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1. éComo lo estudio?

2. éQué sirve?



. ¢Le pido panel
viral, CCAT?
.écLe dejo
antibioticos?
.écLe dejo
antivirales?

. écLe dejo
corticoides?

SEMANA 16 — 2024: 3337 casos: 44% (+)

. Influenza A: 44,2% (700 casos)
Rinovirus : 38,9% (617)

Adenovirus: 6,4% (102)
Parainfluenza: 4,0% (64)
SARS-CoV-2: 2,9% (46)
Metapneumovirus: 1,3% (20)

Otros virus respiratorios: 1,1% (17)
VRS: 0,9% (14)

Influenza B: 0,3% (5)
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Rol de
infeccion
viral previo a
la infeccion
bacteriana

Damaged epithelium
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Sender, V. (2021). Virus-Induced Changes of the Respiratory Tract Environment Promote Secondary Infections With Streptococcus pneumoniae. Frontiers in cellular and infection microbiology, 11, 643326.




Bacteria found by culture/molecular test
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Virus found by molecular test
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éComo lo
estudio?

Virus patogénicos:

v VRS

v Influenza

v' Metapneumovirus
v Parainfluenza

* Se ha descrito
persistencia de PCR
rhinovirus (+) hasta 5
semanas post cuadro
sintomatico

Mardian, Y., (2021). Approach to Identifying Causative Pathogens of Community-Acquired Pneumonia in Children Using Culture, Molecular, and Serology Tests. Frontiers in pediatrics, 9, 629318



Tabla 5. Resumen de los estudios chilenos de las principales etiologias de la neumonia adquirida
en la comunidad

Microorganismo Luchsinger et al.® Saldias et al.® Arancibia et al.’
(n = 356) (n = 935)
Hospitalizados

Bacterias 42, 7% 23%

S. pneumoniae 21% 10,7%

Gérmenes atipicos 22% 2.8%

Virus respiratorios 34.8% 14.1%

Co-infeccion 16,9% 2,1%

Desconocido 34.8% 60,8%

4 UCI, 2005-2006
Estudio viral: IFl =» baja sensibilidad: 20% vs PCR virus

Arancibia, F., Cortes, C. P., Valdés, M., Cerda, J., Herndndez, A., Soto, L., & Torres, A. (2014). Importance of Legionella pneumophila in the etiology of severe community-acquired
pneumonia in Santiago, Chile. Chest, 145(2), 290-296. https.//doi.org/10.1378/chest.13-0162

Prades Pérez, Y. C., Luchsinger Farias, V., & Contreras Osorio, L. (2014). Comparacion de las técnicas de inmunofluorescencia, TR-RCP multiplex en tiempo real y Luminex en la
deteccion de virus respiratorios en adultos con neumonia adquirida en la comunidad [recurso electrénico]. Tesis (bioquimica)--Universidad de Chile, 2014.

Consenso chileno de neumonia adquirida en la comunidad en adultos, 2023




RESEARCH Open Access

Impact of viral multiplex real-time PCR on @
management of respiratory tract infection:
a retrospective cohort study

= None
uViruses
Bacteria
= Fungal

= Mixed

ADULTOS:
23% deteccion

Lena M. Mayer'*, Christian Kahlert>, Frank Rassouli®, Pietro Vernazza* and Werner C. Albrich® d e VIirus
Table 5 Outcome depending on relevant detected pathogen for adult patients
Su iza, 2017 Viral Bacterial Mixed No pathogen p-value®
. (n=40) (n=36) (n=6) (n=100) Viral vs. ~ Viral vs.  Viral vs. no
254 pacientes adultos bacterial mixed  pathogen
y niﬁOSI LOS inpatients, median days (IQR) 8 (6-21) 21 (13-35) 11.5 (5-44.25) 15 (8-23.5) <0.001 0.67 0.03
Complications, n (%)
140 (55%) se ICU admission 11 (27.5) 13 (36.1) 3 (50.0) 24 (24.0) 042 0.51 0.67
Mechanical ventilation 6 (15.0) 11 (30.6) 3 (50.0) 19 (19.0) 0.11 0.16 0.58
identificaron MO ARDS 3 (7.5) 5(139) 2 (333) 6 (6.) 0.60 024 100
Sepsis 24 (60.0) 24 (66.7) 5(833) 6 (6.0)° 0.55 0.53 n/a
° ° Mortality (all cause) 4 (10.0) 4(11.1) 1(16.7) 6 (6.0) 1.00 1.00 0.62
c ca m b I a e I Antibiotic use (any indication)
IAny inpatient antibiotics, n (%) 30/35 (85.7) 29/32 (90.6) 4/6 (66.7) 72/89 (80.9) 0381 0.54 0.53 I
Uuso d e Duration of inpatient use, 1254143 (0-63) 181+160(0-72) 103+121(0-31) 108+114 (0-63) 0.14 073 049
mean days + SD (range)
1 (20.0)° 23 (24.5)f 0.06 1.00 048

® [ I 4 [ Disch d .. | 11(30.6)c (53. d
antibioticos? oo 176530

ARDS acute respiratory distress svndrome, /CU intensive care unit. /QR interauartile ranae. LOS lenath of stav. n number, SD standard deviation

Mayer, L. M (2017). Impact of viral multiplex real-time PCR on management of respiratory tract infection: a retrospective cohort study. Pneumonia (Nathan Qld.), 9, 4.



Espana, 2023
590 pacientes. 63,5% se identifica MO.
HC, PCR virus, cultivo expectoracion, Ag urinario

éCambia el pronéstico?

