i b

Il Vaccino a nRNA carattenstiche,
efficacia dcurezza

Vincerizo Balab




_IMrus a RNAa filamento positivo
_!(Qassicafomma a corona

- In SARS-CoV-1 e SARS-CoV-2, questa
ch%zelna Interagisce con il recettore

] La proteina S sulla superficie del virus e
un g'elsagllo ideale per un vaccina. .
Wu et al., 2020; Zhou et al., 2020; Zhu et al., 2020 . .




Inactivated vaccines
contain SARS-CoV-2
that is grown in cell
culture and then
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Live attenuated vaccines
are made of genetically
weakened versions of
SARS-CoV-2 that is

their surface

VLPs carry no genome but
display the spike protein on

m chemically inactivated grown in cell culture
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SARS-CoV-2 RBD of the

spike protein

Matrix protein

RBD
Replication-incompetent vector

vaccines cannot propagate in the
cells of the vaccinated individual but
express the spike protein within them
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Spike protein

DNA vaccines consist of plasmid
DNA encoding the spike gene under
a mammalian promoter

Envelope protein

Nucleoprotein
and viral RNA

Nature 586, 516527 (2020)

Replication-competent vector vaccines
can propagate to some extent in the
cells of the vaccinated individual and
express the spike protein within them

RNA vaccines consist of RNA encoding
the spike protein and are typically
packaged in LNPs

Recombinant spike- Recombinant
protein-based vaccines RBD-based
vaccines

 J

Inactivated virus vector vaccines carry
copies of the spike protein on their surface
but have been chemically inactivated
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1 Uilizzodelle
infommazionl genetiche

1 Lacidonucleicovienein
trasferitonelle cellule
uTrane

1 Permette la codifica
de[)rotelna degli sorke

d s produce il virus
sen'pllata di produzione
1 Hnoad ogg nessun

vacdno era stato
autonizzato utilizza

uesta tecndogia

Nature 586, 516—-527 (2020)
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Genoma dello
spike del virus

Vaccino a DNA

Vaccino a RNA @ N
Il genoma € spesso

incapsulato in lipidi per
facilitare I'assorbimento
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Risposta immunitaria

| Discovery of mRNA

and its function®

In vitre translation of

isolated mRNA in a
cell-free system'™

Free mRNA translation |

postintramuscular
injection in mice’

Injection of vasopressin
mRNA into rat brain as

protein replacement
therapy for diabetes
insipidus'**

Injection of |
carcinoembryonic antigen

mRMNA into mouse muscle

as a cancer vaccine'®

First clinical trial of mRNA- |

engineered dendritic cells
(NCTOD0D4211)

Nucleoside-modified |
mRNA shows reduced |

immunogenicity’™

[ Clinical trial of mRNA |

therapeutics using
protamine—mRMA
formulatians
(NCTO0204607)

First in-human test of

personalized mRNA
cancer vaccines™

mRMA

| mRMA farmulations

Development of lipasome-
P |

.. Development of cationic |
LMP-mRNA formulations’

Development of liposome=
| mRMNA formulations as
influenza vaccine'™

[ Clinical trial of LNP-mRNA

formulations for cancer

| immunotherapies (NCT02316457) |

« Clinical trial of LNP-mRNA formulations |

as influenza vaccines (NCTO3076385)

* Clinical trial of LNP-mRNA formulations
for protein replacement therapies
(NCT03375047)

[« mRNA-1273 and BNT162b (LNP-mRNA

formulations) COVID-19 mRNA
vaccines obtained authorization from
regulatory agencies in multiple
countries

* Clinical trial of LNP formulations
delivering gene-editing components
for genetic disorders (NCT04601051)

FDA and the EMA'

. Development
of liposomes™!

LMPs encapsulating
* small molecules

tdoxorubicin or
amphaotericin B) were

approved by the FDAY

LNPs encapsulating

daunorubicin were

, approved by the FDA
) and the EMA™

_LNPs encapsulating

verteporfin were
approved by the FDA™

LNPs encapsulating

* vincristine were
approved by the FDA'™®

LNPs encapsulating

irinotecan were

- approved by the FDA'™

LIPS encapsulating

" cytarabine were
approved by the FDA®

: Onpattro (LNPs

encapsulating siRNA),
the first siRNA drug,
was approved by the
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The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE

Safety and Immunogenicity of Two
RNA-Based Covid-19 Vaccine Candidates

This article was published on October 14, s

2020, at NEJM.org.

