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La CMSI chiede dal 2021 un confronto scientifico/istituzionale, ancora negatc
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ORIGINAL ARTICLE

Dupilumab for COPD with Blood Eosinophil
Evidence of Type 2 Inflammation

S.P. Bhatt, K.F. Rabe, N.A. Hanania, C.F. Vogelmeier, M. Bafadhel, X

CONCLUSIONS
In patients with COPD and type 2 inflammation as indicated by elevated blood
eosinophil countsglupilumabwasassociated with fewer exacerbations and

better lung function than placebad NAR2 (2 S Sal OSNBIT A2

(Funded by Sanofi and Regeneron Pharmaceuticals)

Thesponsotrs Sandfizandk Regenenom Rharmacetiticdesigned: the triadnd
collectetiand analyzed theidatd Medical writing-and:-editoral assistarXeere
providedby ameticalwriteX fuxded lbyithessponsars

Placebo Dupilumab

Table 3. Adverse Events (Safety Population).* Event (N=464) (N=469)

no. of patients (%)

Any adverse event 306 (65.9) 313 (66.7)
Any serious adverse event 4 (15. 61 (13.0)
Any adverse eventi=al 7 (L. 12 (2.6
Any adverse event leading to permanent dis- 12 (2.6) 18 (3.8)

continuation of trial intervention
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Vaccino Covid consigliato dai 6 mesi =
E Giani da soldi a chi fa piu punture

il ti e la Toscana si attrezza: fino a 3.000 euro ai

jatri piu

efﬁcnenn. Mossein lmea con I'Oms, tornata alla carica con profilassi di massa e mascherine pure all’aperto

diMADDALENA LOY _

# Non ha inse-
nato nulla il
ruseo calo delle

vaceinazioni in

tutto il mondo, al
minimo storico

1 ultimi quindiei anni do-

pola trava%l;ata gestione pan-

demica e la crescente di

denza della popolazione a se-

guito degli obblighi diretti e

indiretti all’ moculazwne

L'ufficio europeo dell’ Orgz-

nizzazione mondiale della

nitd, diretto da Hans Kluge, ha
lanciato la nuova campagna
controivirus respiratori e tra
questi, olire all'mfluenza, ¢
riapparso il Covid.

«Nessuno conosce i tuoi ri-
schi meglio di tes, é l'aceati-
vante slogan dell’'operazione,

L agenzia Onujfaleva
sul proteggere gli altri,
maipreparati

non evitamo i contagi

ZELANTE Ji presidente della Regione Toscana, Eugemo Giani {Pd)

[Imagoeconomica)

Zero,

«Come parte della respon-
sabilita candivisa, il ruoio del-
leautorita governative rimane
eruciales, ha esortato 'Oms
Europa. LTtalia non se lo ¢ fat-
to dire due voite: fa gircolare
del ministere della Salute del
23 settembre, & firma del di-
rettore generale Francesco
Vaia, ha come oggetto proprio
le «indicazioni e raccomanda-
zioni per la campagna di vac-
cinazione autunnale/inver-
nale 2024/2025 anti Covid» e
raccoglie le raccomandazioni
dell’'Oms e dell’ Emerz,ency
Task force dell’Ema) sull
giornamento dei vaceini ri-
spetto alla variante JN.a «te-
nutocontodell’attuale guadro
epidemiologico», che & ap-
punto quello sopra citato. Co-
me noto, gli unici in commer-

Malgrado i bassissimi
rischi per i bimbi,

si insiste a sottoporli
all’inoculazione

v1d pressa», 8 Iegge ia vac-

%ﬂn——”"‘e
no « ) 5e-

mm é specif i
cato che si raccomanda «la va-
lutazionedel rapporto benefi-
ci/rischispecifico pereta e ge-
neres, oltre che d attenzione
nel segnalare tempestiva-
mente qualsiasi sospetta rea-
zione avversaal sistemadi far-
macovigilanza dell'Aifa [...],
siadagli operatori sanitari che
daognicittadinos. Purtroppo,
il format di segnalazione ¢ lo
stesso del tempi pandemici,
complicato e farraginoso.

11 dicastero guidato da Ora-
zio Schillael paccomanda alle
Regioni di implementare le
pill opportune misure orga-
nizzative eopmnmtulla md‘c;
borazione > 1
dlbasuxpedmn LaRegione
Toscana ha accolto tempesti-
vamente l'invito e ha promes-
so premi di pmdnnoneﬁnn a
Wmmmm““‘
tuendo
vaceinatori, La delibera ap-
provata dalla gxunba del gover-
natore toscano Eugenio

s dell"
g;?l)lpemlm nm'do
ﬂmeadnmmlmrigh
mle bnmbmiemmini:
plﬁ btmbi inoculati,
pilt gli operatori guadagna-
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New Products related
Palivizumab (Synagis®): in RSV high-risk Children
Is it useful for preventing RSV infection?

New Products

Nirsevimab (Beyfortus®): for RSV infection prevention
RSV-related hospitalizations decrease, but deaths increase
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Palivizumab (Synagis® ): in High-Risk Children

Is it useful for Preventing RS Virus Infection ?

Total da_¥s of RSV
ospitalization

Days requiring
Increased oxygen

Days wg’th LRI score
of 3 or greater

Proportion with
ICU a%missionst*a

Total days in ICU

,thalda, s on
mechanical ventilation

Proportion on
mechanical venEc)i ation 9b

Translated and revised from Med Check (in Japanese) Sep. 2024; 24 (115) . 111-113

—7.6
5.9
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_IZ-?
2.8

2.8
O Placebo

B Palivizumab

7.0

Indicatofi perpazient
con VRS uspedalizza
sono Aaumentathnel
gruppo palivizumab
pit che nel gruppo
placebo. Motivi?

1) Testinattendibili

da test Antigenic per
diagnosi di infezione
da VRS?

0

1

2 3 4 5 6
days/one RSV hospitalization,

*a . persons/10 RSV hospitalizations,
*b : persons/1000 participants

7

2) Potenziamento
anticorpodipendente
(ADB?

