asociacion
%, argentina

Profesora Marta C Cohen aam Mmidobiologia

Filial Cordoba

COVID-19: ASPECTOS FISIOPATOLOGICOS Y
CLINICOS DE LA PANDEMIA
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COVID-19: LA EPIDEMIA e S (NS

2019: casos de neumonia asolan
|  Wuhan
& = / Enero 2020: una nueva
variedad de Coronavirus se
detecta en el hisopado faringeo
S de un caso (CDC China)
ey - 11 Feb 2020: se categoriza al

| virus como: Severe Acute

X ‘da%  Respiratory Syndrome
v wme % coronaviruse-2( SARSCoV-2),

s

b =Y
Frog being
slaghtered for client

Mercado de animales responsable de la enfermedad
: COVID-19
salvajes de Wuhan = OMS anuncia que la epidemia

causada por SARSCoV-2 es la
enfermedad Coronavirus 2019
(Covid-19)



PREVIAMENTE... heteld crgers IS

o 2002-2004: Epidemia por Beta /
Coronavirus: Severe Acute Respiratory o o
Syndrome coronavirus (SARSCoV):

Guangdong (China). Gato salvaje e
(felino). 8000 infectados y 774 Muertos e — R SRR
en el mundo o e

o 2009: Influenza H1N1 (gripe porcina.

Swine flu): 284,000 muertes en el e ©

mundo (muertes anuales por gripe: Fuente Elaboracién propia
250-500,000])

= 2012 : Middle East Respiratory

Syndrome coronavirus (MERS-CoV):
2494 infectados y 858 muertes in
Arabia Saudita (reservorio en
camellos])

= 2014-2016: Ebola. 50% letalidad.
28,652 casos y 11,325 muertes.

se




3 Mayo 2020

REML-312; No. of Pages 12

Rev Esp Med Legal. 2020;XxX(XX):XXX~XXX

REVISTA ESPANOLA DE EAEECI.)E]NA

MEDICINA LEGAL

www.elsevier.es/mlegal

ARTICULO ESPECIAL
COVID-19 y estudios microbioldgicos post mortem

Amparo Fernandez-Rodriguez®*, Inmaculada Casas®, Esther Culebras®,
Elena Morilla“, Marta C. Cohen®y Juan Alberola®

Casos acumulados con PCR+ por fechs de notificacion

SEEEE

IR

.....

Dx: Prueba de PCR
Hisopado nasofaringeo
Rectal (ninos)

“Falsos negativos”

Sheffield Children’s Y2 &Y

NHS Foundation Trust

Familia de coronavirus
(Cov) identificada en 1960
Virus zoondticos
SARS-Cov-2: 96,2%
homologia con
coronavirus del murciélago
(Bat-SARS RaTG13)

100- 160 nandmetros diam
con unas espiculas que se
proyectan hacia el exterior
(“sol")

Ingresa a las células a
través de receptores ACE2



EPIDEMIOLOGIA: ADULTOS e S (NS

= > pacientes asintomaticos FACTORES DE RIESGO
= Sintomas: temperatura,
tos seca, dificultad = Edad
respiratoria, anosmia = HTA
= Un porcentaje: sindrome = Diabetes
de distrés respiratorio = Enfermedad CV
agudo (ARDS) = EPOC
= Incubacion: 5-7 dias = Asma
(hasta 14 dias) = BAME
= Contacto personal/gotas = Inmunodeficiencias/cancer
de saliva (tos, estornudo) = Ahora (NHS): Embarazo

= Alta contagiosidad
= Mortalidad: 0.5-0.8 %
(gripe: 0.02-0.05%)



PROGRESION DE
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Marzo 2020:

= En casos que la neumonia
progresaba a insuficiencia
respiratoria: ventilacion

mecanica e i W70

Figure 2. Microthrombi in the Interalveolar Septa
- ARDS g ofalung from a Patient Who Died from Covid-19.
I IV LCTIUTILLD
Ay © Annals of Intensive Care = Microtrombosis: CID, lleaa al
The NEW ENGLAND JOURNAL of MEDICINE

