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ABSTRACT

The influenza pandemic caused by the new H1 N1 virus has by
now affected all the continents of the world. However, the
extent and likely impact are still uncertain. Like seasonal flu,
the illness is mild and self-limiting in a great majority of cases,
with only 1%—-2% of patients requiring hospitalization. In a
few cases, the clinical course can deteriorate in a matter of
hours, leading to severe complications and eventually death.
The risk of complications is higher among those who have pre-
existing diseases, such as asthma, heart disease and kidney
disease, and among pregnant women. In such cases, antiviral
treatment should not be delayed pending laboratory
confirmation. The preferred antiviral drug is oseltamivir, and
zanamivir is an alternative. Antiviral treatment is not necessary
for those who are otherwise healthy, and have mild or
uncomplicated illness. It is beneficial for patients with progressive
lower respiratory tract disease or pneumonia, and those with
underlying medical conditions and pregnant patients. As the
supply of antivirals is limited, they should be used judiciously
and where appropriate. There is a limited supply of pandemic
influenza vaccine available in a few countries and efforts to
produce it in India are presently underway. Effective personal
preventive measures include shielding one’s mouth and nose
while coughing and sneezing, frequent washing of hands with
soap, avoiding mass gatherings and voluntary isolation by
symptomatic individuals. While at present the virus is causing
a mild disease, the next wave may be more severe. Hence,
enhanced surge capacity of health services is required for the
clinical management of an increased patient load.
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INTRODUCTION

Influenzaisan old disease caused by influenzavirusstrains A, B
or C. Of these, A is the predominant strain that causes human
disease. Influenzavirusesareby natureunstableand unpredictable,
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and have the unique capability of changing their antigenic
characteristics by mutation. In the winter and autumn seasons,
they cause frequent outbreaks of acute febrile respiratory illness,
usually referredto asseasonal flu. Occasionally, novel strainsal so
emerge, often through re-assortment or exchange of genetic
material amonginfluenzavirusesfrom different animal, human or
bird sources. Such geneticrestructuring occursregularly innature
and, at times, provides the virus with the capability of causing
widespread disease in immunologically naive populations. The
virus can move swiftly across geographical borders to cause
pandemics.

Three such pandemics occurred in the previous century, in
1918, 1957 and 1968. The 1918 pandemicwasthemost devastating,
taking a toll of 3040 million lives worldwide. The subsequent
pandemics were relatively milder, each killing around 1 million
people.t Theyear 2003 witnessed the appearance of anovel avian
influenza A subtype (H5N1), which caused 438 cases and 262
deathsin 15 countries. It remains endemic in poultry populations
inmany countries, including some countriesof the Southeast Asia
region, in particular, Indonesia, and occasionaly leads to the
occurrence of human cases.?

In March 2009, another novel strain of influenza virus A
(H1IN1), resulting from triple re-assortment, emerged in Mexico
and the USA 34 In late April 2009, the WHO declared that the
emergenceof thisvirusrepresented a‘ public health emergency of
international concern’ and on 11 June 2009, raised the phase of
pandemic alert to 6, indicating that anew influenzapandemic was
under way.> The HIN1 virus has spread with great speed and ease
to al continents and is causing considerable human suffering. It
is aso having an adverse impact on the health services and the
economy.

THE NOVEL VIRUSAND ITSCHARACTERISTICS

The 2009 HIN1 virus contains a combination of gene segments
that havepreviously not beenreportedin swineor humaninfluenza
viruses.® Itsgenomeistheresult of are-assortment of genesfrom
4 influenza viruses, i.e. North American swine influenza, Asia/
Europe swine influenza, human influenza and avian influenza
(non-H5) (Tablel).” Thevirusesisolated from humansduring the
courseof thisepidemic havebeen homogeneous, withadifference
of amaximum of only 5 amino acids among them. On the basis of
current knowledge, there is no known molecular evidence of
genetic changes to this virus which would explain its
transmissibility among people. Some of the differences between
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TasLE |. Sources of genesin theinfluenza A (H1IN1) virus of 2009

Gene Source

Avian influenza virus

Human influenza A virus

Avian influenza virus

Classical swine influenza A virus (triple
reassortant swine influenza)

