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Clasificacion de los Filovirus
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Nakayama and Saijo. 2013. Front. Microbiol. 4:267. doi: 10.3389/fmicb.2013.00267
*Negredo et al., 2011. PLoS Pathog 7: €1002304.



Descubrimiento de los Filovirus

Reston Ebola
Marburg

Marburg Marburg

Tai Forest Ebola Zaire Ebola

Sudan Ebola
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Virus Ebola en Africa

Zaire Ebola

; _1,, Departamento de WHO Ebola Response Team. 2014. N Engl J Med 371:1481-95.
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Evolucion del virus Ebola Zaire

Gire et al. 2014. Science 345: 1369-72
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Evolucion del virus Ebola Zaire
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El virus Ebola: Filovirus

RNA cadena sencilla np VP35 VP40 GP/sGP VP30 VP24 A
Activador

transcripcional
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Pl: 8-10 dias (rango: 2-21)

{+ Citoquinas
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Inmunosupresion

Necrosis hepatica,
{ factores de coagulacion

Necrosis adrenocortical,
{} esteroides

Coagulacién intravascular diseminada

Dano endotelial

Muerte: dias 6-14
GP

Feldmann &
Geisbert, 2011.
Lancet 37T:
849-62.



El virus Ebola inhibe el sistema del interferén

RNADbc VP35 X

x RNADbc

VP35
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Diagnéstico de la fiebre por Ebola

Epidemiologia

Sintomas inespecificos
Linfopenia, trombocitopenia
{+ Transaminasas

RT-PCR ; ———
. Sangre, fluidos. . Inactivar con |sot|OC|a.nz.:1to
, de guanidina
 + alos 3-10 dias

post-sintomas.
IgM

Descartar fiebre de Lassa,
malaria, fiebre tifoidea,
dengue, Chikungyunga...
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Tratamiento

Rehidratacion, rINAPc2, proteina C-activada (PCA)...
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Favipiravir (T-507)
BCX4430
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Prevencion

Kanapathipillai et al. 2014. N Engl J Med DOI: 10.1056/NEJMp1412166

& 1 dosis 1 dosis + 1
. recuerdo con:
Adenovirus
Adenovirus/GP

% supervivencia a los 10 meses de macacos (4/grupo),

tras inoculacion de 1000 UFP de Ebola Zaire
Stanley et al. 2014. Nature Med. 20:1126-9



Prevencion

1 dosis:

100% proteccion al aio (6 macacos
inoculados con Marburg)

Posible uso IM o intranasal

1 dosis post-exposicion:

24h ~ 80%

48h ~ 30%

Mire et al. 2014. PLoS ONE 9(4): e94355

\ {9 Departamemo de

s enbig



Modelos animales

* Raton:

 Cepa Zaire adaptada

e Zaire silvestre, sélo en ratones SCID

* No afecta coagulacion
* Cobaya:

* Cepa Zaire adaptada

* Algunas alteraciones coagulacion

* Mal modelo para estudios inmunitarios
* Hamster sirio

 Buen modelo de patogénesis

* Cepa adaptada a ratones

 Mal modelo para estudios inmunitarios
* Primates (Macacos, Monos verdes, Babones)

 Buen modelo de patogénesis

 100% letalidad con cepas humanas

* Dosis letal: 210 ufp/IM-SC; 400 ufp/aerosol
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Doffing PPE, PAPR Option — PPE doffing should be performed in the designated PPE removal area.
Engage Trained Observer: The doffing process is conducted under the supervision of a trained observer, who
reads aloud each step of the procedure and confirms visually that the PPE is removed properly. Prior to doffing
PPE, the trained observer must remind the healthcare worker to avoid reflexive actions that may put them at
risk, such as touching their face. Post this instruction and repeat it verbally during doffing. Although the trained
observer should minimize touching the healthcare worker or the healthcare worker’'s PPE during the doffing
process, the trained observer may assist with removal of specific components of PPE, as outlined below. The
trained observer disinfects the outer-gloved hands immediately after handling any healthcare worker PPE.
Inspect: Inspect the PPE to assess for visible contamination, cuts, or tears before starting to remove. If any
PPE is potentially contaminated, then disinfect using an EPA-registered disinfectant wipe.
Disinfect Outer Gloves: Disinfect outer-gloved hands with either an *EPA-registered disinfectant wipe or
ABHR, and allow to dry.
Remove Apron (if used): Remove and discard apron taking care to avoid contaminating gloves by rolling the
apron from inside to outside.
Inspect: Following apron removal, inspect the PPE ensemble to assess for visible contamination or cuts or
tears. If visibly contaminated, then disinfect affected PPE using an *EPA-registered disinfectant wipe.
Disinfect Outer Gloves: Disinfect outer-gloved hands with either an *EPA-registered disinfectant wipe or
ABHR.
Remove Boot or Shoe Covers: While sitting down, remove and discard boot or shoe covers.
Disinfect and Remove Outer Gloves: Disinfect outer-gloved hands with either an *EPA-registered disinfectant
wipe or ABHR. Remove and discard outer gloves, taking care not to contaminate inner glove during removal
process.
Inspect and Disinfect Inner Gloves: Inspect the inner gloves’ outer surfaces for visible contamination, cuts, or
tears. If an inner glove is visibly soiled, cut, or torn, then disinfect the glove with either an *EPA-registered
disinfectant wipe or ABHR. Then remove the inner gloves, perform hand hygiene with ABHR on bare hands,
and don a clean pair of gloves. If no visible contamination, cuts, or tears are identified on the inner gloves, then
disinfect the inner-gloved hands with either an *EPA-registered disinfectant wipe or ABHR.
Remove Respirator (PAPR)***:

If a PAPR with an external belt-mounted blower unit is used, then all components must be removed at

this step.

Remove and discard disposable hood.
Deart tod Disinfect inner gloves with either an *EPA-registered disinfectant wipe or ABHR.
% Jepariamentode p o ove headpiece, blower, tubing, and the belt and battery unit. This step might require assistance
s % Microbiologiall - from the trained observer.
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Ciclo de replicacién del virus Ebola
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Favipiravir
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HO OH

T-705 ribofuranose

5’- Nucleotidase @ l Nucleoside- kinase

Weak inhibition of IMPDH

(Inosin-monofosfato deshidrogenasa)

Potent inhibition of
influenza viral polymerase

Furuta et al. 2005. Antimic
Agents Chemother 49: 981-6
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