Caution abou

and mechanii
Martin J. Tobin’, Franco Laghi a ORIGI NAL ARTICLE -—
_V,
Th Pulmonary Vascular Endothelialitis,

Thrombosis, and Angiogenesis in Covid-19 as

aulliciiialil i IICDUU

Pulmonary fibrosis secondary to COVID-19: acalltoarms? @ ®



Receptores en alvéolos,
corazon, Vasos
sanguineos, intestinos, y
rinones

= Inflamacion y apoptosis
de vasos sanguineos y
epitelios, causando su
disfuncion de la
microvasculatura
(endoteliitis)

www.thelancet.com Published online April 17, 2020 https://doi.org/10.1016/50140-6736(20)30937-5

Sheffield Children’s Y2 &Y

NHS Foundation Trust

(A, B) Electron microscopy of kidney tissue shows viral inclusion bodies in a peritubular space and viral particles
in endothelial cells of the glomerular capillary loops. Aggregates of viral particles (arrow) appear with dense
circular surface and lucid centre. The asterisk in panel B marks peritubular space consistent with capillary
containing viral particles. The inset in panel B shows the glomerular basement membrane with endothelial cell
and aviral particle (arrow; about 150 nm in diameter). (C) Small bowel resection specimen of patient 3,

stained with haematoxylin and eosin. Arrows point to dominant mononuclear cell infiltrates within the intima
along the lumen of many vessels. The inset of panel C shows an immunohistochemical staining of caspase 3in
small bowel specimens from serial section of tissue described in panel D. Staining patterns were consistent with
apoptosis of endothelial cells and mononuclear cells observed in the haematoxylin-eosin-stained sections,
indicating that apoptosis is induced in a substantial proportion of these cells. (D) Post-mortem lung specimen
stained with haematoxylin and eosin showed thickened lung septa, including a large arterial vessel with
mononuclear and neutrophilicinfiltration (arrow in upper inset). The lower inset shows an
immunohistochemical staining of caspase 3 on the same lung specimen; these staining pattems were
consistent with apoptosis of endothelial cells and mononuclear cells observed in the haematoxylin-eosin-
stained sections. COVID-19=coronavirus disease 2019.



COVID-19 : VASOS SANGUINEQS e I

Journal of Z
. Clinical Medicine MDPI

=

Review

Hypertension, Thrombosis, Kidney Failure,

and Diabetes: Is COVID-19 an Endothelial Disease?
A Comprehensive Fvaluation of Clinical and

Basic Evidence 11 May 2020

SARS-CoV-2 &t &

Spike (S) protein

4

avY
o A
b \ :!%‘\
SARS-CoV-2 4, Anti-Spike
»Y Protein
4 Antibody
Cell membrane
Transmembrane ACE-2

& Infection

https://www.biocompare.com/Editorial-Articles/563489-SARS-CoV-2-Molecular-Targets/
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Post-mortem findings in myocardial tissue: Presence of vascular changes without
lymphocytic myocarditis. Star; accumulation of intravascular mononuclear cells. Inset:
Minimal heart endotheliiis with scattered lymphocytes beneath the endothelium

(arrows). Hematoxylin-gosin staining Original magnification, X400

Supplement to: Varga Z, Flammer A, Steiger P, et al. Endothelial cell infection and FURIN
endotheliitis in COVID-19. Lancet 2020; published online April 17. http://dx.doi.org/

10.1016/50140-6736(20)30937-5.

Figure 2: Potential mechanisms of vascular damage and brain entry of SARS-CoV-2:
Circulating virus, cytokines, DAMPs and PAMPs could act on endothelial cells leading to
inflammation and opening of the BBB. Once in the perivascular space and these factors could
induce inflammation in vascular mural cells and brain resident myeloid cells (microglia and
macrophages). The resulting cytokine production could affect neuron neuronal function leading
to the cytokine sickness, a potential cause of encephalopathy in COVID-19.

