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COVID-19-los cuellosde botella

* Propagacionsimilarala
influenza.
* Sininmunidad de grupo

22 =y

Transmisibilidad Severidad

| |
'

Impacto

* Mas severo en ciertas poblaciones.
* Ausencia de medidas farmacoldgicas

OMS GIP, Evaluacién de la Gravedad de Influenza Pandémica (PISA), 2017




Gestionar el aumento
potencial de los casos por
COVID-19

* No existen tratamientos
comprobados

* No existe una vacuna
Limitacion de la transmision

Continuar brindando
servicios esenciales para los
EIER

El Desafio Fundamental




Globally, as of 2:00am CEST, 16 April 2020, there have been 1,995,983
confirmed cases of COVID-19, including 131,037 deaths, reported to WH(
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¢ Quien esta en mayor riesgo de

complicaciones?

Distribucion por edad de pacientes - i :
confirmados y muertes por COVID-19, cocnodr::‘:ilfr::gzlg;% c:er)‘(gge\?ltg_sldge_paé:rl‘(ie;\;ces

China

Condicion Casos confirmados Muertes ‘ Tasa de letalidad

Edad (afios) Casos confirmados Muertes Tasa de Letalidad
416 (0.9%) 0 (0.0%) 0.0% Hipertension 2,683 (12.8%) 161 (39.7%) 6.0%
549 (1.2%) 1{0.1%) 0-2% Diabetes 1,102 (5.3%) 80 (19.7%) 7.3%
3,619 (8.1%) 7(0.7%) 0.2% T ————
7,600 {17.0%) 18 {1.8%) 0.2% cardiovascular 873 (4.2%) 92 (22.7%) 10.5%
8,571 (19. 38 (3. 0.4
(19.2%) 3.7%) * Enfermedad
10,008 (22.4%) 130 {12.7%) 1.3% respiratoria crénica 511 (2.4%) 32 (7.9%) 6.3%
8,583 (19.2%) 309 (30.2%) 3.6% . Cuaiquiera)
ancer (cualquiera
3,918 (8.8%) 312 (30.5%) 8.0% 107 (0.5%) 6 {1.5%) 5.6%
1,408 (3.2%) 208 (20.3%) 14.8% Ninguno 15,536 (74.0%) 133 (32.8%) 0.9%
44,672 (100.0% 1,023 (100.0% 2.3% i i
( o) ( o) o No disponible 23,690 (53.0%) 617 (60.3%) 2.6%

China CDC Semanal, 17 Febrero 2020



Experiencia Italiana (I)

1.Crear cohorte en UCls para pacientes con
COVID-19

Organizar un area de triaje donde pueda
ocurrir ventilacion mecanica mientras se
espera el diagndstico

Protocolos locales de intervencion para
identificar aquellos con sintomas
respiratoriosy obtener diagndstico

Garantizar la disponibilidad de EPP
adecuado

Reportar todo paciente positivoo
sospechoso criticamente enfermo al centro
de coordinacion regional

o —
Dpartmnt of
Pathesphryschogy nd
Transplurasion,
Uity o Milae,
Ry, i Digartimentn

Critical Care Utilization for the COVID-19 Outbreak

in Lombardy, Italy

Early Experience and Forecast During an Emergency Response

On February 20, 2020, a patient in his 305 admitied
to the intensive care unit (LI} in Codogne Hospital
{Ladi, Lombardy, |taly) tested positiwe far 2 new caro
navins, severe acute respiratory syndrome caronavi
N 2 (SARS-CaV-2), the vius that causes coronavinus
divease 2019 {COVID-F). He had a history of atypcal
PIELTIGNi that wits not TEsponcing to treatment, but
he vears ot considiened at risk for COVIDS infection.'
The positive result was immediately reported to the
Lombardy health care system and governmental
affices. During the next 24 hours. the number of
reported positive cases increased to 36, This situation
was considered 2 serious development for several rea.
sns: the patient ("patient I} was healthy and young: in
lesx than 24 hours 36 adichtional cases were identfind,
withut inks to patient | or previcusly identified posi

it would not have been feasble to allocate al crmcally

lipatients to a single COVID- 19 KL The dension was to

«cohart patientsin 15 first-respondes hub hospitals, cho-

zen because they esther had expertse in infectious ds-

ease or were part of the Venous Venous ECMO Respi
ratory Falure Network (RESPRA).

The identified hospitaks were requested to do the
falowing

1. Createcohort ICUs for COVID-19 patients (areas separ
rated from the rest of the ICU beds to minimize risk
of inhospital tranemission).

2 Organize 3 triage area whene patients. could receve
mecharical ventilation if mecessary in every hos pital
to suppart critically il patients with suspected
COWIDAS infection, pending the final result of diag
nastic tests.

tive cases aleeady in the country; it was not possble o 3. Establsh tr "
the source of tramsmission to spiratory symptoms, b test them rpidly, and, de-

Errgnealvgeds  patient 2t the time; and, Twasinthe pendingor
f‘me“ KL and there wene already 36 cases by day 2. chances propriate cobort.

were that a chester of unknown 4. Ensure that adequate personal protective equip
by by, and aciditional spread wars iy mentt (PPE) for health persconel is available, with the
P ©n Febnuary 21, anemengency task force was formed arganization of adequate supply and distribution
MariteGeceonl MD by g Government of Los authart along with ing of all nisk
[ —
] Sspr— of contagicn.

Herrarsta azare,
i 1.

prowides 2 summary of the response of the COVIDS
Lombardy 1L netwark and a forecast of estimated
1L demand cwer the coming weeks (prajected to
March 201, 2000).