Table 6
Risk factors for respiratory failure and ICU admission. Multivariate analysis.

QRespiratory failurQ < ICU admission >

Odds ratio (95% CI) p Odds ratio (95% CI) p
Heart disease 1.50 (0.99-2.25) 0.056 0.94 (0.45-1.95) 0.863
History of chronic lung disease 2.16(1.47-3.17) <0.001 0.99 (0.85-1.16) 0.905
Age >65 years 2.14(1.45-3.17) <0.001 0.57(0.30-1.07) 0.08
Viral infection 2.23 (1.44-3.45) <0.001 2.77 (1.52-5.02) 0.001 |
Positive blood cultures- 1.97 (1.07-3.65) 0.03 1.51 (0.63-3.62) 0.352
Isolation of any bacteria 1.21 (0.85-1.74) 0.296 1.26 (0.68-2.33) 0.464

# Positive blood cultures: growth of a pathogen concordant with a cause of CAP.

Subanadlisis en falla ventilatoria:
INFLUENZA: OR, 3.72; 95% Cl, 2.06—6.73

Sellarés-Nadal, J. (2023). Impact of viral detection in patients with community-acquired pneumonia: An observational cohort study. Medicina clinica, 161(12), 523-529.



Japén, 2017

Pacientes >15 anos, 2617 pacientes

HC, PCR multiple, cultivo expectoracion, Ag urinario

Comorbilidad respiratoria: 3,3 veces mayor riesgo de morir cuando

la infeccién era por Influenza A o B.

Table 5 Viral and bacterial infection status and in-hosgital mortality amjong pneumonia patients by comorbidity status
Without comorbidities, n W With other comorbidities®, n= 1253
No. death/no. cases (% mortality) ARRP (95% Cl) No. death/no. cases (% mortality) ARR® (95% Cl) No. death/no. cases (% mortality) ARR® (95% CI)

éCambia el pronéstico?

With chronic respiratory disease, n =790

HRV 2/53 (3.8) 0.73 (0.18-296) 4/83 (4.8) 0.78 (0.28-2.14)  8/98 (8.2) 0.97 (0.48-1.96)
Inf A/B 0/22 (0.0) 0.00 (0.00-0.00)f 6/31(194) 3.38 (1.54-742) 4/57 (7.0) 0.73 (0.26-2.02)
Paramyxovirus (RSV/hMPV/PIV1-4)  1/32 (3.1) 047 (0.07-326) 3/71 (4.2) 0.66 (0.20-2.13) 1/109 (0.9) 0.10 (0.01-0.70)
Other viruses (HAdV/HBoV/HCoV)  0/4 (0.0) 0.00 (0.00-0.00) 1/5 (20.0) 455 (0.58-35.5) 179 (11.1) 1.33 (0.21-8.66)
Multiple viruses 0/7 (0.0) 0.00 (0.00-0.00) 1/6 (16.7) 398 (068-23.24) 3/18(16.7) 1.68 (0.56-5.03)
No virus 26/456 (5.7) Reference 44/594 (7.4) Reference 88/962 (9.2) Reference
ARR(95% Cl) ARR(95% Cl) ARR(95% Cl)
Only viruses 1/64 (1.6) 0.24 (0.03-1.78) 9/108 (8.3) 1.28 (0.59-2.81) 9/187 (4.8) 0.51 (0.26-1.01)
Only bacterial pathogens 8/179 (4.5) 083 (0.36-1.93) 16/227 (7.1) 113 (061-209)  27/340 (7.9) 0.84 (0.54-1.31)
Viral-bacterial co-infection 2/54 (3.7) 0.58 (0.14-238) 6/88 (6.8) 1.29 (0.55-3.06) 8/104 (7.7) 0.77 (0.38-1.59)
No viral or bacterial pathogens 18/277 (6.5) Reference 28/367 (7.6) Reference 61/622 (9.8) Reference
ARR® (95% Cl) ARR® (95% Cl) ARR® (95% Cl)
Multiple viruses 0/7 (0.0) 0.00 (0.00-0.00) 1/6(16.7) 322 (052-1981) 3/18(16.7) 298 (0.91-9.78)
Single virus 3/111 (2.7) Reference 14/190 (7.4) Reference 14/273 (5.1) Reference

ARR adjusted risk ratio, C/ confidence interval, HRV human rhinovirus, InfA influenza A virus, RSV respiratory syncytial virus, PIV1-4 human parainfluenza virus type 1-4, HMPV human metapneumovirus, InfB influenza B
virus, HCoV human coronavirus (229E/0C43), HAdV human adenovirus, HBoV human bocavirus
# Other comorbidities include diabetes mellitus, cerebrovascular disease, dementia, neuromuscular disease, cardiac failure, ischaemic heart disease, collagen disease, malignancy, renal disease, and liver disease
bAdjusted for age, study site, duration of symptoms, month of diagnosis, antibiotic use and presence of bacteria
“Adjusted for age, study site, duration of symptoms, month of diagnosis, and antibiotic use

Katsurada, (2017). The impact of virus infections on pneumonia mortality is complex in adults: a prospective multicentre observational study. BMC infectious diseases, 17(1), 755.



Figura N°5. Distribucién del numero de casos de Influenza por tipos y subtipos por semana
epidemiolégica, Chile 2020-2024*.
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*Informacion hasta la SE N°15 del 2024.
Fuente: Seccion Virus Respiratorios y Exantematicos. Departamento de Laboratorio Biomédico. Instituto de Salud Publica de Chile.