SNC: 30% casos (85% en pacientes con
syndrome de distress respiratorio
agudo)
- Perdida del olfato
- Dolor de cabeza
- Encefalopatia, cansancio,
somnolencia
- Confusion
ACV (6% casos graves)
RECEPTORES DE ACCESO SNC:
ACE2, BASIGIN (BSG; CD147) (Wang
et al., 2020b); NEUROPILIN-1 (NRP1)
(Cantuti- Castelvetri et al., 2020).
Proseasas que facilitan la entrada y
replicacion viral en el cerebro:
TMPRSS11A/B, catepsinBy L, vy

Effects of COVID-19 on the nervous system
Costantino ladecola, Josef Anrather, Hooman Kamel




Niveles bajos de SARS-
COVZ2 en el CSF (niveles
bajos) en pacientes que
tuvieron encefalopatia
Otros estudios lo
desmienten

Posibles rutas de ingreso

Nervio olfatorio
Barrera hemato-
encefalica

Sheffield Children’s Y2 &Y

NHS Foundation Trust
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EMBARAZO
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Marzo 2020

= No hay transmision
vertical

= No hay riesgo

= Wuhan: ningun caso

= > Incidencia hipertension
(pre-eclampsia)

= 30 abril: embarazada + di6
a luz (19 semanas de
gestacion). Placenta
infectada pero no el bebé.

Mayo 2020

= 5 Mayo Univ Yale:
embarazada Covid-19,
hipertension asociada al
embarazo y trastornos de
la coagulacion que la hizo
desarrollar una coagulacion
Intravascular diseminada.
Aborto. Virus en placenta y
en el corddn (no en el
bebe). Virus en la células
placentarias (IHC + ME)

* Importante componente
inmunologico



EMBARAZO
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12 Mayo: UKOSS: UK Obstetric
Surveillance System

427 embarazadas COVID-19 (Mar-Abr)
Factores de riesgo: edad materna (> 35
anos), BAME, obesidad, preexistencias
(diabetes, hipertension o asma)

El curso clinico de las embarazadas no
fue mas grave

Pocas fallecieron

Incidencia internacién: 4.9 casos / 1000
embarazadas

Mortalidad se estima 1/ 18,000
embarazadas.

12/427 (5%) bebés nacieron infectados
por COVID-19

6/ 12 recién nacidos antes de las 12
horas de vida

> bebes no se infectaron

> 12 bebes fueron dados de alta
rapidamente o tuvo alguna
complicacion menor

12 Mayo: se publica deteccidon de
anticuerpos a las 2 horas de vida en
un bebe nacido en Wuhan

14 Mayo: Bérgamo (Italia): presencia
de virus en 2/22 RN en madre +. El
virus se localizo en el trofoblasto de
la placenta. No asi en los 20 RN
negativos

Junio: Universidad de Chicago: 16
embarazadas COVID-19 +. Placenta:
cambios de pre-eclampsia e
insuficiencia vascular

Esto sugiere que la transmision
vertical PUEDE ser posible

umbilical cord

chorionic villi

blood vessels Intervillous space



5 MAYO:
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Maternal
blood vessels
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Marzo 2020. Abril/Mayo 2020
= Transmiten pero no se enferman = Enfermedad de Kawasaki-
= No tienen sintomas atipica

= Son cruciales para transmitir la Sindrome toxico

infeccion (“super spreaders”)

ABRIL:

= 33 RN COVID-19 positivos

funcion hepatica, troponina)
Productos de inflamacion
(citoquinas)

= Alteracion de la coagulacion
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< (b1
Review

Hypertension, Thrombosis, Kidney Failure,

and Diabetes: Is COVID-19 an Endothelial Disease?

