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Quadero clinico-epidemioldgico na Covid-19

COVID-19 ou SARS-CoV-2, virus RNA de transmiss3o de animal—>humano

@@fﬁ@ﬁ@%@ e humano—=>humano.

» Alta transmissibilidade
* Principalmente por Goticulas, mas pode transmitir por contato, oro —

Tf@ﬂgﬁﬂﬁgg%@ fecal e aerossois (caso uso de VNI ou CNAF)

« Assintomatico
» Sintomas leves que iniciam 3-7 dias apos contagio

A@F@S@@ﬁ@ @@@ « Tempo de evolucdo do primeiro sintoma até SDRA s3o de 7-10 dias

Lancet 2020,;395:1054-1062



Quadro clinico-epidemiologico da Covid-19
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Quadro clinico-epidemiologico da Covid-19
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Epidemiologia da COVID-19

-30 a 69 anos (77.8%) quadro leve: febre (82%) e tosse (81%)

-, Aproximadamente 19% grave: Pneumonia grave e faléncia respiratoria aguda
- Mortalidade: 60-69 anos: 3.6%; 70-79 anos: 8%; >80 anos: 14.8%

- Mortalidade sem fatores de risco 0,9%

- Mortalidade com doengas cardiovasculares de 10,5%

- Mortalidade em portadores de diabetes de 7%

- Mortalidade em portadores de DPOC 6%

- Mortalidade em portadores de hipertensdo arterial 6%

- Mortalidade em portadores de neoplasia 6%

- Mortalidade faléncia respiratoria, choque séptico ou disfungdo multipla de orgdos 49%




Grupo de Risco para Complica¢cées na COVID-19 — CDC

- idade > 60 anos

- doeng¢as pulmonares crénicas
- neoplasias

- insuficiéncia cardiaca

- doencgas cerebrovasculares

- doeng¢arenal crénica

- doenc¢a hepatica crénica

- diabetes

- imunossuprimidos




Intervengodes terapéuticas na Covid-19
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Estudos com Cloroquina/Hidroxicloroquina

na COVID-19



Remdesivir and chloroquine effectively inhibit the recently
emerged novel coronavirus (2019-nCoV) 1n vitro

Estudos "in vitro” com 7 medicamentos para replicagédo viral no SARS-Cov2
Remdesivir e Cloroquina os unicos que bloquearam infecgdo viral com baixas concentragoes

Cloroquina agiu na entrada e pos entrada do virus

Cloroquina inibe replicagdo viral por aumento do pH do lisossomo, impedindo a

glicosilagdo dos receptores celulares (ECA)
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Remdesivir and chloroquine effectively inhibit the recently
emerged novel coronavirus (2019-nCoV) in vitro

Our findings reveal that remdesivir and chloroquine are highly
effective in the control of 2019-nCoV infection in vitro. Since these
compounds have been used in human patients with a safety track

record and shown to be effective against various ailments, we
suggest that they should be assessed in human patients suffering
from the novel coronavirus disease.

Wang M. Cell Research (2020) 30:269-271



Hydroxychloroquine and azithromycin as a treatment of COVID-19: results of an open-

label non-randomized clinical trial

Pacientes com COVID19 positivo
Hidroxicloroquina 200 mg TID por 10 dias
Desfecho na carga viral até 6 dias inclusdo
20 tratados

16 controle

6 pacientes receberam Azitromicina 5 dias (500 mg dia 1 e 250 mg do dia 2-5)

Gautret P, Raoul D et al.International Journal of Antimicrobial Agents. 2020 doi.org/10.1016/].ijantimicag.2020.105949



Hydroxychloroquine and azithromycin as a treatment of COVID-19: results of an open-

label non-randomized clinical trial

Figure 1. Percentage of patients with PCR-positive nasopharyngeal samples from inclusion to dayd post-inclusion in COVID-19 patients treated

with hydroxychloroquine and in COVID-12 control patients.
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Hydroxychloroquine and azithromycin as a treatment of COVID-19: results of an open-

label non-randomized clinical trial

Figure 2. Percentage of patients with PCR-positive nasopharvngeal samples from inclusion to davé post-inclusion in COVID-19 patients treated
with hydroxychloroquine only, in COVID-19 patients treated with hydroxychlorogquine and azithomycin combination, and in COVID-19 control
patients.
o pevalue = 0.3 p-ualue = 0.45 p-valus = §.002 pvalue = 0.05 pvalue = 0,002 p-value <0.0001
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Efficacy of hydroxychloroquine in patients with COVID-19: results of a randomized
clinical trial

142 patients with confirmed COVID-19

il excluded

r

62 patients included in study

Standard treatment

31 in the control group

31 patients with additional HO) {400 mg/d)
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Chen Z, 2020 doi: https://doi.org/10.1101/2020.03.22.20040758



Efficacy of hydroxychloroquine in patients with COVID-19: results of a randomized
clinical trial

