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Declaracion de potenciales conflictos de interés GENVID

Desarrollo parte de mi actividad profesional en el GRUPO DE INVESTIGACION EN VACUNAS GENVIP y en la
UNIDAD DE ENSAYOS CLINICOS DE VACUNAS PEDIATRICAS del HOSPITAL CLINICO UNIVERSITARIO DE SANTIAGO
DE COMPOSTELA:

He recibido honorarios por conferencias de Pfizer, Moderna, AstraZeneca, GSK, Sanofi y MSD.
He recibido honorarios por asesoria cientifica de Pfizer, Moderna, GSK, Sanofi y MSD.
He recibido ayudas de investigacion de Sanofi, GSK, MSD, Pfizer y Novartis.

Participo en ensayos clinicos de vacunas de Sanofi, MSD, Pfizer, Roche, Medimmune, Novartis, Ablynx, Janssen y
GSK.

~ Complexo Hospitalario
(GRDY  Universitario de
b Santiago de Compostela

GENVID

&
e

g3 53 NEUMOCOCO ¢ 3 © 453 0CO & ¢ © 0CO s £ 5 NEUMOCOCO s ¢ © 3 NEUMOCOCO

o @ I3 33 S @y =73 Y IR @ s Tiis>.Co@Iss S (s S o@ 3

] &).Aa 9 ] RN 2 ALD R A Sife)-AaD h

€ 33 28 S ¥ XIV JORNADAS DE : nEr E® I3 £€ S 28€ 38 SIS E @ S
4 oo sdup :3 2 ik ]s Vaeuver ARD CER 13 S 2000 S 0 TV sdrag 33

2 e = As i ~—h et s |4 = ) « N 2

¥k 323 PcEsive § : ¥ AP R E S R P Y- ix229,

SpE IS5 850l OURENSE, 14 Y 15 DE ABRIL DE 2023 Sps SpEeed TI0T SR N
ke €S a2 e ¢ the =& 3 Saa S3EIzse&E 2 TEITi &

Egg mg E@g},g’~ ! E@g ggggg’~=§ E@g 2 g Eg

: SARS-CoV. C = = - saps-cov-2 =2 Men * SARS-CoV : sars-Cov-2 =2 MenC = = = saps-cov C = = = sans



s
GENVID

per million

A

14-day death rate

O@gomez_rials

ICU

Data completeness
occupancy per 100k

40
30
20
10

week 11 2023

Icu
admissions per 100k

LTCF surveillance

Hospital
occupancy per 100k

LM

Vaccine uptake

Country overview report

Produced on 24 March 2023 at 11.30

Hospital
admissions per 100k

.

25
20
15
10

5

Hospital and ICU

14-day case rate
per 100k (65+ years)

AN

15
10
5

positivity (%)

o

Cases, deaths and testing
Weekly test

0o
50

per 100k

Spain: epidemiological indicators, vaccination uptake by age group and weekly variant distribution
14-day case rate

Santiago de Compostela

2
2
©

=

i
]

=4
=]

3
=5
15

o

Universitario de

30
20
10

=
@
S
E
>
(/7]
P
(=
5
.
T
=

Spain

° o
S

600

(3984 40 %)
103e21pUl JO 3n|ep

IV -y -

S sva 8UAL 3
2 snaiavion. d
w v S aM
3 <a AMOVYOW
ppnored @ snuPIWONOd @y
ooy PPN/ €

oun
8 000o0BuuaY) 5.&;4
Nw_m\‘w 9 SILILVAIN 3
g * <L.F°
S sva 8UL

m SNYIAVLIOY,

m@u§~

SARS-Co

un
8 ovooobualy JBS,
mﬁm\-@w 9 SILIVd3H W
S Nd1A §
s eva 8ULL 5
x SNYIAVLIOY.

w _

8 ovovobualy) S, Y
1)1 9 SIIVAIN 3
kg » VALA g
s ava 8L 35

x SNYIAVLOY,

M@mez .

P

OURENSE, 14 Y 15 DE ABRIL DE 2023

A ™
r\c

VACUNAS

XIV JORNADAS DE

S sva BUAL
x SNYIAVLIOY,

m Y@YW

T iy QUM
8 0oooobumaly) G-uqn.
Mw._mwﬂ“ 9 SILILVAIH 3
o)) * <L.s.n
s sva 8U3LI

x SNYIAVLIOY,

w@aﬁ. )

3
]
[
v
=3
<
o«

g Jun
8 ov0v0bualy JUS, Y
mﬁx\w 9 SILIVAIH m
oy * <L.P° “J
S wua 8l 5

SNYIAVLIOY,

VRl DG 0,
N4 8 AMOVYOW
e 4 @@ snuelwolod @y
s 220001 m
Ay i 3 s00006umen ." "
T iy QUM
& ooooobuuagy) G.n;.u.
Nmm%w“ 9 SILILVAIN 3
e o LA
s sva 8V

m SNYIAVLIOY.

M

..w

SARS-Co!

9™ BN DB) B



IV -y -

e
o ava 8UaN 3
m SNYIAVIONY.

wiiaﬁ

u\ou:eb [

O@gomez_rlals
%%»
Q
=
i 2

??omc_cﬁh G.n <
Nﬁ\‘w\ 9 SILIVAIN 3 2
oy BV P T
S ava 893Ul

m SNYIAVLIOY,

miies o

@ snnowonod gy
PN §

undie
AMOV R 3 5000006unson
DDQ;»R: 1A =

T sty QUM

8 cuoo\.\m:_:ms Q.n <
mwumm\w\ 9 m_.—_ncsus

ol o+ V1A & &

S -ca gualyl =
2 snaiavion.

i a-] GPH

Ao AMOVUSW

d D sRIRIWON0d @y

c
©w
=3
<
w

s
GENVIp

ann % goin
3\@\»&* an
8 ovovobualy JBS,

vwwv&\w 9 m_.:._.(aus
b NdLa
° -ca gualyl s
x SNYIAVLIOY,
kg 9 iz 7
<+ AMOVOW

d ﬂ SIIPIWOII0 @y

- >30<:02
ﬂ sRIeIWON0d @y
)20y e\~ [
n..n..,”wﬂ..ms.sa =
lon)
:.\G\.we* an
mo,\?emz,:«g t.u 9
ma__\ts 9 SILILVA3H 3
olrw),
ody * ¥dLA & &
8 -cb guwll 3
SNYIAVLIOY.