Influenza: équé sirve? (en el paciente critico)

Guidelines for the clinical
management of severe
illness from influenza
virus infections

L1 DSA

Infectious Discases Society of America

OMS, 2022
Estudio con PCR: hisopado nasal, faringeo, ambos (sin falla ventilatoria) o
aspirado traqueal/LBA si sospecha y estudio inicial negativo

RECOMMENDATION 1

In persons with suspected or confirmed influenza virus infection with or at risk of severe
illness (i.e. including seasonal influenza, pandemic influenza and zoonotic influenza), we
suggest administering oseltamivir as soon as possible (vs not administering
oseltamivir) (conditional recommendation, low-quality evidence). Marzo 2018

IDSA, 2018

Estudio con PCR a todo hospitalizado por falla ventilatoria (en temporada)
Inicio precoz de inhibidores de neuraminidasa: oseltamivir vo (absorcion
adecuada). Dosis habitual, se podria aumentar duracion de tratamiento



Influenza: équé sirve? (en el paciente critico)

oo
v/ )
&@;’3 _ Reino Unido, 2019
Public Health Oseltamivir: ideal <48 hrs pero en pacientes criticos "incluso el tratamiento mas
England tardio se asocia con una reduccion de la mortalidad vs no tratamiento”

B .

J CDD europeo: 2023

C Recomienda oseltamivir y zanamivir EV (Dectova®) en pacientes graves

*Resistencia a oseltamivir es <1% vy si es resistente, es sensible a zanamivir

EUROPEAN
DISEASE PR
AND CON

Sociedad Chilena de Enfermedades Respiratorias, 2023

MINSAL: inicio precoz de oseltamivir si PCR influenza (+)

Pacientes criticos: el tratamiento precoz con oseltamivir es una variable
independiente asociada a una reduccion de la mortalidad en la UCI (OR: 0,44; 1C95%
0,21-0,87)




Influenza: éalgo nuevo?

Influenza Therapeutic Landscape

Phase 1 Phase 2 Phase Market 1. Fusidn: inmunoterapia,
(Qzumn ¢ l‘;v"‘h;v' Lo ‘.v‘\": 9 = ") !l.; Gk & SRS 'i“ Roche i . .
ZX-T101A Ny Toto00 |, G038 GP681  2sP1273 Xofluzra  Tamifa il le U.m Ifen?/\/ y
CENI Sm::: human polycional CENI B CENI PB2 inhibitor (Bd;::“wlr) (Oul':lmhdr) (m‘"‘;‘im:‘:;"') 2. Liberacion DNA
g ansbody . .
Y T R - @ . T “uncoating”: amantadina,
| Czzene ' Arbidol
K - Rel Rapivab i ;
% HNCO4Z s S anonzt)  (Peorvan ) (Umifenovir rimantadina
£ | e "“ R 3. Transcripcion RNAm:
= m' - Favipiravir
e’ - Baloxavir
- Pimodivir
. . 4. Inhibidores NA:
VAtriva allo > BB |15% Yans I
2 Atorvastati Nitazoxanide Legend - Oseltamivir
Sy ATR-002 cotiilol | o] (NT2) Oral n
) [ nflammatary protein [losos] Intranasal - Zanamivir
— , 5 Inhaled . ..
o 2, emego A v - Laninamivir
f Diltiazem Norketotifen ij:gzl' Flufenamic Xc221 IM/SQ . .
Colcum charnel (NKT) - TLRZS ree Acid (FFA) | MOA UNK - Peramivir

O'Sullivan, S; Influenza management with new therapies. Current Opinion in Pulmonary Medicine 26(3):p 215-221, May 2020.



Influenza Virus Q Virion Release —
Neuraminidase Inhibitors \O T INHIBIDORES DE LA
NEUROAMINIDASA

NA: permite salida de
viriones de la célula
infectada
Oseltamivir 75 mg bid
Zanamivir inh 5 mg bid
por 5 dias

Immunotherapy === | Fysion

AMANTADINAS
Inhibidores canal
idnico M2: SOLO
influenza A
Amantadina 100
mg ¢/12 hrs por 5-
7 dias

INHIBIDORES DE LA
TRANSCRIPCION VIRAL
Accion en polimerasa viral
(inhibidor de la
endonucleasa)
Baloxavir 40 -80 mg x 1 vez




Combining baloxavir marboxil with standard-of-care

neuraminidase inhibitor in patients hospitalised with severe

influenza (FLAGSTONE): a randomised, parallel-group,
double-blind, placebo-controlled, superiority trial

RCT, multicéntrico, 2022

366 pacientes: 241 baloxavir + oseltamivir
215 oseltamivir + placebo

Deepali Kumar, Michael G Ison, Jean-Paul Mira, Tobias Welte, Jick Hwan Ha, David S Hui, Nanshan Zhong, Takefumi Saito, Laurie Katugampola,

Baloxavir: aprobado para
influenza no complicada

UCl o VMI: sin
significancia estadistica en
tiempo de mejoria clinica:
alta médica o NEWS2<?2

Kumar, D. (2022). Combining baloxavir marboxil with standard-of-
care neuraminidase inhibitor in patients hospitalised with severe
influenza (FLAGSTONE): a randomised, parallel-group, double-blind,
placebo-controlled, superiority trial. The Lancet. Infectious
diseases, 22(5), 718-730.

