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Vraag 1

Bestaat er onafhankelijk, dubbelblind,
gerandomiseerd en placebo geimpliceerd
onderzoek dat aantoont dat een vaccinatie
zin heeft, dwz dat de persoon zelf
beschermd is en ook dat hij zijn omgeving
niet meer kan besmetten?

Deze vraag werd gesteld met kritiek op de
griepvaccins, het antwoord zal dan ook
hoofdzakelijk over griepvaccinatie gaan.
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De vraag in vier stukken:
1. Wat is onafhankelijk onderzoek?

2.1s prospectief placebo gecontroleerd
dubbel blind onderzoek alleen
zaligmakend?

3. Welke evidentie is er?
4. Kan iemand zijn omgeving besmetten?
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4. Kan iemand zijn omgeving besmetten?
= In Belgié: alle griepvaccins op de markt
zijn split vaccins
« In EU tijdens pandemie, 1 whole cell
inactivated, Celvapan
—Dode materie: kan niemand anders
infecteren
* In EU 1 levend geattenueerd
griepvaccin geregistreerd, maar (nog)
niet op de markt, Fluenz
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1. Wat is onafhankelijk onderzoek?
« Geen sponsoring
« Geen geld voor voordrachten
* Geen aandelen in firma’s

« Partner/kinderen niet in industrie, noch
aandelen (wat met maitresse?)

Interest” kan wel een “Intellectueel
Conflict of Interest” hebben: de drang om
te scoren is soms groter dan de drang om
eerlijk te zijn...

. ba

?@ lemand zonder financieel “Conflict of
28 1
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1. Wat is onafhankelijk onderzoek?

= Wetenschappelijk onderzoek, placebo
gecontroleerd, dubbel blind

= Duur, zeer duur

Wie kan miljoenen euro’s op tafel leggen?

Dit soort onderzoek is zeer duur: om een verschil
te kunnen aantonen dient men duizenden
patiénten te includeren, dus het gaat over
miljoenen €’s!

Via PPP’s: Public Private Partnership
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2.Is prospectief placebo gecontroleerd
dubbel blind onderzoek alleen
zaligmakend?

» ldeale wereld

» Maar ethisch?

= Bij ouderen placebo gecontroleerd onderzoek
met griepvaccin: ONMOGELIJK
» Retrospectief, epidemiologisch onderzoek: ook
best interessant
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Eerst: het wordt steeds moeilijker om goede
tl'ialS te doen: Lessons from 40 years' surveillance of influenza

in England and Wales

D. M. FLEMING* and A. J. ELLIOT
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can weekly incidence rate per MO 000 population in 4-woekhy
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Research articles

“I-MOVE” TOWARDS MONITORING SEASONAL AND PANDEMIC
INFLUENZA VACCINE EFFECTIVENESS: LESSONS LEARNT FROM
A PILOT MULTI-CENTRIC CASE-CONTROL STUDY IN EUROPE,

2008-9 .

E Kissting (e.kissling@epiconcept.frl, M Valenciana®, J M Falcde’, A Larraurt, K Widgren', 0 Pitigoi, B Oroszf, E Nunes’,
I Savulescu®?, A Marick, E Lupulescu', B Ciancic?, A Moren®
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- Ca Instit
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sease Prevention and Control (ECOC), Stocaholm, Sweden
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« 5 landen (Dk, Hu, Po, Ro, Sp) CC 2008-9
e 160 GP’s, ILI 265j swabbed
« Griep + werden vergeleken met griep -
« 138 + vgl met 189 -
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Vaccination coverage for the seas
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Effectiveness and Cost-Benefit of Influenza

Vaccination of Healthy Working Adults
A Randomized Controlled Trial

Carnlyn Buston Rriues, MID

William W Thompeon. LD

Martin |, Melizer. PHD

R. Bevve, PhD

r 1. Talamonti. MU, MPPH ing adults

Naney | Caox, P Design Couble-blind, randomized, placebio-controlied trial conducted during 2 in