(%P, g
Al g
S 5 S
B o~
~ 1 8
= w
~ [o]
- : :
% Q.
[0 = w =
o iy o
-7 0
W -y
(]
£ o wm e W Awg.u ..... =
i g s R 5g| " 20 3
= o e = le a v M
O o o) L % o<t .
o ® b £3 = = - 2 Z &
(O] - 7 3] q.qne 2D
o
= o vz O w
[ 2t @, g o
= O 55 % Z 3
% _U k] x> 0O
O 5 En “
S 8 3 ”
£ e 2
3] % g
o S ® % £
i~
> = [ 5
O « ! ;
g g
> s ® s B £ geva 8UL S
= 2 . = ; £ B snaiavion.
> £ 3
€ 3 g i EIeW,
a - > X .
5 & g g 1 B MOV
O = 22 £ | = 4 @ snnowoliod g g
@) o 2% % 2 v)20140)) €
o h"m %y Apov i 3 som0Bumon
=2 ma @ : bD-t vin 1A “
Q S » i 3 il Wyt an
5 o] A € T ooy
m xm\m. Ko 8 o90o0bumayy) ‘.n <
° " m mw._\\\eho m.._._._.:w_. w
£ ot
= © o Gemavdiag
: E e .C’ guall s
L 3 2 snuiavion.
. 84 Qe GH
£
£
E
3

Cumulative uptake of
the primary course

Cases, deaths and testing

TESSYy COVID-19: 14-day case notification rate, Test positivity (%), 14-day case rate, Hospital

Source: ECDC database compiled from public online sources: Hospital accupancy;

@
58
°
v
o
i <+ AMOVUOW
v n »A
- m s nypnored @ Ma__.\"..s__e. Pﬂu
2 2e g 9290,
2 .m > =5 by PP PON[] &
i : ; Tzl
ey Sa B
g5 £ 32 QUM
TES 7 © Z 8 o«SomchE d8S,
g m o g Mw.nxs 9 mﬂ...—(su: K]
co.8 e a— o))
EE5 S W B EEEE o + Nl &
&3S 5 S E
© e A gava 8L 3
o c o SNYIAVLO0Y.
S dnoub jobie} co;mEuuN)m

ppnned @ SEURINONOY (XY
BN D)



s
GENVID

Variant
distibutions

n.:x&x.s\ USSR e
s ava 8ULI =
m SNYIAVLIOY. |
941 @ M
i3 AMOVYIW
@ snuawonod g g
) )20 m
ﬁ.ﬁ:&?ﬁa =z
T iy QUMY
8 000o0BuuaY) 5.&;4
‘Nww\‘w 9 SILILVd3N W
mhg * VLA &
s ava 8L 35
8 SNYIAVLIOY, " 7
w@»%:
13" AMOVWO

@ snnowonod gy

O@gomez_rials

Other
ECDC. Figure produced 24 March 2023

. BA.S . XBB.1.5

T ity QUM
8 ovooobualy JBS,
Mﬁm\w‘w 9 SILILvd3H W
S Vdla g
s eva 8ULL 5
x SNYIAVLIOY, 7
Y1 @M |,
1 g AMOVWON

@ snnowonod gy

. BA.275 || BQ.1
. BA.4 . XBB
b
e

W

§au§!
ba%w&: Q.’ z

Data completeness

week 11 2023

LTCF surveillance

Vaccine uptake

Country overview report

Produced on 24 March 2023 at 11.30
Hospital and ICU

Cases, deaths and testing

Complexo Hospitalario
Santiago de Compostela

Universitario de
Indicator summary

c-’:\-)
Spain

A

T iy, QUM
8 09090Buialy ST,
i) § SINNGIN 3
o+ vdla §
s sva 8WLL 5
x SNYIAVLIOY, 7
49 “ GH
128 AMOVUW

mmed @ spewood ¢y

1004
75+
50
251

0

A

OURENSE, 14 Y 15 DE ABRIL DE 2023

VACUNAS

XIV JORNADAS DE

o sva 8V 3
xm._-u;(._.oy-. 4
-
13 e AMOVYSW
" o4 @8 snnowolod gy
_;uq.u_,__ )20 €
MY R 3 s000005uuoN
iy o VOA =z
aoftrm)
T mpgdotery an
8 oo0o0bumay) GBS, Y
) § SINIVAIM 3
2219, \M « Vdid W
s ova 8L 3
x SNYIAVLOY, = vlwiuny

WEoéyﬁ

=9
N o AMOVUSW

..wbﬁ .sau
T ity QUM
8 ov090buuay) GBS, Y
NNH\\MM 9 SILIVdIH W
g Vdia “,
s sva 8WN

SNYIAVLOY, 7!

oy ¥ wdy

T s, QU
& ooooobuuagy) G.n;.u.
m\mwh%w“ 9 SILIVA3H M
vty NAIA
s sva 8N 5

m SNYIAVLIOY, = ¥

Mﬁq SqH 0.,




Complexo Hospitalario

(GRD]  Universitario de ’ f
Sentiags e Compustrla Country overview report: week 11 2023 S

GENVID
Produced on 24 March 2023 at 11.30

Spain

Indicator summary Cases, deaths and testing Hospital and ICU Vaccine uptake LTCF surveillance Data completeness