Conclusion: There is no conclusive evidence that palivizumab effectively prevents

severe RSV infections in high-risk children. Therefore, its use is not recommended.
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Nirsevimab (Beyfortus®): for RSV infection prevention

RSV-related hospitalizations decrease, but deaths increase

Translated and revised from Med Check (in Japanese) Sept. 2024, 24(115):108-110

MedCheck Editorial team

Abstract

eRespiratory syncytial virus (RSV) causes respiratory tract infections, but severe cases are rare in infants. A
monoclonal antibody against RSV, palivizumab, has been administered monthly to high-risk children.

eNirsevimab (Beyfortus®), available since May 2024, maintains effective blood concentrations for several months

after a single injection. It was approved for use in both high-risk children and full-term healthy infants.
eApproval for full-term healthy infants is based on a randomized controlled trial (RCT), which showed reduced

RSV-related hospitalizations compared with the placebo group. However, while no deaths occurred in the placebo

group, five deaths were reported in the nirsevimab group, indicating a higher mortality rate.

¢|n an RCT comparing nirsevimab with placebo in preterm infants, and in another RCT comparing it with
palivizumab in high-risk infants having congenital heart disease (CHD), RSV related hospitalizations were reduced.

However, the mortality rate tended to increase.

+A combined analysis of three major RCTs by us revealed .:rligniﬁ{:anth.lr higher mortality rate, likely due to an

increase in non-RSV related conditions, particularly thrombosis.

Conclusion: Nirsevimab should not be used in any infants including for universal immunization



Figure 1: All-cause mortality rate differences in three pivotal RCTs of nirsevimak

Nir PL
Trial [ref] d/py d/py VMRD 95%ClI
Study 3 [10] 2/931.2 3/463.4 L B -433 (-1100, 235)

MELODY 1 2/803.8 0/400.0 = 249 (-240, 738)
MELODY 2 2/8204 0/4085 2 244 (-235,723)
MELODY 3 1/3847 0/191.5 = 260 (-462,982)
MELODY [12] pooled = 249 ( 31, 467)
MEDLEY 1 4/2505 0/1235 ) 1697 [ -632,3826)
MEDLEY 2 1/2405 1/119.7 3 420 (-2054,1214)
MEDLEY [13] pooled -, 745 (-444,1934)
Pooled overall =) WE
-2000 0 2000 4000 P=0.0399

12=18.4%

MRD (95% confidence interval)

Nir: nirsevimab, PL placebo, d: numberdied, py: personyears(x 100.000),
MRD mortality rate difference, 95%Ct 95%confidencenterval,
All pooledMRDwere calculatedasFixedeffectsby StatsDirecB.3.6.

Pvaluefor pooled MELODYfial was0.0254(1?=0%y,
Pvaluefor pooled MEDLEYfial was0.2197(1°=62.9%).

Createdoy MedCheclusingdatafrom 3 pivotal RCTef nirsevimalj10-13].
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Appendix 6 : Mortality rate by period and cumulative mortality rate
in MELODY trial

0-151 — 249 Period 1 : 2 /804 person-years
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Created by MedCheck using data from 12) Muller WJ et al N Engl J Med 2023; 288 (16): 1533-1534 + supplementary appendix
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Appendix 6 : Cumulative mortality rate of MELODY trial

800
m
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o
8 600
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—
-
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o
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T 200 . .
-g -= Nirsevimab
= 100 =~ Placebo
0 ] ] |
0 151 361 h11

Days after dose

Created by MedCheck using data from 12) Muller WJ et al N Engl J Med 2023; 288 (16): 1533-1534 + supplementary appendix
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Figure 2: Non-RSV related mortality rate differences in three pivotal RCTs of nirsevimab:

meta-analysis

Nir

Trial [ref] d/py
Study 3 [10] 2/931.2
MELODY 1 2/803.8
MELODY 2 2/820.4

MELODY 3 1/384.7

MEDLEY 1 /250.5
MEDLEY 2 1/240.5

MEDLEY [13] pooled
Pooled overall

PL
d/py
2/463.4

0/400.0
0/408.5
0/191.5

MELODY [12] pooled

0/123.5
0/119.7

MRD  95%Cl
—l— -217 (-814, 380)
—— 249 (-240, 738)
1 244 (-235, 723)
k- 260 (-462, 982)
= 249 (31, 467)
= 1198 (-733,3128)
B 416 (-740,1571)
—n 624 ( -8,1322)
B 238 (39, 437)

-1000 0 1000 2000 3000 P=0.0190

MRD (95% confidence interval) 12=0%

Nir: nirsevimab, PL: placebo, d: number died, py: person-years, MRD: mortality rate difference, 95%CI: 95% confidence interval,
All pooled MRD were calculated as Fixed effects by StatsDirect 3.3.6. P value for pooled MELODY trial was 0.0254 (1%=0%), P
value for pooled MEDLEY trial was 0.0802 (I°=0%). Created by MedCheck using data from 3 pivotal RCTs of nirsevimab [10-13].

MED CHECK  Sep. 2024/ Vol.10 No.30 » Page 25

Nirsevimalreduces RS¥ssociated lower respiratory tract infection and hospita
lizations in both highiisk and healthy infantdt also appears to be convenient as
requiring asingle injection Howeverwhen wsed imbealthy,infants,; mirsevimabdhac
higher sk inddcing ceatiparticularlyfrom non-RSWrelated causes.siich asrthrem
bosis Due to[n.d.r. possikieincreasechmortality, nirsevimad should not be:used
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ANTIMICROBIAL REPORTS DOI: 10.1097/INF.0000000000001916
The Pediatric Infectious Disease Jourdial (9) 2018 (da Dr. Stocco)

Safety, Tolerability and Pharmacokinetics of MEDI8897, an
Extended Half-life Single-dose Respiratory Syncytial Virus
Prefusion F-targeting Monoclonal Antibody Administered as a

Conclusions:
MEDI8897 (ndr:

Single Dose to Healthy Preterm Infants poi Nirsevimab)
Joseph B. Domachowske, MD,* Anis A. Khan, PhD, T Mark T. Esser. PhD, T Kathryn Jensen, MS, 1 Therese Takas, BS, had a faVOFab|e

Tonya Villafana, PhD, MPH, T Filip Dubovsky, MD, MPH, 1 and M. Pamela Griffin, MDY

safety profile in

heal t hy pr e teemonsuatedRES@enitligingadivity;supportprotec
tion from RSVfor the duration of a typical-thonthseason after a 50 mg IM dose.

