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[3] Pandemic warning

Date: Sat 25 Apr 2009

Source: MSNBC [edited]

. <http://www.msnbe . .msn.com/id/30398682>

Health officials prepare for swine flu "pandemic"
A new swine flu strain that has killed as many as 68 people and sickened
more than 1000 across Mexico has "pandemic potential," the WHO chief said
on Saturday [25 Apr 2009), and it may be too late to contain the sudden
outbreak. CDC has stepped up surveillance across the United States. "We are
worried," said CDC's Dr Anne Schuchat. "We don't think we can contain the
spread of this virus," said Schuchat, interim deputy director for the
Science and Public Health Program. "We are likely to find it in many other
places." Because cases have been detected in California, Texas, and in
several sites in Mexico, officials now must work to detect infections and
reduce their severity, .if possible. "It's time to prepare, time to think
ahead and to be prepared for some uncertainty," she told reporters in a
telephone briefing on Saturday.

Two dozen new suspected cases were reported Saturday ([25 Apr 2008] in
Mexico City alone. Schools were cleosed and all public events suspended in
the capital until further notice -- including more than 500 concerts and
other gatherings in the metropolis of 20 million. A hot line fielded 2366
calls in its 1st hours from frightened city residents who suspected they
might have the disease. Soldiers and health workers handed out masks at
subway stops, and hospitals dealt with crowds of people seeking help.

WHO's director-general, Margaret Chan, said the outbreak of the
never-before-seen virus is a very serious situation and has "pandemic
potential®. But she said it is still too early to tell if it -would become a
pandemic. "The situation is evolving gquickly," Chan said in a telephone
news conference in Geneva. "A new disease is by definition poorly
understood. “"This virus is a mix of human, pig, and bird strains that
prompted the WHO to meet Saturday to consider declaring an international
public health emergency -- a step that could lead teo travel advisories,
trade restrictions and border closures. Spokesman Gregory Hartl said a
decision would not be made on Saturday.

Scientists have warned for years about the potential for a pandemic from
viruses that mix genetic material from humans and animals. Another reason
to worry is that authorities said the dead so far don't include vulnerable
infants and elderly. The Spanish £lu pandemic, which killed at least 40
million people worldwide in 1918-1%, also 1lst struck otherwise healthy
young adults. This swine flu and regular flu can have similar symptoms --
mostly fever, cough, and sore throat, though scome of the US victims who
recovered also experienced vomiting and diarrhea. But unlike with regular
flu, humans don't have natural immunity to a virus that includes animal
genes -- and new vaccines can take months to bring into use.

But experts at WHO and CDC say the nature of this outbreak may make
containment impossible. Already, more than 1000 people have been infected
in as wany as 14 of Mexico's 32 states, according to daily newspaper El '
Universal. Tests show 20 people have died of the swine f£Ilu, and 48 other
deaths were probably due to the same strain.

CDC and Canadian health officials were studying samples sent from Mexico,
and airports around the world were screening passengers from Mexico for
symptoms of the new flu strain, saying they may quarantine passengers. But
CDC officials dismissed the idea of trying that in the United States. They
noted there had been no direct contact between the cases in the San Diego
and San Antonio areas, suggesting the virus had already spread from one
geographic area through other undiagnosed people. "Anything that would be
about containing it right now would purely be a political move," said
Michael Osterholm, a University of Minnesota pandemic expert.

Mexican President Felipe Calderon said his government only discovered the
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nature of the virusg late on Thursday, with the help of international
laboratories. ."We are doing everything necessary," he said in a brief
statement. But the government had said for days that its growing flu
caseload was nothing unusual, so the sudden turnarcund angered many who
wonder if Mexico missed an opportunity to contain the outbreak.

