&5 2

AVINTIHIIFY

xE

EEMEAVTILIHE
HEADILT Y

VRREEMEROAILAEIER

WHOA I IOt 52—

A EA



EITDEHMEL > T T T FE(E?

o HXERXRINTEEL, BELE=VAMILRARKFMNG
DA INRIEORRDZRYRESEET LHI8ENZTE
CLE®HD
(RT)y T3

: it

R
S REAC ko

BT AT AR 2 '
From Principles of Virology - Molecular Biology, Pathogenesis, and Control (2000) 2



Bir4 > TINT T F oDEEFHFE

S\
¥ i

198 A '.‘J-'fJIJR

PR IR
H TmiE




BirD4 > TIT T F o DIEHEF

T F AR
4

9G I A D EL
x|
PF I 25 R AR DB M
\gG AL @
4_23 74 JLXIEFEDHF]
S 1|
= EEIIL




EHEAITIINIOFICEBARESET
6hAXRENDELIR

65 Ll EDEIMAEIZZ Y

Excess Hospitalizations Are Highest
In Children <6 mo and Adults =65 y

Among Children, Excess Hospitalizations Among Adults, Excess Hospitalizatiplgi
Are Highest in Children <6 mo! Are Highest in People Aged =65 vy
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*For the elderly, the smaller bar represents the average for A/JH1N1 and B
seasons and the taller bar represents the average for A/H3N2 seasons.

1. Adapted from Neuzi KMetal. N Eng/ J Med. 2000 ;34 2:225-231 .
2. CDC. MMWR Recomm Rep 2003; 52(RR-8): 1-34._

Neuzil K et al. NEJM 2000;342:225-231 CDC

MMWR Recomm Rep 2003; 52(RR-8):1-34


プレゼンター
プレゼンテーションのノート
Study over 19 years
Periods when influenza circulating
Hospitalisations for cardiopulmonary conditions in excess to expected number


Hospitalisations per 100,000
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プレゼンター
プレゼンテーションのノート
A common type of vaccine uses whole viruses that have been killed or inactivated with chemicals. Once the influenza virus has been growing inside an egg, a harsh chemical is injected and the dead viruses are removed. The inactivated viruses are used for vaccination. The body’s immune system responds to the virus and builds up immunity. However, the virus is harmless since it is dead and, therefore, unable to spread in your body. 
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e For seasonal influenza vaccines: (EMEA)

At least one of the following serological criteria must be
met in the following 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

e 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)
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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

The boundaries and names shown and the designations used on this map do not imply the expression
of any opinion whatsoever on the part of the World Health Organization concerning the legal status of
any country, territory, city or area or of its authorities, or concerning the delimitation of its frontiers or
ndaries. Dotted lines on maps represent approximate border lines for which there may not yet be
| agreement.
WHO 2007. All rights reserved
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プレゼンター
プレゼンテーションのノート
This is the result of survey conducted in March 2007 
Total estimate of trivalent influenza vaccine doses is 378 million 
We reconfirmed that demand defined the production capacity * 


.

Percent of Member States, countries and territories by Region that
answered 'Yes', to using a seasonal influenza vaccine™

83% of vaccine uptake in
AMR/EURO*

Percent

H AFRO B AMRO 0O EURO B EMRO JSEARO B WPRO

Regions

* Data for 2005, WHO Survey 2007


プレゼンター
プレゼンテーションのノート
This data shows where those demand exist: they are mostly in member states in EURO and AMRO


Progress in expanding production capacity
trivalent inactivated vaccines-TIV
[ 1 2006/2007 production by IVS members (n=11)
IVS data B Currently possible 12 months full production by IVS members (n=10)
[ 1 Potential production capacity by IVS members

1200 Potential for significant Increase
if Demand EXxists

1000 ?
é 800 Full Prodl,_lction
E Capacity
2 600 2006/2007
Q \ 565
O 2004/2005

400 N\

300
200
O | | | | | | | |

1994 1996 1998 2000 2002 2003
[] Data from MIV Study Group: Vaccine 23; 5133-5144, 2005


プレゼンター
プレゼンテーションのノート
In order to cope with pandemic threat, vaccine manufacture expressed their commitment to increase there production capacity and they have increased from 300 million in 2004/2005 up to 565 million in 2006/2007. 