Placebo 10m
Subjects With =1 Event, n (%) (n = 18) (n =

MEDI8897

bmg 50mg
(n =31) (n =32

g Ny
VNN TN

Any TEAE 17(94.4) 5(62.5) 31(100.0) 30(93.8) 66 (93.0)
AE related to study drug 0(0.0) 0 (0.0) 2(6.5) 3(9.4) 5(7.0)
AE grade =3 severity 0 (0.0) 0 (0.0) 1(3.2) 1(3.1) 2(2.8)
SAE* 000  0(0.0) 1(3.2) 2(6.3) 3 (4.2)
SAE* and/or AE grade =3 severity | 0(0.0) 0 (0.0) 1(3.2) 2(6.3) 3(4.2)

TABLE 4. TEAEs Occurring in >10% of the MEDI8897 Total Group and With a
>5% Difference Between Any MEDI8897 Group and Placebo Through Day 361

Subjects With =1 Event, n (%)

Placebo 10mg 25 mg 50mg Total
(n =18) (n=28) (n=31) (n=z32)_ (N=T71)

A
Bronchiolitis

(37.5) 3 (9.7) 6 (18.8)

12 (16.9)



Regione Toscana (ott. 2024)

INFORMAZIONI SULLA PROFILASSI CON NIRSEVIMAB CONTRO I’'INFEZIONE
DA VIRUS RESPIRATORIO SINCIZIALE (VRS)

I1 Virus Respiratorio Sinciziale (VRS o RSV) ¢ uno dei principali agenti patogeni che colpiscono le vie
respiratorie nei bambini piu piccoli. P della meta de1 bambini contrae 11 VRS entro 1l compimento di un
anno di eta. quasi tutti si infettano almeno una volta entro 1l compimento dei due anni di eta. Si tratta di
infezioni che vanno dal semplice raffreddore a quadri pin severi di bronchiolite e polmonite con febbre.
tosse e difficolta respiratoria che necessitano di ospedalizzazione e. nel 20% dei casi. di ricovero in reparti
di terapia intensiva.
Il rischio di infezione severa da VRS dipende da piu fattori. tra cui in particolare:

¢ stagionalita: in Italia solitamente 1 se1 mesi compresi tra ottobre/novembre e marzo/aprile.

¢ eta inferiore ad un anno di vita. in particolare nei primi tre mesi.
Non vi sono ad oggi terapie specifiche per la cura di infezioni gravi da RSV e pertanto la cura di tali forme
di malattia delle basse vie respiratorie si limita pii spesso a terapie sintomatiche e nusure di supporto
(1dratazione e 0ssigeno).

PROFILASSI CON ANTICORPO MONOCLONALE

L’ Agenzia Europea per 1 Medicinali, nell’ottobre 2022. e I’Agenzia Italiana del Farmaco. nel gennaio 2023.
hanno approvato un nuovo farmaco. Nirsevimab. un anticorpo monoclonale che. somministrato in un’unica
dose all’inizio della stagione epidemica. garantisce protezione dall’infezione severa da VRS per almeno 5
mesi. Questo farmaco ha dimostrato di essere sicuro ed efficace nel prevenire oltre 1'80% delle infezioni
delle basse vie respiratorie e nel ridurre le ospedalizzazioni nei bambini immunizzati. rispettivamente

dell'87.6% nei reparti pediatrici e del 90.1% in terapia intensiva.
17



Alla luce de1 dati di sicurezza ed efficacia, la Societa Italiana di Igiene. Medicina Preventiva ¢ Sanita
Pubblica (SItI). la Societa Italiana di Pediatria (SIP). la Federazione Italiana Medici Pediatri (FIMP). la
Federazione Italiana Medici di Medicina Generale (FIMMG) e la Societa Italiana di Neonatologia (SIN)
sostengono all'unamimita la strategia di prevenzione universale delle malattie da VRS tramite
immunizzazione con Nirsevimab. come riportato nel documento “Posizione del Board del Calendario
Vaccinale per la Vita e della Societa Italiana di Neonatologia sul possibile utilizzo di anticorpi monoclonali a
lunga emivita per la prevenzione universale delle malattie da Virus Respiratorio Sinciziale (VRS o RSV) nel
neonato” (pubblicato a febbraio 2023 e riportato anche alla pagma https://sip.1t/2023/02/17/vrs-calendario-
per-la-vita-e-sin/).

Diverse nazioni europee. fra cui la Francia e la Spagna. hanno gia introdotto la profilassi umiversale dei
neonati € dei bambini nel primo anno di vita con Nirsevimab nei piani nazionali di prevenzione e la Valle
d’Aosta ¢ stata la prima regione in Italia ad offiire questa profilassi a tutti 1 nuovi nati a partire dalla stagione
epidemica 2023-2024.

Nirsevimab viene somministrato dal medico o dall’infermiere come singola iniezione nel muscolo della
coscia.

Gli effetti indesiderati. non comuni (possono interessare fino a 1 bambino su 100). possono comprendere:
e eruzione cutanea:
¢ reazione in sede di iniezione (ovvero arrossamento. gonfiore e dolore nel sito 1 cur viene
somministrata I'iniezione):
¢ febbre.