N Engl ] Med 2020;383:2439-50.
DOI: 10.1056/NEJMoa2027 906
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CONCLUSIONS

The safety and immunogenicity data from this U.S. phase 1 trial of two vaccine
candidates in younger and older adults, added to earlier interim safety and im-
munogenicity data regarding BNT162b1 in younger adults from trials in Germany
and the United States, support the selection of ENT162b2 for advancement to a
pivotal phase 2-3 safety and efficacy evaluation.

ClinicalTrials.gov number, NCT04368728.
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Six Month Safety and Efficacy of the BNT162b2 mRNA COVID-19 Vaccine

BNT162b2 Placebo
Efficacy Endpoint nl* Surveillance | n1?* Surveillance  VE (95% CIY Posterior
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data)®
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medRxiv preprint doi: https:/fdoi.org/10.1101/2021.07.28 21261159; this version posted July 28, 2021. The copyright holder for this preprint
(which was not certified by peer review) is the author/funder, who has granted medRxiv a license to display the preprint in perpeturty.
It is made available under a CC-BY-NC-ND 4.0 Intemational license .
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The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE

Efficacy of the mRNA-1273 SARS-CoV-2
Vaccine at Completion of Blinded Phase

1 30.415 soggetti -

1 Doppioceco

A Covid-19 Events, Per-Protocol Analysis

Subgroup

Covid-19

Severe Covid-19
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Death from Covid-19

Covid-19 =14 days after first injection

Covid-19 regardless of previous SARS-CoV-2
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Asymptomatic
Asymptomatic seroconversion
SARS-CaoV-2 infection

Placebo mRNA-1273
(N=14,164) (N=14,287)
number of events
744 55
106 2
207 58
3 0
769 56
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498 214
306 43
1339 280

Vaccine Efficacy (95% Cl)
percent

| m 932 (91.0-94.8)
! -m 982 (92.8-99.6)
i B 93.4(91.4-94.9)
! B 100.0 (NE-100.0)
i m 933 (91.1-94.9)
! B 92.8 (90.6-94.5)
1

I

i - 63.0 (56.6-68.5)
: —

| 2.0 (79.5-84.2)

T ; T T —
25 50 75 oo

CONCLUSIONS

The mRNA-1273 vaccine continued to be efficacious in preventing Covid-19 illness
and severe disease at more than 5 months, with an acceptable safety profile, and
protection against asymptomatic infection was observed. (Funded by the Bio-
medical Advanced Research and Development Authority and the National Institute
of Allergy and Infectious Diseases; COVE Clinical Trials.gov number, NCT04470427.)
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- Autonzzazioni
B\I62h2

02 dicenbre 2020: Gran Bretagna

2] dicerrbre 2020: EMAautorizza

22 dicerrbre 2020: AIFA (>16 anni)

28 Maggio 2021: BMA estende >12 anni
31 Maggio 2021: AIFA estende >12 anni

20 setterrbre 2021: nsultati per
barrbini 5-11 anni (dosaggio ridatto)

mRNA-1273

06 gennaio 2021: BMA raccomanda
INmMissione in conmercio=18 anni

07 gennaio 2021: AIFA (=18 anni)

gennaio 2021: approvato in Gran Bretagna
23 luglio 2021: BMA estende 212 anni

28 luglio 2021: AFAestende 212 anni

In carso stud su banmbini a partire dai 5 anni
e autarizzazione terza dose (dosaggio ridatto)




PERSQONE VACCINATE DI CUIVACCING prcul IN ATTESA SECONDA DOSE
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SOSPETTE REAZIONI AVVERSE A VACCINI COVID-19

DOSI
SOMMINISTRATE

76.509.846

BNT162b2 71%
mRNA-1273 11%
ChAdOx1 16%

SOSPETTE
REAZIONI AVVERSE

91.360

BNT162b2 67%
mRNA-1273 8%
ChAdOx1 24%

TASSO DI SEMALAZIONE

segnalazioni
ogni

Ad26 2% 100.000 Ad26 1%
somministrate
lIII II- I Illll
16-19 20-29 30-39 40-49 50-59 60-69 70-79 80-89 90+ -19 20-29 30-39 40-49 50-59 &0-69 70-79 60-09 90+
SOMMINISTRAZIONI TASSO DI SEGNALAZIONE