Classical swine influenza A virus (triple
reassortant swine influenza)

Classical swine influenza A virus (triple
reassortant swine influenza)

Swine in Eurasia

Swine in Eurasia

Polymerase basic 2 (PB2)
Polymerase basic 1 (PB1)
Polymerase acidic (PA)
Haemagglutinin (HA)

Nucleoprotein (NP)
Non-structural proteins (NS)

Neuraminidase (NA)
Matrix protein (M)

TasLE II. Characteristics of seasonal and pandemic influenza

Characteristics Seasonal Pandemic
influenza (HINZ1) 2009

Causative agent InfluenzaA H1,  InfluenzaA
or H2 or H3 HIN1
Influenza B

Seasonal preponderance Autumn/winter Summer

Age group at higher risk Extremesof age  Young adults

Resistance to amantadine No Yes

Susceptibility to oseltamivir Yes(?) Yes

Natural immunity May be present Absent
Availability of specific vaccine Yes No

Symptoms pertaining tothe GIT ~ No 25%-50% of cases
Pregnancy a high risk factor No Yes

GIT gastrointestinal tract

Pandemic (H1N1) 2009
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pandemicinfluenzaH1N1 2009 and seasonal influenzaare shown
inTablell.

EPIDEMIOLOGICAL ASPECTS
Disease burden

As on 19 October 2009, more than 414 000 cases and about
5000 deathshad been reportedto WHO by 195 countriesworl dwide
(Figs 1 and 2).8 The actual number of cases would be many more
as laboratory facilities for confirmation of the diagnosis are
limited. Moreover, many countries no longer test patients with
flu-likeillness for HIN1.

As of 19 October 2009, in the WHO Southeast Asia region,
10 of 11 member countries have reported 41 513 cases of HIN1
virusinfection and 573 deaths. The 3 hardest hit countriesin the
region are Thailand (26 465 cases, 165 deaths), India (11 068
cases, 351 deaths) and Indonesia (1097 cases, 10 deaths). InIndia
the state of Maharashtra is the worst affected, followed by
Karnataka.

It is difficult to estimate precisely the number of people
infected by the HIN1 virus as many may not have developed
symptoms, while others with mild illness may not have sought
medical care. Uncertainties remain about the extent to which this
virus may eventually spread. Thiswill, we believe, depend on 3
factors: communicability of thevirus, asmeasured by attack rates;
itsvirulenceor severity, asmeasured by casefatality rates; and the
implementation of an effective national response, in particular,
proper case management, measured by the surge capacity of the
health or medical services.

Status as of 11 October 2009

Countries, territories and areas with lab confirmed cases and nhumber of deaths as reported to WHO
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Fic 2. Number of countries worldwide reporting new pandemic HIN1 2009 cases by week

In Europe, the estimated attack rates arein the range of 20%—
30%.°In Australiaand New Zealand, where theregular flu season
iscoming toanend, an attack rate of 20% hasbeen assumed. With
regard to severity, the disease islabelled as mild to moderate, as
in most cases, the virus causes a mild and self-limiting illness,
with 1%-2% of the cases requiring hospitalization. The case
fatality ratesin the USA and the UK have been in the range of
0.3%-0.4%. Taking into account casesthat may not havereported
to healthcare facilities, the case fatality rate could possibly bein
the range of 0.1%-0.2%.%°

In the past 5 months, surveillance data from many affected
countries such as Mexico, the USA, the UK, Thailand and India,
have provided good indicators not only of the clinical pattern,
severity of diseaseand modesof transmission, but al so of how fast
and how far the virus can travel in a short period of time. At the
macro level, modelling can estimate the likely impact of the
pandemic oncekey parameterssuch asthe basic reproduction rate
(average number of secondary cases generated by one case at the
start of an epidemic), thetimeinterval between casesand therisks
to and severity of the disease among various population groups,
become available. 1

Risk factors

Analysis of the first 8787 cases reported in India shows that the
disease has occurred in every age group, indicating that the
population does not have immunity to this virus (Fig. 3). In the
USA andthe UK, attack ratesamong the elderly have been lower,
indicating some exposure to the virus in the past. The risk of
complications has been higher among those with pre-existing
diseases such as asthma, heart disease and kidney disease, and
among pregnant women. Inthe USA and the UK, obesity hasbeen
identified as arisk factor for severe disease.’?