Across Mexico's capital, residents.reacted with fatalism and confusion,
anger, and mounting fear at the idea that their city may be ground zerc for
& global epidemic. Authorities urged people to stay home if they feel sick
and to avoid shaking hands or kissing people on the cheeks.

communicated by:

Charles H Calisher, PhD

Professor, Arthropod-borne and Infectious Diseases Laboratory
Department of Microbiology, Immunology and Pathology

3195 Rampart Rd, Pelivery Code 1690, Foothills Campus

Fort Collins, CO 80523-1690

College of Veterinary Medicine and Biomedical Sciences
Colorado State University

<calisher@cybersafe.net>
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[4} Suspected outbreak in New York

bate: Fri 24 Apr 2009

Source: WCBS TV News [edited]
<http://wecbstv.com/health/swine.flu.nyc.2.994071.html>

Possible swine flu outbreak at NYC prep school

New York City health officials say that about 75 students at a Queens high
school have fallen ill with flu-like symptoms and testing is under way to
rule out the strain of swine £lu that, has- killed ‘dozens in Mexico. The
Health Department's Dr Don Weiss said on Friday (24 Apr 2008] that a team
of agency doctors and investigators were dispatched to the private St
Francis Preparatory School the previocus day after students reported fever,
sore throat, cough, aches, and pains. No one has been hospitalized.

The handful of sick students who remained at the school were tested for a
variety of flu strains. If they're found to have a known human strain that
would rule out swine f£lu. Results could take several days. In the meantime,
the school says it's postponing an eyvening event and sanitizing the
building over the weekend.

Mexican authorities said 60 people may have died from a swine flu virus in
Mexico, and world health officials worry it could unleash a global flu
epidemic. Mexico City closed schools, museums, libraries, and state-run
theaters across the metropolis on Friday in hopes of containing the
outbreak that has sickened more than 900. The US Centers for Disease
Control and Prevention (CDC) said tests show some of the Mexico victims
died from the same new strain of swine flu that sickened 8 people in Texas
and California. It's a frightening new strain that combines genetic
material from pigs, birds and humans.

WHO was looking closely at the &0 deaths -- most of them in or near
Mexico's capital. It wasn't yet clear what flu they died from, but
spokesman Thomas Abraham said "We are very, very concerned. We have what
appears to be a novel virus and it has spread from human to human," he
said. "It's all hands on deck at the moment.*

WHO raised its internal alert system on Friday, preparing to divert more
money and personnel to dealing with the outbreak. President Felipe Calderon
cancelled a trip and met with his Cabinet to coordinate Mexico's response.
The government has 500 000 flu vaccines and planned to administer them to
health workers, the highest risk group. There ar€ no vaccines available for
the general public in Mexico, and authorities urged people to avoid
"hospitals unless they had a medical emergency, since hospitals are centers
of infection. Some Mexican residents have started wearing blue surgical
masks for extra protection; reports CBS News correspondent Adrienrie Bard.
The federal health minister has warned people not to go near anyone with a
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regpiratory infection and to avoid kissing -- a traditional Mexican greeting.

communicated by:
ProMED-mail rapporteur Mary Marshall

[If infection by the novel swine flu virus is confirmed, it will represent
a dramatic extension of the range of the outbreak wvirus from the southern
states and Mexico to the north east of the United States. There is no
_reason to conclude at present, however, that this is anything other than an
outbreak of seasonal influenza virus infection {or for that matter another
common respiratory wvirus). - Mod.CP] ’

[see also:

Influenza A {HIN1l) virus, swine, human - N America 20080425.1552
Acute respiratory disease - Mexico, swine virus susp 20050424.1546
Influenza A (HIN1l) wvirus, swine, human - USA (02): (CA, TX) 20090424.1541
Influenza A (HINl) virus, swine, human - USA: (CA) 20090422.1516
Influenza A (Hi1N1) virus, swine, human - Spain 20090220.071S

2008

‘Influenza A (HIN1) virus, swine, human - USA (TX) 20081125.3715
2007

Influenza A (H2N3} virus, swine - USA 20071219.4079

2006

Influenza, swine, human - USA (IA}: November 2006 2007010B.0077]
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Serum Cross-Reactive Antibody Response to:d Novel lnfluenza A (H'I N1)
Virus After Vaccination with Seasonal lnﬂuenzu Vaccme