Setting the Priarities and the Initial Response
In Loenbardy, the precrisis total ICU capacity was ap-
proimately 720 beds (2% of tatal hospital beds at 2
total of 74 hospitals); these I0Us wsalhy have B5% to
0% occupancy during the winter months.

The mission af the COVIDAS Lombardy ICU Net
work wirs to coordinate the itical cane resparese to the
outbreak. T top priorities were identified: increasing

5. Repart every positive or suspected critically ill
COWID-13 patient tothe regicnal cocedinating conter.
In additicn., to quickly make avalable ICU beds
and available persornel, nonurgent procedures were
canceled and anatier 200 1CU beds were made avai
able and staffed in the follawing 10 days. In total, aver
the first 18 days, the netwark created 452 ICU beds
reacty for patients

Containment Measures

ment
measures in the initial duster by guarantine of several
RWTS inan atempt toslow s tarsmission. In the sec

surge ICU capacity and fioe
contairment.

Increasing 10U Surge Capacity

The recognition that this outbruak likely occumed via
comemunity spread suggested that 2 large rumber of
COMD- tinthe

regior. This prediction proved cormect in the follawing
days. Basad onthe assumption that sscondary trans

and even with contain
ment mes: vealth authorit & establich

ord week, During this time, the
Ky ki

suchas reinforang pu mezares
of puarartine and sef.isalation, to comtain the vinus.

0L Adimissians Over the First 2 Weeks

These veas an immediate shar increase in IC) adimis:
‘ions from day | 4o day 14, The increse was steady and
consistent. Publicly available data indicate that |1 ad
missionz (n = $56) represented 16% of all patients
=34 positive for CONID-19. As ofMarch

ing. it was assumed that many new cases of COVIDS
would ocou. possibly in the hundreds or thousands of
individuals. Thus, assuming a &% KL admission rate,

7. the cument total numbser of patients with COMIDAS
occupyingan KL bed in = 355} represents 16% of cur.
rently hosprtalzed patients with COVID-19 (n = 2217}

INMA, b crie Masch T3, 020

© 2020 Amarioan Modical Association. AN rights resorved.

https://jamanetwork.com/journals/jama/full

article/2763188
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Experiencia Italiana (I)

D1-D14: aumento inmediato de
admisiones en la UCI

1.Constantey exponencial

1.12% del total identificado por
COVID-19 + pacientes

1.16% de todas las admisiones
por COVID-19

1.Saturaciontempranadela
capacidad de laboratorio

1.Necesidad de redes regionales
de UCI

Uity o Milae,
Ry, i Digartimentn

Critical Care Utilization for the COVID-19 Outbreak

in Lombardy, Italy

Early Experience and Forecast During an Emergency Response

On February 20, 2020, a patient in his. 305 admitted
to the intensive care unit (ICLI) in Codogne Hospital
{Lad, Lombardy, 1taly) tested positive for 2 new coro.
nareins, Severe acute respiratory syndrome coronavi
s 2 (SARS-CaV-2), the virus that causes coronavirus
divease 2019 {COVID-F). He had a history of atypcal
PIELTIGNi that wits not TEsponcing to treatment, but
he was not considened at risk for COWIDAS infection.’
The pesitive result was immediatety reported to the
Lombardy health care system and governmental
affices. During the next 24 hours., the number of

[EEEnE——y
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reported p 36, This siuation
was considered 3 serious development for several rea
sons: the patient ("patient ) was healthy and young: in
less than 34 hours, 36 addtional czses were ident ind,
withoast inks to patient 1 or previcusly identified pasi

it would not have been feasble to allocate al crmcally
lipatients to a single COVID- 19 KL The dension was to
cohaort patientsin 15 first-responder hub hospitals, cho-
zen because they esther had expertse in infectious ds-
ase or were: part of the Yenous Venous ECMO Respi
ratory Falure Network (RESPRA).

haspitats wene

folowing,

1. Createcohort KCLs for COVID-19 patients (s sepa
rated from the rest af the L beds to minimize risk
of in-haspital tramsmission).

2. Organize a triage area where patients. could receive
miecharical wentilation if necessary inevery hospital
to suppart critically il patients with suspected
COWIDA1S infction, pending the final result of diag:
nastic tests.

& srseusais tive cases aleeady in the country; it was not possble o 3. Establsh tr re-
the source of tramsmission to spiratory sympitome, to test them rapidly, and, de-

Emurgmneslbgsa  patient 1 at the time: and, Twasinthe pendingor
Fondarions ICES i .
P " KLl and there were already 36 cases by day 2, chances propriate cobrt

were that a chester of unknown 4. Ensure that adeguate personal protective equip-
b tahy. and aciditional spread wars kely. ment (#PE) for health perscnel s avallable, with the
e — O February 21, anemengency task force was formed organization of adequate supply and distribution
rerTr—)
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Supelemental
centam

Enmeiponding

bythe Government of Loenbardy and local health authari

prowides 2 summary of the response of the COVIDS
Lombardy 1L netwark and a forecast of estimated
1L demand cwer the coming weeks (prajected to
March 201, 2000).

Setting the Priarities and the Initial Response
In Loenbardy, the precrisis total ICU capacity was ap-
proimately 720 beds (2% of tatal hospital beds at 2
total of 74 hospitals); these I0Us wsalhy have B5% to
0% occupancy during the winter months.

The mission af the COVIDAS Lombardy ICU Net
work wirs to coordinate the itical cane resparese to the
outbreak. T top priorities were identified: increasing

along with adequate training of all personnel at risk

of contagion.
5. Repart every positive or suspected critically ill

COWID-13 patient tothe regicnal cocedinating conter.