A Comprehensive Evaluation of Clinical and
Basic Evidence

VIRAL -
INFECTION pan; TORMENTA
| DE
CITOQUINAS

Asymptomatic, Cough, Flu-like symptoms, Fever, Gl, Dyspnea,

Lymphopenia, P D-Dimer, CRP, P Troponin, 1BNP, 4

Figure 3. Clinical course of COVID-19 patients. Two main overlapping phases constitute the key
pathogenic events in COVID-19: the acute phase represented by viral infection, followed by the

immune/inflammatory response. Common clinical and laboratory findings are reported within the
arrows at the bottom of the figure.



CcoviD-12

RCPCH Sheffield Children’s N2

Royal College of .
Paediatrics and Child Health NHS Foundation Trust

Leading the way in Childrent ffealth

Guidance: Paediatric multisystem inflammatory
syndrome temporally associated with COVID-19

Case definition:

1. A child presenting with persistent fever, inflammation (neutrophilia, elevated CRP
and lymphopaenia) and evidence of single or multi-organ dysfunction (shock, cardiac,
respiratory, renal, gastrointestinal or neurological disorder) with additional features (see
listed in Appendix 1). This may include children fulfilling full or partial criteria for Kawasaki
disease.

2. Exclusion of any other microbial cause, including bacterial sepsis, staphylococcal or
streptococcal shock syndromes, infections associated with myocarditis such as enterovirus
(waiting for results of these investigations should not delay seeking expert advice).

3. SARS-CoV-2 PCR testing may be positive or negative

All stable children should be discussed as soon as possible with specialist services to
ensure prompt treatment (paediatric infectious disease / cardiology / rheumatology*).
There should be a low threshold for referral to Paediatric Intensive Care using normal
pathways.



Laboratory

CLINICAY LABORATORIO

All:
Abnormal Fibrinogen
Absence of potential causative
Clinical organisms (other than SARS-CoV-2)
High CRP
All: - High D-Dimers
; High ferritin
Persistent fever >38.5°C Hypoalbuminaemia
Most: Imaging and ECG - Lymphopenia
Neutrophilia in most — normal
Oxygen requirement - Echo and ECG - myocarditis, neutrophils in some
Hypotension valvulitis, pericardial effusion,
coronary artery dilatation SRINES
some: CXR - patchy symmetrical infiltrates, Acute kidney injury
Abdominal pain pleural effusion . Apaemia
Confusion - Abdo USS - colitis, ileitis, . Coagulopathy
Conjunctivitis lymphadenopathy, ascites, . High IL-10 (if available)*
Sl hepatosplenomegaly . High IL-6 (if available)*
Diarrhoea . CT chest - as for CXR - may . Neutrophilia
Headache demonstrate coronary artery . Proteinuria
L SRy abnormalities if with contrast . Raised CK
Mucus membrane changes ST
E:;:: Seling - Raised triglycerides
Resp symptoms s - Raised troponin
Sore throat .‘RCPCH - Throm bc?q./t‘openia
Swollen hands and feet oot - Transaminitis
Syncope ondng te way i Chilhon: et
Vomiting Guidance: Paediatric multisystem inflammatory *These assays are not widely available. CRP

syndrome temporally associated with COVID-19 can be used as a surrogate marker for IL-6.
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= Nifos con enfermedad inflamatoria multi-
sistemica (MIS-C) tienen un perfil
inmunoldgico peculiar

= Brodin et al (Karolinska Institute en Estocolmo)
estudiaron 13 ninos con MIS-C, 28 nifos con
Enfermedad de Kawasaki y 41con COVID-19
leve (C. R. Consiglio et al
Cell https://doi.org/d8fh; 2020). En
comparacion con los nifios con enfermedad de
Kawasaki, los que tenian MIS-C tenian niveles
mas bajos de una sustancia inmune llamada IL-
17A, implicada en inflamacion y trastornos
autoinmunes