Eccezionalmente. come per ogni farmaco. possono manifestarsi reaziom allergiche gravi immediate come le
reazioni anafilattiche: per tali evenienze la Struttura che esegue la somministrazione dispone dei presidi
terapeutici atti a far fronte all’emergenza (adrenalina. antistaminici. cortisonici. ossigeno. etc.).
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MODULO DI CONSENSO INFORMATO ALLA SOMMINISTRAZIONE DI
ANTICORPO MONOCLONALE NIRSEVIMAB PER LA PROFILASSI
DELI’INFEZIONE DA VIRUS RESPIRATORIO SINCIZIALE

Io sottoscritto/a nato/a a 1l

X®d

DICHIARO/DICHIARIAMO
di aver ricevuto informazioni sulla/e malattia/e da prevenire. sulle caratteristiche del farmaco Nirsevimab
impiegato e sui benefici e potenziali rischi della profilassi sopra indicata anche con I'ausilio della lettura del
foglio informativo messo a disposizione:
di aver ricevuto informazioni sui motivi che consigliano la profilassi proposta e le conseguenze sulla salute
di mio figlio/a in caso di rifiuto: -

—

di aver avuto la possibilita di fare domande relativamente alle informazioni ricevute e di aver compreso le

rispose alle richieste di chiarimento relativamente alla/e malattia/e da prevenire, caratteristiche del farmaco

impiegato. benefici e potenziali rischi e complicanze della immunizzazione:

di aver fornito correttamente le informazioni sullo stato attuale di salute mio/di mio figlio/a o della persona

che rappresento legalmente:

di essere stato informato/a che in base all’anammnesi relativa alla salute di mio figlio/mia figlia/ persona che

rappresento. non ci sono controindicazioni note. ad oggi. nei confronti del farmaco proposto:

di aver avuto informazioni sulla necessita di trattenere mio figlio/la persona che rappresento legalmente in

ambulatorio per almeno 15 minuti, dopo la profilassi e di dover comunicare eventuali reazioni avverse:
pertanto

[J esprimo/esprimiamo il consenso all’effettuazione della profilassi sopra indicata

[J non esprimo/non esprimiamo il consenso all’effettuazione della profilassi sopra indicata
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Alberto Donzelli, coordinatore Commissione™ e, &
Medico-Scientifica indipendente (CMSi) .

Temi di presentaziongevento CONDAS

I KEY
P&NTS Punti chiave, in grado di cambiare i giochi

Punto 1:Vaccinazione antinfluenzale di anziddambini donne incinte
da riservaresselaigeshhi che meassono\avele:-henefitio

A Punto 2:Vaccini COVHD9 ed effetti su infezione e trasmissione
Non llerritluconoymadiektempe aumentand
Implicazioni per le vaccinazioni pediatriche obbligatorie
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Campagna antinfluenzale 2024-2025. “Vaccinarsi

per difendere la salute di tutti”. L’invito della STt

QS 07 ottobre 2024
“Oltre alla protemﬂne persnna!e vaccinarsi aiuta a ridurre la pressione sui

Pronto Soc S , spedalieri, abbassando i costi sanitari e
migliorando la produttivita tramite riduzione dell’assenteismo scolastico e

lavorativo” sottolinea Siliquini, Presidente della Societa Italiana Digiene

| destinatari principali a cui la campagna si rivolge sono persone dai 60 anni in.su, donne in gravidanza,

hambini daj 6 mesi ai 6-arni. soggetti di tutte le eta con condizioni cronlche che aumentano il rischio di
complicanze, ponche iloro familiari e contafff SEiil L a vaccinazione raccomandata

attivamente e gratuitamente a chi lavora in settori strategici come la ganita, le forze dell'ordine e i vigili del
fuoco, altre categorie socialm li e ai lavoratori a contatto con ganimalj.

https://www.adnkronos.com/salute/vacesngnorellinitag-anzianipiu-longevi
e-in-buonasaluteseimmunizzati_2Ux6yTuc6YODEX|3ljPeCl?refresh_ce

Vaccini, Signorelli (Nitag): "Anziani piu longevi e in buona
salute se immunizzati"

cure g

Prof. Signore
Ord. Igiene S. Raffaele
X influenza Covittt19, Herpeszostere antipneumacoccaui potrebbe aggiungetrsanche la
vaccinazione contro Yirus respitatoriossinciziale SHlollinffluenzaaaggiungedivell decents
di copertura,ssuperiore la®@'. Per "tuiti gli attii bisegnaclavararepconvineendolapopola
tiohe IS Agen@2rkfci@iZatndiS YR 2ali eYaSrRde Oer aRkntae ke ¥opedtiirdche >
portano siotramenterte a un migliorameniomedio della: satute Idetlarpopolaziane anZiana



And on and on by Tom Jefferson and Carl Heneghan

Come possono i decisori giustificare la colossale promozione della vaccinazio

antinfluenzale annuale se la base di prove di migliore qualita e quaS| vuota?
TOM JEFFERSODARL HENEGHADCT 30, 2024

Esempiodi logica incoerente e di errori in Germania
(Robert Koch Institutecome nostro ISS): 2\
«Per la vaccinazione antinfluenzale in gravidanza le industrie farma \
ceutiche riportano che non ci sono studi sulla sicurezza dei vaccini, nETE0
Q2o 21'8si0& za §i €& Pergid(131Ynbnl-ci sBak coRtoigdiéadzioni

Il messaggigare esserenon damnmimati =Heenéfic(!)

Il documentoNACIb Slj dzA @I € Sy S +fft Q' /Lt RSA [/
b2y OA az2y2 w/ ¢ LISNI Gl fdzil N5 f QST¥
Una rassegna di studi retrospettifii2 Aostf 2iféeridriNdnel/RddF S NBay/ 1
ospedalizzazioron le principali diagnosi di influenza o polmonite (non comun
O2y 2 aSyill @FrOOAYITA2YyAOLT YI KI L3J%
(Pero)si raccomandadaaccinazionedn gravidanza

Qui ilconcettopare esserenessunceftetio-=bhenéticiq!!).
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https://trusttheevidence.substack.com/p/and-on-and-on?utm_source=post-email-title&publication_id=1029183&post_id=150898330&utm_campaign=email-post-title&isFreemail=false&r=1q81t9&triedRedirect=true&utm_medium=email
https://substack.com/@tomjefferson
https://substack.com/@trusttheevidence

Connecting more Dotsby Tom Jefferson and Carl Heneql@ﬂnneCting more Dots
Exaggerating the Influenza ThreaEvidence from FOIBEFFERSGNENEGHARNCT 23V H

The year 2015 | 2016 | 2017 | 2018

J09-J11  Morti reali daiinfluenzaiminghiterd | 284 | 430 | 458 | 1.598
J09-J18 14,460(13,677(13,746|14,708

Deaths. due to bacterial, fungal or wral pr]t?un:onlas 14,176 |13,247 |13,288 13,110
where influenza was not present or identified

*J09-J11 minus J12-J18)

| VR Y 2 NB-bwTani JefleisonTrust the Evidence A N d MO T e Do

Policy vs Evidence for Influenza Vaccines TOM JEFFERSORT 25, 2024

In myBMJ article, | reported what the good -quality evidence
concluded: no apparent benefits, apart from sporadic case
prevention (  33t009 bdalily Edultsdnlist bewatdinateddeinated to

avaidcbnereasaise).