But how far they can increase depends on existing demands. 

Lets move to H5 vaccine .  
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\ BseverityD R4 (2
007)

am BERYAILR(HEN14E)
2k TIYY

>2.0% QeI -T-[-14VE- 8 >1,800,000

am XAV HE(1918)

1.0 - <2.0% Qe 1-T-[-14"4 % 900,000 - <1,800,000

0.5 - <1.0% |

450,000 - <900,000
0.1% -<0.5%  Category 2 au,buu - <450,000 ;}%;?_;Fﬁé:‘l gg;; >
<01% Category 1 <90,000
Assumes 30%: |||hESSgﬂﬂt:hﬂ Urnmiti- H1N1 (2009) 2

gated Pandemic Witheut Interventions
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Neuralization antibody response in Japanese yung adult and eldery volunteers to NH2008/09 H1N1 vaccine and H1l

Trial No. of Virue NT*=40 (%) 4-fold rise GMT*
Sera Pre-vacc Post-vacc (% ) Pre-vacc Post-vacc
Young adult 28 Brisbane/59/2007 (H1N1) 64.3 100.0 46 .4 538 168.1
California/07/2009 (H1N1)v 36 0.0 36 6.9 716
30  Brisbane/59/2007 (H1N1) 300 66.7 433 152 56.6
| California/07/2009 (H1N1)v 40.0 400 0.0 191 205 |

Serum panel: Used in NH2Z009 strain selection serology (sera not pre-selected)
Volunteers vaccinated with A/Brisbane/59/2007 IVR-148 HIN1

*NT: Neutralization titer

"*GMT: Geometric mean titer

Post vace GMT compared to A/Brisbane/59/2007 [VR-1458

HIN1 vaccinated-yong adult sera u'n of
: % of "
100 Trial svtlrrauisn homo| ogous Gmm?éﬁguzr
g0 | GMT '::BFIS:' ':-EH
B0 F
70 Young adult | IVR-148 100 100
= Elderly IVR-148 | 33.67043427 100
9 50 Young adult | Cal/7/09| 4.521118382] 4.521118382
.:;: 4103 - Elderly Cal/7/09] 1219512195 36.21908127
3 -
20
10 +

: [VR-148 | [VR-148 | cm.f?..ft:l; | Cal/7/09 Em%—élis H1N1 %ﬁ'ﬂ’f'ﬁ’f)b%l:
Young adult Elderly Young adult Elderly ')'f\'_l'j—é m%m‘*&qﬁj *bﬂ,\éo

EHETHIFUOFERBLTH. FIREHINIYAIILRIZHTAHEITLER L,
EMETIOFUILEDITHY ., B LD I0FUoRBE, 30




Ferret antisera to reference HIN1 viruses (titres)
A/swine/ A/lllinois/ A/Cal/ A/Cal/ A/Brisbane/

Antigens Iowa/30 4/2009 4/2009 7/2009 59/200
A/swine/lowa/30 320 5 5} 3 <10
A/lllinois/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

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




HIN1pdm I JF U H#EEEHK (WHO, 22 May 2009)

e ZEHATHRITHDHINIVOAIILAIL, R[ER]., EIRBIIZIZ
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e ZEIMEHIN1DOF U LI ERIGITELY,
A/California/07/2009(H1N1)v —¥8{Ll

RS 1EEIR

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)
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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 younq 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.




2) Since new technologies are involved Iin the
production of some pandemic vaccines, which have
not yet been extensively evaluated for their safety
INn certain population groups, it is very important to
iImplement post-marketing survelillance of the
highest possible quality. In addition, rapid sharing
of the results of iImmunogenicity 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.




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
oll-in-water adjuvants and live attenuated
Influenza vaccines was important.




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.



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

® Severity expected to be higher in developing countries

R\, World Health



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 priority.

« E.g. People with underlying conditions (but severe cases have been reported in healthy young
adults)
— If the objective is to reduce pandemic virus transmission within the community, then
targeting children is a consideration.

« E.g. School age children depending on local patterns

® We 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.

World Health
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