

) the patient's immunological status resg from natural resistance
(immunologicalmemory) and/or from the administration of influenza
vaccination,

) the patient's general state of health (health status), which depends on the past
history ofillness and the current state of health,

) the patiens age,

) the patient's economic and social status (nutritional status, living conditions
and others).

Influenza infections occur most frequently among sctaga children, because
) children lack immunological memory for influenza viruses
that were circulaing within the population during early epidemic seasons,
) in centres for children (schools, camps), transmission of influenza virus
is very easy.

If the patient is aged over 65 years or is in early childhood, this does not increase
the probability of disase, but the risk of pestfluenza complications is the
greatest in these groups.

An infected individual is a source of virus propagation. The infection spreads:
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) droplet route by inhaling secretions expelled from the respiratory tracts of
infectedindividuals during coughing or sneezing,

) by contact with items (door knobs, bars, handles in centesabf
communication) contaminated with infectious respirab@agt secretions,

) bloodderived route rare cases.

The incubation period for influenza is 1 to 4 days, on average 2 days. The
Infectivity period of infectivitydepends on many factors and is:

) in adults- 6 days, excretion of virus usually starts 1 day before the
appearance of clinical symptoms and lasts approximately 5 days;

) in children- infectivity can last for up to 10 days (small children can
secretevirus even 6 days before the appearance of the first clinical
symptomsof the disease);

) inindividuals with seerely compromised resistance, secretion of virus can
lastfor several weeks or months.

The antigenic variation of the influenza virus is the reason for the lack of
Resistance after resistance among a significant proportion or even the whole of the population .
infection

Appendix1 contains additional information relating ttte epidemiology of

the influenza virus, including an historical outline, nomenclature of viral strains

and other details.
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4. Symptoms of influenza and course of infection

4.1 Clinical picture of influenza

The course of influenza takes the form of a group of suddenly occurring symptoms* such &
) cough,

) fever above 38iC,

) muscular pain and/or headache.

In the course of influenza infection, apart from the $gmp listed above, the

following clinical symptoms often appear suddenly in the patient:

) generalized symptoms: shivering, general feeling of malaise, weakness, lack
of appetite,

) joint and bone pain,

) upper respiratory tract symptoms: congestion of tbatthmucosahinitis, dry
unproductive cough,

) drowsiness this symptom is rarely present in adults, while occurring in about
50% of casesn children aged under 4 years,

) infants and small children may show: apathy, unwillingness to eat, respiratory
diffi culties connected with nasal obstruction, gastrointestinal symptoms:
nausea, diarrhoea and vomiting.

4.2 Differential diagnosis

The above symptoms do not make it certain that an infection caused by the
influenza virus is in question. Diseases with a e@urgluding similar
symptoms, but caused by other types of viruses, are said to-hbleeflu
Table 2 presents the significant differences dmgnosis and treatment
between influenza infection and the common cold.

Table 2. Differences between influenzadcathe common cold

Characteristic traits Influenza CoCommon cold
Start of the disease Sudden, acuteymptoms Slow, mild symptoms
Body temperature High (> 38jC) Usuallyinsigni

ficantly raised
Joint and muscle aches Very frequent Rare
Headache Very frequent Rare
General feeling Very bad Moderately bad
Catarrh Not always Very frequent
Dry cough Frequent Rare
Hoarseness Rare Frequent
Complications Frequent Rare

No

Possibility of using specific Yes
immunoprophylaxis

* Definition in accordarewith the decision of the European Parliament 2119/98/EC.
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In periods of epidemics, the symptoms that permit the diagnosis of
influenza with the greatest certainty are: simultaneous presence oingpugh
and fever- positive predictive value 79%. In patiemtishout coughing and
with a temperature o 38;C, the diagnosis of influenza is less probaBi&
However, fever might not be present in elderly patients.

4.3 Course of uncomplicated infection

In an uncomplicated infection with influenza virus, the patient's condition
normalises after about 7 days. The symptoms that persist the longest could be:
) cough- even up to 2 weeks,
) continued feeling of illness and weaknesspecially in the elderly

or people with chronic diseases.
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5. Complications and consequences of influenza

Complications

Risk groups

The course of an influenza infection depends on factors relating both to the
virus itself and to thenfected organism. The following influenites course

of infection: physiological status of the patient in relation to age, nutritional
status, history of the patient with respect to disease/health and related burden
of chronic diseases, competence okdse resistance including boton
specific resistance (antiviral inhibitors contained in the saliva and in secretions of
the respiratory tract mucosa) and specific resistance (antibodies serum,

IgA and 1gG immunoglobulin present in the respiratoagt)® Complications

of influenza are associated with severe clinical fowhdnfluenza virus
infection or with other pathological processes not relatadfiteenza virus
infection.

The influenza virus shows affinity primarily for respiratory epitmejitout can

also be responsible for cytotoxic reactions occurring in muscle cells, neurons, or
cells in the vascular media, which letml pneumonia, encephalomyelitis,
myocarditis or inflammation of other organs.

During the course of influenza infection, dberial infections ofvarious
aetiologies may also occur, leading to bacterial infection of organs important for
life (lungs, vessels, sinuses and others).

The greatest risk for severe forms of influenza or complications occurs in:
) individuals aged overyears,

) patients with chronic diseases,

) children aged up to 5 years,

) pregnant women.

Table 3 presents possible complications of influenza infection and the
consequences to health that arise from them.
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Table 3 Complications of influenza

Complications Possible health consequences
Impaired respiratory function,
Pneumonia and bronchitis risk of recurrent bacterial pneumonia

(mainly in infants and small children)
Exacerbations of chronic diseases esRiratory insufficiency- mainly in patients

of the respiratory system with asthma and COPD.
Sinusitis Recurrent bacterial sinusitis
Otitis media In children, a risk of temporary or permanent

hearing impairment

Myocarditis and pericarditis Heart failire

Peripheraheuritis, encephalitis Paralysis, paresis, encephalopathy,
meningitis, GuillainBarrZ syndrome exacerbation of the course of chronic
neurological diseases

Myositis andmyoglobinura Renalfailure

Obstetric complications) pregnat ~ Miscarriage, greater risk of development of

women congenital defectprobably schizophrenia in the
child.
Diarrhoea, vomiting Dehydration and electrolyte disturbances

(mainly in children)

The most serious complication is the death of the patient caused both by post-influenza
complications and by exacerbation of chronic diseases

Consequences of Infection with the influenza virus can cause multidimensional efiedi®th the
influenza individual and the social level. The most important coresacps are:

) healthrelated (sedable 3),

) social- a burden on the healtiare system, difficulties in professional
and social functioning both for patients and for family members
providing direct care to the patients,

) economic costs of outpatient ammbspital treatment, costs of medication,
absence from work by patients and family members
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6. Diagnosis of influenza

Rapid tests

Virological and
serological tests

6.1. Clinical diagnosis

The clinical symptoms of influenza (descdbm the section "Symptoms of
influenza and course of infection) are reasonably characteristic and during
periods of epidemics enablesafficiently reliable diagnosis to be made. In the
practice of the family doctahe form a basis for the diagnosisiaffuenza.
During differential diagnosis, it is necessanytake into considerations states
such as: the common cold, infections caused by diip&s of viruses,
bacterial infectiongTable 2).