PER FASCE D’ETA PER FASCE D’ETA

8 AR~

'-".'u'.‘|

BNT162b2 61.281 54,226.752 112-114
mRNA-1273 7.056 8.762.697 80 78-82
Principio attivo mRNA 17

ChAdOx1 21.790 12.093.073 180 178-182
Ad26 1.224 1.427.324 85 80-90
Totale 91.368* 76.509.846 119 118-120

*il numero totale delle segnalazioni per vaccino commerciale non corrisponde al totale delle schede presenti nella RNF
ma é maggiore in quanto in otto schede sono indicati due vaccini sospetti (dopo vaccinazione eterologa)

Al 26 agosto 2021 sono state inserite 119 segnalazioni ogni 100.000 dosi
somministrate, indipendentemente dal vaccino e dalla dose
somministrata.
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Vaxxed & unvaxxed
people have similar viral
load for first few days of
illness

\ = Unvaccinated — Vaccine-breakthrough

1
: But from second week onwards, viral loads in vaxxed people
1 drops much faster and further than in unvaxxed people
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Day of illness

Chart from https://fwenw.medrxiv.org/content/10.1101,/9021 07 28 21361295v1 full pdf

1 Nella fase iniziale (6 giorni)
simile carica virale nei
vaccinati e non vaccinati

 si riduce molto piu
rapidamente nei vaccinati a
partire dalla seconda
settimana
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. Lignaggio oo | % (cumulativy | neie pR | Toulm 2
Alfa B.1.1.7 27.188 57,9 779 79
B.1.1.7 + E484K 70 0,1 § 0,1
Beta? B.1.351 283 06 8 0,1
Gammab P.1 2.801 6.0 176 18
Deltac B.1.617.2 10.281 219 8.111 824
Eta B.1.525 4724 09 [ U1
Kappa B.1.617.1 191 04 133 13
NDd B.1.617.3 § <0,1 9 0,1
NDde P.2 5 <0,1 0 0,0
Altro lignaggio /non indicatof 9.703 121 617 62
Totale 46.952 100 9.842 100

* periodo 28 dicembre 2020 — 16 agosto 2021; ** periodo 3 luglio - 16 agosto 2021

a: la variante beta include i softolignaggi B.1.351.2, B.1.351.3
b: la variante gamma include i sottolignaggi P.1.1, P.1.2.

c: la variante delta include i sottolignaggi AY.1, AY.2, AY.3

d. non disponibile

e precedentemente “zeta”

f: si intende un caso genotipizzato appartenente ad altro lighaggio oppure ad un lighaggio non indicato dalle Regioni/PA.

Dal 30 luglio 2021

Frequenza di gendtipizzazione per vanante del virus SARS-CoV-2,
@ ltalia, 28 dicenrbre 2020 - 16 agosto 2021
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@ Hfectiveness vanante alfa

Vaccine effectiveness”
Age Age Age
=65 years =75 years =85 years
SARS-CoV-2 infectionf ~ 94.8% 95-1% 94.1%
I S
Asymptomatic 88-5% 87-5% 832%
0,
60,1% 1 dose SARS-CoV-Zinfection  (B6.4-003) (842-001) (763-881)
56,5% completa Symptomatic COVID-19  96.4% 96.7% 96.6%
(95-9-97-0)  (95-9-974) (952-97-6)
COVID-19-related 096-8% 97-0% 96-9%
hospitalisation (96-2-97-3)  (96-2-977) (955-97-9)
Severe or aritical COVID-  97-3% 97-6% 97-4%
19-related hospitalisation (96-8-97-8)  (96-8-981)  (95-9-98.3)
COVID-19-related death  96.9% 071% 97-0%

(96.0-97.6) (96-0-07.9) (94.9-983)

Estimates are % (95% Cl). *Model is adjusted for age group (16-24, 25-34, 35-44,
45-54, 55-64, 65-74, 75-84, and =85 years), sex, and calendar week. tincludes
asymptomatic and symptomatic infections, aswell as cases with positive
SARS-Co\-2 tests forwhich the symptom interview portion of the
epidemiclogical investigation was not completed.