Characteristics All Control HCQ P value
Cases. n 62 31 31
Age. mean (SD) 44.7(153) 452(147) 44.1(16.1)  0.8809
Sex. n (%) 0.7991
Male 29 (46.8%) 15 (483%) 14 (45.2%)
Female 33(53.2%) 16(51.7%) 17 (54.9%)

Fever. day (SD)*

Cough, day (SD)"

Progressed to severe illness 4 (6.5 %) 4(12.9 %) 0

Adverse effects 2(3.2%) 0 2(6.4 %)

Chen Z, 2020 doi: https://doi.org/10.1101/2020.03.22.20040758



Efficacy of hydroxychloroquine in patients with COVID-19: results of a randomized

clinical trial
Melhora na TC torax
Group All Exacerbated Unchanged Improved
Moderate Significant Total
All 62 11 (17.7 %) 9 (14.5 %) 18 (29.0 %) 24 (387%)  42(67.7 %)
Control, n (%) 31 9 (29.0 %) 5(16.1%) 12 (38.7 %) 5(16.1%) 17 (54.8%)
HCQ. n (%) 31 2 (6.5 %) 4(12.9 %) 6(19.4%) 19 (61.3%) 25 (80.6%)
P value 0.0476

Chen Z, 2020 doi: https://doi.org/10.1101/2020.03.22.20040758



Hiperinflamacédo Pulmonar e Sistémica
secundaria a

“Tempestade de Citocinas”

na COVID-19



COVID-19 lliness in Native and Immunosuppressed States:

A Clinical-Therapeutic Staging Proposal

Pharmacotherapy targeted against the virus holds the greatest promise when applied early in the course of the
illness, but its usefulness in advanced stages may be doubtful.>* Similarly, use of anti-inflammatory therapy

applied too early may not be necessary and could even provoke viral replication such as in the case of

corticosteroids. It appears that there are two distinct but overlapping pathological subsets, the first triggered

by the virus itself and the second, the host response. Whether in native state, iInmunoquiescent state as in the

Siddigi HK. Journal of Heart and Lung Transplantation DOI: 10.1016/j.healun.2020.03.012




COVID-19 lliness in Native and Immunosuppressed States:

A Clinical-Therapeutic Staging Proposal

Marcadores da Sindrome de Hiperinflamagdo Extrapulmonar

- Desregulagdo dos linfocitos T: CD4+, CD8+ e reguladores
- Aumento de citocinas circulantes e outros marcadores:
. IL-2, IL-6, IL-7, fator estimulador colonia de granuldcitos, proteina 1-a do
macrofago, TNF-a, proteina C reativa, ferritina, dimero D, troponina

ultrassensivel e NT-proBNP

Siddiqi HK. Journal of Heart and Lung Transplantation DOI: 10.1016/j.healun.2020.03.012



COVID-19 lliness in Native and Immunosuppressed States:

A Clinical-Therapeutic Staging Proposal

Linfohistiocitose hemofagocitica

Choque
Vasoplegia
Insuficiéncia respiratoria
Colapso cardiovascular
Miocardite
Acometimento endothelial vasculite “like”

Disfun¢do orgdnica multipla

Siddiqi HK. Journal of Heart and Lung Transplantation DOI: 10.1016/j.healun.2020.03.012



Severity of lliness

Clinical
Symptoms

Clinical Signs

Estagios Evolutivos da COVID-19

Stage | Stage ll Stage lll
(Early Infection) (Pulmonary Phase) (Hyperinflammation Phase)

Time course

Mild constitutional symptoms
Fever >99.6°F
Dry Cough, diarrhea, headache

ARDS

Shortness of Breath

Hypoxia (Pa02/Fi02<300mmHg) SIRs/Shock

Cardiac Failure

Lymphopenia, increased
prothrombin time, increased D-
Dimer and LDH {mild)

Elevated inflammatory markers
(CRP, LDH, IL-6, D-dimer, ferritin)
Troponin, NT-proBNP elevation

Abnormal chest imaging
Transaminitis
Low-normal procalcitonin

Siddigi HK. Journal of Heart and Lung Transplantation DOI: 10.1016/j.healun.2020.03.012



Marcadores Inflamatorios da
“Tempestade de Citocinas”

Associados a Pior Prognostico

na COVID-19



Clinical course and risk factors for mortality of adult
inpatients with COVID-19 in Wuhan, China: a retrospective
cohort study