= Estos nifios con MIS-C no desarrollan
anticuerpos contra dos de los coronavirus que
causan resfrio habitualmente



https://doi.org/d8fh

Sheffield Children’s Y2 &Y
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> riesgo: obesos, condiciones de
neurodesarrollo, insuficiencia respiratoria cronica
96% ninos en china : enfermedad leve o

moderada
< 3%: enfermedad grave con distrés respiratorio

< 1% muy graves
Casos de Guillian-Barre descriptos:

neurotropismo




INCIDENCIA DE INFECCION EN

NINOS ASINTOMATICOS
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Figure 2. Association of Severe Acute Respiratory Syndrome Coronavirus 2 Prevalence in Children Without Symptoms

With Weekly Incidence of Coronavirus Disease 2019 in General Populations

El Weekly incidence in the general population and asymptomatic infection
in children
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A, The weekly incidence of coronavirus disease 2019 infection in the general
population and asymptomatic pediatric prevalence for 25 combined statistical
areas (CSAs) is plotted here. The line of best fit (black solid line) and 95% Cls
(dashed lines) are shown. Linear regression resulted in an unstandardized
coefficient (B) of 1.07 (95% Cl, 0.60-1.54; P < .001). Of the variation in the data,
49% was explained by the model. Equation of best-fit line: asymptomatic
pediatric prevalence was equal to 1.07 x (Johns Hopkins University weekly
incidence) + 0.23. B, For 11 CSAs (n = 15 612 children), prevalence values in
asymptomatic pediatric populations were available for defined periods in June

and July 2020 (as specified in Figure 1). Using the regression model generated
in Figure 2A, we calculated prevalence values in asymptomatic pediatric
populations from the Johns Hopkins University weekly incidence for each of the
CSAs over those periods and compared them with the actual measured
asymptomatic pediatric prevalence values. The gray dashed line indicates a
perfect match between calculated and actual prevalence values. Error bars
indicate the 95% Cls surrounding the actual measured prevalence values by
binomial exact calculation.



SECUELAS A CORTO Y LARGO

ffield Children’s [A'/zAY

PLAZO: RESPIRATORIAS

= Se estima en 30%

= > reduccidn de transferencia de Oxigeno

= Tos cronica, fibrosis pulmonar, bronquiectasias,
tromboembolismo y secuelas vasculares en pulmon

= Seguimiento clinico : radiografia y medicion de la
saturacion de oxigeno regularmente (cada 3 meses).
Mas investigaciones en casos mas complicados

= Equipo multidisciplinario: médicos, fisioterapeuta,
psicologos




NEUROLOGICAS Sheffield Children’s NI

NHS Foundation Trust

= De encefalitis, meningitis, = Laincidencia de anosmia

hemorragia, anosmia, parece depender de la
ACV edad (> a > edad)

= Encefalomielitis aguda = Correlaciona con niveles
diseminada de receptores ACE2 en

= Encefalopatia mucosa nasal de acuerdo
necrotizante hemorragica a edad

= Neuropatia periférica tipo
Guillain-Barre AGE-DEPENDENT SENSORY IMPAIRMENT IN

COVID-192 INFECTION AND ITS CORRELATION
WITH ACE2 EXPRESSION

Ido Somelkh, MD,* 1 Husam Yakub Hanna, MD, 7, [
Eli Heller, MD,§ Haim Bibi, MD, 7, and Eli Somekh, MDY,

(mecanismo inmune)

The Pediatric Infectious Disease Journal ® Volume 39, Number 9, September 2020
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S 1 AGE-DEPENDENT SENSORY IMPAIRMENT IN
I COVID-19 INFECTION AND ITS CORRELATION

WITH ACE2 EXPRESSION
° 5-10 ' 11-17 ' 18-25 ' 26-50 ' Ido Somekh, MD,* 1 Husam Yakub Hanna, MD, ¥,
Eli Heller, MD,§ Haim Bibi, MD, 7, and Eli Somekh, MD7,

Age (Years)

Table 1. Characterization of Sensory Dysfunction in Persons with COVID-19,

#*Scoring of 0-2 was attributed to each sense: smell and taste: 0 represented no loss of sense; 1, mild loss; and 2,
complete loss.
1 =Significant difference between groups (P = 0.005).
bSignificant different between groups (P = 0.038).