MedianTTClin h, (95% CI; n)

Baloxavir group (N=208)*

Control group (N=114)*

Difference (95% Cl)

Agegroup1

<65 years 72:0 (48:3t0 102-9; 115) 728 (47-9t0 98-2; 54)
=65 years 132:9 (95-5 to 145-8; 93) 167-3 (1200 to 212.8; 60)
Age group 2

<80 years 88.3(68-8t0 107-4; 175) 92:3(70-0t0127-4; 91)
=80 years 1381 (950 to 164-0; 33) 188.6 (652 to 243-5; 23)

Baseline NEWS2 scoret

=7
>7

72:0 (516 to 97-5; 140)
154-6 (112-7 to 192-7; 66)

77-4(55:5t0136:9; 75)
127-4 (92310 2107; 38)

Time from symptom onset to study treatment

<48 h 759 (49-9to 134-6; 80) 92:3(60:5t0 162.8; 47)
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-0-8(-38:0t035:4)
-34-4 (-109-6 to 12.0)
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-5.4 (-66-0to0 26.9)
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-87 (-4053t0117:3)
-1.5(-32.8t026.1)

Baseline influenza type (PCR)#

Type A 102-3(78-2t0132:0;194) 982 (750 to 144-4; 103)
Type B 33:5(20-2t0 49:0; 16) 1192 (153 to 164-5; 11)
Type Aand B 374 (311t0 43.7;2) 29.0 (NEto NE; 1)

High and low baseline viral titre (split at median§)q

High
No

86-8 (56-8t0118-2;114)
107-4 (78-2t0 135-4; 94)

959 (67-5t0 156-3; 67)
120.0 (67-7 t0 152-8; 45)
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Figure 3: Subgroup analyses showing median TTCl by treatment group and difference between groups

1
200

41(-48-8t036.8)
-85.7(-132-2t014-7)
84(21t014.7)

-9-1(-711t0 34-4)
-12.6 (-57:9 to 54-6)




Clinical Infectious Diseases

MAJOR ARTICLE

S 1D AN hivma .
Infectious Diseases Society of America hiv medicine association OXIORD

Cumulative Hazard

Death Discharge
Effect of Early Oseltamivir Treatment on Mortality in el L s .
3.0 « E)
Critically Ill Patients With Different Types of Influenza: e i B % i
. -]
A Multiseason Cohort Study i ? o
Theodore Lytras,' Elisavet Mouratidou,'? Anastasia Andreopoulou,' Stefanos Bonovas,** and Sotirios Tsiodras'® e %
B £ -
8 g os- g P=.007
— 3 O .|
GreC|a’ 2019 < e T T T T T T : T T T T T T
0 30 60 90 120 150 0 30 60 90 120 150

1330 pacientes graves
con influenza
confirmada

46,8% fallecidos

87% recibio oseltamivir
Sin diferencias en
mortalidad entre inicio
precoz vs tardio
EXCEPTO en influenza
A/H3N2

Time from ICU admission (days) Time from ICU admission (days)

Table2. Adjusted Effects of Early Versus Late Oseltamivir Treatment on Mortality Risk, Mortality, and Discharge Cause-specific Hazards and Subdistribution
Hazards, and on Median Length of Stay Among Survivors

Log-binomial Proportional Proportional Subdistribution
Unadjusted Model Hazards Model Hazards Model Difference in Predicted
Median Length of Stay Among
Type RR of Death RR of Death csHR of Death  c¢csHR of Discharge  sHR of Death sHR of Discharge Survivors, d

Overall 0.89 (.75-1.06) 0.94 (.78-1.14)  1.03 (.79-1.34) 1.20 (.94-1.51) 0.88 (.65-1.18) 1.10 (.85-1.42) -0.3 (-1.2 to .5)
Stratified by influenza type
AHIN1 112 (.87-1.45) 104 (.85-1.28) 1.09 (.81-1.47) 0.98 (.74-1.32) 1.05 (.77-1.44)  0.88 (.65-1.18) 0.3 (-.51t0 1.2)
A/H3N2  0.66 (.46-.95) 0.69(.49-94) 0.87(.57-1.32) 1.89 (1.33-2.70) 0.58 (.37-.88) 1.66 (1.18-2.37) -1.8 (-3.5 to -.5)
B 0.92 (.60-1.41) 0.94 (.64-1.35) 1.01 (.60-1.69) 1.08 (.66-1.73) 0.92 (.54-1.57) 0.98 (.59-1.60) 0.1 (-1.7 to 1.6)

Data are presented as posterior median (95% credible interval). Significant results are indicated in bold text.

Abbreviations: csHR, cause-specific hazard ratio; RR, relative risk; sHR, subdistribution hazard ratio.

Lytras, T., (2019). Effect of Early Oseltamivir Treatment on Mortality in Critically Ill Patients With Different Types of Influenza: A Multiseason Cohort Study. Clinical infectious diseases : an official publication of the

Infectious Diseases Society of America, 69(11), 1896-1902.



REVIEW ARTICLE

Comparison of double-dose vs standard-dose oseltamivir in the
treatment of influenza: A systematic review and meta-analysis

Lei Li MPharm | Jing Liu MPharm | Kan Qin MPharm

fl‘:::; Pharmscy aed Therapeatics . \'\"l LEY

MORTALIDAD: Doble dosis vs estandar

No. of
Stratification patients Studies
All studies 20 501 5
Study design
RCTs 294 1
Observational studies 20 207 4
ICU patients
ICU 20052 3
Non-ICU 449 2

*Pocos estudios disponibles

OR (95% Cl) P-value
1.50 [0.95, 2.37] 19
1.29 [0.52, 3.15] .58
1.59 [0.79, 3.19] .20
1.52[0.68, 3.40] 31
1.38 [0.59, 3.25] 46

'2
(%)
35

51

66

No hubo diferencia significativa
en mortalidad entre dosis
estdndar (75 mg c/12 hrs) vs
doble dosis (150 mg c/12 hrs)