The establishment of a clinical diagnosis is facilitated by

) epidemiological bulletins informing about an increased incidence
of influenza cases,

) the results of epidemiological observations carried out by the doctor
(increased attendance by patients with defined clinical symptoms),

) data from the case history dmming contact between the patient and a
person suffering from influenza.

In nonepidemic periods and in clinically doubtful casksing epidemics,
there is the possibility of using laboratory diagnostic methods.

6.2. Laboratory diagnosis

Rapid "bedsid" diagnosis tests permit confirmation within-3% minutes

of the presence of influenza virus (type A or types A andnBhaterial
collected from the patient. Appendix 2 contains a list of rapid tests. The
usefulness of rapid tests in limited in Polisbnditions because they are
costly and also are characterised by moderate sensitivitgpanficity (up to

30% false positive and negative results). Diagneseablished in this way
require verification using virological methotfsin the practice ofamily
medicine, rapid tests may be usedeachinga decision about the initiation of
therapy with antiviral drugs and (to a lesser degree) in the diagnosis of influenza
in nonepidemic periods. When collecting material from the patient and
processing tj it is necessary to follow the instructions supplied by the
manufacturer of the test system.

Appendix 2 presents the virological and serological methodsuthatvailable.

Information concerning the diagnostic virological methods available in a given

region, the conditions under which they are carried out, the nature of the material, the

mannerof its collection and processing, the duration and costs of the testing

may be obtained from:

) local services for public health and epidemiology,

) the Nationalentre for Influenza in the State Institution for Hygiene in
Warszawa.

It is recommended that such information should be collected hepidemic
periods and updated periodically in order to avoid problems relating to test
selectionand the type of maiat and manner of its collection when the use of
laboratorydiagnostic methods becomes necessary.
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7. Monitoring of the disease in primary health care

Form MZ-55

SENTINEL

7.1 Notification of cases

In accordanceavith the laws currently in force, all cases or suspected cases of
influenza have to be notified. Notification is carrieduming form MZ55.

Depending on the season, reports should be sent at weekly intervals in the period
OctoberApril and fortnightlyduring theremaining months. The data should be
sent by post to the local distrieervice for public health and epidemiology.
Relevant information may alée obtained therg.

Form MZ55 may be found in Appendix 3.

7.2. SENTINEL System

Doctors in primary health care can participate in a programme for the

monitoring of influenza that is based on the SENTINEL system. Participants are

obliged totransmit information to their local provincial service for public

health and epidemiologyoncening cases of influenza and materials collected

from patients for virological testing. Information about the conditions of

participation in the system may be obtained from:

) provincial services for public health and epidemiology,

) the National Centre fonfluenza in the State Institution for Hygiene in
Warszawa.
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8. Prophylaxis of influenza

Specific
immunoprophylaxis

Vaccines

Who should be
vaccinated?

Influenza is a disease that can be successfully prevented. Currentlaréhere

three known methods for the prophylaxis of influenza.

) the use of protective vaccines,

) isolation of patients with influenza and observance of the principles of
hygiene,

) administration of antiviral drugs.

8.1 Protective vaccination

The best way to @id infection with the influenza virus is the use aof
influenza vaccime® containing antigens from the three strains of influenza virus
(two types of A virus and one of B virus). Since the influenza virus is subject to
rapid antigenic changes (desedbin the section "Antigenic variation of the
influenza virus"), it is necessary to repeat the vaccination every year using
updated vaccines.

Currently, 2 types of vaccine are used around the world to prevent influenza.
1. inactivated vaccines
) split typecontaining a split virion,
) sub-unit type containing surface unifhaemagglutinin and
neuraminidase,
) containing the whole virus
2. live attenuated vaccine (see Appendix 4).

In Poland, inactivated vaccines are used exclusitiedése bein@f thesplit
and sub-unit type A list of influenza vaccines that are available in Poland is
contained in Appendix 5.

All the vaccines listed in Appendix 5 are immunologically equivalent and their
composition is updated each year. They are certified by the Polishrafist
Health.

NONE OF THE ABOVE VACCINES IS CAPABLE OF CAUSING INFLUENZA!

One dose of vaccine (0.5 ml) contains 15 *g haemagglutinin from each of the
influenza virus strains recommended by the WHO for the epidemic season in
guestion.

The composition of # vaccines may vary depending on the geographic
region, i.e, the northern or southern hemisphere (the influenza season
occurs in various months depending on the geographic region). For this reason,
vaccines that have been imported from abroad privatgbatignts and do not

have certification from the Polish Ministry of Health should not be used.

Vaccination against influenza is recommended before each epidemic season
for all individuals with an increased risk of pasiluenza complicationer of
influenza with a severe course.

Vaccination against influenza should be carried out not only in individuals with a
medical indication for this to be done, but also for epidemiological reasons, i.e.
in persos, who on account of their work, for examphaight be asource of
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Medical
indications for
vaccination*®

Epidemiological
indications for
vaccination

influenza virus propagation. In addition, all persons who express a desire to
receive vaccination against influenza should be immunised, provided that no
contraindications exist.