Transmission

Like seasonal flu, the mode of transmission is through droplets
from coughing or sneezing, and through direct or indirect contact
with the respiratory secretions of an infected person. Thereis a
risk that peoplemay also acquireinfection by touching something

that is contaminated by the virus and then touching their nose or
mouth. Food isnot yet known to be avehiclefor the transmission
of this new influenza virus. Rapid spread among the population
has been observed, especially in crowded places such as schools.
Inschool outbreaksinthe UK, around 30%-50% of studentshave
been affected. In the USA, the attack rate in schools has been
lower, at around 20%. Thesecondary attack ratein householdshas
consistently ranged from 18% to 30% in countrieswhere dataare
availableX

Aninfected personisinfectiousfrom aday before the onset of
thesymptomstill about 24 hoursafter thesymptomshavesubsided.
The incubation period is 1-7 days. The basic reproduction rate
may liebetween 1.2 and 1.7, though ahigher figure (2.3) hasbeen
reported in closed communities such as schools in Japan. The
average generation time, i.e. the mean delay between the time of
infection of theindex case and the time of infection of secondary
cases, irrespective of the setting, is 2.5-3 days.*®

CLINICAL PRESENTATION, DIAGNOSISAND
TREATMENT

Clinical presentation

The dataavailableindicate that the clinical spectrum of infection
with the HIN1 virus is broad, and ranges from mild upper
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Fic 3. Age and sex distribution of laboratory confirmed pandemic
(H1IN1) cases (n=8787) in India (data unavailable for 836 cases)



ed THE NATIONAL MEDICAL JOURNAL OF INDIA

respiratory tractillnessto severecomplicationssuch aspneumonia
resultinginrespiratory failure, acuterespiratory distresssyndrome
(ARDS), multi-organ failure and death.®

Like seasonal flu, agreat mgjority of cases havefever, cough,
sore throat and arunny nose. Gastrointestinal symptoms such as
diarrhoeahave been reported in 20%—-50% of patients, and do not
require hospitalization.? What iscritically important, however, is
that in asmall proportion of patients, the clinical course tendsto
deteriorate rapidly, leading to complications and death.'?*® Such
patients require immediate hospitalization and treatment with
antivirals without delay; most deaths during influenza outbreaks
have been associated with delayed administration of antivirals.**
In some countries, the main reason for hospitalization is primary
viral pneumonia or viral pneumonitis. Among fatal cases,
microbiological evidence of a secondary bacterial or fungal
infection has been observed. In the USA, >70% of hospitalized
patientsand approximately 80% of fatal caseshavehad underlying
conditions considered to put them at high risk for complications.

Laboratory diagnosis

Currently, confirmatory diagnostictestscan bedoneby specialized
laboratoriesin many countries. Reverse-transcriptase polymerase
chain reaction (RT-PCR) provides the most timely and sensitive
evidence of infection.® Clinical diagnosis (based on acute onset
of fever and cough) can beincreasingly predictive of infection as
the prevalence of infection increases.

At present, there is no validated rapid bedside diagnostic test
(including so-called ‘point-of-care’ diagnostic tests).
Commercially available rapid tests for seasonal influenza have
uncertain sensitivity (between 10% and 60%) and |l ack specificity.
Both positive and negative results from such tests should be
interpreted with caution.

Samples for laboratory tests should be taken from the deep
nasal passages, nasopharynx, throat or, if available, bronchial
aspirate. Upper respiratory tract sampling using acombination of
anasal or nasopharyngeal swab and athroat swab is advised and
may facilitate detection of the virus. It is not yet known which
clinical specimen givesthebest diagnosticyieldfor thisinfection.
Appropriate precautions should be taken during specimen
collection so that the collector is not exposed to respiratory
secretions from patients.