Heather A. Lilae, RN TUCIGS SN
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Author Affiliations: Influenza Branch, Division of Viral
and Rickettsial Diseases (Drs Bridges, Thompson, Cox,
Klimov, and Fukuda and Ms Hall) and Office of the
Director(Dr Meltzer), National Center for Infectious
Diseases, Centers for Disease Control and Prevention,
Atlanta, Ga; Ford Motor Co, Dearborn, Mich (Drs Reeve
and Talamonti); and the Oak Ridge Institute for Science

and Education, Oak Ridge, Tenn (Ms Lilac).
Funding/Support: This study was funded by the National
Center for Infectious Diseases, Centers for Disease
Control and Prevention.
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Effectiveness and Cost-Benefit of Influenza
Vaccination of Healthy Working Adults

« Gezonde adults tsn 18 - 64 years and employed
full-time by a US manufacturing
* 1997-1998 season, n=1184; for 19981999
season, n=1191
« Gerandomiseerd voor ofwel
e TIV (n=595 in 1997-1998 and n=587 in
1998-1999) ofwel
« Placebo (n=589 in 1997-1998 and n=604 in
1998-1999).

18/02/2011 u Iﬂ
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Effectiveness and Cost-Benefit of Influenza NEW ENGLAND JOURNAL f MEDICING
Vaccination of Healthy Working Adults
Resultaten:

* In 1997-8 verschilde het circulerende virus van
het vaccin, en was VE laag: 50% en vaccinatie
reduceerde niet het aantal GP consultaties

* 1998-9 echter: veel beter virus/ vaccin match
met VE 86% met reductie van consultatie, werk
verlet...
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|| ORIGINAL ARTICLE ”

Comparative Efficacy of Inactivated and Live
Attenuated Influenza Vaccines
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Dr. Monto reports receiving consulting fees from GlaxoSmithKline,
Novartis, and Baxter, lecture fees from Sanofi Pasteur and
GlaxoSmithKline, and grant support from Sanofi Pasteur; and Dr. Ohmit,
Mr. Petrie, Ms. Johnson, Ms. Truscon, Ms. Teich, and Ms. Rotthoff, grant
support from Sanofi Pasteur. No other potential conflict of interest
relevant to this article was reported.

We thank the study staff at Central Michigan University, Eastern Michigan
University, and Western Michigan University for their significant
contributions to the success of the study; Dr. Janet Gilsdorf, Department
of Pediatrics and Communicable Diseases, University of Michigan Medical
School, for serving as the independent safety monitor; and the staff of
the Influenza Division, Centers for Disease Control and Prevention, for
identifying the strains of viruses isolated and for sharing their realtime
PCR protocol.
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Vergelijking TIV met LAIV

= Gerandomiseerd, dubbelblind, placebo
gecontroleerd, gezonde vrijwilligers, 2007-8

« 1952 individuen gerandomiseerd
* 90% van de griep activiteit was H3N2
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Table 1. Baseling of the 1952 Subj Study Group, during the 20072008 Influenza

Saasen in Michigan

TIV Group LAY Group Placobo Group Total
Characteristic LY M= &13) {N=-325)7 N=-1957)
Total participants — 7% 4Lz aLe 100.0
Age — yr TIaTA 23.547.7 23.3a7.4
Age satwgeny — ne. (%)
1810y a%a (185 223 (1a 114 (381} aR6 (35,1
20-24yr 355 (43.8) 340 (41 140 (43.1) £35 (42 8)
7534 yr 20 111y 99 (12.2) 233 11w
35-49 yr 20 (9.8) 1 (11.2] 198 (1

494 (£0.7) 1214 (€2.2)
136 (343 338 (378
o (50
697 (85.6) 1641 (84.2)
117 (14.4) 109 (15.8)
uenza vaccine 307 (37.7) I8 (3% 136 (41 5) Il (A7)
1us values are means 2350, LAIY denotes trivalent live attenuated influenza vaccine, and TIV trivalen

Vergelijking TIV met LAIV

Table 2. Estimated Absolute and i it

“the Trivalent Inacti Li ed Influenza Vaccines.*

‘Confirmation of Cumulative Incidence
Symptomatic influenza| of influenza
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Is vaccinatie van gezondheidswerkers

zinvol?
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strategy. We almed to find out whether vaccination of haalth
cane workers lowers mofality and the frequency of virlogically
proven influenza in such patients

THE LANCET

important part in determinang the mk of infection, and
grouping of frail elderly people in long-term care creates
an covironment that s likely to allow rapid wpread of
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| 20 hospitals randemised |

