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o INFLUENZA
— Sintomi clinici
— Presenza virale dimostrata

o SINDROME INFLUENZALE (I.L.I.)
- solo sintomi clinici

e COMPLICAZIONI
o RICOVERI OSPEDALIERI
e MORTI
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Epidemiologia
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Burden of ILI
(control arms of 356 studies)

Death  Hospitalisation  ILI

Death Hospitalisation ILI T e, -

all all causes
causes
0-177 14-111 12-623 1-61 0-160 3.513
18.65 45.02 72.12 36.09 117.41 64.48

Presenza virale in epidemia
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Causes of ILI in 408 children aged 6 mo to 12 years in
4 seasons in UK (Harnden et al Arch Dis Child 2007)
by agent

Multiple

isolates; 2.70% \

Metapn.vir.
8%

Causes of ILl in 291 elderly in Leicestershire
(Nicholson et al BMJ 1997) by agent

Influenza A&B;
7%

RSV; 3.70%

Coronavirus;
14.40%
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Causes of ILl in 200 students in Turku (Makela et al
J Clin Micr 1998) by agent

Other. 3%

Multiple & mixed
inf. 8%

Bacteria.3.50%

Coronavirus. 8%

RSV. 2%

Inf. A &B. 6%
PIV.3.50%

How many ILIs are influenza?

influenza / ili
0-14 0,076
15-44 0,076
45+ 0,093
All ages 0,078
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Teoria vs Evidenza ?
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Infu=nza Martaliny per 100000

100

Source: modified Fig 2b in Doshi Am J
Public Health.2008; 98: 939-945
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Seven decades of recorded
influenza death rates, by month
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Epidemiologia

Carico di malattia basso
Incidenza & mortalita
Ospedalizzazione (ancora significativa)
Mette in ginocchio il Paese?
Componente virale specifica bassa
Limita impatto profilassi vaccinale
Altre misure aspecifiche

Prevenzione

09/12/2010
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Vaccinazione

The effects of confounding

(Jefferson and Di Pietranton;j, Lancet 2007)

Cases Samplesize  Risk ratio (95% Cly Risk ratio
Randomised trials
Influenza-like illness 346 6894 0.59 (0:47-073) —.
Influenza 89 2217 0-42(0-27-0:66) —_—
Admissions for influenza or pneumonia 68 4879 0.52(0:30-0:90) —a—
Deaths (all causes) 4 699 1.02{0:11-972) >
Cohortstudies
Influenza-likeillness 57 4904 105 {0-58-1.89) —_—
Influenza 68 18249 019 (002-2.01) <
Admissions for respiratory diseases 10353 779934 0-88 (0-54-143) —
Admissions for influgnza or pneumonia 9160 567299 072(0.62-0.85) ——
Deaths (influenza or pneumonia) 562 163391 087 (0-70-1.09) —a
Deaths (all causes) 6202 404759 0.58 (0-45-0.76) —a—
r T T T T
0.2 05 1 2 5
Favoursvaccine Favours control

Figure: Evidence from randomised trials of influenza vaccines versus placebo or do nothing

Evidence from randomised trials is based on five trials with total of ten datasets. Evidence from cohort studies is based on 18 studieswith total of 26 datasets. ™ If
left-hand side of graph is covered, Forest plot seems to show good vaccine efficacy from randomised sets for more specific outcomes (such as admissions to hospital
due to influenza and pneumonia) and from non-randomised studies for death from all causes. However, first abservation is derived from trial of adjuvanted
monovalent vaccine ne lenger in production. In cohort set, with indirect comparison method,* data show greater and significant (p=0-011) effect against deaths
from all causes than for death due to influenza or pneumoenia

09/12/2010

12



ILT 30% (17 to 41)

FLU
Matching 80% (56 to 91)
Non-match 50% (27 to 65)

Escludendo 1968-69
ILI 15%
FLU 73%

Modesto effetto sulle assenze
Nessun dato su morte e hosp
Insignificanti effetti collaterali

OLTRE 2 ANNI
Vaccini viventi
ILI 33% (28 to 38)
FLU 82% (71 to 89)
Vaccini inattivati
ILI 36% (24 to 46)

FLU 59% (41 to 71)
SOTTO 2 ANNI
Nessun effetto significativo
Sicurezza: reporting selettivo
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o ILI 86% (40 to 97)
e Solo se anche pazienti vaccinati
e Altrimenti no effetto
e FLU
* Non significativo (60 to —40)
e LRTI (infezioni resp. Basse)
e Non significativo
e MORTI
e Polmonite 39%
e Tutte le cause 40%

e CASE DI RIPOSO
—ILI 23% (6 to 36)
— FLU RR=1.04
— Polmoniti 46% (30 to 58)
— Ricoveri hosp 45% (16 to 64)
— Morti 42 (17 to 59)

o ANZIANI AL DOMICILIO
— ILI, FLU, Polmoniti: nessun effetto
— Ricoveri hosp 27% (21 to 33)
— Mortalita 47% (39 to 54)