Variant
Spain: epidemiological indicators, vaccination uptake by age group and weekly variant distribution d lstlh l..lt'lo ns
14-day case rate Weekly test 14-day case rate Hospital Hospital Icu ICU 14-day death rate 100+
per 100k positivity (%) per 100k (65+ years) admissions per 100k occupancy per 100k admissions per 100k occupancy per 100k per million

25

600 40

o 75+

1000

15

504
500

Value of indicator
(% or rate)
S &
S g
= 4 8
o s &
o =
s -1 g

0 ) [} 0 0 0 0 0 254
oDy P A S A oD R A S S A A S Voo RO S S A S N D
PP PN NN NN NN FUSNCOFCR NN NN FUIRCOFUR
BNV F e NS N FE LR A LA A N FE LA A A B A A
0=
Cumulative uptake of Cumulative uptake of Cumulative uptake of Cumulative uptake of
at least one vaccine dose the primary course a first booster a second booster
8
@
B LT ] I
] BA.2 BA.S XBB.1.5
B8
g I sa27s [ Boa Other
o
@
o » R T T S S
& Y gf ¢ & ¢ ECDC. Figure produced 24 March 2023
Cumulative vaccination uptake (%) —
0 25 50 75 100

Source: ECDC database compiled from public online sources: Hospital occupancy: .

GISAID: Variants; @gomez rial5

TESSy COVID-19: 14-day case notification rate, Test positivity (%), 14-day case rate, Hospital iss i Icu issie icu . 14-day death rate, Vaccination uptake -

NEUMOCOCO ¢ ¢ © 0 s 5@ £ 53 NEUMOCOCO § 3 @ () < NEUMOCOCO ¢ &g & § 55 NEUMOCOCO § >¢ & S NEUMOCOCO ¢ Sy & 0CO .
33 > o@ 3338 bi* > S o@ ‘i;ZHbg* wg-;i—\éHbg S o > g-g_E;thbg_sl, g-§%§Hb§ a..fig.iz§§ @ .
1 T 0 RN BV E R i R I B S R R R 1N B XIVJORNADASDE | 4\ g o P 2 LXEE K Thd RS g€ IITII Y il F kg €3
$ 9 5P o Pl 0digsd® oIl c0digsd LTI s odigsd A - zd .,.ai—”is,g &9 39 o TifNtin9dgzd o >
S 2 'S *en E ‘éﬁ‘\‘z & s ‘w'5‘€§\=' s Yt {-é} \z s 4 VACUNAsr - 'mEEiz k'\'v_- Pm'mil“éﬁ" \g Pm'm: Qe
© 2 (> 8§ IV g Qe 235 3IY o g 5 Qe =25 Y © 3 > cCe i b ° e £ S 33 ¥ ° 3 e $ 20 L3

£ ] ¥ £ = o = 2 = ¥ £ =2 = T < £ = &5 £ S =
3 F‘QEEE* z.gs 9%558* :.:«_E- ."%:;’L" :-ng & s F%E;E* e = .«gE;E =.§§ :.ﬂgggh §:
] e <50 S TSV . SaQD TSSO - Sa D S§ CQaQ® S5Ot <o
S T D R AR T Il ovrevse v soeasmiosang =EEx@3<i3 EREISI SR i ehat £
nC sams-cov2 = MenC = = 5 gars-covi2 =2 MenC = sams-covo2 =2 MenC = sars-Cov-2 =2 MenC rs-cov-2 =2 MenC SARS-CoV-2 SARS




Other

s
GENVID

Variant . BA.2 . BA.2.75 . BA.4 . BA.5 . BQ.1 . XBB . XBB.1.5

Poland

¢

Czechia

Liechtenstein

Cyprus
Germany
Latvia
Norway
Spain

)
£

T

Croatia

France
Netherlands
Slovenia

Bulgaria
Finland
Ireland

Malta

Slovakia

week 11 2023

Country overview report
Belgium
Estonia
111l
Iceland
Luxembourg

Produced on 24 March 2023 at 11.30

Denmark
Hungary
Lithuania
Portugal

Austria

i (T |

T e VO

Weekly variant distribution by country

J

100
75
50
25

0

100
75
50
25

0
100
75
0
25
0
@ 100
75
50
25
0

100
75
50
25

0

sadAjousb Jo seousnbes psyod

Santiago de Compostela

2
s
£
a
8
-
o
3
[
13
S

Universitario de
five countries) for XBB, 11.7% (10.5-19.9% from six countries) for BQ.1, 1.6% (1.1-45.5% from seven countries) for BA.5, 1.1% (0.8-2.8% from three countries) for BA.2

concern (VOC) or of interest (VOI) was 54.4% (49.6-66.4% from six countries) for XBB.1.5, 16.8% (5.9-51.7% from seven countries) for BA.2.75, 14.3% (10.5-20.3% from
and 0.2% (0.1-0.8%, 6 detections from three countries) for BA.4.

« Among the seven countries with an adequate volume of sequencing or genotyping for weeks 9-10 (27 February to 12 March 2023), the estimated distribution of variants of
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Universitario de
Santiago de Compostela

Surveillance summary Regional indicators Variants Vaccination Countries ¥

Cumulative vaccine uptake among the total population, week 11 2023

EU/EEA values based on pooled data from 30 countries reporting
at least one dose administered and with available population data for the target group