In additicn., to quickly make avalable ICU beds

and available persornel, nonurgent procedures were
canceled and anatier 200 1CU beds were made avai
able and staffed in the follawing 10 days. In total, aver
the first 18 days, the netwark created 452 ICU beds
reacty for patients

Containment Measures

ment
measures in the initial duster by guaranting of several
RWTS inan atempt toslow s tarsmission. In the sec

surge ICU capacity and fioe
contairment.

Increasing 10U Surge Capacity

The recognition that this outbruak likely occumed via
comemunity spread suggested that 2 large rumber of
COMD- tinthe
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0L Adimissians Over the First 2 Weeks

These veas an immediate shar increase in IC) adimis:
‘ions from day | 4o day 14, The increse was steady and
consistent. Publicly available data indicate that |1 ad
missionz (n = $56) represented 16% of all patients

ment mes: vealth authorit eestablich.  in = 34] for COMID-H. s cflarch
ing. it was assumed that many new cases of COVIDNS 7 the cument total numbser of patients with COVIDAS
would acour, possibly in thousands of KoLl bed {n = ks 169 af cur.

individuals. Thus, assuming a &% KL admission rate,

rently hospitakzed patients with COVID-H in = 2217

INMA, b crie Masch T3, 020
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article/2763188
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Experienciaen E.E.U.U. - Hospitalizacion

TABLE. Hospitalization, intensive care unit (ICU) admission, and case-
fatality percentages for reported COVID-19 cases, by age group —

United States, February 12-March 16, 2020

[H}i-

Age group (yrs)

(no. of cases) Hospitalization |ICU admission  Case-fatality
0-192(123) 1.6-2.5 0 0
20-44 (705) 14.3-20.8 2.0-4.2 0.1-0.2
45-54 (429 21.2-28.3 54-104 0.5-0.8
55-64 (429) 20.5-30.1 47-11.2 1.4-2.6
65-74 (409) 286435 B.1-18.8 2749
75-84 (2100 30.5-58.7 10.5-31.0 4.3-10.5
=85 (144) 31.3-70.3 £.3-29.0 104-27.3
Total (2,449) 20.7-31.4 4.9-11.5 1.8-3.4

* Lower bound of range = number of persons hospitalized, admitted to ICL, or
who died among total in age group: upper bound of range = number of
persons hospitalized, admitted to ICU, or who died among total in age group

with known hospitalization status, ICU admission status, or death.

https://www.cdc.gov/mmwr/volumes/69/wr/pdfs/mm6912e2-H.pdf

Severe Qutcomes Among Patients with Coronavirus Disease 2019 (COVID-19) —
United 5tates, February 12-March 16, 2020

COC OOVID- 19 Reperns Tam

O Marck 18, 2020, sbts repory wir posen s an MMWH By
Redzgzsr om sbe MMWE wedsite (hapr o ca prorfmmu),

Glohally, approximarsly 170,000 confirmed cases of oo
mavirus disege 2009 (OOVID-19) cmsed by the 2019 novel
coronavirus (SARSCoV-2) have been reported, induding an
estimated 7,000 deathes in approximately 150 countries ().
On March 11, 2020, the World Health Orpanization dedared
the COVID-19 owtheesk a pandemic (7). Data from China
have indicated that older aduls, panicdardy those with seri-
oz underlyimg health conditions, are at higher risk for ssvene
COVID-19associzied dllness and death than are youmger
persoas (F). Although the magority of spomed COVID-19
cases im China were mild (81%), approximarely 80% of deaths
ooourred among adulis aped 60 years: only one (0U1%)
dearh coruresd in a person aped <19 vears (31 In this repost,
CONVIE 19 cses in the United Sraves that cooureed during
February 12-March 16, 2000 amd severity of disease (hospi-
talizaiton, admission o intensive care unit [ICU], and deach)
were analyzed by ape proup. As of March 16, atowal of 4,225
CONVIE 19 cases in the Usited Siaies had been eeponed to
CIC, with multiple cases reporied among older adulis lving
i bonp-term care facilivies (). Owerall, 31% of cases, 5% of
hospitalizations, 53% of ICL) admisions, and B0% of deaths
asnciated with OOVIDL 10 were among adlts aped =65 years
with the highest pesceniape of sevese outcomes among: persons
apged =85 years. :: mo ICL ad deaths were:
reported amang persons apsd <19 year Similar o repons from
other coumtris, this finding suppests thar the risk for serious
disezse and death from COVITL LS is higher inolder ape proups.

Data from cases eeponied from 49 saes, the Disrior of
Celumbia, and these ULS. territories (5] o CDC during
February 12-March 16 wese analyred. Cases among persons
repatriated 1o the United Sates from Wohan, China and from
Japan {indding patients reparriated from cruise ships) wene
excluded. States amd jurisdictions volustarily reporied daia
oa laboratory-coafirmed cxes of OOVID-19 using previ-
ously developed data collection forms {8). The cases described
im this report indude both COOVID-19 mses confirmed by
state or locl public health laboramories 25 well 2x those with
a positive test at the state or locl public heahh laboratories
and confirmation at CIMC. Mo dam on serious underlying
health conditions wese available. DMtz on these @ses ane
preliminary amd are missing. for some key characteristios of

imeresz, induding hospitalization sanes (1,514), CLU admis-
sion (2,253, demth (2,001, and age (385). Bemuse of these
missing dara, the percemages of hospitalizations, FCL admis-
sions, and deaths (cse-fmElity percemages) were estimaied as
a range. The kower bound of these percenmpes was estimated
by msing all cases within each age prowp as denomimatons. The
omesponding wpper bound of these percentapss was esimaned
by msing only cases with known informatios on each cutcome
a5 denoaminators.