Persons who should be vaccinated for medical reasons include patikents
chronic diseases as well as individuals who, on account of age or any other
medical reason, are subject to a greater risk ofipthsenza complications or
severe course of influenza. These include:

) individuals aged over 65 years,

) children aged between 6 and 23 months,

) children aged between 6 months and 18 years, who are being
chronically treated with acetylsalicylic acid(risk of occurence of Reye's
syndrome),

) adults and children with chronic diseases of the respiratory and
circulatory systems,

) adults and children who required intensive treatment or hospitalisation
in the previous year on account of chronic metabolic digeapecidy
diabetes), renal failure, haemoglobinopathy, decreasetance (patients
treated with immunosuppressants or Hidsitive individuals), neoplastic
diseases,

) adults and children with diseases that could lead to impaired
respiratory function causing dificulty in removing secretionsom the
respiratory passages or an increased risk of aspiration (e.g. cognitive
disturbances, spinal cord injuries, epilepsy and other conditions),

) pregnant women - despite the fact that the guidelines accepted by scientific
associations the USA and Europe, and also by the Polish Gynaecological
Associationrecommendhat pregnant women should be vaccinated against
influenza, the experts working on the present document have not reached a
consensus aifis question. The aged that poshfluenza complications can
be a seriouthreat to pregnant women and thus vaccination should be
recommended to alomen planning to become pregnant. A decisive
minority of expertg17%) responded in favour of vaccination in any
trimesterof pregnancywhile the majority (60% of respondents) considered
that it should beecommendednly in the 2nd and 3rd trimester,

) residents of centres for long-term care - regardless of age.

From the epidemiological viewpoint, vaccioatis indicated fo persons who
could transmit the influenza virus to individuals belonging to groups at high risk
for postinfluenza complications. These include:

) workers in the health service: doctors, nurses and other personnékaiith
care establishments,

) workers in social care, workers in old people's homes and other
institutions providing residential care as well as in establishments for
inpatientcare and hombased care,

) individuals whose work requires extensive contact with people, e.g. retailers,
teachers, gars in kindergartens and nurseries,

* According to the recommendations of the US Advisory Committee on Immunization
Practices (ACIP)updated in July 2006, the group of people who should be vaccinated
annually has been expanded to include patiegesl 0 years and over and children aged
from 6 to 59 months, as well as organ transplant recipients.
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) people providing care at home to children aged less than 2 ys@specially
those caring for children aged under 6 months) or to elolerdpns or
patients with chronic diseases,

) people in institutions (Schools, boarding schools, children's homes).

In addition, in the current guidelines that apply around the wamtchowledged
also by the experts working on this documenk; recommended to extend the
indications for vaccination to:

) people in the 50-64 years age range because the prevalence of diseases
associatedvith a high risk of posinfluenza complicationssihigher in this
group,while individuals in this age range who do not helwenic diseases
also receive benefit from vaccinatiommely a decreased risk of getting
influenza and the associatdecreased need for medical services and
medication as wellsadecreased sick leave (social indications).

) everyone who wishes to be vaccinated, provided no contraindications exist
for immunisation against influenza.

The influenza vaccine can be administered throughout the influenza season.
However, in the case ofjroups with increased risk of pastluenza
complications, and thus in those with a medical indicaftw strengthening
resistancagainst influenza, the vaccination should be administered in the period
from September tanid-November. Similarly, in thease of children aged up

to 9 years, to whom it isecessary to administer two doses, vaccination
should be started at the beginning of Septemberspecific situations,
administration of the vaccine at a later time, even after an increase in influenza
cases has been noted in the population, is also recomnteltiedvaccine
dosage is presentediinble 4.

The vaccine should be stored at a temperature of +2 to +8jC (refrigerator or
vacuum flask during transport); it must not be frozen.

The site of admintsation of the influenza vaccine depends on the age of the

patient:

) inadults, vaccination is carried out intramuscularly into the upper arm or
subcutaneously,

) infants aged 6 months upwards and small children are given the vaccine
intramuscularly intoHte anterolateral part of the thigh.

The vaccine must not be administered intravenously.
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Side effects
and adverse reactions
of vaccination

Table 4. Dosage of the influenza vaccine

Patient's age Dose Number of doses

From 6 to 35 0.25ml  child being vaccinated against influenza for the first

months time in his/her life- 2 doses at 4-week intervals Child
who has been vaccinated in the pastiose

From 3to 8 years 0.5ml Child being vaccinated against influenza for the first

time in his/ter life - 2 doses at 4-week intervals Child
who has been vaccinated in the paktiose

From 9 years 0.5ml I dose

Children who are being vaccinated against influenza for the first time in
their lives are given 2 dosed influenza vaccine at#week intervals in order
to achieve the appropriate level of immunisation.

Postvaccination resistance develops at about 14 days after vaccination and
is maintained for-@.2 months.

The efficacy of the influenza vaccine has bestmeated at 7®0% and-

depends on:

) the similarity between the viruses circulation in the population and that
containedn the vaccine,

) the status of the patient's immunological system,

) the patient's age

As with any other vaccination, vaccination againitienza may also give rise
to the occurrence of site effects and adversevaestinationreactions. When
informing the patient about these, it should be emphasised that:

) the influenza vaccine cannot cause influenza, because it does not contain
live virus,

) if, following vaccination, respiratory system symptoms occur, such as
such as catarrh or cough, these could have been caused by chance by a
concomitantnfectious disease, which was in the incubation phase at the
time of qualificatiorfor vaccindion and was not yetbleto be diagnosed.

Local adverse reactions after vaccination, such as pain, swelling and
erythemamay occur at the site of vaccination and may sometimes lead to the
development of an inflammatory infilteat The symptoms usuallysafor about

2-3 days and have the character of a mild reaction that does not interfere with the
patient's normal activities.

Administration of the influenza vaccine may also give rise to the appeafance

systemic adverse reaction manifesting as:

) increased body temperature, muscular and joint pain, headache, malaise
these symptoms usually appead& hours aftevaccination and last-2
days (they appear more often in individuals being vaccinated fdirghe
time - mainly in small children),

) shwering, Quincke's oedema, asthma attack or anaphylactic-dhese
reactions rarely occur and are most often associated with hypersensitivity to
egg albumin,
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) avery rare complication (1 case per million vaccinations), such
as GuillainBarrZ syndrome.

In qualifying a patient for vaccination against influenza, it is necessary to take
into consideration the conditions listed below, since these can form a
permanent ortemporary contraindication to vaccination.

) hypersensitivity to a substance contained in the vaccine (egg albumin) or to
a substance using during the manufacturing process (aminoglycoside
antibiotics,formaldehyde) a possibility for vaccinatiodoes exist following
allergologicalconsultation and treatment (desensitization),

) severe adverse reactions occurred following a previous vaccination
against influenzaa possibility for vaccination does exist following
allergologicalconsultation antreatment,

) acute infectious disease with a high fever,

) chronic disease in an exacerbated or uncompensated state,

) previous episode of GuillaiBarrZ syndrome.