ECDC COVID-19 landing page GEN\/i p S

Notes

Country overview report: week 11 2023

. At least one vaccine dose . The primary course A first booster A second booster Target group Indicator CumUIat(';;! uptake Count(l;y)range Numbte.r of
b A countries
The total At least one vaccine 75.6 30.5-95.0 30
s - population dose
A0 e e e e e e e B The total The primary course 73.0 30.1-86.4 30
eyl — {7 {7 @ population
Bl | e — e S, The total A first booster 54.7 9.2-75.8 30
Croatia | e e e e e population
ey PTUS | | I I e I I E— The total A second booster 14.2 0.2-33.6 30
e e e T population
b e ————— +——{( —— + ——+¢| — [ —— | [ [% 18+yr At least one vaccine 84.8 36.3-100.0 30
e ———————— | [ | dose
PN L 0 - e e e e e s E S 18+yr The primary course 82.4 35.8-96.4 30
. Gcuchy — 1 | — | | . 18+yr A first booster 65.4 11.3-87.1 30
SRy ——————— ————— — ———— | ————————
Y e 18+yr A second booster 17.3 0.2-42.0 30
ey | | [ | "
Hungary - <18yr At least one vaccine 26.7 2.4-58.9 30
1 ¢+ ] | | " dose
Iceland < e R S R R R R R s
Ireland - = <18yr The primary course 242 2.3-50.1 30
Ty - e e B R I e <18yr Afirst booster 18 0.2-204 29
L T 12 e e e e e B e 60+yr At least one vaccine 92.4 38.9-100.0 30
e e S i < | e e e e e " dose
L hUania e e e e e e 60+yr The primary course 91.2 38.5-100.0 30
L D O] | e e e B B s, B S, 60+yr A first booster 84.9 13.3-100.0 30
Malta - R R R R S R R B 60+yr A second booster 35.5 0.4-86.7 30 I
T NS e e ) ) I I o -
Norway - Healthcare At least one vaccine 95.3 29.4-100.0 16
R R R R R R R e w workers dose
aubhy 1 7 [ __® Health The ori 904 29.0-100.0 16
Portugal 4 Wiz:kerc;are e primary course ! 4 I
oM aNia | — —— — E——
sl . Healthcare A first booster 67.0 6.0-100.0 14
OV A | e —— e e S e R
Slovenia o [ e —workérs
e e . R R
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e I e e
e B I e — e
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How much is COVID-19 mutating now?

P.1 (Gamma)

L18F, T20N, P26S, D138Y,
R190S, K417T, E484K, N501Y,
D614G, HB55Y, T10271

B.1.1.7 (Alpha)

269-70, A144, N501Y, A570D,
D614G, P681H, T7161, S982A,
D1118H

D614G

B.1.429 (Epsilon)

$131, W152C, L452R, D614G

B.1.617.2 (AY.1)+K417N
T19R, T95I, G142D, A156-157,
R158G, W258L, K417N, L452R,
T478K, D614G, P681R, DISON

B.1.617.2+K417N

T19R, G142D, A156-F157, R158G,
K417N, L452R, T478K, D614G,
PB81R, DISON

B.1.617.2 (Delta)
T19R, G142D, A156-F157,
R158G, L452R, T478K, D614G,
P681R, D950N

B.1.617.2 (AY.2)+K417N
T19R, V70F, G142D, A156-157,
R158G, A222V, K417N, L452R,
T478K, D614G, P681R, DISON
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B.1.617.2 (AY.3)+E484Q

T19R, G142D, A156-157, R158G, L452R,

T478K, E484Q, D614G, P681R, D9SON

B.1.351 (Beta)

L18F, D80A, D215G, A242-244,
R2461, K417N, E484K, N501Y,
D614G, A701V

B.1.621 (Mu)

T95, insert143T, Y144S, Y145N,
R346K, E484K, N501Y, D614G,
P681H, D9SON

B.1.1.7+E484K

A69-70, A144, E484K, N501Y,
AS570D, D614G, P681H, T716l,
S982A, D1118H

B.1.526+E484K (lota)

LSF, T951, D253G, E484K,
D614G, A701V

B.1.617.1 (Kappa)

G1420, E154K, L452R, E484Q,
D614G, P681R, Q1071H

B.1.1.529 (Omicron)

AB7V, A69-70, T95I, G142D,
A143-145, N2111, A212,
insert214EPE, G339D, S371L,
S373P, S375F, K417N, N440K,
G446S, S477N, T478K, E484A,
Q493R, G496S, Q498R, N501Y,
Y505H, T547K, D614G, HE55Y,
NB679K, P681H, N764K, D796Y,
N856K, Q954H, N969K, L981F
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GENVID

Mapping SARS-CoV-2 antigenic relationships and
serological responses
https://doi.org/10.1101/2022.01.28.477987;
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Epsilon (B.1.429)
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21L (Omicron)
22A (Omicron)
22B (Omicron)
22C (Omicron)
22D (Omicron)
20E (EU1)

20C

20G

20B

20F

20D
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The Difference in Wave Dynamics between SARS:

Pre-Omicron and Omicron Variant Waves
Franz Konstantin Fuss '*, Yehuda Weizman 27 and Adin Ming Tan '#
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O Other diseases

ion numbers

ISS

O Smallpox

Bird flu
© 0 thola
O
MERS
Spanish flu
O o
SARS

"Average case-fatality rates and transmission numbers are shown. Estimates of case-fatality rates can vary. The preliminary estimates for the new coronavirus

100.0
10.0

A

Fatality

Omicron is more infectious than other common viruses, and less fatal than Delta.
rate, %

Disease fatality and infection rates’

Fatality rate and transm

SARS-Cov2 Variants
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BQ.1/BQ.1.1 XBB/XBB.1 O Viral receptor affinity

Alarming antibody evasion properties of rising SARS-
CoV-2 BQ and XBB subvariants
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® Alarming@ntibody evasion properties of rising SARS-
CoV-2 BQ and XBB subvariants

Authors

Qian Wang, Sho Iketani, Zhiteng Li, ...,
Aubree Gordon, Lihong Liu, David D. Ho

Correspondence

113411 @cumc.columbia.edu (L.L.),
dh2994@cumc.columbia.edu (D.D.H.)