It is hardly an endorsement, agiis did nbtshowlostestbenefitbenefits
againstitansmissios siccemplicationsications.



https://trusttheevidence.substack.com/p/connecting-more-dots?utm_source=post-email-title&publication_id=1029183&post_id=150524210&utm_campaign=email-post-title&isFreemail=false&r=1q81t9&triedRedirect=true&utm_medium=email
https://substack.com/@tomjefferson
https://substack.com/@trusttheevidence
https://trusttheevidence.substack.com/p/revisiting-the-f-word
https://trusttheevidence.substack.com/p/and-more-dots?utm_source=post-email-title&publication_id=1029183&post_id=150699728&utm_campaign=email-post-title&isFreemail=false&r=1q81t9&triedRedirect=true&utm_medium=email
https://substack.com/@tomjefferson

Ma ora ecco una metanalisi (analisi combinata) di RCT sulla mortalita!
]

NGENOrK ‘Open_ 2022;5(4):€228873. doi:10.1001/jamanetworkopen.2022.8878]

Original Investigation | Cardiology

Association of Influenza Vaccination With Cardiovascular Risk
A Meta-analysis

Bahar Behrouzi, MSc; Deepak L. Bhatt, MD, MPH; Christopher P. Cannon, MD; Orly Vardeny, PharmD, M5; Douglas 5. Lee, MD, PhD;
Scott D. Solomon, MD; Jacob A, Udell, MD, MPH

Meaning These results suggest that
clinicians and policy makers should

continue to counsel high-risl{ patients on

the cardiovascular benefits of seasonal

influenza vaccination.

Ma gliHigh-Nek & tlentsLdbnasales guéllctnsindrome coronarica acui@nfarto
0 angina instabilpne lultiéne latnioomo  anno

Per gliattiila mortalita cardiovascolare: & anmentatin tendenzadiéehgsx%6on

|la vaccinazione antinfluenzale




pazient
stabili @
domicilio

mortalita

T Eaiucular ul'
Mortalita cardiovascolare

mparing Influenza Vaccine vs Control Stratified by History of Recent Acute Coronary Syndrome (ACS)

Waccine Flacebo/control Risk ratio, Favors : Favors Waight,
Study or subgroup Events  Total Events Total (955 CI) vaccine : placebofcontrol %
Recent ACS
Gurfinkel et al, 1% 2004 4 06 21 a7 0.15(0.07-0.54) —W— 141
Ciszewski et al,20 2008 1 B3 ] 74 2.68(0.11-64.76) - 29
Phrommintikul et al 2! 2011 5 221 12 218 0.41{0.15-1.15) L 14.2
Frebert et al,” 2021 34 1266 56 1258 0.60(0.40-0.92) —— 22.8
Total events 44 1666 29 1647 0.44(0.23-0.85) —_ = 54.0
Heterogenaity: 12=0.18; y2=5.29, df=3 (P=.15); 2=43%
Test for overall effect: z=2.45 (P=.01)
ﬁta ble outpatients
Govaert et al, ** 1954 6 o2y 3 911 1.57({0.49-7.284) i = 103
Gurfinkel et al, 1% 2004 5 45 50 1.02{0.32-3.31) L 12.4
Ciszewski et al, 20 2008 1 243 2 255 0.54 (0.05-5.86) = - 47
De Villiers et al,23 2000 20 1620 12 1622 1.67 (0.82-3.40) L 18.5
Frobert et al,” 2021 0 B ]
Total events 32 2844 22

+45%(ns

Heterogeneity: T$=0.00; x%=1.35, df=3 (P=.72); F=0%

o ioe

Tast for overall effect: z=1.35(P=.18)
Total events 76

4510 111

Heterogeneity: 12=0.33; x2=16.55, df=7 (P=.02); I2=58%

Test for overall effect: z=1.05 (P=.29)

< J Test for subgroup differences: y2=7.52; df=1 (P=.006); I2=86.7%

4481 0.74(0.41-1.30)

Non ho scompenso cardiaco e nean he
un infartino: ho diritto di sapere-che
il rischiopotreldlee:avmentare

doi:10.1001/jamanetworkopen.2022.8873

=T i

1

Risk ratio (95% CI)

100
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Letters

COMMENT & RESPONSE

InfluenzaVaccineinHigh-Risk Cardiovascular Diseases—

Define the Target

To the Editor I read with interest the secondary analysis of the
INVESTED randomized clinical trial (RCT) by Peikert et al.' In
the introduction, the authors state “Patients with cardiovas-
cular disease are at increased risk for influenza-related com-
plications. Influenza vaccination has been shown to reduce
adverse cardiovascular events....” The second part of this
statement is only partly supported by evidence from the
most valid studies, ie, RCTs. Indeed, the authors' &te only a

meta-analysis of RCTs in high-risk patients published in
20132 Its uEdate3 shows clear advantages only for individu-

als with recent acute coronary syndrome (ACS): 45% lower

risk of major adverse cardiovascular events. Instead, it
detected a significant treatment interaction in a subgroup
analysis of stable outpatients without recent ACS (5688
patients; 1.7% risk of major adverse cardiovascular events for
both vaccine and placebo/control; risk ratio, 1.00; 95% CI,
0.68-1.47: ¥ = 0%; P = .98; P for interaction = .02) (Figure 2).