Tampoco hubo diferencias en:

v Outcome viroldgico: 5-d
clearance rate (PCR)

v’ Efectos adversos

Li, L., (2020). Comparison of double-dose vs standard-dose oseltamivir in the treatment of influenza: A systematic review and meta-analysis. Journal of clinical pharmacy and therapeutics, 45(5), 918-926.
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RESEARCH ARTICLE MEDICAL viRoLoGy YWILEY

Effectiveness of prolonged versus standard-course of
oseltamivir in critically ill patients with severe influenza
infection: A multicentre cohort study

Gerard Moreno® ® | Raquel Carbonell® | Emili DiazZ | Ignacio M Subgroup Prolonged

oseltamivir

no. of patients with primary outcome/total no.(%)

Inmunosupresion

Inmunosupression 113/291 (38.8%)

1.00 —

bt - No inmunosupression  315/1652 (19.1%)

B Neumonia

2075 -y

) T S Pneumonia 398/1742 (22.8%)
8 S

o i SR

% ——— Group No pnecumonia 30/201 (14.9%)
g 050 Standard Oseltamivir

% —— Prolonged Oseltamivir

7

- VMI

% IMV 369/1362 (27.1%)
2 0.25

No IMV 59/581 (10.2%)

Sobrevida en el tiempo

0.00

Early oseltamivir 78/389 (20.1%)

0 20 40 60
Time
— 1750 1750 1218 864 611 437 329 230 163 121 89 70 53 Late oseltamivir 350/1554 (22.5%)
421 421 18 110 78 44 3 20 13 8 6 5 4

FOM

Multiorgan failure

FIGURE 3 Adjusted survival curves plotted based on the Cox regression stratified by Prolonged versus Standard Oseltamivir treatment. The
model was adjusted for age, immunosuppression, APACHE Il and SOFA scores, ICU gap, gender, number of pulmonary infiltrates, acute kidney
injury, viral pneumonia, septic shock, invasive mechanical ventilation, prone positioning, hematological disease, bacterial co-infection,
ventilator-associated pneumonia, and corticosteroids. The ICU gap was the time between hospital and ICU admission. APACHE, Acute
Physiology and Chronic Health Evaluation; ICU, intensive care unit; SOFA, Sequential Organ Failure Assessment.

371/1400 (26.5%)

No multiorgan failure  57/543 (10.5%)

Moreno, G., (2023). Effectiveness of prolonged versus standard-course of oseltamivir in critically ill patients with severe influenza infection: A

multicentre cohort study. Journal of medical virology, 95(8), €29010.

Espaha, 2023
2397 pacientes criticos con influenza
5 dias vs 10 dias: beneficio en paciente critico

Standard
oseltamivir

35/79 (44.3%)

89/375 (23.7%)

108/366 (29.5%)

16/88 (18.2%)

98/257 (38.1%)

26/197 (13.2%)

32/127 (25.2%)

92/327 (28.1%)

105/295 (35.6%)

19/159 (11.9%)

Average HR Adjusted
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Favour prolonged
oseltamivir

Favour standard
oseltamivir
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Para myxoviridae: VRS, parainfluenza, metapneumovirus

. 7 [ 4
* Presencia de proteina de fusion Rol en vacunas
v Nirsevimab: Ac monoclonal IgG1k
Live-attenuated Subunit Vector-based Particle-based = Monoclonal antibody mRNA humano recombinante de |arga
. 1. RSVpreF3 1. MVA-BN-RSV 1. Nirsevimab duracidn, neutralizante de la
e . S o 2. Clesrovimab R conformacion de prefusién de la
roteina F del VRS
Phase2 oL o MEDITS10 Nore None Nersyn s P

v" FDA-EMA 2023: Vacunas aprobadas

1. LID AM2-2 para >60 anos y embarazadas:
2. LIDcpAM2-2 . ’ .7
o SIRAT - Subunidad proteina F prefusion
4. D46INS2NIAM2- - ABRYSVO: menor riesgo de
2-HindllI30s 1. DS-Cavi . . . .
Phase . neyaa > RSVEwaccne 1 MVARSV o infeccion respiratoria por VRS vs
2. PanAd3-RSV RSMO01 mRNA-1777 . . . .
6. rAchz4:f4oms 3. DPX-RSV 3 ChAGIEERAY V306-VLP placebo: riesgo de incidencia:
/. _
MRS 0.156, IC 95%: 0.048- 0.40
30ASH - Evidencia moderada
8. MEDI-599

- Eficacia vaccinal 84,4% (incidencia)

Fig. 3. Overview of the RSV vaccine candidates and monoclonal antibodies in clinical trials.

Qiu, X., (2022). Development of mRNA vaccines against respiratory syncytial virus (RSV). Cytokine & growth factor reviews, 68, 37—53.
CDC (2023) Grading of Recommendations, Assessment, Development, and Evaluation (GRADE): Pfizer RSVpreF Vaccine (ABRYSVO)



SARS-COV2:
é¢algo nuevo?