Table 3: Estimated effectiveness of two doses of BNT162b2 (=7 days
after the second dose) against laboratory-confirmed SARS-CoV-2
outcomes in the oldest age groups (Jan 24 to April 3, 2021)

46,7% 1 dose
34,3% completa

Interpretation Two doses of BNT162b2 are highly effective across all age groups (=16 years, including older adulis
aged =85 years) in preventing symptomatic and asymptomatic SARS-CoV-2 infections and COVID-19-related
hospitalisations, severe disease, and death, including those caused by the B.1.1.7 SARS-CoV-2 variant. There were
marked and sustained declines in SARS-CoV-2 incidence corresponding to increasing vaccine coverage. These

findings suggest that COVID-19 vaccination can help to control the pandemic.

THE LANCET

Table 1. Vaccine Effectiveness against Infection and against Disease in Qatar.

Type of Infection or Disease PCR-Positive Persons PCR-Negative Persons Effectiveness (95% CI)*

Vaccinated Unvaccinated  Vaccinated ~ Unvaccinated

number of persons percent
PCR-confirmed infection with the B.1.1.7
variantf
After one dose 892 18,075 1241 17,726 29.5 (22.9-35.5)

=14 days after second dose 50 16,354 465 15,939 89.5 (85.9-92.3)

PCR-confirmed infection with the B.1.351

varianti
After one dose 1329 20,177 1580 19,926 16.9 (10.4-23.0)
=14 days after second dose 179 19,396 698 18,877
Disease{

evere, critical, or fatal disease caused by the
B.1.1.7 variant

After one dose 30 468 61 437 54.1 (26.1-71.9
=14 days after second dose 0 401 20 381 100.0 (81.7-100.0)

Severe, critical, or fatal disease caused by the
B.1.351 variant

=14 days after second dose 0 300 14 286 100.0 (73.7-100.0)

Severe, critical, or fatal disease caused by any

After one dose 45 348 35 358 0.0 (0.0-19.0)
SARS-CoV-2

After one dose 139 1,966 220 1,885

=14 days after second dose 3 1,692 109 1,586 97.4 (92.2-99.5)

* Vaccine effectiveness was estimated with the use of a test-negative case—control study design,? with persons found positive by polymerase-
chain-reaction (PCR) testing for severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) serving as cases in the analysis and those
found negative by PCR serving as controls. PCR-positive and PCR-negative persons were matched one to one according to age, sex, na-
tionality, and reason for PCR testing. Vaccine effectiveness was calculated as described by Jackson and Nelson? (see the Supplementary
Appendix).

TA B.1.1.7 infection was identified as an S gene “target failure” in an analysis conducted with the TagPath COVID-19 Combo Kit platform
(Thermo Fisher Scientific), with the criteria of a PCR cycle threshold value no higher than 30 for the genes encoding both the nucleocapsid
protein (N) and ORFlab but a negative outcome for the gene encoding the spike protein (S) applied. The median date of vaccination was
March 1 for PCR-positive persons and February 28 for the matched PCR-negative persons.

i Because only B.1.351 and B.1.1.7 viruses were identified in viral genome sequencing in Qatar after March 7, 2021, the criteria used to iden-
tify a B.1.351 infection involved the complement of the criterion for S that was used to identify a B.1.1.7 infection — that is, any infection
with a cycle threshold value no higher than 30 for the genes encoding N, ORFlab, and S between March 8 and March 31 was regarded as
a B.1.351 infection. The median date of vaccination was March 7 for the PCR-positive persons and March 1 for the matched PCR-negative
persons.

§ Effectiveness against severe, critical, or fatal disease caused by PCR-confirmed SARS-CoV-2 infection was analyzed. The B.1.1.7 and B.1.351

variants were dominant in Qatar during the study period. Severe, critical, and fatal coronavirus disease 2019 (Covid-19) were defined on the

basis of the World Health Organization criteria® for classifying SARS-CoV-2 infection severity and Covid-19-related death.

