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Pandemic (H1N1) 2009 briefing note 2
WHO recommendations on pandemic (H1N1) 2009 vaccines

13 JULY 2009 | GENEVA —— On 7 July 2009, the Strategic Advisory Group of Experts
(SAGE) on Immunization held an extraordinary meeting in Geneva to discuss issues and
make recommendations related to vaccine for the pandemic (H1N1) 2009.

SAGE reviewed the current pandemic situation, the current status of seasonal vaccine
production and potential A(HIN1) vaccine production capacity, and considered potential
options for vaccine use.

The experts identified three different objectives that countries could adopt as part of their
pandemic vaccination strategy:

e protect the integrity of the health-care system and the country's critical infrastructure;
s reduce morbidity and mortality; and

. o reduce transmission of the pandemic virus within communities.

Countries could use a variety of vaccine deployment strategies to reach these objectives
but any strategy should reflect the country’ s epidemiological situation, resources and
ability to access vaccine, to implement vaccination campaigns in the targeted groups, and to
use other non—-vaccine mitigation measures.

Although the severity of the pandemic is currently considered to be moderate with most
patients experiencing uncomplicated, self-limited illness, some groups such as pregnant
women and persons with asthma and other chronic conditions such as morbid obesity
appear to be at increased risk for severe disease and death from infection.

Since the spread of the pandemic virus is considered unstoppable, vaccine will be needed in
all countries. SAGE emphasized the importance of striving to achieve equity among
countries to access vaccines developed in response to the pandemic (H1N1) 2009

The following recommendations were provided to the WHO Director—General:

e All countries should immunize their health-care workers as a first priority to protect the essential
health infrastructure. As vaccines available initially will not be sufficient, a step-wise approach to
vaccinate particular groups may be considered. SAGE suggested the following groups for
consideration, noting that countries need to determine their order of priority based on
country-specific conditions: pregnant women; those aged above 6 months with one of several
chronic medical conditions; healthy young adults of 15 to 49 Years of age; healthy children; healthy
adults of 50 to 64 years of age; and healthy adults of 65 years of age and above.

s Since new technologies are involved in the production of some pa’ndemic vaccines, which have not
yet been extensively evaluated for their safety in certain population groups, it is very important to
implement post-marketing surveillance of the highest possible quality. In addition, rapid sharing of
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the results of immunogenicity and post-marketing safety and effectiveness studies among the
international community will be essential for allowing countries to make necessary adjustments to
their vaccination policies.

¢ In view of the anticipated limited vaccine availability at global level and the potential need to
protect against "drifted” strains of virus, SAGE recommended that promoting production and use of
vaccines such as those that are formulated with oil-in-water adjuvants and live attenuated
influenza vaccines was important.

e As most of the production of the seasonal vaccine for the 2009-2010 influenza season in the
northern hemisphere is almost complete and is therefore unlikely to affect production of pandemic
vaccine, SAGE did not consider that there was a need to recommend a "switch" from seasonal to
pandemic vaccine production.

WHO Director—General Dr Margaret Chan endorsed the above recommendations on 11 July
2009, recognizing that they were well adapted to the current pandemic situation. She also
noted that the recommendations will need to be changed if and when new evidence become
available.

SAGE was established by the WHO Director—General in 1999 as the principal advisory group
to WHO for vaccines and immunization. It comprises 15 members who serve in their
personal capacity and represent a broad range of disciplines from around the world in the
fields such as epidemiology, public health, vaccinology, paediatrics, internal medicine,
infectious diseases, immunology, drug regulation, programme management, immunization
delivery, and health—care administration.

Additional participants in the SAGE meeting included members of the ad hoc policy advisory
working group on influenza A(H1N1) vaccine, chairs of the regional technical advisory
groups and external experts. Observers included industry representatives and regulators
who did not take part in the recommendation process in order to avoid conflicts of interest.
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(PressRelease; July 29,2009) CDC Advisors Make Recommendations
for Use of Vaccine Against Novel HiN1

The Centers for Disease Control and Prevention’s Advisory Committee on
Immunization Practices (ACIP) met today to make recommendations for use of vaccine
against novel influenza A (HIN1).

The committee met to develop recommendations on who should receive vaccine
against novel influenza A (H1N1) when it becomes available, and to determine which
groups of the population should be prioritized if the vaccine is initially available in
extremely limited quantities. :

The committee recommended the vaccination efforts focus on five key
populations. Vaccination efforts are designed to help reduce the impact and spread of
novel HIN1. The key populations include those who are at higher risk of disease or
complications, those who are likely to come in contact with novel H1N1, and those who
could infect young infants. When vaccine is first available, the committee '
recommended that programs and providers try to vaccinate:

e pregnant women, '

people who live with or care for children younger than 6 months of age,

health care and emergency services personnel,

persons between the ages of 6 months through 24 years of age, and

people from ages 25 through 64 years who are at higher risk for novel HIN1
because of chronic health disorders or compromised immune systems.