Total MNon-survivor Survivor pvalue
(n=191) (n=54) (n=137)
Demographics and clinical characteristics
Age, years 56-0 (46-0-67-0) 69-0(63-0-76-0) 52.0(45-:0-58-0) <0-0001
Sex " . . 0-15
Female 72 (38%) 16 (30%) 56 (41%)
Male 119 (62%) 38 (70%) 81(59%)
Exposure history 73 (38%) 14 (26%) 59 (43%) 0-028
Current smoker 11 (6%) 5(9%) 6(4%) 0-21
Comorbidity 01 (48%) 36 (67%) 55 (40%) 0-0010
Hypertension 58 (30%) 26 (48%) 32(23%) 0-0008
Diabetes 36 (19%) 17 (31%) 19 (14%) 0-0051
Coronary heart disease 15 (8%) 13 (24%) 2(1%) =0-0001
Chronic obstructive lung 6(3%) 4 (7%) 2(1%) 0-047
disease
Carcinoma 2(1%) 0 2(1%) 0-37
Chronic kidney disease 2(1%) 2 (4%) 0 0-024
Other 22 (12%) 11 (20%) 11 (8%) 0-016

Lancet 2020,;395:1054-1062



Clinical course and risk factors for mortality of adult
inpatients with COVID-19 in Wuhan, China: a retrospective

cohort study
Total MNon-survivor Survivor pvalue
(n=191) (n=54) (n=137)
Demographics and clinical characteristics
Respiratory rate 56 (29%) 34 (63%) 22 (16%) <0-0001
=24 breaths per min
Pulse =125 beats per min 2 (1%) 2 (4%) 0 0-024
Systolic blood pressure 1(1%) 0 1(1%) 0-53
=00 mm Hg
Fever (temperature =37-3°C)  180(94%) 51(94%) 129 (94%) 0-94
Cough 151(79%) 39 (72%) 112 (82%) 0-15
Sputum 44 (23%) 14 (26%) 30(22%) 0-55
Myalgia 29 (15%) 8 (15%) 21 (15%) 0-93
Fatigue 44 (23%) 15 (28%) 29 (21%) 0-33
Diarrhoea 9 (5%) 2 (4%) 7 (5%) 0-67
MNausea or vomiting 7 (4%) 3(6%) 4 (3%) 0-40

Lancet 2020,;395:1054-1062



Clinical course and risk factors for mortality of adult
inpatients with COVID-19 in Wuhan, China: a retrospective

cohort study
Total Non-survivor Survivor pvalue
(n=191) (n=54) (n=137)
Demographics and clinical characteristics
SOFA score 2.0 (1-0-4-0) 4.5 (4-0-6.0) 1.0 (1-0-2-0) <0-0001
qSOFA score 1-0 (0-0-1-0) 1.0 (1.0-1.0) 0-0 (0-0-1-0) <0-0001
CURB-65 score 0-0 (0-0-2-0) 2.0 (1.0-3-0) 0-0 (0-0-1-0) <0-0001
0-1 141/188 (75%) 16 (30%) 125/134 (93%) <0-0001*
2 32/188 (17%) 23 (43%) 9/134 (7%)
35 15/188 (8%) 15(28%) 0/134
Disease severity status =0-0001
General 72 (38%) 0 72(53%)
Severe 66 (35%) 12 (22%) 54 (39%)
Critical 53 (28%) 42 (78%) 11 (8%)
Time from illness onset to 11-0 (8-.0-14-0) 11.0 (8-0-15-0) 11.0 (8-0-13-0) 0-53

hospital admission, days

Lancet 2020,;395:1054-1062



Clinical course and risk factors for mortality of adult
inpatients with COVID-19 in Wuhan, China: a retrospective

cohort study
Total Non-survivor Survivor pvalue
(n=191) (n=54) (n=137)
Demographics and clinical characteristics
Laboratory findings
White blood cell count, 6-2 (4-5-9-5) 9-8 (6-9-13-9) 5-2(4-3-77) =0-0001
= 10" per L
<4 32 (17%) 5(9%) 27 (20%) <0-0001*
4-10 119 (62%) 24 (44%) 95 (69%)
=10 AQ (21% 25 (46% 15(11%
Lymphocyte count, 1.0 (0-6-1-3) 0-6 (0-5-0-8) 1.1(0-8-1.5)
x10" per L
=0-8 41 (76% 6 (26%
Haemoglobin, g/L 128.0 126.0 1280 0-20
(119-0-140-0) (115-0-138-0) (120-0-140-0)

Lancet 2020,;395:1054-1062



Clinical course and risk factors for mortality of adult
inpatients with COVID-19 in Wuhan, China: a retrospective
cohort study

Total Mon-survivor Survivor pvalue

(n=191) (n=54) (n=137)

(Continued from previous page)