The NEW ENGLAND
JOURNAL of MEDICINE
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d nelle persone che hanno ricevuto due dosi di vaccino COMD-19
] Riduzione a 10 settimane dopo la sonministrazione dei vaccini BNINM62b2 e ChAdOX],

1 Laprotezione ven _ mente IS , Inparticolare
per il vaccino ChAdOX] e principalmente nei gruppi a rischio,
1 Le persone anziane che hanno avuto un presentanouna

o
maggior riduzione rispettoa colaro che hanno avutointervalli pit lunghi. .
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Vaccine Effectiveness against the Delta and Alpha Variants

Dose 1 B Aipha Dose 2

B Do 95% Cl

959% Cl 85.1-84.5
76.7-22.1

delta

Vaccine Effectiveness against the Delta Variant after Dose 2

Delta

BNT162b2

95% CI

45.5-51.7

ChAdOx1 nCoV-19 67.0% 95% Cl, 61.3-71.8

Either Vaccine (BNT162b2 or ChAdOx1 nCoV-19)

Effectiveness of Covid-19 Vaccines
against the B.1.617.2 (Delta) Variant

Lopez Bernal | et al. DOI: 10.1056/NEJM0a2108891

CONCLUSIONS

Two doses of the BNT162b2 or ChAdOx1 nCoV-19 vaccine
were highly effective against the delta variant of SARS-

CoV-2, although slightly less so than against the alpha
variant.

88.0% 95% Cl, 85.3-90.1s gk
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» Dose booster

Inalcuni cag, | _
, le evidenze sconoche ¢
deve essere presa in condiderazione /
(uando 5 sono | 7 __
(ad esenpioin Indonesia nolti o 1_
sanitan ¢ etamente vacanatoaurento - ‘
del casl e utilizzo «scheda eterdma») o
nel soggett il
500/0 NON avéeva antICCl‘pI Ckm dLE d(EI dl B. J. Boyarsky et al. JAMA 325, 2204-2206; 2021

= = The lines beginning at dose 1 reflect the antibody trajectory of participants
VaCCI nl nm who had detectable antibody after dose 1. Orange dots represent the

antibody levels of participants who had undetectable antibody after dose 1.

Anti-receptor-binding domain of SARS-CoV-2 Anti-S1 domain of SARS-CoV-2 spike protein
spike protein

>250+ 12+

1004

Total Ig antibody, UfmL

IgG antibody, arbitrary units

| dati sono in continua evoluzione __

]
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® Vaccinazione eterdl

Safety, reactogenicity, and immunogenicity of homologous
and heterologous prime-boost immunisation with ChAdOx1
nCoV-19 and BNT162b2: a prospective cohort study

David Hillus*, Tatjana Schwarz*, Pinkus Tober-Lau, Kanika Vanshylla, Hana Hastor, Charlotte Thibeault, Stefanie Jentzsch, Elisa T Helbig,

Lena ] Lippert, Patricia Tscheak, Marie Luisa Schmidt, Johanna Riege, André Solarek, Christof von Kalle, Chantip Dang-Heine, Henning Gruell,
Piotr Kopankiewicz, Norbert Suttorp, Christian Drosten, Harald Bias, Joachim Seybold, EICOV/COVIM Study Groupt, Florian Klein, Florian Kurth%,
Victor Max Cormant, Leif Erik Sander#

Background Heterologous vaccine regimens have been widely discussed as a way to mitigate intermittent supply

shortages and to improve immunogenicity and safety of COVID-19 vaccines. We aimed to assess the reactogenicity and

immunogenicity of heterologous immunisations with ChAdOx1 nCov-19 and BNT162b2
compared with homologous BNT162b2 and ChAdOx1 nCov-19 immunisation.

Interpretation The heterologous ChAdOx1 nCov-19-BNT162b2 immunisation with 10-12-week interval, recommended
in Germany, is well tolerated and improves immunogenicity compared with homologous ChAdOx1 nCov-19
vaccination with 10-12-week interval and BNT162b2 vaccination with 3-week interval. Heterologous prime-boost
immunisation strategies for COVID-19 might be generally applicable.

Anti-RBD 1gG (S/co)

A Anti-RBD IgG

100%

Reactive

Anti-S1 19G (S/co)

Lancet Respir Med 2021
Published Online
August 12,2021
https://doi.org/10.1016/
$2213-2600(21)00357-X

B Anti-S11gG
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Studi prelimnan utilizzando «schede eterologhe» suggernscono nsposte
imunitarie piu elevate, caratterizzate da alti livelli di anticorpi e cellule T. D
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o COMDvacane boosters

punti inpartanti &
Mrnistors el Fkiore

DIREZIONE GENERALE DELLA PREVENZIONE SANITARIA

n u L] [ [ 0041416-14/09/2021-DGPRE-DGPRE-P
_! Le preoccupazioni per la dmnuzione & intende ura dose aggitivad vacinos
I = corpletamento del ciclo vaccinale primarig somministrata al fine
deu- Imnlta di raggiungere un adeguato livello di risposta inmrunitaria.