8.2. Isolation of patients with influenza

Taking into consideration the routes whereby infieeenspreads during an

epidemic, patients should be instructed to observe the following principles:

) avoid public places (e.g. shopping centres, cinemas, cafes, discotheques),

) people with influenza should stay at home and minimise their contacts with the
community and friends (in order to prevent spreading infection with
influenza),

) in healthy individuals, a protective effect may be obtained with basic
hygiene procedures, such as frequent hand washing, not touching the eyes
or nosewith the hands whileudside the home (the virus can remain on door
knobs and othegenerally available itembence the ease of transfer to the
mucosae),

) extra protection may be obtained using protective masks for the face and nose,
disinfecting door knobs, handles etc. (uneocal evidence isowever
lacking to confirm the efficacy of these measures).

8.3. Prophylactic administration of antiviral drugs

With respect to prophylaxis of influenza in people with a high risk of
complications, administration of active antiviralugs against influenza
virus is a possibility. However, it should be remembered that these do not
replace vaccinatiomgainst influenza and their use entails a high risk of
adverse effects. Therefore they should only be used prophylatically in the
specifc situations listed below:
) inindividuals, who have not been vaccinated due to contraindications for
vaccinationand are exposed to a high risk of gpotienza complications,
) persons who have been vaccinated, but have a high risk of infection (e.g.
have frequent contacts with influenza patierta¥ additional protection,
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)

personexposed to the diseasehe initial days following vaccination
against influenza during the "waiting" period of developmepbst
vaccinaton resistance

patients with deficient resistance.

Information on antiviral drugs available in Poland, their dosage and
administrationside effects and contraindications are presented in Appendix 6

Systematic prophylaxis, above all vaccination agaiiteinza can result in a
number ofwide-ranging benefit3.

)
)
)
)
)

decreasén cases of influenza,

decreased mortality resulting from postuenza complications,
decreased potential social effects of influenza,

ensuredbetter functioning of the health carstsyn in epidemic conditions,
limitation of economic effects.
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9. Organization of influenza vaccination in the practice of family medicine

Investigation
before vaccination

Role of the practice
team

9.1. Qualification for vaccination

A medical examination prior to vaccination should lead to establistmetiper
) contraindications against vaccination exist for the patient,
) the patient is not at increased risk of p@stcination complidaons.

For this purpose it is necessary to take a case history focusing on questions

concerning:

) current state of health (exclusion of acute inflammatory condition with
temperature above 38.5;C),

) history of illness experienced by the patient in theekasprior to the
examinationuse of antibiotics, immunosuppressive treatment),

) previous occurrence of severe postvaccination reactions and allergic reactions
(sensitisation to egg albumin, aminoglycoside antibiotics, formaldehyde),

) neoplastic and autoimume diseases,

) previous episode of GuillaiBarrZ syndrome.

The scope of the physical examination is determined by the doctor
individually for each patient.

In the case of children aged up to 6 years, the medical examination for
qualification should alwas/take place in the presence of a parent or guardian.
However,in the case of older children (aged from 7 to 18 years), the basis for
the conductof the examination for qualification for vaccination may be a
written consentand information about the tdiis state of health provided by a
parent or guardian. These principles derive from the laws in force in Pbland.

9.2. Motivating patients for vaccination

The organisation of health care by general practitioners and the nature of
the work done by famildoctors create excellent conditions for the fight
against influenza. The availability of a permanent list of patients,
possession of knowledge about the patients’ past medical history and
current state of health, active and constant collaboration witldigtect
nursein identifying patients who could benefit from vaccination, and, finally
knowledge of the family environment of the patiand the existence of a
doctorpatient relationship based on trust aredieenents which can be used

in an effectivefight against influenza and may seneeimprove the health
status of the population included in the care provided by the family doctor.
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10. Principles of therapeutic procedures in influenza virus infection

Symptomatic
medication

Antiviral drugs

10.1. Symptomatic treatment

Symptomatic treatment is sufficient in cases of influenza with an uncomplicated
course.The patient should be instructed about the need to rest and remain at
home, noonly from the viewpoint of the possibilities of transmissiod spread
of the virus, but also in order to reduce the risk of complicatibmsddition,
administration of medication that acts symptomatically is helpful. During the
course of influenzanfection, the following is recommended:
) administration of typical antipyretic and analgesic agents, drugs to reduce
swelling of the nasal mucos# there are no individual contraindications
to their use,
) in the case of children, administration oégtsalicylic acid is not
recommendedn account of the risk of occurrence of Reye's syndrome,
) if adry, fatiguing cough is present, antitussives may be used.

Drinking of copious amounts of fluid is recommended, not only to avoid
dehydration, but also ss to dilute respiratory tract secretions and facilitate
breathing through humidification of the nasal and throat mucosae.

10.2. Causal treatment

One of the elements of the strategy to fight influenza is the use of active antiviral
drugs against type A diB influenza viruses. Their administration is indicated in
specific situations during the course of flu in persons, who:

) are elderly,

) have chronic diseases,

) have impaired resistance.

A condition for conducting this therapy (to reduce the severity i@tiol of
symptoms) is that the drug must be administered no later than 48 hours after the
appearance of the first symptoms of the disease. Before starting therapy,
consideration should be given to the fact that in the majority of cases influenza is a
sef-limiting disease, while antiviral drugs are not devoid of side effects. In addition,
their overusean lead to an increase in the number of resistant virus strélins.

Antiviral drugs should only be used after laboratory confirmation of an
influenzavirus infection.

Drugs registeredor the treatment of influenza in Poland are amantidine,
oseltamivir and zanamivir.
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Amantidine
) may be used in the treatment of children aged 1 year upward
) is effective only in the treatment of influenza caused by the type A virus

Table 5. Dosage of amantidine* with respect to the patient's age

Patient's age Dosage Duration of treatment
Children aged-B years 5 mg/kg in 2 doses max. 15 5 days
mg/day
Children aged 10 years upwat 100 mg 2 + daily 5 days
and adults

* According to the July 2006 recommendations of ACIP, amantidine is not recommended for
the treatment of influenza in the USA due to the resistance of the influenza virus to this drug.