Laboratory tests for initial patients are important in countries
which are still free from this disease or have only afew imported
cases, and confirmation of community transmission is necessary
for specificpublichealthactions. Thoughlaboratory confirmation
of HIN1infectionhasimportantimplicationsfor casemanagement,
antiviral treatment and avoidingtheinappropriateuseof antibiotics,
clinical management (including antiviral treatment) must not be
delayed pending laboratory confirmation. In countries where the
presence of HIN1 has already been demonstrated, there seemsto
be no rationale for testing every patient with flu-like illness for
HIN1. The tests are expensive and cost between Rs 5000 and
Rs 10 000, and it takes time for the results to become available.
Many countries such as the USA and the UK, no longer conduct
laboratory tests on patients with flu-like symptoms, nor are
such cases being reported routinely. As a public health support
function in countries with sustained community transmission
of HIN1, laboratory services should be utilized to monitor
susceptibility of the virus to oseltamivir and any changes in its
genetic structure that may indicate enhanced virulence or
infectivity.
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Case management and antiviral treatment

To date, most human cases of HIN1 infection have had an
uncomplicated illness of limited duration. Hospitalization or
antiviral therapy is, therefore, not likely to be required for most
patients. Supportivecareincludesantipyreticssuch asparacetamol
or acetaminophen, for fever or pain, and fluids, as needed.

Thespecificfactorsthat predict anincreasedrisk for progressive
disease are incompletely understood. Clinicians and caregivers
should watch for signs of possible clinical deterioration (for
example, difficulty inbreathing, chest pain, coughing up coloured
sputum, altered level of consciousness and confusion) and refer
such patientsimmediately to hospital . Clinicians should al so take
into account any underlying co-morbid conditions (such as
immune-compromising conditions, pre-existing chronic lung or
cardiovascular disease and diabetes).

Pregnant women are known to be at increased risk for
complications of seasonal, avian H5N1 and pandemic influenza
infection. Several pregnant women infected with the new HIN1
virus have reportedly been hospitalized and, in many cases, the
outcome has been fatal. In a study conducted during the initial
phase of the pandemic in the USA, higher hospitalization rates
were observed among pregnant women.*® Six of 11 pregnant
women who were admitted died due to pneumonia, followed by
ARDS. Consequently, pregnant women with suspected or
confirmed HIN1 infection warrant closer observation and, if in
accordance with national policies, treatment with antivirals.

The virus is currently susceptible to neuraminase inhibitors
(oseltamivir and zanamivir), but resistant to M2-inhibitors
(amantadine and rimantadine). Oseltamivir is believed to reduce
the severity and duration of the illness, and might contribute to
preventing its progression to severe disease and death. Important
pharmacological differencesneedto beconsideredwhenchoosing
the neuraminase inhibitor to be given for treatment. Oseltamivir
isadministered orally and givesahigher systemiclevel. Zanamivir
isto be orally inhaled and is poorly absorbed. Oseltamivir isthe
recommended treatment for lower respiratory tract complications.

Antiviral therapy may be beneficial especially for pregnant
patients, patientswith progressive lower respiratory tract disease
or pneumonia, and those with underlying medical conditions.
WHO recommendstheuseof antiviralsfor thetreatment of severe
or complicated illness. Antiviral treatment should ideally be
started early for all patients (including pregnant women and
neonates), but it may be used at any stage of active disease when
ongoing viral replication is anticipated or documented. It is
possiblethat thevirusmay replicatefor aprolonged period of time
in some cases due to a lack of pre-existing protective immunity.
Thepreferred drug isoseltamivir, and zanamivir isan alternative.
Patientswho belong to agroup whichisat risk and who havemild
or uncomplicated illness may be treated with oseltamivir or
zanamivir. If virus activity has been detected in the community,
antiviral treatment should not be delayed, especialy in the case of
patients with pneumonia or progressive lower respiratory tract
symptoms. Empirical antiviral treatment with oseltamivir or
zanamivir should be initiated as soon as possible after any
suspected patient of pandemic influenza has been admitted to the
hospital. Treatment is not necessary for those who are otherwise
healthy, and have mild or uncomplicated illness.*’

Rare neuropsychiatric symptoms, such as confusion or
abnormal behaviour, have been observed after the initiation of
treatment with oseltamivir, particularly inchildrenand adol escents,
but the contribution of oseltamivir to these events is unknown.
Inhaled zanamivir has been temporally associated with broncho-
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spasm, and patientswith pre-existing airway disease appear to be
at increased risk for this severe adverse reaction. Any suspected
adverse events should be reported to the national regulatory
authorities.