Asof March 16, a total of 4,236 COYID-19 cses had been
reported in the United States, with reports increasing oo 500
oo more cases per day bepinming March 14 (Figuse 1), Amang
1449 patients with known ape, 6% were aped =85, 158
were aped 6584 years, 18% each wese aped 5554 years and
4554 years, amd 20% wepe aped 2044 years (Figure Z). Only
% of cases ooourmed in persons aged 0-19 years.

Amang 508 [12%) patients known to have been bespitalioed,
O were aped =85 years, 36% wepe aped 6584 yeams, 179%
wereaped 5564 years, 18% wese 45-54 pears, and 20% were
aped 2044 years. Lesx than 1% of hospiral imtioss wer amang
persns aped 19 years (Figuse I). The percentage of persons
ecepitalized increased with age, from 2% 3% amang parsans
apged <19 years, to 231% amonp aduls aped =85 years. (Tahle).

Among 121 patients known o have been admitted 0 am
ICU, 7% of cases wese repored among adulis =B85 years,
4% amoag adults aped 6384 yeam, 36% amonp adulis
apged 45-64 years, and 12% amonp adults aped 2044 yearms
(Fipure ). Mo 1CL admisioss wese reported among persons
aped <19 years. Percenmpes of oL admissions were lowst
among adules aged 2044 years (2%—4%:) and highes amaong
aduls aped 7584 years {11%-31%) (Table).

Among 44 cses with known oucome, 15 (34%) deaths
were reported among adults aged 85 years, 20 (46%) among
adults aped 5584 years, and mine (2096} among adults aped
054 years. Case-fanlity percentapes increased with incressing
ape, from no deaths reported among persons aged <19 years to
highest percencapes {10%-27%:) among adubs aped 285 years
{Table) (Figuare ).

Discussion

Simce Febnaary 12, 4,206 COVID- 19 cases were reponed in
the Unived Stares; 31% of cases, 45% of hospitalizmtions, 3%
of HCL admissions, and BD%: of deaths cooumed amang adults

LS Department of Health and Human Servi o enten for Disaes Control ard Provention NIV Mharch 37, 2000 7 Vol 29 F Mea12 0


https://www.cdc.gov/mmwr/volumes/69/wr/pdfs/mm6912e2-H.pdf

¢ Qué se puede esperar?

Espectro de Manifestaciones Clinicas de COVID-19

’K
S, !

Insuficiencia respiratoria, shock séptico

LA | 5% disfuncién/falla multiorganica
o o Critico

Disnea, RR = 30/min,
)

7 O, saturacion <93%
S/, o 2 ’
—— — 14% Severo PaO,/FiO, ratio <300, y/o pulmén

infiltrados >50% dentro de 24-48 horas

No neumonia &
casos de neumonia leve

China CDC Semanal 17 Febrero 2020




Symptoms near the time of presentation in various cohorts

Guan et al. NEIM Shi et al Lancet Yang etal, Lancet Chenetal.  Huangetal, Xuetal,
(largest cahort} [critically ill pts) BMI
Constitutional
A73/1081 (43%) 18/21 {86%) 46/52 (88%) B82/99 (B3%)  40/41(98%) 48/62 [77%)
Myalgia 164/1081 [15%) 652 (13%) 11/99 [11%)
Hesdache 150/1081 {18%) 2/21 |10%) 3/52 |6%) B/ (8% mER) /RN
Upeciespimtory | o |
Rhinatrhea 53/1081 (5% 5/21 [24%) 3/52 |6%) 4/99 (a%)
Sare throat 153/1081 [14%) 5/9% (5%)

Dysprea 205/1081 [19%) 9/21 (43%) 33/52 (64%) 1/99 (3% 22040(55%)  2/E2(3%)

Chest tightness 5/21 (24%)

Cough T45/1081 (68%) 15/21 (T1%) 40/52 (17%) 81795 (B2%) 31041 ({76%) 50/52 (81%)
370/1081 (34%) 321 14%) 11/39 (28%) 3562 (56%)

Hemaoptysis 10/1081 [1%) 2/39 (5% /62 (3%)

Gastrointestinal

Nausea/Vomiting 55/1081 [5%) 2/21{10%) /52 (a%) 1/99 (1%)

Diarrhea 42/1081 (a%) 1/21 (5% 2/99 (2%) 1/38 (3% 3/62 (&%)

The Internat Book of Celtical Cars, by @PulmCrlt



Admission laboratory pattern in patients with COVID-19

Guan et al NEJM Shi 2t al Lancet Chen ot al Lancet Huang et al. Xu et al.
(largest cohart) Lancet Bml

| WBC count 4.7 (3.5-6] 7.8{25] 7.5 (4) 6.2 [4-10.5} 4.7 (3.5-5.8)

_Plssies count 10} 213 (100) H479) WS wsnsens)

10.7-1.3) 103 0.9 {0,5) 0801 1{0.8-15]

" Hemagioin 13.4 [1215) 127 (13) 13(15) 126 (11.814) 137 128152)

| | OALT (L) 51 (25 39 (22-53) 32 (21-50) 22 (14-34)

. mqu,.’i; 4_34-11: 34 (26-48) 34 :2-5.-“4 !ﬁ-ll‘ﬂ-il]
Eirual; uM/L (normal range 5-22 ;4 (4} 15 (7] 12 1171-.1.:] o
ubd/fL)

| I:rn:l'tlnlnn [mormal range up to <80-100 B8 [15]) T8 {25) T4 (58-H8) 12 (61-84]
uha

: Prathrembin time {normal range ~12.7- 10,5 [04) 111(2) 11(10-12.4f
15.4!

§ APTT {m:rm-l range "11-3.? .-.acnrull.]- :u. .[_?-h 17111]]

j Thrombin time {normal range ~15-18.5) 32 (B}

| Fibrinogan mg/dl 192 (350}

| Mmlrimﬂl}l" (Ml range seems to E.!{:I.l} 0.5 [.5-2.8) .5 (0 3-1.3) 0.2 (0.2-0.5)
vary?)