Oseltamivir
) may be used in the treatment of children aged 1 year and upwards.
) is effective in the treatment of influenza caused by type A and B viruses

Table 6. Dosage of oseltamivir with respect to the patient's age

Patient's age Dosage Duration of treatment
Children from 1 year, weighing 5 days
<15kg 30 mg 2 + daily In children, the drug should
1523 kg 45 mg 2 + daily be administered
24-40 kg 60 mg 2 + daily in the form of syrup*

Children weighing
>40 kg and adults 75 mg 2 x daily 5 days

*The syrup fom of the drug is not available in Poland.

Zanamivir
) may be used in the treatment of patients aged 7 years and upwards.
) is effective in the treatment of influenza caused by type A and B viruses

Table 7. Dosage of zanamivir*

Patient's age Dosage Duration of treatment
Children aged 7 years upwards 10 mg 2 x daily 5 days
and adults

* The drug is not available in Poland.

Caution! When making the decision to introduce antiviral treatment, the drug
dosageshould be checked each time from the informatiorpleegp by the
manufacturer. A list of antiviral drugs used in the treatment of influenza that are
available in Poland is contained in Appendix 6.



References

REFERENCES

1. Bovin G, Hard I, Tellier G, Maziade J. Predicting influenza infection during epidenith use of

a clinical case definitiorClin Infect Dis 2000;31(5):1 16®.

2. Bridges CB, Thompson WW, Meltzer Mi al.. Effectiveness and cebenefit of influenza vaccina

tion of healthy working adults: a randomized controlled tfial/4 2000;284:165%3.

3.Brydak LB. Grypa i jej profilaktyka. [Influenza and its prophylaxis] terMedia: Poza&, 2004;1

272.

4. CDC: General recommendations on immunization: recommendations of the Advisory Committee
on Immunization Practices (ACIP) and the American Academy of Family Physicians (AWHWR
2002;51:136.

5. Centers for Disease Control and Preventioavéntion and control of influenza: Recommendations
of the Advisory Committee on Immunization Practices (ACM}MWR2005;54:131.

6. Centers for Disease Control and Prevention. Prevention and control of influenza: Recommendations
of the Advisory Committee onrimunization Practices (ACIPMMWR2006;55:130.

7.Cox NJ, Tamblyn SE, Tam T. Influenza pandemic plannifagcine 2003;21:18043.

8.van Essen GA, Palache AM, Forleo E, Fedson DS. Influenza vaccination in 2000: recommendations
and vaccine use in 50 developed aapidly developing countrieBaccine 2003;21(16): 178®.

9. Glezen WP, Greenberg SB, Atmar Rilal.. Impact of respiratory virus infections on persons with
chronic underlying conditiong4M4 2000;283:499%05.

10.Gravenstein S, Davidson HE. Current stretedor management of influenza in the elderly popu
lation. Clin Infect Dis 2002;35:72937.

11. Grypa - niebezpieczenstwo dla wszystkich. [Influenza - a danger to all] Pa&stwowy Zak'ad

Higieny: [National Hygiene Institute] http://www.pzh.gov.pl/nowosci/grypa.html

12.Gubareva LV, Matrosovich MN, Brenner Mia/. Evidence for zanamivir resistance in ami
nocompromised child infected with influenza B virligafect Dis 1998 ;178:125%62.

13. Houseworth WJ, Spoon MM. The age distribution of excess mortality during A3 Ktmmgy

influenza epidemics compared with earlier A2 outbreals/ Epidemiol 1971;94:38-50.

14. Immunization, Vaccines and Biologicals: Influenza Vaccine. World Health Organization:
http:/mwwwho.int/vaccines/en/influenza.shtml

15. Influenza. Department of Human and Health Services, Centers for Disease Control and Prevention:
http://www.cdc.gov/fli

16. Informacja Gtéownego Inspektora Sanitarnego w sprawie zachorowan na grype z dn. 3 marca 2005
r.[Information from the Chief Inspector for Public Health concerning influenza cases, dated 3 March

2005] Polish Ministry of Health:
http://iwww.mz.gov.pl/wwwfilegma_struktura/docs/info_grypa_p_030305.pdf

17.Kiso M, Mitamura K, Sakalagawa Yet al Resistant influenza A viruses in children treated with
oseltamivir: descriptive study.ancet 2004;364:75%5.

18. Krajowy plan dziatan dla Polski na wypadek wystgpienia kolejnej pandemii grypy. [National plan of
activity for Poland in the event of the occurrence of an influenza pandemic. Chief Inspectorate for

Public Health: http://www.gis.gov.pl/pdf/grypa/plan.pdf

19. Letter M. Rapid diagnostic tests for influenaéedical Letter 1999;41:1212.

20.Mono AS, Gravenstein S, Elliott M, Colopy M, Schweinle J. Clinical signs and symptoms
predictinginfluenza infectiondrch InterMed 2001;161(10):1352.

21.0xford JS, Lambkin R, Sefton & a/ A hypothesis: the conjunction of soldiers, gagspducks,

geese and horses in Northern France during the Great War provided the conditions for the emergence
of the "Spanish" influenza pandemic of 191%19.Vaccine 2005 ;23:946b.

22. Rekomendacje Polskiego Towarzystwa Ginekologicznego w zakresie opieki przedporodowej

w cigzy o prawidtowym przebiegu. [Recommendations of the Polish Gynaecological Society concerning
antenatal care in a normal pregnancy. Polish Gynaecological Society: http://www.gpsk.am. poznan.
pl/ptg/rekomendacjaopiekaprzedporodowa.htm

23. Decree of the Minister of Health dated 19 December 2002 concerning the list of mandatory protective
vaccinations and the principles of implementing and documenting vaccinations(Official Gazette No.

237, item 2018).

24. Simonsen L, Clarke MJ, Schonberger LB, Arden NH, CaoxRluda K. Pandemic versus epidemic
influenza mortality: A pattern of changing age distributidmfect Dis 1998 ;178:5360.

25. Tognotti E. Scientific triumphalism and learning from facts: bacteriology and the "Spanish flu"
challenge of 191&oc Hist Med 2003;16:971 10.

26. Tumpey TM, Basler CF, Aguilar P¥t al. Characterization of the reconstructed 1918 Spanish
influenza pandemic viruscience 2005;310:7780.

27.Wysocki J, K,dziora M, Salame!owi&ska D. Profilaktyka grypy. [Prophylaxis of influenza]
Zakazenia 2005;5:5760.

28.Zambon M, Hays J, Webser A, Newman R, Keene O. Diagnosis of influenza in the community:
relationship of clinical diagnosis to confirmed virological, serologic, or molecular detection of influenza.
Arch Intern Med 2001;161(17):211@22.