Corticosteroids should not be used routinely to treat patients
with HIN1 virus infection. Low doses may be considered for
patients with septic shock who require vasopressors and have
suspected adrenal insufficiency. Prolonged use can result in
serious adverse events, including opportunistic infections and
possible prolonged viral replication.

Closemonitoring of thegenetic character of thevirus, including
studiesfor the determination of resistanceto oseltamivir, isbeing
donein the global network of influenza laboratories. Resistance
to oseltamivir has been identified in a small number of isolated
cases associated with post-exposure prophylaxis. So far, only 12
virus isolates have been shown to be resistant to oseltamivir.®
None of these isolates has been responsible for the onward
transmission of resistant isolatesand their occurrenceissporadic.
Thisdoesnot call for any changeintherecommendationsregarding
the use of oseltamivir for the purpose of case management.
Surveillance for drug resistance in the context of HIN1 remains
ahigh priority.

PREVENTIVEMEASURES

Fromapublic heal th standpoint, for avast majority of populations
indevel oping and resource-constrained countries, pharmacol ogical
interventions such asvaccinesand antiviralsare not likely to play
amajor roleat present, duein part to limited supply, lack of access
and the high costs involved. Such countries will have to depend
on various non-pharmaceutical interventions.

Non-pharmacological interventions

Non-pharmacological or simplepublichealthinterventionsinclude
the use of personal protective measures such as shielding one's
mouth and nose while coughing or sneezing, frequently washing
one’s hands with soap, avoiding mass gatherings and voluntary
isolation by symptomaticindividuals. A full understanding of the
risks involved, what precautions to take and whom to consult
when one has symptomsiscritical. The mediaplaysan important
role in communicating risks/targeted messages to the general
population. Some of the measures such asthemandatory isolation
of cases or quarantine of close contacts, have not been successful
in containing the virus. They could even be counterproductivein
controlling the outbreak as those who are symptomatic may go
underground, or such measures can lead to a false sense of
complacency among the general population.

Personal hygiene, including hand hygiene, if observed properly,
can be effective in preventing respiratory viral infections, as
shown by empirical studies.*®*** Media strategies should aim at
advising peopleto observethebasicrulesof hygiene. Interventions
for social distancing, such asthe cancellation of social eventsand
closure of cinemas and schools, may not be effective, and could
create social disruption and panic in the community. In Japan,
though such an intervention was effective in controlling an
outbreak of the infection in a school, socia distancing did not
seem to have any effect on transmission in the community.®
Screening at the port of entry could not prevent entry of the virus
in India, Thailand and several other countries. Hence, these
measures can be considered only in specific situations.

Healthcare workers have acquired HIN1 in occupational
settings.° L aboratories that process clinical samples should have
adequatebiosafety facilities(enhanced BSL 2). Personal protective
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equipment (suchasN95respirators) should beusedwhilecarrying
out procedures on patients, who should be kept in isolation.

Pharmacological measures

Currently, vaccineisstartingtobecomeavailableinafew countries.
Antiviralsarealso availablein limited supply, and should be used
judiciously and where appropriate.

Chemoprophylaxis. If the likelihood of complicationsislow,
antiviral chemoprophylaxis should not be offered to individuals
at risk for infection or to healthcare workers. If the likelihood of
complicationsis high (either due to the strain or baseline risk of
theexposed group), oseltamivir or zanamivir may be used as post-
exposure chemoprophylaxis for affected individuals, especially
healthcare workers.*

Vaccination. Vaccine against the HINL1 virus is presently
available in a few countries. WHO and its partners, both in the
publicand private sectors, areworking to produce avaccineagainst
thepandemic virusasearly aspossiblein devel oping countriestoo.
Substantial progress has already been made and commercial
productionisabout tocommence. However, thecapacity to produce
the vaccine is limited in devoping countries. In India, five
manufacturers are striving to have this vaccine in the market, but
given thetechnological and regulatory requirements, limited doses
of the vaccine are likely to be available only afew months later.