In brief

Recent BQ and XBB subvariants of
SARS-CoV-2 demonstrate dramatically
increased ability to evade neutralizing
antibodies, even those from people who
received the bivalent mRNA booster or
who are immunized and had previous
breakthrough Omicron infection.
Additionally, both BQ and XBB are
completely resistant to bebtelovimab,
meaning there are now no clinically
authorized therapeutic antibodies
effective against these circulating
variants.
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ﬁ Temas de salud v Paises v

Centro de prensa v

Emergencias v

Acceso | Comunicados de prensa / El SAGE actualiza la guia de vacunacion contra la COVID-19

El SAGE actualiza la guia de
vacunacion contra la COVID-19

- Priorizar el acceso al booster a grupos de riesgo

- Dosis en un plazo de 6 a 12 meses desde la ultima
dosis

- Revisar recomendacién segun escenario
epidemioldgico
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28 de marzo de 2023 | Comunicado de prensa

Tras su reunion celebrada del 20 al 23 de marzo, el Grupo de Expertos en Asesoramiento Estratégico (SAGE) sobre
inmunizacion de la OMS reviso la hoja de ruta para priorizar el uso de las vacunas contra la COVID-19, a fin de
refiejar el impacto provocado por la variante dmicron y el alto nivel de inmunidad de la poblacion debido a la
infeccion y la vacunacion.

La hoja de ruta mantiene la pricridad del SAGE de proteger a las poblaciones expuestas a un mayor riesgo de
muerte ¥ enfermedad grave a causa de la infeccion por SARS-CoV-2, v sigue destacando la necesidad de preservar
la resiliencia de los sistemas de salud. De nuevo, la hoja de ruta compara la relacion costoeficacia de vacunar
contra la COVID-19 a las personas en menor riesgo, s decir, los nifos y adolescentes sanos, con la de otras
intervenciones de salud. Ademas, incluye recomendaciones revisadas sobre las dosis de refuerzo adicionales y
acerca del intervalo de tiempo entre los refuerzos. También analiza el efecto actual de las vacunas por lo que

respecta a la reduccion de las afecciones posteriores a la COVID-19, pero las pruebas empiricas sobre el alcance
de su impacto son inconsistentes.

«Se ha actualizado la hoja de ruta para reflejar que una gran parte de la poblacion esta vacunada, se ha infectado
previamente por COVID-19, o bien ambas cosas. La hoja de ruta revisada vuelve a enfatizar la importancia de
vacunar, incluso con refuerzos adicionales, a quienes aun estan en riesgo de enfermedad grave, que son
principalmente adulios mayores y personas con afecciones subyacentess, declaro la presidenta del SAGE, la Dra.
Hanna Mohynek. eLos paises deben tener en cuenta su contexto particular cuando decidan si siguen vacunando a
los grupos de riesgo bajo, como los nifios y adolescentes sanos, =in que ello suponga comprometer la
administracion de las vacunas rutinarias, que tan importantes son para la salud y el bienestar de este grupo de
edads.

La version revisada de la hoja de ruta establece tres grupos de prioridad para la vacunacion contra la COVID-19:
alta, media y baja. La definicion de estos grupos se basa principalmente en el riesgo de enfermedad grave y muerte,
y tiene en cuenta cuestiones como |a eficacia de la vacuna, la relacion costoeficacia, los factores programéticos y la
aceptacion por parte de la comunidad.

El grupo de prioridad alta incluye a las personas mayores, a los adultos jovenes que padecen comorbilidades
importantes (por ejemplo, diabetes y cardiopatias), a las personas con afecciones de inmunodeficiencia (por
ejiemplo, personas que viven con el VIH y receptores de trasplantes), incluides los nifios de 6 meses o mas, a las
personas embarazadas v al personal de salud de primera linea.

Con respecto al grupo de prioridad alta, €l SAGE recomienda administrar una dosis de refuerzo adicional en un
plazo de 6 o 12 meses tras la ultima dosis, dependiendo de factores como la edad vy las afecciones de
inmunodeficiencia. Cualquier recomendacion sobre la vacuna confra la COVID-19 solo es valida durante un tiempo
determinado, y dnicamente se refiere al escenario epidemiologico actual. En consecuencia, no se debe interpretar
que se recomienda administrar dosis de refuerzo adicionales cada afio de manera continuada. El objetivo es ayudar
a los paises a planificar a corto y medio plazo.
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long-term protection

Memory cells provide
(Years/decades/life).

Adaptedfrom: Parham P. The Immune System 4th Ed GarlandScience (2015)

Residual antibody
provides short-term

protection (months).

INMUNIDAD PROTECTORA vs MEMORTIA INMUNOLOGICA
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SARS-CoV-2 vaccines indevelopment

Revi

infection

intradermal
vaccination
vaccination

b Intramuscular/
C Intranasal

a Natural

Negative

preexisting
antibody effect

cell-mediated
response

Systemic
cellular
response

Secretory

Harrison’s Principles of Internal Medicine 20e.J Larry Jameson et al McGraw Hill

Circulating
4+
+++
+4++

Mucosal - live

Injectable - live

Injectable vs. mucosal vaccine
Injectable - not live

Source: Dr. Harrison
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Complexo Hospitalario
Santiago de Compostela

Universitario de

Inmunidad
NO Esterilizante

Inmunidad
Esterilizante

Wl b dun B, . S

-3
o ava 8UaN 3
m SNYIAVLIOY,

xii%:

s e\S:S [
v § 3 s02030Buon
Ty
DD " -N!:\\S
3\%\.}1\ 9:3
8 oovoobualy) @S,
v\mw.h\‘w 9 m..—..—(au:
o VLA §
s sva 8 3
m SNYIAVLIOY, 7P
yh @M,
5 AMOVUa