Platelet count, = 10* per L 2060 165.5 220-0

(155-0-262-0) (107-0-229-0) (168.0-271-0)
=100 :
Albumin, g/L 32.3 (29-1-35.8) 29.1(26.5-31.3) 33.6 (30.6-36-4) <0-0001
ALT, U/L 30.0 (17-0-46-0) 40.0 (24-0-51.0) 27-0 (15-0-40.0) 0-0050
=40 59/189 (31%) 26 (48%) 33/135 (24%) 0-0015
Creatinine =133 pmol/L 8/186 (4%) 5 (9%) 3/132 (2%) 0-045
Lactate dehvdrogenase, UJL 300-0 21.0 253.5 <0-0001
(234-0-407-0) (363-0-669.-0) (219-0-318-0)
=245 123/184 (67%) 53 (98%) 70/130(54%) =0-0001
Creatine kinase, U/L 21.5(13.0-72-4) 39.0 (19-5-151-0)  18.0(12.5-52-1) 0-0010
=185 22/168 (13%) 11/52 (21%) 11/116 (9%) 0-038
High-sensitivity cardiac 41(2.0-14-1) 22.2 (5.6-83.1) 3.0 (1-1-5.5) =0-0001
troponin |, pg/mL
=28 24/145 (17 %) 23/50 (46%) 1/95 (1%) <0-0001
Prothrombin time, s 11.6 (10-6-13-0) 12.1(11-2-13-7) 11-4 (10-4-12-6) 0-0004
=16 171/182 (94%) 47 (87%) 124/128 (97%) 0-016*
=16 11/182 (6%) 7 (13%) 4/128 (3%)

Lancet 2020;395:1054-1062



Clinical course and risk factors for mortality of adult
inpatients with COVID-19 in Wuhan, China: a retrospective

cohort study
Total Non-survivor Survivor pvalue
(n=191) (n=54) (n=137)
4-3-2) 5.2 (1.5-21-1) 0-6 (0-3-1-0)
=0-5 55/172 (32%) 4 (7%) 51/118 (43%)
=0-5to =1 45/172 (26%) 6 (11%) 39/118 (33%)
>1 72/172 (42%) 44 (81%) 28/118 (24%)
Serum ferritin, pg/L 722.0 14353 503.2
(377-2-14353) (728-3-2000-0) (264-0-921-5)
102/128 (80% 8/82 (71%
IL-6, pg/mL 7-4(53-10-8) 11.0(7:5-14-4) 6-3(507-9)  <0-0001
Procalcitonin, ng/mL 0-1(0-1-0-1) 0-1(0-1-0.5) 0-1(0-1-0-1) <0-0001
<0-1 114/164 (70%) 19/51 (37%) 95/113 (84%) <0-0001*
=0-1to <0.25 30/164 (18%) 16/51 (31%) 14/113 (12%)
=0-25t0<0-5 b/164 (4%) 3/51 (6%) 3/113 (3%)
=0-5 14/164 (9%) 13/51 (25%) 1/113 (1%)

Lancet 2020,;395:1054-1062



Clinical course and risk factors for mortality of adult
inpatients with COVID-19 in Wuhan, China: a retrospective
cohort study

Total Mon-survivor Survivor pvalue

(n=191) (n=54) (n=137)

Nemnnranhire and clinical characteristire

Imaging features

Consolidation 112 (59%) 40 (74%) 72(53%) 0-0065
Ground-glass opacity 136 (71%) 44 (81%) 92 (67%) 0-049
Bilateral pulmonary 143 (75%) 45 (83%) 98 (72%) 0-090
infiltration

Lancet 2020;395:1054-1062



Clinical course and risk factors for mortality of adult
inpatients with COVID-19 in Wuhan, China: a retrospective
cohort study

Total MNon-survivor Survivor p value
(n=191) (n=54) (n=137)
Treatments™
Antibiotics ( ( 125 (93%)
Antiviral treatment ( ( 20 (21%)
Corticosteroids ( ( 31(23%)
Intravenous immunoglobin 46 (24%) 36 (67%) 10 (7%) =0-0001
High-flow nasal cannula 41 (21%) 33 (61%) 8 (6%) <0-0001
oxygen therapy
Mon-invasive mechanical 26 (14%) 24 (44%) 2 (1%) =0-0001
ventilation
Imvasive mechanical ventilation 32 (17%) 31 (57%) 1(1%) =0-0001
ECMO 3 (2%) 3 (6%) 0 0-0054
Renal replacement therapy 10 (5%) 10 (19%) 0 =0-0001

Lancet 2020,;395:1054-1062



Clinical course and risk factors for mortality of adult
inpatients with COVID-19 in Wuhan, China: a retrospective
cohort study

Total Non-survivor Survivor pvalue
(n=191) (n=54) (n=137)

Demographics and clinical characteristics

Outcomes

Sepsis

Respiratory failure
ARDS

Heart failure

Septic shock
Coagulopathy
Acute cardiac injury
Acute kidney injury
Secondary infection
Hypoproteinaemia

Acidosis

28 (15%
22 (12%
17 (9%)

e

54 (100%)
53 (98%)
50 (93%)
28 (52%)
38 (70%)
27 (50%)
32(59%)
27 (50%)
27 (50%)
20 (37%)
16 (30%)

58 (42%)
50 (36%)
9 (7%)
16 (12%)
0

10 (7%)
1(1%)
1(1%)
1(1%)
2 (1%)
1(1%)