The groups listed above total approximately 159 million people in the United States.
The committee does not expect that there will be a shortage of novel H1N1 vaccine, but
availability and demand can be unpredictable. There is some possibility that initially the
vaccine will be available in limited quantities. In this setting, the committee
recommended that the following groups receive the vaccine before others:

e pregnant women,
people who live with or care for children younger than 6 months of age,
health care and emergency services personnel with direct patient contact,
children 6 months through 4 years of age, and

« children 5 through 18 years of age who have chronic medical conditions.
The committee recognized the need to assess supply and demand issues at the local
level. The committee further recommended that once the demand for vaccine for these
prioritized groups has been met at the local level, programs and providers should begin
vaccinating everyone from ages 25 through 64 years. Current studies indicate the risk
for infection among persons age 65 or older is less than the risk for younger age groups.
Therefore, as vaccine supply and demand for vaccine among younger age groups is
being met, programs and providers should offer vaccination to people over the age of
65.
The committee also stressed that people over the age of 65 receive the seasonal
vaccine as soon as it is available. Even if novel HIN1 vaccine is initially only available in
limited quantities, supply and availability will continue, so the committee stressed that
programs and providers continue to vaccinate unimmunized patients and not keep
vaccine. in reserve for later administration of the second dose.
The novel H1N1 vaccine is not intended to replace the seasonal flu vaccine. It is
intended to be used alongside seasonal flu vaccine to protect people. Seasonal flu and
novel H1N1 vaccines may be administered on the same day. '
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« For seasonal influenza vaccines; (EMEA)

At least one of the following serological criteria must be
met in the foliowing age groups (each of at least
50 individuals):

Adults 18-60 yrs Adults 260 yrs
Seroconversion rate 240% 230% |
Seroprotection rate 270% ' 260%
Mean geometric increase 22.5 22,0

« For ‘mock-up’ pandemic vaccines and pre-
pandemic vaccines;

All three criteria will be met (EMEA)
At least one of the three criteria will be met (FDA) v
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Estimated number of seasonal trivalent influenza vaccine doses (in millions)
produced by manufacturers, by geographic region, based on available data,
March - 2007

Total estimated TIV doses:

Sources: data collected by site visit, 378 million

reports, or by manufacturer -
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Percent of Member States, countries and territories by Region that
answered 'Yes', to using a seasonal influenza vaccine*
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Neuralization antibody response in Japanese yung aduit and eldery volunteers to NH2008/09 H1 N1 vaccine and H1l

Trial No. of Virus NT” 240 (%) 4-fold rise
Sera Pre-vace Post-vacce (%) Pre-vacc Post-vacc
Young adut 28  Brsbane/59/2007 (H1N1) 64.3 100.0 464 538 1681
: Califomiaf07/2009 {(HIN1)v 386 00 36 6.9 716
Elderly 30  Brisbane/5972007 {(H1N1) > 300 66.7 433 15.2 568
[ Caffformia/0772008 (R1N1 v 40.0 40.0 . 00 19.1 205 |

Serum panel: Used in NH2003 sfratn selection serology {sera not pre-selected)
Volunteers vaccinated with A/Brisbane/59/2007 IVR-148 HINI

*NT: Neutralization titer

*GMT: Geometric mean fiter

Post vaco GMT compered to A/Brisbans/58/2007 IVR-148

HINI vacoinated—yong sduit sers % of T of
. Yirus o homo | ogous
! Trial strain homotoggus GMT (Bris or
014 (BHS) Csl) ,
Young aduit | 1VR-148 100| 100
Elderly {VR-148 | 33.67043427 100

"Young aduit [Cal/7/08] 4521118382 4.521118382
Elderly [Cal/7/08] 1279512185] 36.21908127

% of GMT
coBE88IZEER

wh-ta8 ~us can ; SRIATIE HINTHRBAIAILAIC
Youngadat  Eidery  Youngadk . Edderly W amBEREFEDALNNS,

SHHTIFUEREBLTE. HEHINTYALRICHTIHGIEES LA,
FHBTIFUREEDTHY . FELTIFURBE, 2
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Ferret antisera to reference HIN1 viruses (titres)

A/swine/ A/lllinois/ A/Cal/ A/Cal/ A/Brisbane/

Antigené lowa/30 4/2009 4/2009 7/2009 59/200
A/swine/lowa/30 320 5 5 5 <10
A/Mlinois/09/2007 160 5120 2560 5120 <10
A/California/04/2009 20 1280 1280 1280 <10
A/California/07/2009 80 1280 1280 1280 <10
A/Brisbane/59/2007 20 ND <40 <40 160
Novel A (HIN1)v isolates i
A/Texas/05/2009 160 2560 1280 1280 <10
A/Mexico/4108/2009 160 1280 1280 1280 <10
A/Mexico/4596/2009 160 2560 1280 © 1280 <10
A/Mexico/4646/2009 160 1280 1280 1280 <10
A/New York/18/2009 160 2560 2560 2560 <10
A/Washington/11/2009 20 2560 1280 1280 <10
A/New Mexico/04/2009 80 2560 2560 2560 <10