: Creatinine kinasa B5 [51-1E4|

I_I:D_ng_ﬂni___-l_ﬂfnl_wh 250U __—HE-{:E__E_EI-_H?] ZBE [242-408) 205 (184-260}
C-Reactive Protein mg/L 61 {ad) 51 (42}

|  Pracalcitonin 0.5 In 95% patients 0.5 (1) 0.1 [0.1-0.1) 0.04 (0.03-0.06]
Erﬂl'lmqrr: sedimentation rate [ESR) 50 {23) '

Cfertn 808 (490}

Laboratory findings are generally nonspecific. Substantial devigtion from these values might argue against a diagnosis of COVID-19. However,
in mast cases, laboratory findings are unlikely to be tremendously helpful.

Thi ints=net Beok of Crrickl Cape, by @PuimCit



Curso clinico "tipico"

Bouadma L. Intensive Care Med

Typical features according to current
publications
Age Mean (SD) 55,5 (13-1), Male (68%)

Exposure to Huanan seafood market
in Wuhan, China (49%)

Chronic medical underlying illness (51%)
Admission to Intensive Care Unit (23%)

FIRST WEEK

SECOND WEEK

SETTING

WARD
lliness day 4

WARD
lliness day 5

WARD
lliness day 6

WARD
lliness day 7

ICU ICU
lliness day 10

lliness day 9

REPEATED SAMPLING OF THE

Decrease of the viral shedding

Respiratory failure, increase of the viral shedding and viremia

ICU
Iliness day 11

lymphopenia (35%), thrombocytopenia (12%),
prothrombin time decreased (30%),
elevated liver enzyme levels (about 30%)

with most often spontaneous recovery

Neurological failure unlikely
Hemostasis disorders

NASOPHARYNX AND TRACHEAL . ) ' ) ; ; ; Duration of viral
ASPIRATES (IF INTUBATED) BY Initial important viral shedding sometimes associated with transient or sxctefion Uninown
respiratory deterioration i i infecti
(REPCR FOR THE GOVID-19 piratory Decrease of the viral shedding, and superinfections
OXYGEN THERAPY AND Consider oxygen FNC
NO 1 FNG MV MV
MECHANICAL VENTILATION support followed by MV
Typical signs according to current publications
yp 9 g p ARDS
Fever, cough, and shortness of breath (15%) Hshock b r fect &
bilateral pneumonia (75%), Deterioration of respiratory status Shock beware of superinfections
ORGAN FAILURE P oR) Possible renal falure YES

Consider a possible HAPVAP and other nosocomial infections

Profound immune

UBATION PERIOD and ONSET OF SYMPTOMS 3 DAYS AGO

~
-

Tempestade de citoquinas
Elevacion de PCR, ferritina, LDH, IL-6, dimero-D

CO-INFECTION/SUPERINFECTION NOT LIKELY text for i i ’ paralysis and late
(see text for diagnostic procedures) onet Infeetlons
AMTIDIATIAC MMA Pannidar antikintia Hhavami VES

LONG TERM INFO PENDING
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La investigacidon es un componente integral importante de
la respuesta

Clinical management of severe acute

* Muchas incognitas respiratory infection (SARI) when COVID-19
disease is suspected.

Interim guidance
13 March 2020

World Health
Organization

* Enfermedad y su manejo dptimo

» Reservorios de virus (¢ el origen?)

This is the second edition (versian 1.2} of this document for the novel coromavins SARSCoV.2, causing COVID- 19

[ ] EVO | u C i O, n d e | vi r u S 13;:(1{;rr;::ﬂ:ﬂl::i:&ﬁi}r&ngczp"uﬁ;:mm Clhinical mamrgpement of severe acute respiratary imecrion when

This documend is intended for clinicians involved in the care of sdult, pregnant and paediatric patienis with or at risk for
severe acute respiratory infection (SARI) when o SARSCoV.2 infection is suspected. Comsiderstions for paedistric
. [ 4 . . 4 paisenis and pregnant women are highlighted throwghout the text. It is not meant ie replace clinical jodgment or specialist

[ ] Tra n S m I S I O n y e p I d e m IO | Og I a mnjlfllaLicm I.:u:r.u.J-crm smnlg}'mclinmalmnagmnl orlhﬂé;-a'!icnund I.Jl;:mid.c II.})-l.ll-d.M(‘- guidance. Best
practices for infection prevention and comtrol (IPC), riage and optimized suppontive care are included.

This document is arganized into the following sections:

I.  Background

2. Screening and riage: early recognition of patienis with SAR] associated with COVID-19

3. Immediate implementatian of appropriate mbection prevention and control {1PC) measures

4. Collection of specimens for liboratory diagnesis

5. Management of mild COVID- 19: symptomatic treatment and manitoring

6. Management of severe DOVIDLI9: oxygen therapy and monitoring

7. Management of severs OOVID:19: irestment of co-infections

* Necesidad urgente de desarrollar contramedidas
seguras y eficaces que puedan estar disponibles, b mmmimmemRemmmmme
accesibles y adecuadas para su uso en las § e ST

12 Caring for pregnant wamen with COVID.19
13, Caring for imfants and mothers with COVID.19: [PC and breastfeeding

poblaciones mas necesitadas e el M,

Appendix: resources for supporting management of severe acuie respiraiory mfections. in children

These symbols are used io flag mierventions:

@ Do: the imiervention is beneficisl (sirng recommendation) OR e intervention is a best practice sisement.

9 Dion"i- the intervention is known o be harmful.

Consider: the miervention may be beneficial in selecied patients (conditional recommendation) DR be careful when
considering this intervention.