Lancet 2020,;395:1054-1062
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Clinical course and risk factors for mortality of adult
inpatients with COVID-19 in Wuhan, China: a retrospective

cohort study
Total Non-survivor Survivor pvalue
(n=191) (n=54) (n=137)
Demographics and clinical characteristics
ICU admission 50 (26%) 39 (72%) 11 (8%) <0-0001
ICU length of stay, days 8.0(4.0-12.0) 8.0 (4.0-12.0) 7-0(2-0-9.0) 0-41
Hospital length of stay, days 11.0(7-0-14-0) 7-5(5-0-11-0) 12-0(9-0-15-0) =0-0001
Time from illness onset to 1.0 (1-0-1-0) 1.0 (1-0-1-0) 1-0 (1-0-1-0) 0-16
fever, days
Time from illness onset to 1.0(1-0-3-0) 1.0 (1-0-1-0) 1.0 (1-0-4-0) 0-30

cough, days

Time from illness onset to
dyspnoea, days

Time from illness onset to
sepsis, days

Time from illness onset to
ARDS, days

Time from illness onset to ICU

Time from illness onsetto
death or discharge, days

Duration of viral shedding after
COVID-19 onset, days

7-0(4.0-9-0)
90 (7-0-13.0)
120 (8-0-15-0)

12.0 (8-0-15-0)

21.0 (17-0-25-0)

20-0 (16-0-23-0)

7-0 (4.0-10-0)
10.0 (7-0-14-0)
12-0 (8.0-15.0)

12.0 (8-0-15.0)

18.5 (15-0-22-0)

185 (15.0-22-0)t

7-0(4-0-9-0)
9.0 (7-0-12.0)
10-0 (8.0-13-0)

11.5(8-0-14.0)

22.0 (18-0-25-0)

20-0 (17-0-24-0)

0-0003

0024

Lancet 2020,;395:1054-1062




Clinical course and risk factors for mortality of adult
inpatients with COVID-19 in Wuhan, China: a retrospective
cohort study

Univariable OR pwvalve  Multivariable p value
(95% CI) OR (95% ClI)

D-dimer, pg/mL

1 (ref) . 1 (ref)
1-96 - 2-14 0-52
(0-52-7-43) (0-21-21-39)
20-04 18-42 0-0033
(6-52-61.56) (2-64-128.55)
Prothrombintime, s
<16 1 (ref)
=16 4.62 0-019
(1-29-16.50)
Serum ferritin, pg/L
=300 1 (ref)
=300 g-10
(2-04-40-58)
IL-6, pg/mL* 1.12 0-0080
(1-03-1-23)
Procalcitonin, 13-75 0-011
ng/mL* (1-81-104-40)

Lancet 2020;395:1054-1062



Clinical course and risk factors for mortality of adult
inpatients with COVID-19 in Wuhan, China: a retrospective
cohort study

UnivariableOR pvalve  Multivariable p value
(95% CI) OR (95% CI)

(Continued from previous column)

Creatinine, pmol/L

=133 1 (ref)

=133 4-39 0-048
[1-01—19-06}

Lactate dehydrogenase, U/L

=245 1 (ref)
45-43
(6-10-338-44)

<185 1 (ref)

=185 2.56 0-043
(1.03-636)

High-sensitivity cardiac troponin |, pg/mL
=28 1 (ref)

=28 20.07 <0-0001
(10-34-620.36)

Lancet 2020;395:1054-1062
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Severity of lliness

Clinical
Symptoms

Clinical Signs

Potential

Therapies
SR —

P
-

Intervengodes terapéuticas na Covid-19

Stage | Stage ll Stage lll
(Early Infection) (Pulmonary Phase) (Hyperinflammation Phase)

I Time course 1
1 |
Mild constitutional sympt I 1
FEEan S A 1 Shortness of Breath | ARDS
Fever >99.6 F ia (Pa02/Fi02<300 H SIRS/Shock
Dry Cough, diarrhea, headache 1 Hiypasa {Pa 102<300mmHg) : Cardiac Failure
1
| |
Lymphopenia, increased 1 Abnormal chest imaging | Elevated inflammatory markers
prothrombin time, increased D- I Transaminitis | (CRP, LDH, IL-6, D-dimer, ferritin)
Dimer and LDH (mild} I Low-normal procalcitonin I Troponin, NT-proBNP elevation
| |
Remdesivir, chloroquine, hydroxychloroquine, convalescent plasma transfusions ]

b

\ . Corticosteroids, human immunoglobulin,
Reduce immunosuppression

) IL-6 inhibitors, IL-2 inhibitors, JAK inhibitors

Siddiqgi HK. Journal of Heart and Lung Transplantation DOI: 10.1016/j.healun.2020.03.012



The NEW ENGLAND JOURNAL of MEDICINE

Covid-19 — Navigating the Uncharted

For example, Li et al. report a mean interval of
0.1 to 12.5 days between the onset of illness and
hospitalization. This finding of a delay in the
progression to serious disease may be telling us
something important about the pathogenesis of

this new virus and mav provide 3 unigue win-
dow of opportunity for inrervention. Achieving a