Appendix no. 1: Epidemiology of influenza

Appendix no. 1: Epidemiology of influenza

Influenza in history

Principles for the
nomenclature of
virus strains

Coughing,
sneezing...

Reactions of resistance

Additional information concerning the epidemiology of influenza

Influenza pandemics and epidemiw/e accompanied humanity through the
ages. The greatestfluenza pandemic in the 20th centurthe Spanish
pandemic (virus A, subtype H1Nbgcurred in 19318919. According to various
sources, it caused the death of between 20 and 50 mwthiddwide: this was a
higher number of deaths than caused by World War | and probably higher
than that caused by the plague epidemic of 21B&2°212°

During the Spanish pandemic, the largest number of deaths occurred among young
people aged 280 years. Thaext pandemic was Asian influenza in 1957,
which caused the deaths of about 1 million people (virus A subtype H2N2). In
1968, HongKong influenzacaused the deaths of about 700 thousand people (virus
A subtype H3N2). The last pandemic in the 20th cgmias that of Russian flu in

1977 (virus A, subtype Hle 213

The largest influenza epidemic in the last five decades in Poland was
recordedin 1971, when % million people were affected. At that time,
abou®5 thousand people died from complicatioimsthe last decade, the greatest
numbeEGOf influenza cases was recorded in 1996, the number being over 2.7
million.

Every newly discovered strain of influenza virus is described in a strictly
defined
manner, e.gA/Hong Kong/1/68(H3N2), where:

A - virus type (A, B or C)

Hong Kong - location, where the virus was isolated

1 - number of isolations

68 - year of isolation (a-dligit entry is used for years from 2000
onwards)

H3N2 - antigenic subtype of haemagglutinin and neuraminidase
(exclusively type A viruses)

Secretions from the respiratory tract that are expelled during coughing or sneezing
can be transmitted over a distance-8f@etres at a speed of about 150 km/hr.

In this respect it should be remembered that the roate of viral transmission

and influenza infection is the droplet route. The necessity of isolating ill people
in this situation is sefévident.

The body of a patient attacked by the influenza virus produces antihaeimagglut
which, through preventing attachment of the virus to mucoprotein receptors stop
other cells from becoming infected. The main defence of the body against the
spread of infection are the secretory IgA immunoglobulins, macrophages and
cytotoxic T lymghocytes.
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Virological
diagnosis

Serological
diagnosis

Rapid
diagnostic tests

Material for diagnosis

Virological and serological diagnosis of influenza

Virological diagnosis enables the presence of the virus to be confirmed
material collected from the patient. The following tests are conducted:

1. immunofluorescent (IF) and immunoenzymatic (ELISA) tettae

required for result: 1 day (for organizatib reasons this period may be longer);
2. RT-PCR tests o situ hybridization- detection of viral RNA. Time
required for result: up to several days. The method is sensitive and specific,
butexpensive. It is the reference method in difficult cases;

3. cultivation of the virus in chicken embryos or tissue cultuteae

required for result: up to more than ten days. This method is used above
all during inpatient treatment and for the purposes of epidemiological
monitoring (SENTINEL programme).

Serologcal diagnosis enables confirmation of an infection with influenza
Vvirus post factum on the basis of establishing an increase in antibody titres
in the patient's serumhaemagglutination inhibition test and immunoenzymatic
test (ELISA). These are usedab all in retrospective analysis.

Rapid tests enable infection with influenza virus to be ascertained within
minutes. Currently the following types of test are available.

1. Directigen Flu A and Directigen Flu A+B (Beckton Dickinson),

2. Quickvue Influenza (Qdel),

3. ZstatFlu (Zymetex),

4. Influenza A/B Rapid test (Roche).

The above list might not be exhaustive. Before deciding to carry out a test, it is
necessary to become familiar with the information provided by the
manufacturer.

Laboratory diagnosis of influea uses material collected from the patient. This
can be:

) nasal or nasopharyngeal swab,

) washings from the throat,

) nasopharyngeal aspirate,

) bronchial lavage,

) cerebrospinal fluid,

) exudate from the middle ear.
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Form MZ-55
POLISH MINISTRY OF HEALTH NATIONAL INSTITUTE FOR HYGIENE 00791 Warszawa, ul. Chocimska 24
Name and address of the reporting unit: Address:
MZ-55
FORTNIGHTLY, WEEKLY, DAILY'
NOTIFICATION

Public Health Unit in:
of cases and suspected cases for the period, day'

ID number- REGON: B . To be sentvithin the stated period
fromEE.. toEEE . e
in the programme of statistical

investigation

. . 2
Part 1. Number or cases or suspected cases of influenza according to age

Age(full years Number of cases and suspected caseg Reasons for referral to hospitalumber of individuafs
Persons Circulatory systen{ Suspected Othercauses
Total referred to symptoms pneumonia
o hospital and/or
bronchitis
0 1 2 3 4 5

0-4 1
514 2
1524 3
2544 4
4564 5
65 and over 6
Total 7

If the reason for referral to hospital was "other causes" (section 5), provide details: .

Part 3. Number of MZ-55* reports received

Number of MZ55°

Part 2. Number of deaths due to or suspected to be due to influenza according to the ages of the deceased™*

Age (full years) 0-4 514 1524 2544 4564 65 and over Total
0 1 2 3 4 5 6 7
Number of deaths

Comments from person sending data:

Clarifications
Reporting periods: Health care institutions, medical practices: ) )
) a) send the notification on the last day of the reporting period
a) from October to Aprid weekly, 27, 815, 1622, 23last - after all appointments have been completed,
day of the month, b) donot send negative notifications about a lack of cases,
b) from May to Septemberfortnightly , 1-15, 16last day of the month ¢) send natifications on this form as confirmations of natifications

made by telephone orimother manner

1. Delete as required. 2. Fill in all fields of the table. 3. One individual may be shown in several sections (3-5). 4. To be filled in solely by services
for public health and epidemiology. 5. District services for public health and epidemiology provide the number of reporting units (health care
institutions, medical practices), which have sent reports, regional services provide the totals for these numbers.

Clarifications concerning reporting may

be obtained by telephoning: Personaktamp and signature of

the person acting for the reporting
unit.