c 6 by Age

2

m 5 Age (years) 5-11 11-17 18-25 26-50 Overall
(]

E. No. of COVID-19-positive patients 11 20 12 30 73

5 4 Patients with altered taste/smell 0 8 G 24 37

w Percent affected 0 40 50 80 51
Q>J 3 Total group score* 0/44 17/80 15/48 73/120 105/292
= Average group score* 0*  0.85+1.18* 1.25+1.54> 243+1.61° 1.44+1.62
% 2 Significant difference between adults (=18 years) and pediatric patients (5-17 years; P < 0.0001).

L .

o

Ll

(@]

<L

4-9 1017 18-24 >25

Age (Years) Esto podria explicar la relacion entre el
FIG. 1. Correlation between clinical scores and ACE2 expres- menor numero de receptores ACEZ en

sion. A: Taste and smell impairment scores according to age

groups (scoring of 0-2 was attributed to each sense: smell Ia nasofa ringe de |OS niﬁos y que estos

and taste: 0 indicates no loss of sense, 1, mild loss, and 2, ,

complete loss). B: Relative expression of ACE2 in nasal epi- tengan menos sintomas o estos NnoO sean
thelium among the different age groups (based and inferred

from data reported by Bunyavanich et al). For calculation graves.

of relative expression, logarithmic values were converted to

actual numbers. Correlation between A and B sets of points:

0.95 (Pearson’s correlation coefficient, P = 0.05).



SALUD MENTAL Sheffield Children's [ZE3

= En la terapia intensiva: = Posiblemente también:
delirio: 80% en pacientes parkinsonismo, demencia
ventilados = No requiere la infeccion

= Estrés, ansiedad, directa del SNC.
depresion, alcoholismo, = Podria ser por mediacion
uso indebido de drogas, de sustancia inflamatorias y
suicidios y autoagresion elevacion de las citoquinas

= Atrofia del hipocampo y
More Than Half Who Lost a Job or Income Say . .,
the Coronavirus Crisis is Harming Their Mental Health d ete 'oro Cog N |t|VO

Share who say worry and stress is having
a negative impact on their mental health
1. Check in -
@ on friends
72 Listen and reflect @ @
of those who have of those who have not
lost job or income lost job or income 3 z
¥ Ask questions



ACTIVIDAD FISICA AYUDA A MEJORAR LA SALUD MENTAL

DURANTE LA EPIDEMIA DE COVID-19

= Reduce el estrés y la ansiedad,
previene la obesidad, mejora
el Sistema inmune, mejora el
sueno 1 [

= Mejora la salud mental o N

= Sugerencias de la American
Heart Association: A

v" Con la familia )

v Caminatas, ciclismo, correr
(runners), hiking

v On-line con streaming

o
t k

Increased

/ Positive social activity,

! distractions |
3




SCH: 144 ANOS DE HISTORIA st chicrers ITEE

sheffield Childre

Welcome to

Sheffield Children's
Hospital

m o

% Q
""m iy,

*”I"*& o‘l* l‘ |
1 i
"* '4' lu' " g |




LA ESPERANZA: TESTEO Y RASTREO Sheffield Children's {21

NHS Foundation Trust

TEST: DnaNudge

= Abril: Nuevo y novedoso método

= Profesor Toumazou, Ingenieria Biomecanica Imperial
College Cambridge/Oxford/Gobierno

= Team: Ingenieria biomecanica, quimica de micro fluidos,
circuitos electronicos y tecnologia de los smartphones

= Epidemiologos, virdlogos, clinicos, etc.