Fauci S Anthony. NEJIM 2020 382;13



Intervengodes terapéuticas na Covid-19

Non-survivors

Fever

Cough

Dyspnoea
ICU admission

[nvasive ventilation

Systematic corticosteroid
SARS-CoV-2 RNA positive
Daysafterillnessonset  Day1 Day2 Day3 Day4 Day§ Day6 Day7 Day8 DayQ Day10 Day1l Day12 Day13 Day14 Day15 Day16 Day 17 Day18 Day19 Day20

T L

Secondary infection
Acute kidney injury
Acute cardiac injury




Protocolo de Tratamento para COVID-19

em Pacientes Hospitalizados



Protocolo de Tratamento em Pacientes Hospitalizados COVID-19

- Paciente a admissdo no PA com quadro gripal nos ultimos dias com:
. Febre, tosse, mialgia, dor de garganta, cefaléia, nauseas, diarréia, anosmia
- Se associar a:
dispneia de inicio nos ultimos dias no repouso ou aos esfor¢os, taquipnéia com
frequéncia respiratoria 2 24 irom, batimento de asas do nariz, sinais de esfor¢o
respiratorio, hipoxemia (SpO2 < 90-93% em ar ambiente)
- Internar como provavel COVID-19

- Realizar PCR-RT em swab oronasal




Protocolo de Tratamento em Pacientes Hospitalizados COVID-19

Exames admissionais ideais, se possivel:

Tomografia computadorizada de torax sem contraste, proteina C reativa,
potassio, sodio, magnésio, cdlcio, glicose, hemograma, uréia, creatinina,
TGO, TGP, GGT, fosfatase alcalina, bilirrubinas, LDH, gasometria arterial, dimero D,

troponina ultrassensivel , ferritina, e ECG

Exames admissionais imprescindiveis:

RX de torax PA e pefrfil, proteina C reativa, potassio, sodio, magnésio, cdlcio,

glicose, hemograma, uréia, creatinina, e ECG




Protocolo de Tratamento em Pacientes Hospitalizados COVID-19

Apos avaliagdo clinica, laboratorial e radiologica
Se Sp0, < 90% estd indicado oxigénio por cateter nasal até 5 L/min

Objetivar SpO, de 92 a 96%, se necessdrio usar mdscara com reservatorio
Evitar sistema de Venturi

Evitar cdnula de alto fluxo nasal

Evitar micronebuliza¢édo

Evitar ventilagdo ndo invasiva

Iniciar Oseltamivir 75 mg BID por 5 dias

Iniciar Ceftriaxone ou Amoxacilina/Clavulanato nas primeiras 4 horas

Evitar quinolonas devido risco de interagdéio com Hidroxicloroquina/Cloroquina




Protocolo de Tratamento em Pacientes Hospitalizados COVID-19

- Identificar contra-indicagbes ao uso de HCQ/CQ + Azitromicina
- Avaliar retirada de drogas com probabilidade de aumento do intervalo QTcorrigido
- Preencher escore para risco de complicagées com uso de HCQ/CQ e Azitromicina
- Fazer ECG com medida do Intervalo QTc
- ECG inicial com QT corrigido < 450 mseg e escore de baixo risco < 6 pontos:
. apto a iniciar HCQ/CQ +Azitromicina
- Assinar termo de consentimento livre e esclarecido
- ECG apos 48 horas com QT corrigido > 500 mseg ou aumento > 60 mseg:

. suspender HCQ/CQ +Azitromicina




Contra-indicagdes para uso da CQ/HCQ + Azitromicina

AR W IN R

S »n n

0 N

. Com historico conhecido de arritmia cardiaca (ou sindrome de prolongamento Qtc)
. Com fung¢do hepatica significativamente anormal (Child Pugh C)

. Necessidade de tratamento com didlise, ou GFR<30 mL/min/1,73 m2;

. Miastenia gravis

. Porfiria

. Individuos com hipersensibilidade a CQ/HCQ

. Em mulheres com teste de gravidez positivo

. Idade < 18 anos
. Ndo consentimento do uso dos medicamentos




Seguranca Cardiologica para uso da CQ/HCQ + Azitromicina

Escore de Risco para aumento Qtc induzido por droga

Fatores de risco Pontos
Idade = 68 anos 1
Sexo feminino 1
Diurético de al¢a 1
Potassiosérico < 3,5 mEq/L 2
Qtc admissao = 450 ms 2
Infarto agudo miocardio 2
2 2 drogas que aumentem Qtc 3
Sepse 3
Insuficiéncia cardiaca 3
1 droga que aumente Qtc 3
Escore maximode risco 21