Bash, K., Sacha, G., & Latifi, M. (2023). COVID-19: A management
update. Cleveland Clinic journal of medicine, 90(11), 677-683.

freatihg COVID-19: 32 recommendations from the Infectious Diseases Society of America

Recommended

Not recommended

Dexamethasone for hospitalized critically ill patients

Dexamethasone for hospitalized patients with severe but
noncritical COVID-19

Tocilizumab for hospitalized adults with progressive severe
or critical COVID-19 who have elevated markers of systemic
inflammation

Sarilumab for patients who would qualify for tocilizumab,
if tocilizumab is not available

Convalescent plasma for ambulatory patients with mild to
moderate COVID-19 at high risk of progressing to severe disease
who have no other treatment options, within 8 days of symptom
onset

Remdesivir for patients with mild to moderate COVID-19 within 7
days of symptom onset at high risk of progressing to severe disease

Remdesivir for 5 days rather than 10 days for patients
on supplemental oxygen but not on mechanical ventilation or
extracorporeal mechanical ventilation

Remdesivir for hospitalized patients with severe COVID-19

Baricitinib with corticosteroids for hospitalized adults with severe
COVID-19

Baricitinib with remdesivir for hospitalized patients with severe
COVID-19 who cannot receive a corticosteroid

Tofacitinib for hospitalized adults with severe COVID-19 but not
on noninvasive or invasive mechanical ventilation

Fluvoxamine (but only in a clinical trial)

Nirmatrelvir-ritonavir within 5 days of symptom onset in
ambulatory patients with mild to moderate COVID-19 at high risk
of progressing to severe disease

Molnupiravir within 5 days of symptom onset in ambulatory
adults with mild to moderate COVID-19 at high risk of progressing

Hydroxychloroquine

Hydroxychloroquine plus azithromycin for hospitalized patients
with COVID-19

Hydroxychloroquine for patients exposed to COVID-19
Lopinavir-ritonavir for patients exposed to COVID-19

Lopinavir-ritonavir for ambulatory patients with mild to moderate
covip-19

Lopinavir-ritonavir for hospitalized patients

Glucocorticoids for hospitalized patients with mild to moderate
COVID-19 without hypoxemia requiring supplemental oxygen

Inhaled corticosteroids for ambulatory patients with mild to
moderate COVID-19

Convalescent plasma for hospitalized immunocompetent patients

Routine use of convalescent plasma for hospitalized
immunocompromised patients

Remdesivir for those on mechanical ventilation, extracorporeal
membrane oxygenation, or both

Famotidine for ambulatory patients with mild to moderate
covip-19

Famotidine for hospitalized patients with severe COVID-19
Ivermectin for hospitalized patients

Ivermectin for ambulatory patients

Colchicine for hospitalized patients

Colchicine for ambulatory patients

Anakinra for hospitalized patients with severe COVID-19




Recomendaciones
para manejo del
paciente critico
con covid19

IDSA, 2023

Disponible en Chile:

v’ Corticoides: dexametasona 6
mg dia = prednisona 40 mg =
metilprednisolona 32 mg por
10 dias

Tocilizumab

Baricitinib
Tofacitinib

ENEANERAN

Hospitalized for critically ill
COVID-19, needing non-inva-
sive ventilation or Hi flow ox-

ygen

Corticosteroids (dexamethasone 6 mg/d x 10 days or until
discharge or an equivalent dose of hydrocortisone or
methylprednisolone).

e Tocilizumab or Sarilumab in patients with elevated inflam-
matory makers

e Baricitinib or tofacitinib in patients with elevated inflam-
matory markers

e No benefit demonstrated in RCTs for remdesivir, convales-
cent plasma, hydroxychloroquine, azithromycin, lop-
inavir/ritonavir, or ivermectin.

T

Hospitalized for critically ill
COVID-19, needing invasive
mechanical ventilation or
ECMO

e Corticosteroids (dexamethasone 6 mg/d x 10 days or until
discharge or an equivalent dose of hydrocortisone or
methylprednisolone).

e Tocilizumab or sarilumab in patients with elevated inflam-
matory makers

e Baricitinib or tofacitinib in patients with elevated inflam-
matory markers

e No benefit demonstrated in RCTs for remdesivir, convales-
cent plasma, hydroxychloroquine, azithromycin, lop-
inavir/ritonavir, or ivermectin.

Bhimraj A et al. Infectious Diseases Society of America Guidelines on the Treatment and Management of Patients with COVID-19. Infectious Diseases Society of America 2023; Version 11.0.0. Available
at https://www.idsociety.org/practice-guideline/covid-19-guideline-treatment-and-management/. Accessed 28/04/2024.
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Dexamethasone in Hospitalized Patients with Covid-19

The RECOVERY Collaborative Group*

A All Participants (N=6425)

100
Rate ratio, 0.83 (95% Cl, 0.75-0.93)
g0 P<0.001
& g0
=
£ .
=
Usual care
204
Dexamethasone
O I T T 1
0 7 14 21 28
Days since Randomization
No. at Risk
Usual care 4321 3754 3427 3271 3205

Dexamethasone 2104 1902 1724 1658 1620

B Invasive Mechanical Ventilation (N=1007)

100+
Rate ratio, 0.64 (95% Cl, 0.51-0.81)
80—
& 60-
=
= Usual care
£ w0
=
20+ Dexamethasone
0- T T T 1
0 7 14 21 28
Days since Randomization
No. at Risk
Usual care 683 572 481 424 400
Dexamethasone 324 290 248 232 228

Dexametasona 6 mg por 10 dias vs manejo habitual
Outcome: mortalidad a 28 dias

e Pacientes criticos con
covid19: 34% menor
mortalidad a 28 dias
en el grupo que recibio
corticoides (OR: 0.66;
95% Cl: 0.54; 0.82;
ALTA certeza de |la
evidencia).

RECOVERY Collaborative Group, Horby P, Lim WS, Emberson JR, et al. Dexamethasone in hospitalized patients with COVID-19. N Engl ] Med 2021, 384(8):693—704.



SARS-COV2: éy si no
puedo usar

corticoides?