= Transcripcion reversa de la reaccion en cadena de polimerasa (RT-PCR)

= Ensaliva

= Tarda solo 90 minutos

= No requiere de laboratorio

= Testea COVID-19, virus de la gripe Ay By el Virus sincitial

respiratorio

= 98% sensibilidad y 100% especificidad

= Validado en 8 hospitales de Londres Cartuchos d impresora

= 3 Agosto: aprobado

= Gridion: 15,000 pruebas/dia

= Tests en escuelas, shopping centers, aeropuertos, etc. : on the spot

= Bajo costo : 5.8 millones de kits en el NHS para setiembre




Otro similar.... sheffield Children’s [NZ&3

NHS Foundation Trust

LamPORETM 2:;;32?3 1‘c(l)tgtection

GridlON MinlON MkiC MinION Mk1B
MinlON and GridlON work A desktop sequencer that can A fully connected A stapler-sized, portable
with the same consumable run 5 times as many flow cells sequencer, screen, DNA/RNA sequencer that is
‘flow cell’. as a MinlON. computer: portable. used with a laptop/IT accessory.
» Capacity of 5,760 samples e LamPORE on MinlON can run up to 96 samples in just
in 4-5 hours over an hour; suitable for rapid-response analyses.
» Oxford Nanopore is planning « With more barcodes it can also run as many as 1,152
to deploy LamPORE for samples in around 4-5 hours
CO\(ID—jQ ina.regalared « MinlON Mk1C is intended for future regulated test
setting initially on GridlON subject to relevant approvals
 LamPORE can be deployed on MinlON Mk1B/Mk1C for
research use




COMO FUNCIONA DnaNudge
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CUT AND DETECT

Some tests in development use the precision of the
gene-editing technigque CRISPR to detect viral
material. First, any viral RNA is amplified, for
example using LAMP (see ‘Loop the loop’). Then a
CRISPR-associated protein is added along with some
free strands of ‘reporter’ RNA. If viral genetic
material is found, the CRISPR protein cuts a reporter
RNA, generating a fluorescent signal.

Amplified
viral RNA

CRISPR
protein
‘ Repaorter
Virus-specific RNA
RNA guide

CRISPR protein
cuts reporter RNA
Viral RNA @)

binds to /’
guide \\_'
| o
Fluorescent
tag activatec
Testing positive

Fluorescence can be detected by a computer, or the
reporter RNA can be coupled with a molecule that
produces a band on a dipstick, like a pregnancy test.

#—— Control
#—— Positive

Analizador:
- NudgeBox

Tasting positive

A computer measures the
fluorescant signal, flagging
the presence of virus. PCR
tests can ba up to 100%
accurate, but they take

1-4 hours to perform and
need specialized agquipment.

808 | Mature | Vol 583 | 23 July zozo



Safety and immunogenicity of the ChAdOx1 nCoV-19
vaccine against SARS-CoV-2: a preliminary report of
a phase 1/2, single-blind, randomised controlled trial

S JOAN0)

CrosMatk

ChAdOx1: VACUNA DE OXFORD

Pedro M Folegatti®, Katie | Ewer*, Parvinder K Aley, Brian Angus, Stephan Becker, Sandra Belij-Rammerstorfer, Duncan Bellamy, Sagida Bibi, m

Mustapha Bittaye, Elizabeth A Clutterbuck, Christina Dold, Saul N Faust, Adam Finn, Amy L Flaxman, Bassam Hallis, Paul Heath, Daniel Jenkin,

Fase Il: 1077 voluntarios

2 grupos: A: SARS-CoV-2

B: Vacuna del meningococo (controles)
14 dias: Inmunidad celular (Linfocitos T): memoria
inmunoldgica

RajekaLazarus, Rebecca Makinson, Angela M Minassian, Katrina M Pollock, Maheshi Ramasamy, Hannah Robinson, Matthew Snape,
Richard Tarrant, Merryn Voysey, Catherine Green*, Alexander D Douglas*, AdrianV S Hill*, Teresa Lambe*, Sarah C Gilbert*, Andrew | Pollard*,
on behalf of the Oxford COVID Vaccine Trial Groupt