. " _ Per , in questo contestq s intende una dose di
j \/an antl Cblla %m/ 2 richianmo dopo il conpletamento del ciclo vaccinale primarig a
distanza di un determinato intervallo tenporale, somministrata al

4 NEnCana dl p’ove Sl,lff IClentI Sl,ﬂa SLIQ fine di rentenere nel tenpo o ripristinare un adeguato livello i

RN risposta inmrunitaria, in particolare in popolazioni connotate da un
rECta alto rischio, per condizioni di fragilita che si assodiano allo sviluppo
di malattia grave, o addirittura fatale, o per esposizione
professionale.
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. Data fromisrael and the Lhited States suggest vaccine protection
against COMD-19 infection wanes appraximately 6 to 8 nmonths
following the second dose

Data Source Type Result

Kaiser Permanente Southern  Retrospective * Reduction in VE is likely due to waning effectiveness rather
California (KPSC) Cohort Study than to Delta escaping vaccine protection

FDA requested analysis Post-hoc + Waning effectiveness over time

*+ A booster dose of BNT162b2 has an acceptable safety profile
St RCT and elicits robust immune responses

* Reactogenicity profile similar or better to that seen

Israeli booster vaccination RWE after the second primary series dose
program * Restores high levels of protection against COVID-19
outcomes '




“ | trial autonizaton per la terza dose indicano

Profilodi nspetto a quello della
seconda dose

Risposte immunitane a quelle susaitate contro
nsposte e hon inferion alle nsposte osservate

| criten indicati dagli enti regolaton
Onostrano controCOMD-19e o
scurezza .




8 14 settervhye 2021

Inbase alle indicazioni del CIS g congiderapnontanala
sonministrazione della nel soggetti trapiantati e
INMUNOCoNpromess

Ferma restando la

Sara definita la strategia di sonmrinistrazione di una dose “ boosta” di

vaccinoa nRNAINn favare di ulterion gnpi)i larget tenendo conto delle
evidenze scientifiche e dell' evoluzione dello scenano epidemologico
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il

trapianto di organo solido in terapia immunosoppressiva
trapianto di cellule stanrinali ematopoietiche (entro 2 anni dal

trapianto oin terapia inmrunosoppressiva per malattia del trapianto
contro l'ospite cronica)

attesa di trapianto dorgang

terapie a base di cellule T esprimenti un Recettore Chimerico
Antigenico (cellule CAR-T)

patologia oncologica o onco-ematologica in trattamento con farmad
Inrunosoppresavi, melosoppressivi oa menodi 6 mesi dalla
sospensione delle cure

inmrunodeficienze primitive (es sindrome di DiGeorge, sindrome di
Wskott-Aldrich, inmrunodeficienza cormune variabile etc);
inmrunodeficienze secondarie a trattamento famacolo%;ico (es
terapia corticosteroidea ad alto dosq%m protratta nel tempo,
farmmad inmunasoppresson, farmmaci biologici con rilevante inpatto
sulla funzionalita del sistema imunitarioetc)dialisi e insufficienza
renale cronica grave;

pregressa splenectomia

sindrome da inmmunodeficienza ac%jsita (AIDS) con conta dei
linfociti T CD4+ < 200cellule/ul o sulla base di giudizio dinico.