This document sims to provide clinicians with updated interim guidance on timely, effective and safe supportive
management of patients with suspected and confirmed COVID:19. [t is organized by the patient journey. The defindizons
For mild and severe illness are in Table 2, while those with critical ilbness are defined as patients with acute respiratory
distress syndrome | ARDS) or sepsis with acule organ dyvsfunction.

https://www.who.int/publications-detail/clinical-management-of-severe- T reommendations i s dont s decvd from WHO pelsaions. Where WHO s i o e, we
. . . . . . . SARS, MERS or severe influenza paticnis, have reviewed the recommendations. {see Acknowledgemenis). For queries.
acute-respiratory-infection-when-novel-coronavirus-(ncov)-infection-is- plense conil: stk wh a) g “COVID 19 clinicl e n the subjec ine. #

b ops


https://www.who.int/publications-detail/clinical-management-of-severe-acute-respiratory-infection-when-novel-coronavirus-(ncov)-infection-is-suspected

Atencion al paciente con COVID-19: triaje /
aislar / referir

ial de personas con enfermedad respiratoria aguda (ERA) en el contexto de la
por coronavirus (COVID-19) en establecimientos de salud: evaluar el riesgo, aislar, referir

F%, Organizacion
/) Panamericana
de la Salud smricas

Atencidén inicial de personas con infeccién respiratoria aguda (IRA) en
el contexto de la infeccién por coronavirus (COVID-19) en

establecimientos de salud: evaluar el riesgo, aislar, referir.
(recomendaciones provisionales, versién 1 — 12 de Abril de 2020)
5 Objetive
2 Ertumscrdetons -
5 H SN : e Brindar recomendaciones sobre la atencion inicial de personas con enfermedad respiratoria aguda (ERA) en el
o e o g vtk e X . ) o 3
c . Dk, e e . e contexto de la infeccién por coronavirus (COVID-19) en establecimientos de salud basado en flujograma de toma de
= Sherial. tonpomin. ol * Canside ar ko pasitilidad de roallza pracias para deteccién de s : -
< * resntoriony ot oertes efocconen. decisiones.
I o :
; ——— - e st .
o prouchores do nideo degaias Estas recomendaciones son preliminares y estan sujetas a revision a medida que se tengan nuevas evidencias.’ Las
o . . - - P .
= recomendaciones proporcionadas en este documento se aplican a adultos mayores de 18 afios. Audiencias especificas,
a o evshunitin cinka de scusodo como los bebés, los nifios y las mujeres embarazadas, se abordarén en un documento separado.
Estructura del flujograma
3 e Elflujograma presentado en este documento esta estructurado en tres pasos:
_ : . - o Triaje —evaluacion de riesgo de los pacientes que llegan a los establecimientos de salud con enfermedades
§ g, e g e 4 o respiratoria aguda en el contexto de COVID-19.
. . o islami — aplicacién de pri i estdndares y basadas en mecanismos de transmisién para casos
sospechosos y confirmados.
e s oot o pees e o Referir —evaluacion del nivel de insuficiencia respiratoria y manejo de complicaciones; derivacion a niveles
pemmuem o, més altos de complejidad de atencion.
*  Para cada uno de los pases del flujograma, se recomienda consultar los siguientes documentos:
Paso Documentos claves
Triaje * Recomendaciones técnicas para configuracién de una zona de triaje de pacientes con sintomas
respiratorios
B o Planos y flujos EMT-Triaje y Planos y flujos EMT-IRAG
2 ®  Recomendaciones técnicas para configuracién de un Equipo Médico de Emergencia (EM'
especializado de tratamiento de Infeccidn Respiratoria Aguda Grave (IRAG!
+  Requerimientos para uso de equipos de proteccidn personal (EPP) para el nuevo coronavirus
imégenespumonars 2019-nCoV) en establecimientos de salud
Ny * _Vigilancia mundial de la infeccién humana por el nuevo coranavirus (2019-nCoV)
SN —— Aislamiento | »  Prevencién y control de infecciones durante la atencidn sanitaria de casos en los que se sospecha
| arte e ke P b+ una infeccién por el nuevo coronavirus (nCoV,
o o ommait N - » ) L. .
R PR *  Uso racional de equipos de proteccién personal para infeccién por coronavirus (COVID-19
Mortoresr g shrors
e e s, Referir +  Manejo clinico de la infeccién respiratoria aguda grave (IRAG) en casos de sospecha de COVID-19
H Manejer postin curplbnclones, +  Guia para el cuidado critico de pacientes adultos graves con Coronavirus (COVID-19) en las
H Américas: version larga y version corta

https://www.paho.org/en/topics/coronavirus-infections/coronavirus-disease-covid-19
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Atencion al paciente con COVID-19: triaje /
aislar / referir

[ e N N N R )

El paciente llega al establecimiento de
salud con infeccidn respiratoria aguda
(IRA)

v

Ofrecer mascara quirdrgica al
paciente, si tolers R
: Evaluar factores de riesgo

¢ + paracomplicaciones
.

P

R I
.

Evaluar los signos vitales (pulso,
frecuencia respiratoria, presion

arterial, temperatura axiar y sp02) Considerar la posibilidad de realizar pruebas para deteccidn de virus

RN

# respiratorios y otros agentes infecciosos. .
Considerar la posibilidad de tomar las siguientes pruebas de laboratorio para .

. . 1 evaluar falla organica: hemograma, gases arteriales, lactato arterial, :

Tomar muestras respiratorias bajo f++*** " " . . coagulograma, Cr/U, Na, K, AST, ALT, CPK, LDH, dimera-D, feritina. :

e e e e e e s e e e pre[;amionesdenu’deodegotitag B b B A B e E h A B A B R B R R B S RS AR B E R AR e e e s

Fiebre (temperatura axilar > 37,5°C o .
99,5°F, dificultad para respirar, tos) .