Metanalisi di RCT

Moreover, in 5 RCTs with identical total number of patients
comparing cardiovascular mortality with influenza vaccine

vs control stratified by history of recent ACS, in stable
———— |

Eatients the nc-nségiﬁcant difference favored controls: risk
ratio, 1.45 (95% CI. 0.84-2.50) with 32 vs 232 cardiovascular

deaths, respectively.

Another RCT* that studied whether influenza vaccina-
tion reduces death and vascular events in patients with heart
failure suggested a possible benefit, although the prespeci-
fied coprimary outcomes during the entire observation pe-
nod were not statistically significant.

In the previous INVESTED trial,® correctly focusing on pa-

Hents with proven benefits from influenzavaccination, ie, with
recent acute myocardial infarction or heart failure hospital-

ization, high-dose trivalent compared with standard-dose
guadrivalent influenza vaccine did not significantly reduce
all-cause mortality or cardiopulmonary hospitalizations. [f any-
thing, high-dose vaccine did not significantly increase the pri-
mary outcome (event rate, 45 vs 42 per 100 patient-years; haz-
ard ratio, 1.06; 95% CI, 0.97-1.17; P = .21) and vaccne-related

JAMA Cardiologiublished
online October 16, 2024

~

adverse events: 40.5% vz 34.4%.
. ______________________________________|

A massima validital
due gruppi di anziani con pari caratteristiche

e identica numerosita

22 moti

Gruppo B3

26

This prespecified secondary analysis of INVESTED exam-
ines the antibody response to high-dose trivalent compared
with standard-dose quadrivalent influenza vaccine and its
association with clinical outcomes. Despite high-dose vaccine
eliciting a more robust humoral response, there was no asso-
clation between seroconversion status and the risk for cardio-
pulmonary hospitalizations or all-cause mortality. Disap-

pointingly, if anything, seroconversion for any antigen was
associated with a nonsignificantly higher risk for cardiopul-

monary hospitalizations or all-cause mortality (hazard ratio
1.09; 954 CI, 0.79-1.53).
| . . . .

The authors’ conclusion, “Vaccination to prevent influ-
enza remains critical in high-risk populations,” is supported
in the patients with recent acute myocardial infarction or heart
failure hospitalization included in the INVESTED trial, with-

out the need to use high-dose vaccines.

Alberto Donzelli, MD

Author Affillation: Scientific Committes of the Foundation Allineare Sanita e
salute, Milanao, Italy.

Corresponding Author: Alberto Donzelll, Allineare Sanita e Salute, Via Ricordl 4
- 20131 Milano, Italy (info@fondazioneallinearesanitacsalute.it).

Published Online: October 16, 2024. dol:10.3001 jamacardio 20243466
Conflict of Interest Msclosures: Mone reported.



Comment & Response  October 16, 2024

Influenza Vaccine in High -Risk Cardiovascular Diseases 09 Define the
Targetd Reply AlexandePeikert, MDY; Scott D.SolomonMD?, OrlyVardenyPharmD MS

Respiratory infections such as influenza are recognized risk factors that can de
bilize chronic CAD with a substantially increased risk for acutdidh & il jpunto!]

Despite the potentially greater relative risk reductions observed in-ngih

patients with recent ACS, there is evidence from RCTs suggesting that t- ‘e“
benefits of influenza vaccination on major adverse CV events also e qe- ((\3
to individuals with stable coronary artery dlseés'e\ \°

|4 € RILUWEAD: dedeiré REdunclush netla metanahé'a ae

The2019 EuropeanSociety of Cardiology guidelane$2023 /AmericaniHeart-As
sociatiorl AmericancCollegefof-Cardioldgynerican.Collegeraf Clinical Pharmacy
AmericansSoecietyof-Preventive [Cardiolddggtional  LLipid: AssociatioRreventive
Cardiovascular/Nurses Association‘guidelinoethe management of CAD
recommend-annuahinfluenza vacetnations ta reducerCvb moybidity,amort- xe
and allcausermortality Additionally, theNHOrrecommendseyearlyfinh (\o“’.\(o

enzawaccinationsfor evesyenecomonthsdand-oldeprevent acute 6\('0 \,xo‘ ‘o\
influenzai infections and-related complicatigmemprising all \° (;& (,\0‘)
© <O

potential individuals at risk at or with established CVD. o}‘ \\e
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https://jamanetwork.com/searchresults?author=Alexander+Peikert&q=Alexander+Peikert
https://jamanetwork.com/searchresults?author=Scott+D.+Solomon&q=Scott+D.+Solomon
https://jamanetwork.com/searchresults?author=Orly+Vardeny&q=Orly+Vardeny
https://jamanetwork.com/journals/jamacardiology/fullarticle/2824471?guestAccessKey=ef0cd787-2c1f-4297-a87c-d16473520ce2&utm_source=silverchair&utm_medium=email&utm_campaign=article_alert-jamacardiology&utm_content=olf&utm_term=101624&adv=000002737000#hlr240009r3
https://jamanetwork.com/journals/jamacardiology/fullarticle/2824471?guestAccessKey=ef0cd787-2c1f-4297-a87c-d16473520ce2&utm_source=silverchair&utm_medium=email&utm_campaign=article_alert-jamacardiology&utm_content=olf&utm_term=101624&adv=000002737000#hlr240009r4
https://jamanetwork.com/journals/jamacardiology/fullarticle/2824471?guestAccessKey=ef0cd787-2c1f-4297-a87c-d16473520ce2&utm_source=silverchair&utm_medium=email&utm_campaign=article_alert-jamacardiology&utm_content=olf&utm_term=101624&adv=000002737000#hlr240009r4

<strong>Influenza. </strong>Il Ministero della Salute lancia la
campagna vaccinale per il 2024.<strorgstrong>Ecco lo spot

»

Q Campagna contro l'influenza stagionale 2024
Condividi

Vaccino anti COVID-19 - Leggi le ultime

informazioni del Ministero della Salute. 2

3

{
.

Un momento, avete fatto la cosa piu importante?