'@ In particolare sonoincluse le seguenti condizion

] sara possibile utilizzare come dose
addizionale uno qualsiag del vaccini a

] Ladose addizonale va somministrata
dopo almeno




y 27 settermbre 2021

Ao della sosooministrazione d dod “boosfe” nellambito della % ;é | é. % Fr,
canrpagna di vaccinazione anti SARS-CoV-2/0OMD-19. PIREAION GENRALE DELLA PREVEN108T STTARI

Facendo sequito alla circolare prot. n® 41416 del 14/09/2021,
ed inlinea con il parere espresso dal Coritato Tecnico Scientificodi cui allOrdinanza del Capo
Dipartimento della Protezione Cvile n. 751 (CTS),

Ferma restando la del cicli attualmente autorizzati,
Sonministrazione di di vaccino anti SARS-CoV-2/00MD-19
soggetti di eta> 80;
personale e ospiti del presidi residenziali per anziani
In un momento successivo, una dose booster potra essere altres offerta
che svd e loro attivita nelle strutture sanitarie, sociosanitarie e socio-assistenzali,

iche e private, nelle farmacie, armnacie e negli studi professionali,
U oait; taledar |vdnaabl|§$g|'ned| D-19 grave

La dose “ va sonministrata dopo almeno dal conpletamento del ciclo vaccinale primario.
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BEMA autonzzazione terza dose In iInmrunoddepressl e in
soggetti >18 anni
Offerenzia

dose aggiuntiva (dopo 28 giormi)

dose booster (dopo 6 mesi)
D mandato al Paes su adozione inrelazione alla
atuazione epidemologica




The international journal of science /19 August 2021

nature Q) F;Raggiuninentodel 10% della

azione di tutti 1 paes prma di una

dose extra
The WHO s right ) 60% dei Paesi ad alto redditoha
ncevuto almeno una dose di vaccino
to call fordelayto 21 Nei Paesi a basso reddito],3%
vaccine boosters ) Non ancora sufficienti evidenze
_! Llamaggior parte dei vacani COMD-19
Richer countries must supply COVID-19 attualme INn Um nmane ]
vaccines to the billions waiting for a first dose. estrenan-ente efﬂ(.:ace 12 es Ckm la
sonministrazione, in particolare contro
la malattia grave e la norte.




COVID-19 vaccine doses administered per 100 people

For vaccines that require multiple doses, each individual dose is counted. As the same person may receive more
than one dose, the number of doses per 100 people can be higher than 100.

Nodata O 20 40 60 80 100 120 140 160 180 200 220
—/ | 1 \ T —— ]

Source: Official data collated by Our World in Data — Last updated 3 October 2021, 11:20 (London time) OurWorldInData.org/coronavirus « CC BY

_1 43.6% of the world population has
recalived at least onedose of a
OOMD-19 vaccine.

1 6.31 billion doses have been
administered globally, and 26.1
million are nowadmnistered

each day.

1 Only 23% of pegple in low-income
countrnes have received at least
one dose.




"® Barbini 51 amni

ANNOUNCE POSITIVE TOPLINE RESULTS
FROM PIVOTAL TRIAL OF COVID-19 VACCINE IN CHILDREN5TO

11 YEARS

Monday, September 20, 2021 - 06:45am

* Results are the first from a pivotal trial of any COVID-19 vaccine in children under 12 years of age

* In participants 5 to 11 years of age, the vaccine was safe, well tolerated and showed robust neutralizing antibody responses
» Companies plan to submit these data to the FDA, EMA and other regulatory agencies around the world as soon as possible
* Results in children under 5 years of age are expected as soon as later this year

NEW YORK AND MAINZ, Germany--(BUSINESS WIRE)-- today announced results from a Phase 2/3 trial showing a

favorable safety profile and robust neutralizing antibody responses in children 5 to 11 years of age using a two-dose regimen of 10 pg administered 21 days apart, a smaller

dose than the 30 pg dose used for people 12 and older. The antibody responses in the participants given 10 pg doses were comparable to those recorded in a previous
study in people 16 to 25 years of age immunized with 30 pg doses. The 10 pg dose was carefully selected as the preferred dose for safety, tolerability and

immunogenicity in children 5 to 11 years of age. These are the first results from a pivotal trial of a COVID-19 vaccine in this age group.
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@ Gravidanza e OOMD-19

Data from Allotey, J et al. unless otherwise noted; *Women of reproductive age; ** Preeclampsia data from

ICU admission
Invasive ventilation

ECMO

Maternal death
Preeclampsia®*
Preterm birth
Stillbirth

NICU admission

Compared with non-pregnant WRA* with COVID-19

8

10

12

14

Compared with pregnant women without COVID-19

L ]

10

Wei et al.;

12

14

Odds Ratios
[95% Cl]

Number of
events / Total

2.13 (1.93-2.95)
2.59 (2.28-2.94)