Triaje - Evaluar el riesgo

L R R A I T T R I I R A R R L E R Y

.
R R R T

Seguir la evaluacién clinica de acuerdo
con los protocolos locales, induyendo
para otras infecciones respiratorias.
Liberar paciente con material educativo
para cuidados en el hogar

¢El paciente cumple cort
definicién actual del caso
para COVID-197

L N O N N o L L R T R A N R L L R T P Ny T N T N N
.

S N T T N TR T R T T T N T R R N T T N F T F N F F N FErEF T ETrwT
L R R N R T TN I I A R A A

https://www.paho.org/en/topics/coronavirus-infections/coronavirus-disease-covid-19
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Atencion al paciente con COVID-19: triaje /
aislar / referir

000000000000000000000000000000000000000000000000
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N :
[ ]
' :
: T T e e i e i i i e i H
P = Implementar * Sefalar al paciente como "caso sospechoso de COVID-19" :
N E i T + Mantener al paciente bajo precauciones estdndar + contacto + gota. H
3 @ tand tact : Si hay algiin procedimiento de generador de aerosoles (AGP), implementar :
: <C gotas * precauciones estandar + contacto + nicleo de gotitas :
L]
: H
b $
» ]
[
:. sssss [ o

https://www.paho.org/en/topics/coronavirus-infections/coronavirus-disease-covid-19
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Atencion al paciente con COVID-19: triaje /
aislar / referir

)
—hhn

. Considerar la UC si disfuncién organica o hipoxemia persistentea
. pesar del aporte de oxigeno. .

El paciente presenta
alguno de los
siguientes: spOz =
93%, RR > 24 Ipm,
disnea o cambios en
onidos pulmonare:

Considere la admisién hospitalaria
Monitorlzar signes y sintomas
n Tomar exdmenes de laboratorio
Considerar la oxigenoterapia de apoyo
eevaluar de acuerdo con protocol

Realizar imagen
pulmonares (TC,
radiografia o
ultrasonido toracioo)

Referir

2Estén presentes
algunas de las
siguientes situaciones:
imagenes pulmonares
anormales, deterioro
linico o insuficienci
organica?

. Sefalar paciente como "caso sospechoso de COVID-19"

* Mantener al paciente bajo precauciones estandar + contacto + gota.
lsi hay algan procedimiento de generador de aerosoles (PGA}

* implemente precauciones estandar + contacto + nicleo de gotitas

gr e et e st ea e ey

+ Cualquiera de los siguientes: presién arterial
< 100 mmHg, deterioro de la conciencia,

+ tiempo de recarga capilar prolongada, valor

. de lactato <2mmol/L . "

Admitir a la UCI
Monitorear signos y sintomas
Iniciar protocolo para la manejo de
infeccidn respiratoria aguda severa (IRAS)
Manejar posibles complicaciones

B i

BB R B BB B A BB R R B E B R R B B B R R B BB B R B B BB R R B BB BB R R B BB R A R R B B R PR BB B BB R PR R BB
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Cuidado critico

GUIA PARA EL CUIDADO CRITICO DE PACIENTES ADULTOS GRAVES

CON CORONAVIRUS (COVID-19) EN LAS AMERICAS
VERSION CORTA - V1

ABRIL 3, 2020

NOTA

Este documento incluye los resultados de un proceso de adaptacidn rapida de guias. La informacién
incluida en esta guia refleja la evidencia a la fecha publicada en el documento. Las recomendaciones
se basaron en |a evidencia disponible y su calidad (metodologia GRADE) en el momento en que se
publicé la guia. Sin embargo, reconociendo que hay numerosos ensayos clinicos en curso, la OPS
actualizara periédicamente estas revisiones y las recomendaciones correspondientes.

https://www.paho.org/es/documentos/guia-para-cuidado-critico-pacientes-adultos-graves-con-coronavirus-covid-19-americas-0
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"Ninguna evidencia clinica apoya actualmente la eficacia y
seguridad de un medicamento contra cualquier coronavirus

en humanos."

"La administracion de cualquier droga no probada como
“altimo recurso" asume erroneamente que el beneficio serd

mds probable que el dafo”.

El "cementerio” de las drogas contra el
ébola utilizadas en el Africa occidental
y los Estados Unidos/Europa que no

funcionaron:

Cloroquina

Hidroxicloroquina

Favipiravir

Brincidofovir
Plasma de convalencencia

Andre C.Kalil, MD,
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Opinion

Treating COVID-19—0ff-Label Drug Use, Compassionate Use,
and Randomized Clinical Trials During Pandemics

Inthe 2014 Ebola outbreak, close to 30 000individu-
als developed Ebola viral disease (EVD). and numerous
therapies were tested against this virus, including chlo-
roquine, hydroxychloroquine, favipiravir, brincidofovir,
monoclonal antibodies, antisense RNA, and convales-
cent plasma, among many others. Withsuch alarge num-
ber of therapeutic interventions given to affected pa-
tients, the goal was to determine which was efficacious.
against Ebola. Ultimately, none proved to be effica-
cious or safe.

Why were new therapies not discovered? One rea-
sonis because virtually all studies were single-group in-
terventions without concurrent controls, which led tono
definitive condlusion related to efficacy or safety. De-
spite much resistance and controversy regarding ask-
ing patients with EVD to participate in a randomized dini-
cal trial (RCT)," the National Institutes of Health (NIH)
conducted the first and only RCT during that outbreak.
It took several months to design the trial, but it was
implemented and successfully launched during the out-
break: however, it was too late for the RCT to be
completed.” Thistragedy of not discovering new thera-
pies during an outbreak cannot be repeated.