(place and date)
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Live Attenuated Influenza Vaccine (LAIV)

The live attenuated vaccine is approvied use in the USA, but is not
availableand has not been registered in Poland. It is manufactured under the
name FluMist. Administered nasally in the form of a spray, it contains viruses
that are antigenicallydentical to those contained in inactivhteaccines. The
viruses contained in LAIV arso-called temperatursensitive mutants, which

are incapable of infected tHewer respiratory tract, but which sometimes after
administration cause minimal symptoms in the upper respiratory tract. The
vacchnation is intended only for healthy individuals aged ftoto 49 years. It

must not be used in pregnant women, children or dpubgrty if therapy with
aspirin or other salicylates is being administered, nor to individuals who have
experienced GuillaiBarrZ syndrome or have become sensitised to substances
contained within the vaccine.

An instructional video in English is available at:
http:/Amww.flumist.com/professional/media/flumist_nurse.mpg
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Table Z.5. Influenza vaccines available in Poland

Trade name Type
Fluvirin Subunit
Influvac Subunit
Isiflu Zonale Subunit
Begrivac Split
Fluarix Split

Vaxigrip / Vaxigrip Junior Split
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Amantidine

Oseltamivir

Table Z.6.1. Antiviral drugs registered for use in Poland in the prophylaxis of influenza

Chemical name Trade name Pharmaceutical form

Amantidine Amantix Tablets 100 mg (30 or 100 per pack)

Solution for intravenous injections 0.4
mg/mi(200 mg/ml)

Viregyt K Capsules 100 mg (50 per pack)
Oseltamivir Tamiflu Capsuls 75 mg (10 per pack)
Zanamivir® Relenza Powder for inhalation sachets 5 mg (4 or 20
per pack)
Rotadisk and Diskhel apparatus for
inhalation

* Preparation not available in Pota

Amantidine:

)
)
)
)
)

belongs to the group of ion channel blockers

effective in the prophylaxis of infection with type A influenza virus

may be used for prophylaxis in persons aged 1 year upwards.

does not impair the immaoltogical response to influenza vaccination
principles of administration: daily during and epidemic season or only
whenthe number of cases has peaked (in order to decrease the costs of
prophylaxis)

Table Z.6.2. Prophylactic dosage of amantidine

From 10to 64years

From65years

Patient's age Dose Prophylaxis
5 mg/kg body weight in two
From 1to 9 years . doses.
(in the form of syrup Shortterm
max. 150 mg/day 5-7 days
Longterm
100 mg 2 + daily 6 weeks

1.4 mg/kg body weight/day

Oseltamivir:

)
)
)
)

)

belongs to the group of neuraminidase inhibitors

effective in the prophylaxis of infection with type A and C influenza virus
may be used for prophylaxis in persons aged 13 years upwards.
studies confirming the safety of oseltamivir ¢hgripregnancy and
lactationare lacking.

the drug does not impair the immunological response to influenza
vaccination
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Table Z.6.3. Prophylactic dosage of oseltamivir

Patient's age Dosage Prophylaxis
Children from 13 years 75 mg 1x daily Shortterm(7days)
and adults Longterm (6 weeks)

Table Z.6.4. Side effects and contraindications to the use of antiviral drugs

Drug
Amantidine

Oseltamivir

Zanamivir

Side effects

Insomnia

Headache
Gastrointestinal disorders:
Dry mouth

Orthostatic hypotension

Nausea, vomiting, abdominal pain,

diarrhoea occurmainly after
of the first dose, resolve after
drug withdrawal

Dizziness

Fatigue

Insomnia

Conjunctivitis

Nausea, miting, diarrhoea
Headache and dizziness

Cough

Upper respiratory tract inflammation
Severe exacerbation of respiratory
diseases (mainly COPD, asthma),
and even death

Contraindications

Hypersensitivity to the

' Epilepsy

Cardiac, hepatic, renal
insufficiency
Pregnancy

Renal insufficiency

Chronic diseasesf the
circulatory and

respiratory system in
uncompensated state

Hypersensitivity to
ingredients of the drug
Chronic diseasesf the
respiratonytract
(asthmaCOPD)
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INFORMATION FROM THE CHIEF INSPECTOR OF PUBLIC HEALTH
dated 3 March 2006
for doctors in primary care
concerning infections with avian flu virus (HSN1)

The further spread of the H5N1 virus within Europe is unavoidable, one of the
reasons being the migration of wild birds. Currently it is not possible to
determinewhether the virus will appear occasionally in Europe or whether
it will start to be found endemically in wild birds. In addition, the spread of the
H5N1 epidemic in Africa and in the Indian subcontinent will change the
situation with respect to recommendatidmistravellers and assessment of the
health status of travellers retingnto Europe wittacute respiratory tract infection.

The general threat to the health of European society from the H5Nlisvirus
currently at a relatively minute lev&8lome groups of individuals are more at risk
- especially those livingn close contacwith poultry, and amongst these
especially children.

These people require immediate identification and education in order to reduce
the risk of infection to a minimum.

The three following points are the most important in the recommended strategy
for theprotection of human health:

1. Controlling infections in birds, with which humans might be in contact
aboveall IN domestic poultry.

2. Communal mobilisation and education in order to decrease the risk of
humanexposure to contact with infected poultry.

3. Estallishment of a definition of human cases of infection, monitoring,
laboratory confirmation, treatment, isolation of patients and combating
infection.

Influenza virus A/H5N1 can be characterised as follows:

) it belongs to the group of avian viruses thatraghly pathogenic and highly
infective in many species birds, includingmost species of poultry cultivated
by humans;

) itis weakly adapted to humans and rarely infects them;

) when it does, mortality is significant, being approximately 50%.

) there has been no definitive confirmation of the possibility for transfer of
the pathogen from human to human;

) it constantly mutates and evolves.

As with all influenza viruses, it shows a high rate of antigenic variation, which
arises as a result of recombinatioamely the exchange of genetic maksvith
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other influenza viruses. Despite the fact that the HSN1 virus has not changed
its behaviour in relation to humans and animals for about 10 years, the
possiblity remains that it will undergo transformation. It may start to be more
easily transmittecbetween humans, or it may become less pathogenic to
humans or to birds.Most experts are of the opinion the NSN1 has pandemic
potential, but they are unalglerrently to determine exactly whether or when this
might happen.

Definition of a case

The definition below is based on the WHO guidelines concerning worldwide
monitoring of A/H5 influenza and is intended for European countries, where so
far there have been rmases of human infection with the A/H5N1 virus.