Baixo risco < 6 pontos
Moderado risco 7 a 10 pontos
Alto risco 2 11 pontos

Ackerman MJ.Mayo Clin Proc. 2020;95



Tabela 2 - Lista de medicag¢des a serem evitadas (em vermelho e laranja)

Alto risco Baixc

Antiarritmicos

Amiodarona Lidocain
Sotalol Progp

Antipsicoticos

Haloperidol Benzodia

Clorpromazina
Levomepromazine

Sedativos

Propofol

Antieméticos
e pro-cinéticos

Ondasentrona C
Domperidona
Bromoprida

Cisaprida

Antibidticos Quinolonas Teicoplamida
Antifungicos Fluconazol
IBP
Antialérgicos Fe E
Pandemia Cloroquina

Azitromicina
Broncodilatadores

Anticolinesterazicos

Donepezila

Metadona
Tramadol

Antidepressivos Citalopram
Escitalopram
Outros Cilostazol Fen 3

Cuidados especiais
Diuréticos

Cuidados com espoliacio de eletrolitos

estudos publicados.

NC — N3do classificada, ou seja, sem evidéncia de prolongar o intervalo QT com base nos




Seguranca Cardioldgica para uso da CQ/HCQ + Azitromicina

ECG basal de 12 derivacdes com medida de intervalo QTc.

- Se < 450ms — Liberado para o uso;

- Se 450ms-470ms — Cautela no uso, ou somente em
regime hospitalar;

- Se >470ms <500ms — Evitar o uso, ou somente em
hospitalar com telemetria.

- Se > 500ms - Evitar o uso. Considerar
risco/beneficio.

Recomendagdes INCOR 2020



Hidroxicloroquina ou Cloroquina + Azitromicina em Pacientes Hospitalizados

- Azitromicina durante 5 dias
.500 mg nodiale250mg dodia2a5
- Ndo ha consenso sobre o tempo de uso da HCQ/CQ, sugerimos o seguinte:
- Hidroxicloroquina ou Cloroquina com qualquer dos esquemas abaixo, por 5 a 10 dias
Hidroxicloroquina 400 mg BID nodiale200mg TIDdodia2al0ou2a5s
ou
Hidroxicloroquina 400 mg BID no dia 1 e 200 mg BID dodia2a1l0ou2a5
ou
Cloroquina 150 mg 3 comp BID no dia 1 e 150 mg 03 comp MID do dia2a 10ou2a 5
ou

Cloroquina 250 mg 02 comp BID no dia 1 e 250 mg 01 comp BID dodia2a10ou2a 5




Monitorizagdo Cardiologica para uso da CQ/HCQ + Azitromicina

ECG de controle para medidas de Intervalo QTc

- QTc < 450ms — no 22 dia
-QTc 450ms—-470ms—no 22 dia
- QTc >470 <500ms — no22 dia e no 49 dia

- QTc > 500ms — Em 4 a 8 horas apds a primeira dose e
diariamente.

Recomendagdes INCOR 2020



Algoritmo de Seguranca Cardioldgica para uso da CQ/HCQ + Azitromicina

ﬂvaliagﬁu A QTc > 60MS ou aumento de 10%
QTc = 500MS
basal INJURIA MIOCARDICA

Oh dhs 12 dia 22 dia 32 dia 42 dia 52 dia

ECG 12 C e ¢ ¢ C C G
derivagoes

ECG
OTc
Avaliacdo fatores 450-470m:
de risco =
. _ Tele metria ECG ECG
s . >470 <500ms
(check list inicial)

Dosagem

K+, M g-H-, Ca*t

Supervisione e evite outros medicamentos dispensaveis, que prologuem o intervalo QT (crediblemeds.org)

Recomendag¢des INCOR 2020



Protocolo para Diagnostico e Tratamento
da Hiperinflamag¢édo Pulmonar e Sistémica
secundaria a
“Tempestade de Citocinas”

na COVID-19



Como ldentificar a Hiperinflamacao da“Tempestade de Citocinas” na COVID-19

Identificar Subgrupo de Pacientes na Admissdo Hospitalar

Marcadores inflamatorios para pior prognostico

Dimero D 2 1.000 ug/ml

Ferritina > 300 ug/ml

Proteina C Reativa > 100 mg/L ou com aumento 12 a 48 horas pos admissdo
Linfopenia < 800/mm?3

LDH > 245 U/L

Troponina > 0,028 ng/ml

TC de torax com acometimento caracteristico do parénquima pulmonar > 25%

Plaquetas < 100,000/mm?3

Metha P. Lancet. 2020 March 12



Protocolo para Tratamento da “Tempestade de Citocinas” na COVID-19

- Presenca de um ou mais marcadores inflamatorios de pior progndstico
- Iniciar corticoide para conter a resposta inflamatoria e disfung¢do orgénica multipla
- Idealmente 12 a 24 horas apos inicio HCQ + Azitromicina para redugdo da replicagdo viral
- Esquemas propostos:
1) - Metilprednisolona EV dose de 1 mg/kg/dia
. geralmente 80 mg ao dia MID ou 40 mg BID nos primeiros 5 a 7 dias
2) - Dexametasona EV