4 @ sniawolod gy
}297y w\~ [
+M0v R 3 5030306uRsoN . ‘ ’ "
T 552, U
§ 0007 E::;E ‘.n 9
Nwﬂ\& 9 m.._..__.gu:
mahy * <&FQ 2
s sva 8UAL 3
3 SNYIAVLION.
m?: OqH .0,
< AMOVoW
/ @ snnowonod gy
b &::ea [
L] -885!!
i 1A =
Lomp)in
T ity QUMY
8 ovovobualy S.n N
N.w\:u 9 SILIVAIN
oy » Nd1A
g -ca vl 3
x sr

s thought to be mostly protected by 1@l (gl s most prevalent), ﬂ‘IE']'I'I.'E!nTj'pE'
of antibody Inserum, which istransported into the lung. The uppenespmm

Fig. 2 | Mucosal and systemic Immune mmhnmrﬂhﬁ:ﬂﬁ
respiratory viruses and tovaccination. The lower human respiratory tract

s ova 8N

x SNYIAVLIOY,

mi_ S W
1 g AMOVWOW

4 @8 snnowolod [X]
2% #1010 €
Aoy R 3 s020006umon
= 1A X
wom)in Qza
I aprydotany
8 ooooobumaly) ‘Iu. o
N..\\S 9 m_._._._k._w..
210,
o VLA
S sva BU2L 5

2 snuiavion,
Srhi@am )
- AMOVUSN
4 @8 spnawonNod gy
w\o%;ee c
e 1R M

ot
T iy QUM
8 ovoookbuay) US,
wﬁ&é 9 SILILVAIN 3
ol + Vd1a
3 swa 8L 3
2 snaiavion.

Wﬂ\a:aﬁi 2y mm

15 AMOVYW

4 @8 snpIwonod gy
7 \ 200y ?~ [
=y OR N
b#»vﬁse.vs u_ 3
1 ooty g
& osoaobumaiy ‘.u. <
mw:m\:“ 9 u_._._._tau:
wilrw)?,
oy * <kh.a 2
s sva 8WL 5
x w:a.)(._.cﬂ:c

Syl oy

\ﬂ SRIRIWONO gy
BIYIINNDB)



Complexo Hospitalario
(RO Universitario de

el Santiago de Compostela

o)

GENVID
Tolerability and immunogenicity of an intranasally-
administered adenovirus-vectored COVID-19 vaccine: . o
An open-label partially-randomised ascending dose nature medicine
hase | trial
P e BioMe dicine Explore content v About the journal v  Publish with us v Subscribe
rliFiri L
Meera Madhavan,**" Adam J. Ritchie®" Jeremy Aboagye® Daniel fenkin,* Samuel Provstg aad-Morys, lona Tarber,® 104208
Danielle Woods,” Sophie Diavies,” Megan Baker,” Adb.gml Plﬁ'ﬂ,b.ﬁmy .‘h.tnun,"HfJ.l}- Snnh”ﬂm'af.rwa Belj-Rammerstoder,” Pruldlis hed online 10
Deildre Wilkdns,” Elizabath J. Kally,” Tonya Villafana,” fustin A Green,” kan Pouwkion,” Teresa Lambe, ™% Adrian V5. Hill* O £ 3022 nature > nature medicine > news > article
Katie 1 Ewer,” and Alexander 0. Douglas ** httpe/doinng'1 01016

ebiom 2022 104298

S NEWS | 03 November 2022
ummary

Background Intranasal vaccination may induce protective local and systemic immune responses against respiratory

pathogens. A mumber of mtanasal SARS-Cov- vacine candidats v schived protecion i prelinicl chal Intranasal COVID-19 vaccine fails to

lenge models, including ChAdOx1 nCoV-19 (AZD1222, University of Oxford | AstraZeneca).

o L] L]
ethois We prtomel o sglecene el P | i il of sl cnation i CdOn induce mucosal immunity

Thirty SARS-CoV-2 vaccine-naive participants were allocated to receive 5 x 10° viral particles (VP, n=6), 2 x 10** VP Nature Medicine explores the latest translational and clinical research news, with a
(n=12), or 5 x 10"° VP (n=12). Fourteen received second intranasal doses 28 days later. A further 12 received non- L. . . .
study intramuscular mRNA SARS-CoV-2 vaccination between study days 22 and 46. clinical trial of an intranasal ChAdOx1 vaccine.

To investigate intranasal ChAdOx1 nCoV-19 as a booster, six participants who had previously received two intramus-
cular doses of ChAdOx1 nCoV-19 and six who had received two intramuscular doses of BNT162b2 (Pfizer | BioN-
Tech) were given a single intranasal dose of 5 x 10"° VP of ChAdOx1 nCoV-19.

Objectives were to assess safety (primary) and mucosal antibody responses (secondary).

Added value of this stu

Findings Reactogenicity was mild or moderate. Antigen-specific mucosal antibody responses to intranasal vaccina- d}r

tion were detectable in a minority of participants, rarely exceeding levels seen after SARS-CoV-2 infection. Systemic " "

responses to intranasal vaccination were ty pically weaker than after intramuscular vaccination with ChAdOx1 nCoV- We Prﬁﬂm d ﬁm'ln'h urran SIZLHJT d II"I'I.FE.HEE.' cmlD'
19. Antigen-specific mucosal antibody was detectable in participants who received an intramuscular mRNA vaccine 19 wvaccination with an adenovirus-vectored vaccine,

after intranasal vacdnation. Seven participants developed symptomatic SARS-CoV-2 infection.

Reactogenicity was acceptable at all doses but immuno-
genicity was insufficient to warmant further develop-

ment of the current formulation / device combination.
Funding AstraZeneca. O@gomez_rials

Interpretation This formulation of intranasal ChAdOx1 nCoV-19 showed an acceptable tolerability profile but
induced neither a consistent mucosal antibody response nor a strong systemic response.
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Pandemic to endemic: Where does one end and the other begin?