3 3
TAD pavents included | | BBE patients included
| |

Random sampie of 375
paents offored
virological scroening by virslogical scroening by
nose/throat swaby nose,/ throat swab

} I

2358 patients acceoted | | 269 patients acceoled |

Random sample of 244
patients efferod

virological screening virological screening

wemn  Carman et al., Lancet 2000; 355: 93—97

Figure 1: Trial profile
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| 20 hospitals randemised |
I

10 hospitals’ healthcare
wirhers randomly not

10 hospitals' health-cars
workers randemly offered
vaccination offered vaccination

50.9% of | [.5%
How [ l l | of How
—
| 740 patients included | | 688 patients included |

} }

Random cample of 375 Random gample of 244
patients offered patients offered
virological seroening by virslogical scroening by
nese/ throat swalb nose/ throat swab

} I

2358 patients acceoted 269 patients acceoled
virological screening virological sci

Figure 1: Trial profile
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| 20 hospitals randemised |
I

10 hospitals' health-care 40 hospitals® heslthcare
workers randomly offered wirhers randomly not
vaccination offered vaccination

} |

| TAD patiants included | | BBE patients included |

l !

[ 154/688 died (22.4%) |

| 102/749 died (13,6%) |

| (0dds ratio 058 [95% CI 040-084], p=0.014]) |
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Is vaccinatie van gezondheidswerkers

zinvol?

We thank the lead nurses in the

care homes who helped o inplenent the

ktaff
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Is vaccinatie van gezondheidswerkers
zinvol?

Effectiveness of an influenza vaccine programme for care home staff
to prevent death, morbidity, and health service use among residents:
cluster randomised controlled trial

Amdrew C Hayward, Richard Harling, Sally Wetten, Anne M Johnson, Susan Munro, Julia Smexdley, Shahed Murad
[shins M Watsen

St he paper o publicions ACH b by Camen primay e 23 intervention homes 23 control homes
vt _ 1249 residents 1323 residents
1610 staff 1766 staff
cesemrch mhics eoammittee (No 0272061, i
Hayward et al., BMJ 2007; 1-6 Hayward et al., BMJ 2007; 1-6
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23 intervention homes 23 control homes 23 intervention homes 23 control homes
1249 residents 1323 residents 1249 residents 1323 residents
1610 staff 1766 staff 1610 staff 1766 staff
Vaccination coverage Vaccination coverage Vaccination coverage Vaccination coverage
HCW: 35% HCW: 5% HCW: 35% HCW: 5%
Death: 11.2% Death: 15.3% Death: 11.2% Death: 15.3%
ILI: 11.4% ILI: 22.7% ILI: 11.4% ILI: 22.7%
GP use for ILI: 10.0% GP use for ILI: 18.7% GP use for ILI: 10.0% GP use for ILI: 18.7%
Hospitalisation: 8.4% Hospitalisation: 10.9% Hospitalisation: 8.4% Hospitalisation: 10.9%
ILI Hospitalisation: 0.3% ILI Hospitalisation: 1.7% ILI Hospitalisation: 0.3% ILI Hospitalisation: 1.7%
oo Hayward et al’, BMJ 2007; 1-6 Ba oo Hayward et al’, BMJ 2007; 1-6 "
3. Welke evidentie is er? Vraag 1 Conclusie Vraag 1
Death: 11.2% Death: 15.3% Is er evidentie: ja
ILI: 11.4% ILI: 22.7%
GP use for ILI: ~ 10.0% GP use for ILI:  18.7% Maar hebben we betere griepvaccins nodig?
Hospitalisation: 8.4% Hospitalisation: 10.9%

ILI Hospitalisation: 0.3%

ILI Hospitalisation: 1.7%

Of anders uitgedrukt, bij een
verschil in vaccinatiegraad van
30% van de gezondheidswerkers
werden per 100 residenten 5
overlijdens voorkomen...

oo Hayward et al’, BMJ 2007; 1-6

Jainderdaad

Echter, zal de ontwikkeling eenvoudig zijn?
Neen

De belangrijkste les die ik geleerd heb uit
het pandemie verhaal is: griep is en blijft
een uiterst moeilijk verhaal
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