The rapid and simultaneous

combination of supportive care and
RCTs is the only way to find effective
and safe treatments for COVID-19 and

any other future outbreak.

The world is now facing a pandemic of SARS-CoV-2
(severe acute respiratory syndrome coronavirus 2, the
cause of COVID-19), for which no proven specific thera-
piesare available, cther than supportive care. In China,
and now [taly, France, and Spain. a large number of pa-
tients have received off-label and compassionate use
therapies such as chloroquine, hydroxychloroquine,
azithromycin, lopinavir-ritonavir, favipiravir, remdesi-
vir, ribavirin, interferon, convalescent plasma, steroids,
and anti-IL-6inhibitors, based oneither theirin vitroan-
tiviral or anti-inflammatory properties. These thera-
pies have been mostly given without controls, except for
a few randomized trials started in China, and more re-
centlyinthe US.?

Although many drugs have in vitro activity against
different coronaviruses, no clinical evidence currently
supports the efficacy and safety of any drug against any
coronavirus in humans, including SARS-CoV-2. Numer-
ous drugs that have been highly promising in vitro for
other infectious diseases have failed in dinical studies.

Ifin vitro activity automatically translatedinto clinical ac-
tivity. more antimicrobial drugs for all kinds of infec-
tious diseases would be available. Yet, there are pub-
lished case reports of old and new drugs with in vitro
activity against SARS-CoV-2 that have been given to pa-
tients but without a comparison control group. The ad-
ministration of any unproven drug as a "last resort”
wrongly assumes that benefit will be more likely than
harm. However, when a drug with unknown dlinical ef-
fects s given to patients who have severe illness from a
new disease (like COVID-19), there is no way to know
whether the patients had benefited or were harmed if
they werenot compared to a concurrent control group.
A common interpretation of off-label use and compas-
sionate useof drugsisthat isthat ifthe patient died, they
died from the disease, but if the patient survived, they
survived because of the given drug. This is not true.

As a practical example, chloroquine/hydroxychlo-
roquine, azithromycin, and lopinavir-ritonavir have ava-
riety of adverse effects, including QT prolongation, tor-
sades de pointes, hepatitis, acute pancreatitis,
neutropenia, and anaphylaxis. Considering that most pa-
tients who have died from COVID-19 were elderly and
had cardiovascular comorbidities and
that affected patients frequently have
cardiac arrhythmias,** chloroquine/
hydroxychloroquine, azithromycin, and
lopinavir-ritonavir could potentially in-
crease the risk of cardiac death. Addi-
tionally, hepatitis and neutropenia are
clinical manifestations of COVID-19,and
both hepaticand bone marrow dysfunc-
tion could be made worse by the off-
label use of these drugs; thus, it would be impossible to
differentiate the drug-related adverse effects from the
disease manifestationsin the absence of a control group.

Compassionate use of drugsthat have not been pre-
viously approved for clinical use (eg. remdesivir) could
cause serious adverse effects that were not previously
detected because of the very small number of exposed
patients. With respect to anti-inflammatory therapy, the
use of intravenous steroids has been associated with de-
layed coronavirus clearance in both blood and lungs with
MERS-CoV/® and SARS-CoV,” and steroids were assodi-
ated with significantly increased risk of mortality and sec-
ondary infections in patients with influenza.® Further-
more, even low-dose steroids have shown harm in
patients with sepsis, and IL-6 inhibitors may cause even
more profound immunosuppression than steroids, in-
creasing therisk of sepsis, bacterial pneumonia, gastro-
intestinal perforation, and hepatotoxicity.>'® Yet, de-
spite substantial evidence of potential harm, steroids and
IL-6 inhibiters are now being given to patients with

JAMA  Published online March 24, 2020
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Tratamientos — Numerosos ensayos en curso o
planificados

* Cloroquina/hidroxicloroquina— recent FDA EUA

®* Antivirales

* Remdesivir
* Lopinavir/Ritonavir

®* Plasma de covalecencia

* Inmunomoduladores/Anticuerpos monoclonales
* |L-6 Inhibidores: e.g. Sarilumab, Tociluzumab - RA/JRA
* JAK Inhibidores e.g. Baricitinib

* Inhalacion:
* |Inhalacidon de oxido nitrico
* Canula nasal de alto flujo

Clinical Trials.gov




OPS/OMS

Emergencia de salud publica
Protocolo basico de SOLIDARIDAD

e Comparar los efectos en los principales
. . resultados en el hospital Ests . 7
standarlocal de atencién, O
ObJEtIVO e Comparar el estandar local de atencién (SOC) tandar| IMAS d =
versus SOC+ 1 de 4 agentes antivirales estandar oca_ ——= unoae
1. Remdesivir

2. Cloroquina
3. Lopinavir,o0
4. Lopinavir+ Interferon

Objetivo

e Estimar los efectos en mortalidad hospitalaria en
enfermedad moderada y grave por COVID-19

principal

ObJ EtiVOS e Evaluar los efectos sobre la duracion del hospital, & R&D B I u ep rl nt

. recepcion de ventilacion o cuidados intensivos, e Powering research
secun d arios identificar reacciones adversas graves. s to prevent epidemics
'




Resumen

 Amplia gama de enfermedades
* Mayor riesgo para los ancianos y las personas con comorbilidades

* Los gravemente enfermos podrian sobrecargar los recursos
disponibles
e Camas de UCI
* Oxigeno
* Respiradores
* EPP, otros suministros
* Personal

* El impacto puede ser mitigado con reconocimiento precoz de casos,
aislamiento y oxigenoterapia



¢ Comentarios/Preguntas?