As of May 19, 2009, a rotal of 5,469 confirmed or probable
cases* of human infecrion with a novel influenza A (H1NI)
virus had been documented in 47 states and the District

of Columbia (J,2). In addition, the virus had spread to 41 -

countries (3), with a tocal of 4,774 cases reported in countries

outside the United Statés. Because producing a novel influenza

A (HIN1) virus vaccine will take several months (4), determin-

ing whether receipt of seasonal influenza vaccine mighr offer .
any protection against the novel influenza A (HIN1) virus is -

important. Therefote, using stored serum specimens collected
during previcus vaccine studies, CDC assessed the level of
" cross-reactive antibady to the povel influenza A (HIN1) viras
in cohorts of children and adults before and after they had
" been vaccinated with the 200506, 2006-07, 2007-08, or

200809 influenza season vaccines. The results indicated that’

before vaccination, no cross-reactive antibody to the novel
inflienza A (HIN1).virus existed among children. Among
adults, before vaccination, cross-reactive anribody was detected

in 6%—9% of those aged 18-64 years and in 33% of those aged

>60 years. Previous vaccination of children with any of four
seasonal trivalent, inactivated influenza vaccines (TTV) or with
live, attenuated influenza vaccine (LAIV) did not elicit a cross-.

reactive antibody response to the novel influenza A (HIN1T)

virus. Among adults, vaccination with seasonal TIV resulted
"in’a twofold increase in cross-reactive antibody resporise to
the novel influenza A (F{1N1) virus among those aged 18-64
years, compared with a twelvefold to nincreenfold increase in

cross-reactive antibody response to the seasonal HIN1 straing

no increase in cross-reactive antibody response to the novel
influenza A (H1N1) virus was observed among adults aged >60

years. These data suggest that receipt of recent (2005-2009) ‘

* Case definitions available ar hup:/www.cdegovw/hlnlflu/casedef hom.

seasonal mﬂucnza. vageines is unlikely to elicit a protective
antibody response to thie novel influenza A (HIN1) virus.
Serum, specimens. were pmuded to CDC from academic,
govetnment, and industry partnérs for use as part of the pub-
lic health response o the emergence of the novel influenza
A (HlNl) virus. The specirens had been collected from-
healthy human participants, with written, informed ‘consent.

Al participants had béen vaccinated either 1) intramuscularly

with, licensed TTV. devcloped for the northern hemisphere.
200506, 2006-—07 2007-08, o1 2008-09 influenza seasons or
2) intranasally withi licensed LATV develoPc:d for the northern
henusphere 2005-06‘or 200607 influenza seasons. The serum

: speamens were grouped for mﬂuenza serology testing by the
- “age of participants and formulanon of the vaccines..

Mlcroneutrahzauon (MN) and- hemagglutination inhi-

_bition (HI) assays were pcrformcd at CDEC, according to

standard MN and HI procedures (5,6). As with vaccine
production, the seasonal influenza A (HIN1) viruses used

in -thi_s_:,) s,tudy" (A/New Caledonia/20/1999 {2005-06 and
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2006-07], A/Solomon Islands/3/2006 {2007-08], and
AfBrisbane/59/2007 [2008-09]) were propagated in embryo-
nated chicken eggs. The novel influenza A (HIN1) virus used
in the study was A/California/04/2009, which was grown in

‘Madin-Darby canine kidney cells. All procedures were per-

formed in a biosafery level 2 laboratory using biosafety level 3
practices.t The HI assay was performed using 0.5% turkey
red blood cells. Serum specimens were treated with receptor-
destroymg enzy]nﬁs Sera. conta.lmng nQnSPCClﬁC agglutlnlns
were heme-adsorbed and tested atan initial dilution of 1:10.
For the MN assay, serum specimens were heat inactivated (at
133°F [56°C}, for 30 minuts) and tested at an inicial dilu-

»non ‘of 1:10. For calculation of geometric mean titer (GMT)

estimates, 4 titer of <10 was assigned a value of 5, and a titer
of »1280 was assigned a value of 1280. Statistical significance
was determined vsing a paired t-test.