09/12/2010
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Antivirali

Mauramimdass Inhiblears for prevanting and traadng
Influenza In healthy adules (Revlaw)

JeBersan T. [encn b, Diaki F Drel Mar C, Dreoley L Feabe K

THE COCHRAME
COLLABORATION~
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e Profilassi

Iafl

Syny
ne
the
cau

Hu. T
quaranting

e Trattamento

e Post esposizione
e Oseltamivir 58% — 68%
e Zanaminir 72% - 80%
e Nausea, allucinazioni
* Resistenze

that
ent”)
mivic
bird
b and

Altri interventi
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Physical interventions to ingermpt or reduce the sproad of
rospiratory viruscs {Review)

w15 Dl Bl €2 a1 Drarnmd B, 41 Bameany 1, Thrrnorrs 120, am 15kl M1 ke
5. Peabx B, Bvoem A

THE COCHRANE
COLLABORATION*
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FAL ham
Mo with infectian!
Studyor _Joimgowp Oddsratio  Welght  0dds ratio
subcategery Cases  Comtrol  (Maed)(S5%C0 (%) (Fined) (95% O
Frequent handwashing
ey 047 2227880 - 5726 0450320052
Nishium 20057 6190 == 482 0910370229
Seta 20037 28— 285 021005%08%
Teleman 20047 safsn —e—ri 457 0260070099
o 200474 P 1345 038021007
¥in 20047 ani180 — 1756 0490.28% 085
Total 5% ) 150 - 10000 045 0361 457
Test farheterogensity: Y=t 58 dfe5. Pud 4T, Fth
Testfar arerall efect 2=6.56 #0001
Wearlng mask
PR BN ass & 7185 0280310037
sishinm 20057 40 074039% 190
Seta 2003 230 0140018234
W 20047 1722 0480.29% 040
¥in 20047 a8 0080020 Ak

Total 5% CO 5% 1452 - 10000 032025t 40
Testlor hetempeneity: =962, died, Po0.05 a8 4%
Testfaraverall efect:3=9.52, R0.001

Wearing gloves

Nishium 20057 5 )90 — 1218 0940380 243
Seta 2009™ 13 e —e—e 1139 0470145 157
Teleman 20047" 1% s — 1837 0490200 123
Yin 20047 W 16118 —m 5815 03001750052
Total 5% C) 151 s - 19000 043029t 55

1
Test for hetempeneity: A 13, i3, D073, =30 6%
Testfaraverall fect: 2= 07, F0.001

Wearing gown

Nishiuz 20057 2025 0230055 109
Set02003™ 013 0.07000% 120
Teleman 20047° 513 0460155 143
Yin 2004 2007 0220120039
Total 5% €O 151 0230145037
Test o heteragensiyy: {'=2.10, died, Pl 55, Fullk

Testfaraversl fect: 35 99, 10,001 0102 2 51

Fawours Favours.
intervention  wantral

Effect of frequent handwashing or wearing masks, gloves, of gowns on prevention of cases of
severe acute respiratory syndrome

BN | CNLIN FIRST | basjeom
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Very effective public health interventions to interrupt

tran

e L avaggio mani 55%
*(10/die)

e Mascherine 68%

e N95 Mask 91%

e Guanti 57%

e Camice 77%

e Combinato 91%
e Mani+Guanti+Camice

Prevenzione

¢ Vaccinazione

o Effetti modesti

e Bassa adesione
e Antivirali

e Solo post esposizione (cogli I'attimo!)
e Aspecifici

e Basso costo e elevata efficacia

e Sinergia con altri interventi

09/12/2010
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Cosa offre la sintesi?

e Poche certezze:
e Per la gestione della pandemia
e probabilita vs cautela
e Sugli interventi aspecifici

¢ Qualche dubbio fondato
1. Sul carico di malattia
2. Sull'impatto della vaccinazione
(1+2)= vaccinazione universale?

(1+2)= vaccinazione servizi pubblici?
CREDIBILITA’ ISTITUZIONI SANITARIE

Come si offre la sintesi?

e QUALI REVISIONI in SANITA" PUBBLICA?

e Efficacia
e Sicurezza
e Burden of disease
e QUALE SCOPO PER LE REVISIONI?
e Raccomandare
e Impattare sulle decisioni
e Provocare dibattiti
e Provocare...

09/12/2010
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SANITARI:
SU ILI MA

VACCINAZIONE OPERATORI

NON SU FLU

SOLO SU FLUTIPO A

EFFETTI MODESTI

THE COCHRANE
COLLABORATION®

EFFICACE SOPRA DUE ANNI
MOLTI, SEMPLICI, EFFICACI

VACCINAZIONE MALATI CON

BRONCHIECTASIA:
NEITHER FOR, NOR AGAINST

UNCLEAR

VACCINAZIONE IN FIBROSI
CISTICA:

NO EVIDENCE

NO STRONG ENOUGH

NO GUIDANCE

NO DEFINITIVE

NUMEROUS INCONSISTENCIES

TOO WEAK

PROTECTION UNCERTAIN,
SAFETY TOO

NEED FOR RCT

Cosa (come si) offre la sintesi?
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