Il ¢ o015/030 ak



https://www.quotidianosanita.it/stampa_articolo.php?articolo_id=125404

Vaccinarsi contro I'influenza stagionale protégge




Vaccino anti COVID-19 - Leggi le ultime
informazioni del Ministero della Salute.

{A LWzs5 FIFINB Ay dzy Qdzy A OF &GCOVId |

Chiedi al tuo medico.




Campagna contro l'influenza stagionale 2024
. Condividi
Vaccino anti COVID-19 - Leggi le ultime

informazioni del Ministero della Salute. >

Ministere ol

1 MinSal déveebbeldavere anchecconsigliereche conoscano ¢’ avidegre

e clella® sapmane egiytare..;




BRIEF REPORT CID201254 (15 JuneyDOI: 10.1093/cid/cis307

Increased Risk of Noninfluenza
Respiratory Virus Infections
Associated With Receipt of contro Placebo

Inactivated Influenza Vaccine Influenzasstagionale30 casi

Benjomin J. Cowling! Vicky J. Fang! Hiroshi Nishium.'2 Virus moniinfluenzali 3x802 casi
Kwok-Hung Chan Sophia Ng.' Dennis K. M. Ip,’ Susan S. Chiu,' (d| cui Rimevirus+171

Gabriel M. Leung,' and J. $. Malik Peiris*® . .
Coxatkiéfecovirus 1060
'School of Public Health, Li Ka shing Faculty of Medicing, The University of Hong Hpeecavin

Kong, Pokfulam, Hong Kong SAR, Ching; *PRESTD, Japan Science and Altri virus m&&piﬁat+68)
Technology Agency, Saitama; *Department of Microbiology, Li Ka Shing Mal ﬂ’@ﬁp Mﬂlﬂ& f)l@ﬂjl tdﬁﬁ'[l-f43

Faculty of Medicing, The University of Hong Kong, Queen Mary Hospital,
*Department of Pediatrics and Adolescent Medicing, The University of AT -

Hong Kong, Queen Mary Hospital, and *Centre for Influerza Research, Li Ka Mal' ’l’eﬁpcgam pjﬁlm mm EaGEO'I‘ﬂg
Shing Faculty of Medicing, The University of Hong Kong, Pokfulam, Hong Kong

SAR, China ‘ - Virossiotaltali: TINA2201

TINU (trivalent inactivated influenza vaccine

We randomized 115 children to thvalent inactivated influ-

Prof. Benjamin (-
John Cowling \,I

enza vaccine (T1V) or placebo. Over the following 9 months,

TIV recipients had an increased risk of virologically-

confirmed non-influenza infections (relative risk: 4.40; 95%

‘nce 1nterval: ecimng protecled against

influenza, TIV recipients may lack temporary non-specific

immunity that protected against other respiratory viruses.
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MAJOR ARTICLE

CID201356 (15 May) DOI: 10.1093/cid/cit060

Influenza Vaccine Effectiveness in the
Community and the Household

Suzanne E. Ohmit,' Joshua G. Petrie, Ryan E. Malosh,' Benjamin J. Cowling.” Mark G. Thompson,’ David K. Shay,* and

—.&
Arnold S. Monto

"Department of Epidemiology, University of Michigan School of Public Health, Ann Arbor; “School of Public Health, Li Ka Shing Faculty of Medicine,
The University of Hong Kong, Hong Kong Special Administrative Region, China; and ®Influenza Division, Centers for Disease Control and Prevention,
Atlanta, Georgia

(See the Editorial Commentary by Treanor and Szilagyi on pages 1370-2.)

Background. There is a recognized need to determine influenza vaccine effectiveness on an annual basis and
a long history of studying respiratory illnesses in households.

Methods. We recruited 328 households with 1441 members, including 839 children, and followed them
during the 2010-2011 influenza season. Specimens were collected from subjects with reported acute respiratory
illnesses and tested by real-time reverse transcriptase polymerase chain reaction. Receipt of influenza vaccine was
defined based on documented evidence of vaccination in medical records or an immunization registry. The effe
tiveness of 2010-2011 influenza vaccination in preventing laboratory-confirmed influenza was estimated usiylg
Cox proportional hazards models adjusted for age and presence of high-risk condition, and stratified by prjor
season (2009-2010) vaccination status.

Results. Influenza was identified in 78 (24%) households and 125 (9%) individuals; the infection risk fvas
8.5% in the vaccinated and 8.9% in the unvaccinated (P =.83). Adjusted vaccine effectiveness in preventing cgm-
munity-acquired influenza was 31% (95% confidence interval [CI], —7% to 55%). In vaccinated subjects withj no
evidence of prior season vaccination, significant protection (62% [95% CI, 17%-82%]) against commurnify-
acquired influenza was demonstrated. Substantially lower effectiveness was noted among subjects who wike
vaccinated in both the current and prior season. There was no evidence that vaccination prevented househo
transmission once influenza was introduced; adults were at particular risk despite vaccination.

Conclusions. Vaccine effectiveness estimates were lower than those demonstrated in other observational
studies carried out during the same season. The unexpected findings of lower effectiveness with repeated vaccina-

tion and no protection given household exposure require further study.

prova dhelia
vacdinazione
prevenisselda
trasmissione
ReSififlfic@zA Y
(una volta
introdotta

S

Knella famiglizy
Anzkt.. A
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Table 2. Estimates of Vaccine Effectiveness in Preventing Community-Acquired and Household-Acquired Influenza

Vaccine Effectiveness® (VE%)?