Clinical description
Any individual is suspected of being infected with A/H5 virus if:
they have an acute fever (temperature > 38;C), with one or more of the following
symptoms:
- cough,
- dyspnoea.

The following should also be considered suspicious:
death on account of acute respiratory disturbances without a clarified cause.

Epidemiological connections
The patient should satisfy at least one of the following conditions of
exposure (a, b, ¢) within the 7 day#or to appearance of symptoms
a. Residence in or visit to an area where avian flu is present is suspected or
confirmed
and
) close contact with living or dead wild birdlife, domestic poultry or
pigs,
OR
) exposure to conditions, in which infected or potentially infected poultry or
pigs were isolated in the previous 6 weeks,
OR
) close contact (for about 1 month) with a csls@ving symptoms consistent
with the clinical description of a case.
b. Work within a laboratory, in which the possibility exists of exposure to
influenza virus A/H5N1.
c. Close contact (for about 1 month) with a confirmed case of A/H5N1 influenza.

Criteria for laboratory diagnosis
A/H5N1 influenza is diagnosed using one of the following tests, in which the
results of at least one of the tests must be positive:
a.isolation of the A/H5N1 virus,
b. determination of A/HS5N1 genetic material usingRTR,
c.immunofluorescence assay (IFA) for A/H5 influenza using monoclonal
antibodies,
d. 4-fold increase in the titre of specific alb influenza antibodies.
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Definitions of cases of A/HSN1 influenza

Possibé case:
Every individual matching the clinical description and with the appropriate
epidemiological connection.

Probable case:
A potential case with a positive result in one of the tests for A/H5
(IFA with anttH5 monoclonal antibodies is sufficient).

Confirmed case:

A person in whom a positive test result for A/H5N1 has been confirmed by a
second laboratory, this being either the national reference laboratory for influenza
or WHO Centre.

Risk groups
Group 1.
Low, but real riskA risk is nearly alwaysttibuted to a group of persons
having close contact with diseases, infected poultry or éxeiretawhere
H5N1 is present usually through being in the same accommodation. Cases of
human infection in Asia and Turkey nearly always condeis category ©
individuals. Children may be at greater risk of infection than adults, but this
relates more to behaviour than to sensitivity (children frequently play with
poultry and are less observant of hygienic principles).

Individuals travelling to countries wige HS5N1 is present may be included
within groups at risk, if they stay in places where poultry is cultivated.

Veterinarians and others dealing with sick animals may also belong to this
group, but only if they do not use protective resources.

Group 2.

Very low risk

This group includes, amongst others:

) allindividuals working within the poultry industry,

) individuals involved in combating infective foci in birds (slaughter),

) individuals who might have had contact with wild birdlife, e.g.
ornithologistsor hunters,

) individuals having contact with excreta suspected of being contaminated with
H5N1 virus.

In these individuals there exists the probability of a greater risk of infection with
other serious diseases deriving from birds, for example Campylolmacter
salmondbsis and the standard methods of protection against these diseases
may protect against H5SN1.

Group 3.

Hypothetical risk
Individuals who have not had contact with wild or domestic birds or
theirexcreta are practically at no risk ofection with H5N1 virus.
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Clinical symptoms

The clinical picture of classical influenza may be identical to that caused by
the H5N1 virus. From this derives the fundamental significance of a
properly iken environmental history.

The clinical picture should satisfy three criteria:

) fever (in children, elderly people or those with chronic disease, an atypical
course is possible, which is either without fever or subfebrile);

) sudden start to the diseaseu@aity with symptoms of general malaise,
headache, muscle and joint pain, etc.);

) symptoms in the form of cough, dyspnoea or otherwise affecting the
respiratory system.

In about 12% of cases there is encephalitis with meningeal syndrome, which
may be acompanied by psychological disturbances.

The incubation period for avian flu is up to 7 (exceptionally 9) days.

Table Differential criteria

"Normal" influenza Avian flu
Cause of the  Type A influenza viruses (e.g. Type A influenza viruses
disease H1N1, H3N2) or type B viruses (e.g. H5N1, H7N7HON2).
Appearance of Cases occurring seasonally during The disease can occur
cases of the  autumn, winter, spring independently of the
disease season of the year.

Who is affectedAnyone can be affected, however Sporadically in humas through
there are groups, which, due to contact with affected birds; the
health status, are at greatisk of disease has a rapid and severe
the disease and the occurrence of course with more frequent
complications (e.g. children up to 2 occurrence of complications.
years, individuals with chronic
disease, elderly people).

Possibility of ~ Vaccines are available. Annual

avoidance repeat vaccination is necessary in
order to decrease the risk of diseas
and of conplications.

No vaccines exist for humans.
In some countries, vaccines for
birds are available.

o ) _ New generation antiviral drugs
Antiviral drugs are available, which maybe effective against avian
Possibility of  can shorten the course of the diseas; virus in humans.
treatment and make it milder.

In cases in humans who are suspected of having contact with birds, a detailed
environmental history should be taken (has the patient had continuous or only
temporary contact with birds: domestic poultryldwbirdlife? Are the birds
diseased or dying, especially in large numbers? Have veterinary studies been
initiated? The period from the last contact with birds, their secretions or excreta,
dust or dander in farms, etc.) A properly taken history entideldstermination
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of suspected disease associated with birdlife or the exclusicuchf a
suspicion.

Procedure with individuals suspected of being infected with avian flu virus
(H5N1)

1. A doctor who susgcts a case of avian flu in a person who has been in direct
contact with infected birds will immediately refer the patient to a hospital for
infectious diseases listed in Appendix 1 or to another, geographically closest
hospital.

2.A doctor who suspectsianfection with H5N1 virus is obliged to make
anemergency report of this fact to the local district service of public health and
epidemiology (PSSE) and then to confirm the notification on the obligatory
form for notification of an infectious disease.

3. The transport of persons suspected to have avian flu should be carried out in
vehicledesignated for the carriage of infectious patients.

Approved:

Chief Inspector for Public Health
Andrzej TRYBUSZ

National Consultant
for infectious diseases
Andrzej HORBAN

Information on avian flu can be found on the following web sites: waw.int, www.oie.int,
www.fao.org, http://disasters.jrc.it/AvianFlu/, www.pandemicflu.gaww.wetgiw.gov.pl,
www.ecdc.eu.int, www.gis.gov.pl

1. Appendix 10 to the "Nainal Plan of Activity for Poland in the event of the occurrence of
an influenza pandemic” is presented on the website www.gis.gov.pl