 IDSA: baricitinib 4 mg/dia por 14 dias +
remdesevir 200 mg dia EV luego 100 mg
dia por 10 dias

1.004
3 Tasa de recuperacion
>
g UCI P
cd:a Baricitinib+RDV
< 0.50-
L2
£
(]
S 0.254
a
Placebo+RDV
000- 1 1 1 ] 1 1 1 I ] || 1 | 1] 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Days
No. at Risk

Baricitinib+RDV 54 53 52 52 51 49 48 46 42 40 38 35 35 30 15
Placebo+RDV 57 54 54 53 51 50 47 45 42 41 41 40 38 34 16

Kalil, A. C., ACTT-2 Study Group Members (2021). Baricitinib plus Remdesivir for Hospitalized
Adults with Covid-19. The New England journal of medicine, 384(9), 795-807.

Subgroup No. of Patients Rate Ratio for Recovery (95% Cl)
Overall 1033 —— 1.16 (1.01-1.32)
Geographic region |
North America 953 '—0—‘ 1.17 (1.02-1.35)
Europe 13 ‘ 0.67 {0.21-2.18)
Asia 67 : 1.15 (0.70-1.91)
Race |
White 496 — 1.13 (0.93-1.37)
Black 156 e 1.06 (0.75-1.50)
Asian 101 ’—é—‘—' 1.11 (0.73-1.68)
Other or unknown 280 L 1.34 (1.03-1.74)
Ethnic group '
Hispanic or Latino 531 —— 1.08 (0.89-1.31)
Not Hispanic or Latino 486 —— 1.31 (1.08-1.60)
Age |
18 to <40 yr 173 e 1.01 (0.74-1.38)
40 to <65 yr 555 i 1.24 (1.03-1.49)
=65 yr 305 R — 1.13 (0.86-1.47)
Sex :
Male 652 e 1.23 (1.04-1.46)
Female 381 by 1.06 (0.85-1.32)
Duration of symptoms :
=10 days 764 r—e—i 1.13 (0.97-1.32)
>10 days 253 —— 1.27 (0.97-1.67)
Disease severity (actual) |
Moderate 706 "'-0—‘ 1.11 (0.95-1.30)
Severe 327 boe 1.32 (1.00-1.75)
Ordinal score at baseline
4 142 —— 0.88 (0.63-1.23)
5 564 —— 1.17 (0.98-1.39)
6 216 , ——t—— 1.51 (1.10-2.08)
7 111 - 1.08 (0.59-1.97)
I I T I I T I I J
0.200.25 0.33 0.5 1.0 20 3.0 40 5.0

Placebo+RDV Better Baricitinib+RDV Better

Figure 3. Time to Recovery According to Subgroup.

The widths of the confidence intervals have not been adjusted for multiplicity and therefore cannot be used to infer
treatment effects. Race and ethnic group were reported by the patients. With respect to “other” race, the categories
that were used when data on race were reported included American Indian or Alaska Native and Native Hawaiian or
other Pacific Islander.




Question: Bancitinib with remdesivir compared to remdesivir for hospitalized patients with COVID-19
Last updated 5/16/2021; last reviewed 10/11/2021

Study de- | Risk of I S Other considera- | baricitinib Relative
sign S B e tions +RDV (95% CI) (95'/. CI

Mortality (follow-up: 28 days)

Certainty assessment

h of patlents

17 |randomized| not senous | noft serious not senous senous ? none 24/515 371518 HR 0.65 24 fewer @@@ O CRITICAL
tnals (4.7%) (7.1%) (0.39 10 1.09)| per 1,000
(from 43 MODERATE
fewerto 6
more)
Clinical recovery - hospitalized requiring supplemental Oz/receiving noninvasive ventilation or high-flow O: (ordinal 5+6) (assessed with: Ordinal scale <4)
1 |randomized| senous® not serious not senous senous © none 344/391 316/389 RR1.08 65 more @@OO CRITICAL
tnals (88.0%) (81.2%) |[(1.0210 1.15)( per 1,000
(from 16 LOW
more to
122 more)
Clinical recovery - receiving noninvasive ventilation or high-flow Oz, invasive mechanical ventilation or ECMO (ordinal 6+7; stratified) (assessed with: Ordinal scale <4)
17 |randomized| not senous | not serious not senous senous ® none 1221176 1141191 HR1.29 93 more @@@O CRITICAL
tnals g (69.3%) (59.7%) [(1.00 to 1.66) | per 1,000
P (from 0 MODERATE
fewer to
182 more)
New use of mechanical ventilation or ECMO (follow-up: 29 days)
1" |randomized| senous' not serous not senous Senous ¢ none 46/461 70/461 RR0.66 52 fewer @@OO CRITICAL
tnals (10.0%) (15.2%) |[(0.461t00.93)| per 1,000
(from 82 Low
fewer o

11 fewer)
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Deconstructing the Treatment Effect of Remdesivir in the

Rem d esivir en PacC iente cr iti (of0 Adaptive Coronavirus Disease 2019 (COVID-19) Treatment

Trial-1: Implications for Critical Care Resource Utilization

Jonathan Fintzi,"" Tyler Bonnett,” Daniel A. Sweeney,” Nikhil A. Huprikar,' Anuradha Ganesan,’ Maria G. Frank® Susan L. F. McLellan,” Lori E. Dodd,'
Pablo Tebas,” and Aneesh K. Mehta®