2.02 (1.22-3.34)

Odds Ratios
[95% CI]

10,184 / 601,108
3,550 / 601,044

137 / 461,936

Number of
events / Total

2.85 (1.08-7.52)
1.33 (1.03-1.73)
1.47 (1.14-1.91)
2.84 (1.25-6.45)

4.89 (1.87-12.81)

16 / 4,820
28,326 / 424,344
719 / 8,549
35 /5,794

848 / 5,873

ECMO: Extracorporeal membrane oxygenation
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o Scurezza in gravidanza

100+

] Rischio cumulativogrezzo di aborto
spontaneo di SABdaopo la vaccinazione
con MRNACOMD-19 e del 141%

' Rischio cumulativo standardizzato per
eta di abarto spontaneo
0 128% (C95%: 10,8%-14,8%)
J Smileallestimedi base d abarto
&ngzag?)o precedentemente pubblicate

1 lavacanazione contro l'mRNACOMD-19
durante la gravidanza non e associata
ad aborto spontaneo SAB
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Zauche et al. N Engl) Med. 2021 Sep 8. doi: 10.1056/NEJMc21138
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Inbal Goldshtein, PhD; Daniel Nevo, PhD; David M. Steinberg, PhD; Ran 5. Rotem, 5cD; Malka Gorfine, PhD;
Gabriel Chodick, PhD: Yaakov Segal. MD

Matched unvaccinated 7530 7446
Vaccinated

Cumulative No. of events
Matched unvaccinated
Vaccinated

Cumulative Inddenae, %

m. . . . m m
JAMA | Original Investigation

Association Between BNT162b2 Vaccination and Incidence
of SARS-CoV-2 Infection in Pregnant Women

Matched unvaccinated

Cumulative incidence (%)

Vaccinated

42 49
Days of follow-up

4788 4023 3376 2327
4788 4023 3376 2327

124 128
115 116

Mumbers at risk

9877 5,933

9883 8926

1413

Documentad SARS-CoV-2 infection

Cumulative number of events

54
54

B vecsietes
| dati suggeriscono che ncevere il vacano in gravidanza nduce il nschiod infezione

Effectiveness of the BNT162b2 mRNA COVID-19
vaccine in pregnancy

Noa Dagan'?3*#', Noam Barda?3*', Tal Biron-Shental>¢, Maya Makov-Assif', Calanit Key’,
Isaac S. Kohane®*, Miguel A. Hernan©%°, Marc Lipsitch
and Ran D. Balicer

Cumulative incidence of SARS-CoV-2 infection over time
(Time since 2" dose)

0, Sonia Hernandez-Diaz®8, Ben Y. Reis*"12

namre,,
medicine

Time [(d})

7008 6561 6,113
6926 6452 5904

35 42 48
Tirne (d)

129 130 130
185 207 215

a5 42 48
Time (d)

== Unvaccinated
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“@ Altri benefid in gravidanza

_ILa vaccanazione COMD-19 nRMA Induce una

u
donne non In gravidanza

1@ anticorpi vengono

OBSTETRICS

Coronavirus disease 2019 vaccine response in pregnant
and lactating women: a cohort study

Kathryn J. Gray, MD, PhD; Evan A. Bordt, PhD; Caroline Atyeo, BS; Elizabeth Deriso, PhD;

Babatunde Akinwunmi, MD, MPH, MMSc; Nicola Young, BA; Aranxta Medina Baez, BS; Lydia L. Shook, MD; Dana Cvrk, CNM;

Kaitlyn James, PhD, MPH; Rose De Guzman, PhD; Sara Brigida, BA; Khady Diouf, MD; llona Goldfarb, MD, MPH;
Lisa M. Bebell, MD; Lael M. Yonker, MD; Alessio Fasano, MD; S. Alireza Rabi, MD; Michal A. Elovitz, MD; Galit Alter, PhD;
Andrea G. Edlow, MD, MSc

sono simli a quelle osservate a

al neonato e g ntrovano nel
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@ Concludenda..

1 Stiano aumentando le conascenze in termini
“tenporall”

1 Sinolazione “esogena’ nel vacainati e effetto
“mram”

_1 Schedule “mxate”
_1 Vaccinazione banhini
_! Problematica vanant da nonitorare
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