An initial comparison between the HI and MN assays was
made for panels of sera from children aged 6 months 0.9
years (n = 28), adults aged 18-59 years (n = 30), and adults
aged >60 years (n = 42). Although the estimated correlation
between HI and MN titers was high (r = 0.82) for the seasonal
vaccine strains, the MIN assay generally yielded higher titers
and detected more seroconversions (i.¢., fourfold or greater
increases in annbody titers) to A/California/04/2009 than
the HI assay. Therefore, the MIN assay was used to assess the

level of cross-reaciive antibody to AfCahﬁera/O412009 in

populations before and after vaccination with seasonal influ-
enza vaccines. Although serum HI antibody titers of 40 are
associatéd with atleast a 50% reduction in risk for influenza
infection or disease in populations {7}, no such correlate of
protection exists for MN antibody titers: Therefore, a linear
regression model was used to predict the MN titer for seasonal
influenza A (H1N1} viruses that corresponded to an HI titer
of 40 'and to measure titer achievement against the seasonal
vaceine strain and the novel influenza A (H1N1) virus, In the
pediatric population, an HI titer of 40 corresponded to an MN
titer of 40, whereas in the adult population the cosresponding
MN titer was >160. '
Among 79 children ranging in age from 6 months to0 9
years, little evidence was found of prevaccination cross-reactive-
antibodies to A/California/04/2009 (Table 1). In addition,
after vaccination with seasonal TIV, no serdconversions to,
AJCalifornia/04/2009 virus were detected, whereas sero-
conversions to the seasonal vaccine strains were detected in
67%—100% of children. Children vaccinated with LATV also
had no seroconversions to the A/ Ca]jfomjal 04/2009 virus.

T Biosafery level information is available at herps f/wwwcdc goviod/chs/biosfry/
bmbl5/bmbl5tochtm.
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TABLE 1. Cross-teactive microneutralization (MN) antibody response to novel influenza A (H1N1) virus* in pediatric recipients

(aged 6 months-9 years) of seasonal influenza vaccines

o
f/° ':;:::i ) Geometric mean titer (GMT)!
ou % with MN titer of
ar greater Sag8 Postvac-
increase in = cination fo
Influenza ‘antibody  Prevac- Postvac- Prevaccination Postvaccination prevaccina-
Vaccine season Influenza virus Age group No. titert cination cination  (36% CI**) {95% Ci} tion ratio
Tivtr 2005200755 A/New Caledonia/20/1999 6mos—9yrs 33 &7 42 - 94 31 {21-46) 255 (172-378) ° 8
AfCalifornia/04/2008 0 0 g . 5 (4-6} [+ (8-7) 1
2007-08  A/Solomon [5/3/2006 §-8yis i3 85 54 100 42 (22-80) 57§ (303-1033) 14
. AfCalifarnia/04/2009 . 0 ;] 8 10 (7-15) 12 {8-17) 1
200809  A/Brisbane/59/2007 B mos—3 yrs 9 100 0 100 5 (4-7) 285 (202-402) 57
AfCalifornia/04/2009 ., @ 0 ] 5 ) 5 ~} 1
LAIV“ 2005-200755 A/New Caledoniz/2G/1989 6mos-Syrs 24 25 46 79 a3 {(17-63) 73 {38-139) 2
NCaIifornia!U4!20'09 . [

h NCanfomta.fmlzoc}Q

0 . 4 5 (4-6) 6 (57} 1

A fourfold or greater increase in antibody titer indicales semconvemlon (a response 1o the vaccing).
§ A linear regfession model was used 1o predict the MN titer for seasonal HIN1 viruses that corresponded to a hemagglutination inhibition (Hl} antfibody titer of 40, (Serum HI
antibody titers of 40 are assoclaled with at least a 50% decrease in risk for infiuenza infection or disease [7]). In pediatric populations, an Hi titer of 40 comesponds with an MN

tier of 40,

1A titer of 1280 was used ior all samples with a titer of >1280. The dillrtion of sera in the first well s based on the combinafion of & 1:10 serurn dilution with an equal volume of
ditated virus Tor a firfal serum dilulion relered fo as 1310, in the staiisiical models, study patticipanis were tréated a8 tandom effects sampied from a Ianer population of study
participants, and duplicate samples were treated as random effects nested within each study parficipant