Overall Invasive Ventilation (7]
Remdesivir Placebo Remdesivir Placebo ACTT 1
(N = 533) (N =518) (N =131) (N = 154) .
Racovory 1051 pacientes
No. recovered (%) 395 (74.1%) 349 (674%) 62 (47.3%) 75 (48.7%) Remdesivir: mayor |mpa cto
HR (95% Cl) 1.26 (1.10, 1.45) 1.00 (.73, 1.38) .
Any improvement relative to baseline en paCIe ntes en Eta paS
No. ever improved (%) 444 (83.3%) 404 (78.0%) 91 (69.5%) 103 (66.9%) in iCia Ies
HR (95% ClI) 1.22 (1.08, 1.39) 1.05 (.81, 1.35)
Any deterioration relative to baseline
No. ever worsened (%) 143 (26.8%) 176 (34.0%) Equivalent to death D ﬁ |m nar
HR (95% ClI) 0.73 (.59, .91) dano pU onad
Death establecido: poco beneficio
No. died (%) 56 (10.5%) 71 (13.7%) 27 (20.6%) 29 (18.8%) . .
HR (95% C) 0.82 (58, 116} 1.09 (66, 183 de remdesivir

Fintzi, J., (2022). Deconstructing the Treatment Effect of Remdesivir in the Adaptive Coronavirus Disease 2019 (COVID-19) Treatment Trial-1: Implications for Critical Care Resource Utilization. Clinical
infectious diseases : an official publication of the Infectious Diseases Society of America, 74(12), 2209-2217.



Paxlovid en paciente critico

Vaccination
equal to or more than two doses
none or only one dose
Centers
enrolled patients less than or equal to 50
enrolled patients more than 50
Gender
male
female
Age
<65 years
>65 years
Charlson scores
<2
22
SOFA scores
<2
22
Charlson+SOFA scores
<5
25
Severity of iliness
mild

moderate

Fig. 3: Efficacy of Nirmatrelvir plus Ritonavir (NMV-r) on 28-day mortality from any cause in severe adult patients with COVID-19
infection, according to subgroup. Shown are data for the primary end point in key subgroups of each group. It showed subgroup anal-
ysis of the differences in patients treated with Paxlovid plus standard treatment or only standard treatment who had COVID-19-related death
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0/28(0.00%)
5/104(4.81%)

3/62(4.84%)
2170(2.86%)

4/72(5.56%)
1/60(1.67%)

1/38(2.63%)
4/94(4.26%)

1/26(3.85%)
4/106(3.77%)

0/87(0.00%)
5/45(11.11%)

1/66(1.52%)
4/66(6.06%)

2/66(3.03%)
3/66(4.55%)

1/38(2.63%)
7/94(7.45%)

4/61(6.56%)
4/71(5.63%)

4/70(5.71%)
4/62(6.45%)

2/46(4.35%)
6/86(6.98%)

1/24(4.17%)
7/108(6.48%)

2/81(2.47%)
6/51(11.76%)

2/66(3.03%)
6/66(9.09%)

2/66(3.03%)
6/66(9.09%)

0.44(0.02,11.79)
0.63(0.19,2.05)

0.73(0.16,3.38)
0.49(0.09,2.78)

0.97(0.23,4.04)
0.25(0.03,2.27)

0.60(0.05,6.82)
0.59(0.16,2.18)

0.92(0.05,15.58)
0.57(0.16,1.99)

0.18(0.01,3.91)
0.94(0.27,3.31)

0.49(0.04,5.57)
0.65(0.17,2.40)

1.00(0.14,7.32)
0.48(0.11,1.99)

Efficacy and safety of Paxlovid in severe adult patients with
SARS-Cov-2 infection: a multicenter randomized controlled

study

Patient No. Paxlovid plus standard treatment Standard treatment OR(95% Cl) adjusted OR (95% Cl)

0.44(0.003,62.67)
0.63(0.11,3.74)

0.73(0.07,7.39)
0.49(0.04,6.70)

0.97(0.11,8.34)
0.25(0.01,7.00)

0.60(0.02,23.55)
0.59(0.08,4.21)

0.92(0.01,65.51)
0.57(0.09,3.78)

0.18(0.002,18.59)
0.94(0.14,6.28)

0.49(0.01,19.07)
0.65(0.09,4.68)

1.00(0.05,20.11)
0.48(0.06,4.12)

from any cause through day 28, Odds ratios are plotted as squares, the horizontal lines represent 95% confidence intervals.

,* Sheng Zhang,*" Ming Li," Ke Ma,“" Cunyi Fan,* Ying Lv,*" Xiangdong Guan,”" Yi Yang*" Xiaofei Ye," Xinggi Deng,

Shangai, 2023

264 pacientes
Tratamiento estandar
Vs

Tratamiento estandar +
paxlovid

Mortalidad global: 5%

SIN diferencias en mortalidad
a 28 dias en pacientes graves

Liu, J., (2023). Efficacy and safety of Paxlovid in severe adult patients with SARS-Cov-2 infection: a multicenter randomized controlled study. The Lancet regional health. Western Pacific, 33, 100694.



Mensajes claves

“*PREVENCION: vacunacién contra influenza y covid19

- ¢Rol protector contra neumonia bacteriana?
- No olvidar vacunacion de S. pneumoniae... futuro: vacuna VRS

s*Campana de invierno: estudiar virus =2 PCR: influenza, SARS-COV2
*Inmunosuprimidos: mayor susceptibilidad para neumonia grave viral

s*Tratamiento: individualizar terapia

- Evidencia de calidad moderada a favor de oseltamivir para Influenza A/B en
dosis estandar, pero por mayor tiempo (10 dias): estudios randomizados en
curso

- Uso de corticoides benéficos en SARS-COV?2
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