Unadjusted Adjusted 1°

Influenza Prior Season:
Positive No./ accinated VE%
Analysis Set Total Mo. (%) VE% (95% CI) VE% (95% CI (95% CI) {95% CI)
Community-acquired influenza®
All ages 971441 (6.7 17 (=27 to 46) 31 (=710 %G —45 (=226 1o 35) B -82)
<Oy H5/468 (11.8) 30(-27 to 61) 30(-27 0o 61> —148(-959 10 42) R{-19 to 81)
9-17y 21371 (8.7} 11 (=103 to 61) 33(-62 to TH -6 (=291 to 71) -85 to 98)
218y 21/602 (3.5) 44 (=37 t0o 77) 39 (-49 o 17 (=328 to 84) NG5 to 97)
Community-acquired influenza A/H3N2  42/1441 (2.9) —1{-93 to 48) 10 (=74 to —34 {-323 to 68) IN—84 to 78)
Community-acquired influenza A/H1N1  21/1441 (1.5) B6({=121 to 60) —6 (=387 to 77) X0 (=131 t0 96)
Community-acquired influenza B 371441 (2.8) 36 (-30 10 68)
Household-acquired influenza’
26/267 9.7)  —67 (~286 to 28
<Oy 14/84 (16.7) 10{=167 to 70) 27 (-126 to 28)
9-17 y 2/55 (3.6) 17 (=1196 to 95) 0 (=826 to 89)

10/128 (8.5) -260(-1618 to 2 ~283 (-1733 to 20) :

—amava~a-

Household Influenza Vaccine Effectiveness (HIVE) study, Ann Arbor Michigan, 2010-2011 influenza season.
Abbreviations: Cl, confidence interval: VE, vaccine effectiveness.

# Effectiveness of at least 1 dose of influenza vaccine =14 days before illness onset in preventing laboratory-confirmed influenza.
" VE% = 100*(1 — hazard ratio).

® Model adjusted for age in years and medical record documented high-risk health status ( present/absent).

9 Mode| stratified by 2009-2010 seasonal vaccination status, and adjusted for age and high-risk health status.
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Take a flu shot

E le donne incinte?

uno studio precedente ha ipotizzato
O K fealthyaccinee-bias passa
operare ccon forza nellecdonne Iin
gravidanzd

A In effetti, le donne piu istruite e piu
attente alla salute, con comportamenti
piu sani in generale e che cercano una migliore
assistenza medica, potrebbero aderire maggio
mente alla vaccinazione antinfluenzasempre
piu raccomandata da medjdocieta professio

nali e autorita sanitarie pubbliché!

Ad esempio, ci sono prove che le donne incintt
che ricevono unaaccomandazioneer il

vaccino antinfluenzalda ostetrici 0 ginecologi
hannoda 5 a 50 volte piu probabilita di essere
vaccinate *
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Prove da Studi Clinici Randomizzati Controllati (RCT)

Per le ragioni sopra esposte, prima di raccomandare una vaccina
zione di massa (a maggior ragione di un target cosi sensibile) in
tutto il mondo, sembra logicachiedere anche prove valide, forti e
coerenti da RCT

Consapevole di cio, la Fondazione Bill & Melin LLe
Gates (BMGF) ha finanziato tre grandi RCT p ELINDA

confermare tali requisiti in contesti a basso reddito. GATE.S
foundation

Due rassegne sistematiche Cochrérié
hanno valutato l'impatto della vaccinazione
antinfluenzale durante il seconelerzo
trimestre di gravidanza sui risultati di salute
materna, neonatale e infantile rispetto al
placebo/controllo, trovando solo un RCT di
alta validita, a "basso rischio di bias".




/Nei 4 RCTS(mm\
sor BMGl-che

dovevano sancire

f QdzU At A

antinfluenzale

in gravidanza si e

avutoin tendenza
un eccessaldr 24

morti nella prole
delle wacoinate

e un eceesso
tendenzialeddief-
fetti avversigrawi

Con antinfluenzaldonnelieve eccess
mortalita e molti + effetti/reaz. avvers

Madhi

0t

Matflu, 2014 [18]

RSt

New Engl [ Med

NIV = 55 (mothers), 56 (children)
Severe safety signals (no significant differences):
(influenza vaccinated vs. placebo)
Maternal deaths: 4 yvsQ
Maternal hospitalization for any infechion: 16vs. 7
Miscarriages: 3 vs. 5 (47)
Stillbirths: 15 vs. 9
Infant deaths: 15 vs. 21
Infant hospitalization for sepsis in the first 28 davs of
birth: 16 vs. 10
Infant hospitalization for meningitis in the first
28 days: 6vs. 2

Steinhoff Mepalese trial, 2017 [20]

Lancet Infect Dis

NNV = about 20 (not specified)
Severe safety signals (no sigmificant differences):
(influenza vaccinated vs. placebo)
Maternal deaths3 VS5 in the abstract (2 vs. 5
in STable2)
Miscarriages: 5vs. 3
Stllbirths: 33 vs. 31
Infant deaths: 61 vs. 50 in the abstract (60 vs. 51
in STable2)
Congenital defects: 20 vs, 18

Faman Mother'sGift project, 2008 [27]

New Engl [ Med

NNV =17
Severe safety signals (no sigmficant differences):
(influenza vaccinated vs. pneumococcal)
Maternal deaths: Ovs. 0
Fetal + infant deaths: 4 vs. 2

in tutti i RCT,
significativonel
RCTHpiu grande.

non giriamo la

uSaul RI

J

L/parte!

Tapia Mali trial, 2016 [25]

Lancet Infect Dhs

NNV =99
Severe safety signals {no significant differences,
except presumed serious neonatal
infections and total SAE=):

(influenza wacsagted v, memngococcal)
Maternal deaths1 VSO {in Table S6: SAEs in
participating women “at any time after vaccination
until & months post-partum”), but 2 vs. 3 (in the articke)
Stillbirths: 24 vs, 30
Infant deaths: 52 vs, 37
Presumed serious neonatal infections: 60 vs, 37
(p=0.02)

Total SAEs: 225 vs. 175 (p = 0.01); excluding major
congenital malformations 219 vs. 171 (p = 0.015)

f?‘uimt_'h Q |. fh"[ﬂﬂ{j{ﬂ-'Nd;F} 29 [29]

Vaccine

Serious safety signals (no significant differences):
(influenza vaccinated vs. placebo)
Fetal death: 16 vs. 13 (KR 1.21)
Preterm birth: 100 vs. 80 (ER 1.22)
Low birth weight: 123 vs. 107 (RR 1.21)
Small for gestational age: 156 vs, 138 (KR 1.21)