Endemic disease

Pandemic disease

Epidemic disease

Constantly present

Sudden increase in
cases across several

Sudden increase in

in a population

cases spreading
through a large

or region, with
relatively low spread

countries, continents

or the world

population
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Here are three example scenarios for a new dominant variant of COVID-19.

Three example COVID-19 scenarios
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‘Milder-cron’

Description:

New variant spreads rapidly but
causes only mild disease in the vast
majority of cases

Infectiousness: High

Immune evasion:
Evasion of prior immunity, including
from Omicron infections

Average severity:
Significantly lower than Omicron

Cases during initial wave:
Similar to recent wave

Hospitalizations during initial
wave:
Significantly lower than recent
wave

Hospitalizations
(illustrative)

Meningococos € y ACWY

‘Omicron’s twin’

Description:

New variant evades prior immunity,
including from Omicron, but
otherwise has similar characteristics

Infectiousness: High

Immune evasion:

Evasion of prior immunity,
including from Omicron infections
Up-to-date vaccinations protect
against severe disease

Average severity:
Similar to Omicron

Cases during initial wave:
Similar to recent wave

Hospitalizations during initial
wave:
Similar to recent wave

Hospitalizations
(illustrative)
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‘Delta-cron’

Description:

New variant is as transmissible/
immune evasive as Omicron

but as severe as Delta

Infectiousness: High

Immune evasion:

Evasion of prior immunity,
including from Omicron infections
Up-to-date vaccinations protect
against severe disease

Average severity:
Similar to Delta

Cases during initial wave:
Similar to recent wave

Hospitalizations during initial
wave:

Higher than recent wave, which
was the worst so far in most
places

Hospitalizations
(illustrative)
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Forecasting the trajectory of the COVID-19 pandemic into
2023 under plausible variant and intervention scenarios: a
global modelling study

Corresponding author: Robert C. Reiner, Ir., PhD, becreiner@uw.edu

Interpretation

As infection-derived and vaccine conferred protection wanes, we expect infections to rise, but as most
of the world's population has some level of immunity to SARS CoV-2 as of December 12, 2022, all but

o AMR m AFR m EUR m EMA O WPR O SEAR

the most pessimistic forecasts in this analysis do not predict a massive global surge by lune 30, 2023 .

Paradoxically, China, due to its lower levels of population immunity and effective vaccination will likely
experience substantial numbers of infections and deaths that, due te its large pepulation size, wil
adversely affect the global toll. This could be substantially mitigated by exdsting intervention options

including masking, vaceination, health care preparedness, and effective antiviral co mpou nds for those at

E
B
g
5
£
£

iost at risk of poor outcomes. While still resulting in morbidity and mortality, this endemic transmission

provides protection from less transmissible variants and particularly protects against sub lineages of the

Fraction of popuiaton (%)
Fraction of populaion (%)
] Ed ap .4 o
1 1 1 1 1

more severe pre- Omicron variants. In the scenarios where a new variant does emerge and spread

E
§
B
B

globally, however, the speed of this spread may be too fast to rely on even the most guickly developed

mBENA vaccines to provide protection soon enough. Existing vaccines and boosters have played an
important role in increasing immunity worldwide, but the continued contribution of mask usage [both
past and future) in the prevention of infection and death cannot be understated. The characteristics of
future COVID 19variants are inherently difficult to predict, and our forecasts do show consid er able

differences in outcomes as a function of these variant properties. Given the uncertainty surrounding

Fraction of poplaion (%)

hﬁ

what type of variant will next emerge, the world would be wise to remain vigilant in 2023 as we move to
the next phase of the COVID 19 pandemic.
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Interim guidance
22 July 2022
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https://www.who.int/publications/i/item/WHO0O-2019-nCoV-SurveillanceGuidance-2022.2

Key points

Surveillance for COVID-19 remains critical to ending the COVID-18 emergency worldwide and informing public health
actions to limit the spread of SARS-CoV-2 and reduce morbidity, mortality and impact.

The World Health Organization (WHO) continues to recommend maintaining and strengthening surveillance to
achieve the core surveillance objectives for COVID-19. This should include:

+ early warning for changes in epidemiological patterns
+ monitoring trends in morbidity and mortality
* monitoring burden of disease on health care capacity (health and care workers, hospitalizations and intensive
care unit admissions)
+ incorporating strategic and geographically representative genomic surveillance to monitor circulation of
known variants of concern (VOCs) and allow for early detection of new variants of concern, circulation of SARS-
CoV-2 in potential animal reservoirs and changes in virological patterns.
In addition, WHO continues to recommend Member States with the capacity to carry out enhanced surveillance
activities and conduct special studies to:

+ describe and monitor SARS-CoV-2 infection in high-risk groups who continue to be at the highest risk of
exposure or severe disease
» characterize new variants, including aspects of their severity, transmissibility, immune escape and the impact
of countermeasures
»  better understand post COVID-19 condition (long COVID), including the role of immunity and risk factors.
WHO recommends that the following remain priority groups and settings for SARS-CoV-2 surveillance:

+ priority groups: Individuals older than 60 years, individuals with immunocompromising diseases or taking
immunosuppressive medications, people with multiple co-morbidities, pregnant women and unvaccinated
individuals

+  priority settings: environments where there is a higher chance that people belonging to priority groups
might stay for extended periods of time in close proximity with each other, such as in closed settings, long-
term care facilities and nursing homes.