* Confidence intetval,

T Trvalent, inectivated influenza vaceine,

$ 2005~06 and 200607 Influenza seasens. .
MLive, atienuated infiluenza vaccine,

Consistent with previous reports {4), vaccination of adults
with seasonal TIV resulted in seroconversion to the seasonal .
influenza A (HI1NI) vaccine strain in 749 of adults aged
18-64 years, 78% of adulrs aged 1840 years, and 54% of
adults aged >60 years (Table 2). In contrast, seroconversion
o the A/California/04/2009 virus was detected i in 19% of
adults aged 18-64 years and 3% of adults aged >60 years
who received the 2007—08 vaccine and'in 12% of adults aged
1840 years who received the 2008~09 vaccine. Compared
with responses to the seasonal influenza A (F1N1) vaccine
virus, posﬁmccination to prevaccination GMT ratios for the
tesponse to' A/ California/04/2009 virus were fivefold to tenfold

" - lower among all adults. However, 6% of adults aged 1840

yeais, 9% of adults 18—64 years, and 33% of adults aged >60
years had prevaccination MN titers of 2160. After vaccination
with seasonal vaccine, 7% of adults aged 18—40 years, 25%
of adults aged 18-64 years, and 43% of adults aged >60 years
had postvaccination titers of 2160 to A/California/04/2009.
The prevaccination GMT of adults aged >60 years against the
novel 2009 FI1N1 strain was significantly higher than against
the seasonal 200708 HIN1 vaceine component (p<0.001).

: chortcd by: J-Katz, PhD, K Hancock, PED, V Vegrilla, MPH,
W Zhong, PhD, XH Lu, MD, H Sun, MD, E Butler, MPH, L Dosig,
MD, P/JD F Liv, MD, PhD, ZN Li, MD, PAD, | DeVbs, MPH,
P Gargiullo, PhD; N Cox, PhD, Influenza Diyy National Cenrer
for Immunization and Respiratory Diseases, Coordinating Center for
Infections Disea.res:, CDC. .

Editorial Note: The results in this report suggest chat vaccina-

" tion with recent (2005-2009) seasonal influenza vaccines is

unlikely to provide protection against the novel influenza A
{(H1N1) virus. Although vaccination of adules with seasonal
TIV generally resulted in a small increase in antibodies against
the novel influenza A (HINT1) virus, whether such levels of
cross-reactive antibody provide any protection against infection
with novel influenza A (H1N1} virus is unknown. These results
are consistent with the substantial degree of genetic divergence

‘of the novel influenza A (H1N1) virus of swine origin from

recent seasonal human HIN1 viruses; A/California/04/09
shares only 72%-73% amino acid identity in the HAI por-
tion of the hemagglutinin molecule with the seasonal viruses
used in this study. For comparison, the amino acid sequence
identity in the HIAI portion among seasonal vaccine strains

used in.this study is 97%-98%.

Although the nunber of sera from children tested in this
analysis was small, results indicate that U.S. children are largely
serologically naive to the novel influenza A (H1NI) virus and
that vaccination with seasonal TTV or LATV does not elicitany
measurable level of cross-reactive antibody to the novel virus.
Results among adults suggest that some degree of preexisiing
immunity to the novel HIN' strains exists, especially among
adults aged >60 years. One possible explanation is that some
adults in this age group have had previous exposure, either
through infection or vaccinadon, to an influenza A (FHIN1) -
virus that is genetically and antigenically more closely related
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