A/El Salvador/211/2009 40 2560 1280 2560 <10
A/El Salvador/213/2009 20 1280 640 1280 <10
A/Hawaii/09/2009 80 2560 2560 1280 <10
A/Costa Rica/4314/2009 80 2560 2560 2560 <10
A/Costa Rica/4857/2009 20 1280 640 1280 <10

A/England/195/2009 20 ND 1280 1280 <10

A/lsrael/644/2009 20 ND 1280 1280 <10

A/Netherlands/602/2009 20 ‘ND 1280 1280 <10

A/Auckland/1/2009 20 - ND 1280 2560 <10

A/Auckland/3/2009 20 ND 1280 2560 <10 31

HIN1pdmD #FHEEREE (WHO, 22 May 2009)

« EHATHRITHFOHINIVIAIILRIL, B, EEMICIE
FH—ThHb,

c EEIMEHINI D OF U LIIRERIGITAELY,
A/California/07/2009(H1N1)v —$a{I#k

RS IRAER |
IVR-153 (A/California/07/2009 HGR)
X-179A (A/California/07/2009 HGR)
NIBRG-121(A/California/07/2009 RG)

CDCRG-15(A/Texas/05/2009 RG)

32
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Vamﬁn& reﬂdiness a;cmus-mm m&;;ym;fmm%m,
Courtrige with potesiisl Lremarny
marrdaciorers of HINY m 3K,
Infuensa yaoline » 2 L
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SHEOEEL
- BREAORTHREEIESHERITODA/1000LLT,
INOTIVIIKCATTEWNED TIEGEL !

. BEBOKXBICHTIERT S,
. LEIRDOI~ZHICEEIE (S25) .
. ERIETITEEAAS RERELRE,

fElESNnsSm ~

1 EEHEMEDAILRIZELL. EFTD
ERESESFRRENERT D,

o FJBREBRHSNIDAILRAEDBIEFRH T,
EFDBEEHSNIHFRE AV IILIVOTOHE,
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H1N1vA/ > 7 LT Dseverity ST
(WHO, 20096 H11H)

o. 11F2E (moderate)

1. [FEAEDNIFARCABEEVHESETCH
BLTWS, "

2. Z<OEDHIE T, BRRNAEREEDOETH
[TEZ2FHMEAINIT LA THD..

LHOL. & OHh D TIILYVEETH D,

3. ZLOETIE. REDKR - ERRHKHTE
BREICHILTES, —SROHIFTIE, BER©
EEAFICETAMSTINS,
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WHO SAGE Recommendation (7 July, 2009)

1) Health-care workers as a first priority to protect the
essential health infrastructure.

SAGE suggested the following groups for consideration,
noting that countries need to determine their order of
priority based on country-specific conditions:

* pregnant women;

 those aged above 6 months with one of several chronic
medical conditions;

- healthy young adults of 15 to 49 years of age;

* healthy children;

« healthy adults of 50 to 64 years of age;

» healthy adults of 65 years of age and above. 7

2) Since new technologies are involved in the
production of some pandemic vaccines, which have
not yet been extensively evaluated for their safety
in certain population groups, it is very important to
implement post-marketing surveillance of the
highest possible quality. In addition, rapid sharing
of the results of immunogenicity and post-
marketing safety and effectiveness studies among
the international community will be essential for
allowing countries to make necessary adjustments
to their vaccination policies.

-41-




3) In view of the anticipated limited vaccine
availability at global level and the potential need
to protect against "drifted" strains of virus, SAGE
recommended that promoting production and use
of vaccines such as those that are formulated with
oil-in-water adjuvants and live attenuated
influenza vaccines was important.

39

4) As most of the production of the seasonal
vaccine for the 2009-2010 influenza season in the
northern hemisphere is almost complete and is
therefore unlikely to affect production of pandemic
vaccine, SAGE did not consider that there was a
need to recommend a "switch" from seasonal to
pandemic vaccine production.

40

-42~



Pandemic (H1N1) 2009
Summary

@ High but variable transmissibility in countries
— Explosive outbreaks in semi-closed communities

® 5-45 years old people most commonly affected

@ Hospitalization rates and case-fatality in young adults higher than
during seasonal influenza

— Groups at risk for severe illness: pregnant women; those with
asthma, obesity, chronic heart or lung disease, cancer,
immunosuppression

@ Possible co-circulation of seasonal and pandemic viruses

o Seventy expected to be hzgher in developmg countnes

Examples of considerations for establishing
priorities for use of pandemic vaccine

@ As noted by Meltzer et al, "vaccination priorities depend on the objectives”.
— If the objective is maintaining the functioning of a country’s critical infrastructure, then
vaccinating the required personnel will be a priority.
+ E.g. Health care staff
- If the objective is preventing the greatest number of deaths, then vaccinating groups
at high risk of influenza-related mortality would be the first prority.
- E.g. People with underlying conditions {but severe cases have been reported in healthy young
adults)
~ ¥ the objective is to reduce pandemic virus fransmission within the community, then
targeting children is a consideration.
- E.g. School age children depending on tocal paftems

® Woe are still at the very early stage of the pandemic — More information is
needed on the situation in the southern hemisphere, in developing countries
and from specific studies currently ongoing.
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