Vacunas contra COVID-19

Los 3 proyectos mas alentadores

— —
o

2 3
- . : . 0/ 1 d M Laboratorio Pfizer El laboratorio Moderna Instituto Jenner,
28 dias: Inmunidad humoral: en 91 % con 0SIs Y BloNTech St Uriversidad de Oxford
( con AstraZeneca
o . 5?12.?;‘;?..‘;’)‘“’“ z EEUL) a (ReinoUnido) T8¢
en el 100% con 2 dosis = &
. . el M e Al
. que mostraron que M na codifica la anuncid kos primeros
Anticuerpos neutralizantes: IgG Siwchdlom | puemdped o dduoes
los pacientes que esjl_ahilizada, es deck»que anticuerpos y es segura. La
0 participaron del estudio. utiliza mat;:al genético opcién desarrol!ada junto
71% cefalea, temperatura, dolor muscular (tratados e [Eemmsen el
realizado en Alemania que produzcan la proteina espiga respuesta inmune en la
evalud a 60 volumarios del ootgnavims. La empresa e@ga preliminar de ensayos
con paracetamol) Sogeles | [mmeamn ) | (EEasd
publicaran a principios de anticuerpos que ya se estd realizando en

Ninguna complicacion grave

julio datos de un ensayo de
etapa Inicial en Estados
Unidos. El ensayo demostrd

neutralizaron la enfermedad.

Comenzara la fase 3 y dltima

Reino Unido, Brasil y
Sudaéfrica.

que los voluntarios que etapa de prueba de su _ La férmula, denominada
recibieron dos dosis de la vacuna contra el coronavirus, AZD1222, est4 siendo
. . vacuna produjeron el 27 de julio, sllmiactén que la elabelrxao' por O:suahneca
. 5 i en colaboracion con
Fase I I I. Se replte en + 1 O’OOO VOl u nta rIOS de U K, delvirus,s-tr;llav:;:losdel g:mﬂbi\’c}i{nglcon lc;:;::ﬁ:::aw’omy
ensayo estadounidense. : xford,
. Argentina fuis selecclonada En dicha etapa participardn :‘::'?‘r;gn’:g‘:x'eﬂo
Brasil, SA'y USA prewrhs | Gommien (o7
investigadores argentinos diferentes sitios de Estados e o e,zﬂ
. mbezﬁ:io pore‘Fetzc\":;:::%os 2;‘,,"’,3,‘£;°f’,’,§".‘;°v§§um es respueq;:ea:' inr:ujnes de
5 ON Si ? % s
Resultados en Setiembre e Smimthor S
. . . . , . enfermedades respiratorias xop:m: Infectada'con b
virales. )

La inmunidad debe persistir minimo de 6 meses = —_—
(ideal 10-12 meses) e i e
o . }Rlol;mRNAs Im encapsulado en LNP IP?AZOH nCov-19

Plataforma: Plataforma: Plataforma:
Bajo costo: < €3 :
ARN ARN Vector viral no replicante
infobae

GAVI: organizacion abocada a reunir 2000 millones
de US para vacunar a los paises en vias de desarrollo



08.09.2020 : PAUSA DEL ESTUDIO Sheffield Children's [[[zK3

NHS Foundation Trust

= Evento adverso serio
(hospitalizacion, gravedad,
o deceso)

= Obligacion de comunicar al
MHRA

= El sujeto se estaria
recuperando
favorablemente

= ?anafilaxia (1 en 1.000.000
dosis de vacuna. CDC)

= Investigacion del caso (1
voluntario del UK)




SALUD MENTAL Y COVID-19:

Contencion eqguipo de salud

Paso 1
. .

RIESGOS MIEDO 2 Iz muerte.
ANTE UNA — —
CRISIS. .. Paso 2

MIEDOQ 2 contagiar 2l circulo
intimo.
MIEDO 2 ladiscapacidad




El trabajo en equipo Yy los esfuerzos coordinados
producen los mejores resultados




MUCHAS GRACIAS... CUANDO ESTO PASE, SEPAN QUE UNA
ARGENTINA LOS ESPERA EN SHEFFIELD

Se aislaron, sacrificando 260
personas
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