COVID-19 surveillance reporting variables from Member States to WHO include:

» daily cases and deaths, as per International Health Regulations (IHR 2005) requirements
+ required weekly reporting to WHO of detailed surveillance variables
o age and sex of probable and confirmed cases and deaths
o cases and deaths among health and care workers
o number of new cases admitted for hospitalization and to an intensive care unit {ICU)
o number of persons tested with a nucleic acid amplification test (NAAT) and other testing methods.
+ variants of concern (VOCs) and variants of interest (VOIs): date of detection of first case and weekly relative
prevalence (based on representative sampling)
* vaccination: doses administered; number of persons vaccinated with a primary series and booster.
What is new in this version:

* updated WHO case definitions (see the Annex), contact definitions, priority groups and settings in line with
the latest contact tracing and quarantine guidance

+ updates of core and enhanced surveillance objectives and methods in wvarious settings, including
environmental and animal surveillance

» updated guidance on surveillance of SARS-CoV-2 variants, including the integration of sampling for genomic
surveillance in SARS-CoV-2 testing strategies

® updates of COVID-19 surveillance reporting requirements to WHO, which includes the addition of new ICU
admissions for COVID-19 treatment.
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Vaccina type
RNA (54)
DNA (28)

Vector (non-replicating) (40)

Vector (replicating) (25)
Inactivated (26)

Candidates listed above as being in phase Ill include several undergoing combined phase I/l trials.

Live-attenuated (3)

Protein subunit (115)

Other/Unknown (37)

Virus-like particle (28)
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ERN EUA February 4,
2022
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Letter Granting EUA Amendment SARS-CoV-2 variants that
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ASPR and FDA Statement on Shelf- exposure prophylaxis for

Life Extension of Evusheld (December p ion of COVID-19

5.2022) under the Emergency Use
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(June 29, 2022) (168KB) notice by the Agency.

Letter Granting EUA Amendment
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05/26/2021  Sotrovimab (375KB) (reissued

October 8, 2021, December 16, 2021
and February 23, 2022)

Letter Granting EUA Amendment
(December 22, 2021) (161KB)
FDA updates Sotrovimab emergency

use authorization (April 5, 2022)

ASPR and FDA Statement of
additional Shelf-Life Extension of
Strovimab (February 15, 2023)

ASPR and FDA Statement on Shelf-
Life Extension of Sotrovimab (August
3,2022)

Important updates about sotrovimab
(ASPR)
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region due to the high
frequency of circulating
SARS-CoV-2 variants that
are non-susceptible to
sotrovimab. Therefore,
sotrovimab may not be
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of COVID-19 under the
Emergency Use
Authorization until further
notice by the Agency.
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Table 2a. Therapeutic Management of Nonhospitalized Adults With Mild to Moderate COVID-19 Who Do Not Require
Supplemental Oxygen

Last Updated: December 28, 2022

Patient Disposition Panel’s Recommendations

« All patients should be offered symptam management (Alll).

* The Panel recommends against the use of or other ic corti

in the absence of another indication (Allb).

Patients Who Are at High Risk of Progressing to Severe COVID-19" Preferred therapies. Listed in order of preference:

« Rif ir-boosted ni

ir (| id)°< (Alla)
* Remdesivir®* (Blla)

Alternative therapy. For use when the preferred therapies are not available, feasible to use, er clinicaily appropriate:

Each recommendation in the Guidelines receives 2 ratings that reflect the strength of the recommendation and the quality of the evidence that supports it. See Guidelines Development for more information.

2 There is currently a lack of safety and efficacy data on the use of dexamethasone in outpatients with COVID-19. Using systemic glucocorticoids in outpatients with COVID-19 may cause harm.

b For a list of risk factors, see the CDC webpage Underlying Medical Conditions Associated With Higher Risk for Severe COVID-19 2. When deciding whether to prescribe antiviral treatment to a patient who has been vaccinated, clinicians should be

aware of the conditions associated with a high risk of disease progression. These conditions include older age, a prolonged amount of time since the most recent vaccine dose (e.g., >6 months), and a decreased likelihood of an adequate immune

to jonduetoa to severe imr condition or the receipt of immunosuppressive medications. The number and severity of risk factors also affects the level of risk.

© Ritonavir-boosted nirmatrelvir has significant drug-drug interactions. Clinicians should carefully review a patient’s concomitant medications and evaluate potential drug-drug interactions, See Drug-Drug Interactions Between Ritonavir-Boosted
Nirmatrelvir (Paxlovid) and Con for more information.

, the full

9 |f a patient requires

after starting course can be completed at the health care provider's discretion.

& administration of remdesivir requires an IV infusion once daily for 3 days.

* Molnupiravir appears to have lower efficacy than the other optians recommended by the Panel. Therefore, it should be considered when the other options are not available, feasible to use, or clinically appropriate.
& The Panel recommends against the use of molnupiravir for the treatment of COVID-19 in pregnant patients unless there are no other options and therapy is clearly indicated (Alll).

Key: CDC = Centers for Disease Control and Prevention; |V = intravenous; the Panel = the COVID-19 Treatment Guidelines Panel
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(March 30, 2022) (216KB)
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(September 16, 2022) (194KB)

Letter Granting EUA Amendment
(November 4, 2022) (310KB)

FDA Announces Bebtelovimab is Not
Currently Authorized in Any US Region
(November 30, 2022)

ASPR and FDA Statement on Shelf-
Life Extension of Bebtelovimab
(October 28, 2022)

Healthcare Providers (763KB)
(updated November 4, 2022)

FRN EUA March 22, 2022

Bebtelovimab is not
currently authorized in any
U.S. region due to the high
frequency of circulating
SARS-CoV-2 variants that
are non-susceptible to
bebtelovimab. Therefore,

Patients, Parents, and
Caregivers (245KB)(updated
November 4, 2022)

« Spanish (141KB)
Frequently Asked Questions on
the Emergency Use

bebtelovimab may not be

e, Authorization of Bebtelovimab
administered for treatment (1.01MB)
of COVID-19 under the S
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locuments supporting

Authorization until further R
notice by the Agency.
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2023) - = Spanish (342KB)
administered for prg— (updated October 3,
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ASPR and FDA Statement of
additional Shelf-Life Extension of
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