Three objectives that countries could adopt as part of
their vaccination strategy include:? (i) protecting the integrity of
the healthcare system and the country’s critical infrastructure;
(ii) reducing the morbidity and mortality; and (iii) reducing
transmission of the virus within communities.

Thefirst priority of al countries should be to immunize their
healthcareworkers(1%—2% of theworld’ spopulation) inorder to
protect the essential health infrastructure. Significant pandemic-
related morbidity insuchworkerswill compromisethe capacity of
the health services to care for patients. Despite low rates of
hospitalizationand casefatality, asthevirusinvadesnew territories,
the number of people infected, as well as of those developing
disease, requiring hospitalization and succumbing to the illness
will bemany timesmorethanisthe casewith seasonal flu, thereby
stretching the local health services.

The next priority should be pregnant women (2% of the
world’ s population), who appear to be at increased risk for severe
disease, especially during the second and third trimesters of
pregnancy. Inactivated non-adjuvant vaccines similar to most
seasonal influenza vaccines are considered the preferred option,
given the extensive safety data on their use in pregnant women.
Next in priority could be persons who are above the age of 6
months and have one of several chronic underlying medical
conditions, in order to reduce morbidity and mortality. Next in
order of priority could comehealthy young adults (above 15 years
of age to below 49 years of age).

LESSONS FROM PAST PANDEMICS

Since the sixteenth century, influenza has been the cause of
several epidemics and pandemics. As each pandemic strain is
unique, it isdifficult at this stage to make an accurate prediction
either of theseverity or theoveral | impact of thecurrent pandemic.
The influenza pandemics of 1918 and 1957 both began as mild,
but the subsequent waves were more severe. Whether the current
one, which is considered mild or moderate in severity, will be
more severeduring the second waveremainsto be seen. However,
this is something that the policy-makers and health authorities
must consider seriously asapart of the national preparednessand
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response to the ongoing pandemic. There are data to suggest that
non-pharmacological interventions were useful in preventing
deaths during the 1918 epidemic in those parts of the USA where
they were implemented.Z2However, one must consider how far it
would be feasible to effectively implement such interventionsin
the present context, as also how far they would be acceptable to
the population. It is, therefore, reasonable to assume that the
overall impact of the pandemic in the twenty-first century could
be determined by factors such as the availability of antiviral
agents, potential for vaccine development, and modern
communication technology to spread prevention and control
messages, each of which can possibly attenuate the effect of this
pandemic on human life and the world economy.

CONCLUSIONS

The 2009 influenza pandemic has affected most countries of the
world within ashort span of time. Though at present, the pattern of
illness does not differ from that of seasonal influenza, the sheer
volume of casesthat is expected to occur could easily overstretch
the aready fragile and overburdened health services, and cause
considerablesuffering in human popul ationsaround theworld. Itis
amatter of much concern that while the novel virusis at present
causing amild disease in most cases, the next wave may be more
severe. Larger numbers of severely ill patients requiring intensive
care are likely to be the most urgent burden on health services,
creating pressures that could overwhelm intensive care units and
possibly disrupt the provision of care for other diseases. Thiscalls
for anenhanced surge capacity of health or medical servicesineach
country to enable the hedlth facilities to clinically manage an
increased patient load in the future and keep therate of fatality low.

Although, the role of antivirals and vaccines is indisputable,
thelimited supply and lack of accessin most devel oping countries
can undermine the response capacity of the region and hence,
enhancethese countries’ vulnerability in an emergency situation.
Traditional non-pharmacological approaches to the prevention
and control of disease have stood the test of time. Modern
communication tools, the enhanced availability of antivirals and
community awarenessregarding thedesirablebehavioural changes
may attenuate the effects of this pandemic. As new information
about thevirusand/or technol ogies (such asfor avaccine) become
available, the opportunity should be taken to further strengthen
prevention and control strategies, and minimizetheoverall health,
social and economic effects of the pandemic in the coming years.
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