.8 a 16 mg ao dia nos primeiros 5 a 7 dias

Jiang, S. Medicine 2019,98:16239
Siddiqi HK. Journal of Heart and Lung Transplantation DOI: 10.1016/j.healun.2020.03.012




Monitorizagdo do Uso de Corticoterapia no Tratamento da COVID-19

- Aten¢do permanente para infec¢do bacteriana secunddria
- Monitorizar resposta ao tratamento através de melhora clinica e laboratorial
- Critérios laboratoriais de resposta ao tratamento:
. redugdo da proteina C reativa (ideal repetir diariamente até normalizar)
. redugdo dimero D (repetir apds 3 dias)
. redugdo LDH (repetir apos 3 dias)
- Devido aos riscos do uso de corticoide, monitorizar:

. Glicemia, potassio

. Retencgdo hidrica (avaliar diurético, se significativa)




Protocolo de Uso da Heparina na COVID-19



Anticoagulant treatment is associated with decreased mortalityin
severe coronavirus disease 2019 patients with coagulopathy

1786 consecutive
patients with COVID-19
entering Tongji hospital

1261 classified as mild
and moderate COVID-19

76 met the exclusion
™ criteria

v
445 classified as severe COVID-15

O

99 with heparin treat for 7 350 without heparin treat or
days or longer treating less than 7 days
30 died within 28-day 104 died within 28-day

Tang N. Journal of Thrombosis and Hemostasis. 2020, 27 March.doi.org/10.1111/jth.14817


https://doi.org/10.1111/jth.14817

Escore SIC — Coagulopatia Induzida por Sepse

Table 1 ISTH SIC scoring system

Item Score Range
Platelet count 1 100-150
(X 10%/L) 2 <100
PT -INR 1 1.2-1.4
2 >1.4
SOFA score 1 1
2 =2
Total score for SIC =4

Tang N. Journal of Thrombosis and Hemostasis. 2020, 27 March.doi.org/10.1111/jth.14817



https://doi.org/10.1111/jth.14817

Anticoagulant treatment is associated with decreased mortalityin

severe coronavirus disease 2019 patients with coagulopathy

Table 2 Clinical and coagulation characteristics of patients being classified as severe COVID-19

Parameters Normal Total Survivors Non-survivors P values

range (n=449) (n=315) (n=134)
Age (years) 65.1+12.0 63.7+12.2 68.7+11.4 <0.001
Sex ratio (male/female) 268/181 178/137 90/44 0.036
With underlying diseases 272 (60.6%) 181 (57.5%) 91 (67.9%) 0.136
Receiving heparin 99 (22.0%) 69 (21.9%) 30 (22.4%) 0.910
Meeting SIC criteria 97 (21.6%) 42 (13.3%) 55 (41.0%) <0.001

Coagulation parameters

PT (sec) 11.5-14.5  15.2%+5.0 14.6+2.1 16.5+8.4 <0.001
Platelet count 125-350 2154100 231499 178+92 <0.001
(X 109/L)

D-dimer (ug/mL) . 1.94 1.47 4,70

(0.90-9.44)  (0.78-4.16) (1.42-21.00)

Tang N. Journal of Thrombosis and Hemostasis. 2020, 27 March.doi.org/10.1111/jth.14817
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Quando anticoagular o paciente na COVID-19
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Dimero D 2 3.000 ug/ml

Tang N. Journal of Thrombosis and Hemostasis. 2020, 27 March.doi.org/10.1111/jth.14817
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Protocolo para uso de Heparina na COVID-19

- Evitar uso de heparina se plaquetopenia < 70.000/mm?3
- Para todos pacientes recomenda-se uso profilatico nos seguintes esquemas:
1) - Enoxaparina 40 mg MID via subcutdnea
ou
2) - Heparina nédo fracionada 5.000 Ul BID via subcutdnea
- Na preseng¢a de um dos seguintes marcadores:
. Dimero D 2= 3.000 ug/ml
. Escore SIC 24
- Aumentar a dose, seguindo os seguintes esquemas:
1) - Enoxaparina 60 mg/dia via subcutdnea
ou

2) - Heparina ndo fracionada 5.000 Ul TID via subcuténea




Uso da Heparina no paciente com COVID-19

- Estudos de necropsia tém observado a presen¢a de “trombose in situ” nos vasos
pulmonares, além de predisposi¢cdo a tromboembolismo pulmonar

- Assim, pacientes com hipoxemia mais grave, ou naqueles em ventilagdo
mecdnica, se houver mudang¢a abrupta na hipoxemia ou na hemodindmica:
avaliar Ecocardiograma para suspeita de disfun¢do de VD e hipertensdo

pulmonar e excluir tromboembolismo pulmonar




