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Definicion clasica

Hepatitis aguda

Transmision feco-oral (Hepatitis E...nteric)

Asociado a brotes epidémicos (Hepatitis E...pidemic)

En paises del Suroeste Asiatico (Hepatitis E...ndemic)

Mortalidad en embarazadas: 15-20%

Rivero-Juarez A. Adpatated and updated from Teshale EH. Clin In
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WATERBORNE OUTBREAKS
OF HEPATITIS E:

RECOGNITION, INVESTIGATION AND CONTROL

2014

TECHNICAL REPORT .
Rivero-Juarez A



Hepatitis E: Enfermedad del viajero

* Entonces, si no se viaja a paises endémicos, no hay riesgo de infeccion

Non-Travel-Associated Hepatitis E in England
and Wales: Demographic, Clinical, and Molecular

Epidemiological Characteristics

Samreen ljaz,' Eve Amold? Malcolm Banks® Richard P. Bendall,' Matthew E. Cramp, Richard Cunningham,’
Harry R. Dalton,’ Tim J. Harrison,® Simon F. Hill* Lorna MacFarlane," Rolf E. Meigh," Shuja Shafi,”
Martin J. Sheppard, Jacquie Smithson," Melanie P. Wilson,” and Chong-Gee Teo'

No. (%) Mean age South
Recent travel history of patients  (range), years Men, %  Asian, %
To area where HEV is hyperendemic 129 (69) 34 (9-85) 81 87
To area where HEV is not endemic 8 (4) 58 (2/7-76) 100 0
None 17 (9) 68 (51-83) 82 0
Unknown 32 (17) 42 (8-82) b6 94

lijaz. J Infec



Dos “enfermedades” diferentes

\

M73218_Gla 0
D11092_1b 0
AY230202_1d 0
AY204877_1e 0
JF443721_1f0
98292 1c 0.01759

Table 1. Clinical and Epidemiologic Characteristics of HEV Infections According to Genotype.

malls1s

FJ705359_3c 0.0328
FJ998008_3i 0.02072
AF082843_3a 0.02412
AP003430_3b 0.00378
AY115488_3j 0.01684
AB248521_3e 0.02577
JQ013794_3h 0
AF455784_3g 0
AB369687_3f 0.01321
AB197673_4a 0.025
AB074915_4c 0.02077
GU119961_4h 0.03447
AY723745_4¢ 0.01708
AJ272108_4d 0.04559
AB220974_4f 0.01627
AB108537_4g 0.00602
DQ450072_4i 0.03437

uarez. Including all HEV standard strain porpossed

Characteristic

Geographic distribution
Pattern of spread
Occurrence in United States
Species specificity

Major mode of spread
Secondary spread

Rate of icteric illness

Age distribution
Sex distribution

Mortality
Extrahepatic features
Chronic infection
Therapy

Prevention

Genotypes 1 and 2 (Epidemic)
Developing countries only
Epidemic and sporadic

Travel-related, imported

Human

Fecal-oral, waterborne
Uncommon

High

Disease rates highest among
adolescents and young adults

Similar disease rates among men
and women

High among pregnant women
Few

Neone

None known

Vaccine*

Genotypes 3 and 4 (Autochthonous)
Both developing and developed count
Sporadic

Autochthonous

Swine, human (humans are accidenta
Foodborne

Extremely rare

Low

Disease rates highest among older ad
Higher disease rates among men

High among older adults
Neurologic complications
Commeon in immunosuppressed pers
Ribavirin, peginterferon (experimental

Vaccine*

Hoofnagle. NE



En los proximos minutos...

e Situacion epidemiologica del VHE en Europa-Espana
e Transmision del VHE en Espana-Europa
e Patogénia: novedades

e Sintomatologia: novedades

onvenceros de que el VHE es un grave poblema de salud publica en Euro



Situacion epidemiologica



‘oprevalencia en Europa poblacion general
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Rivero-Juarez A. All seroprevalence data collected were performed using El
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principal causa de hepatitis aguda en Europa
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Experiencia de Cordoba

e Cribado de VHE en pacientes con hepatitis aguda que acuden a

Enfermedades Infecciosas del HURS por consulta a demanda
 Ano 2016: 43 pacientes cribados

e Casos de VHE: 9 (20.9%)



lence

FUROPE'S NEW
HEPATITIS PROBLEM

Many get infected with hepatitis E, and a few
oet very sick. How can the virus be stopped?

By Kai Kupferschmidt

Science 2016; 353: 86



1tos de mayor riesgo en Europa: Sur de Francia

TABLE 2. Factors Assodated With IgG Anti-TIEV According to Age (<45, >45 Years)

Grouped Clinically Selected Variables Log Binomial Mode! Including Variables
Associated With Anfi-HEV g6 Independently Associated With
Included In the Log Binomial Model Analysis Presence of Anti-HEY lgG

Risk Factor RR SE z P>z 95% Cl RR SE z P>z 95%

Age <45
Area 226 017 1399 0.00 1.86-2 62 2.76 0.17 10.98 0.00 1.95
Pig meat 1.81 0.50 215 0.03 1.05-3.10 1.81 0.50 2.16 003 1.08-
Pork liver sousage 147 0.12 463 0.00 1.26-1.72 1.47 0.12 4.63 0.00 1.26-1
Gome 1.28 0.0 291 0.00 1.08-148 1.26 0.10 2.89 0.00 1.08-1
Al offal 125 0.10 284 0.00 1.07-146 1.25 0.10 2.82 001 1.07-1
Oystars 125 0.10 286 0.00 1.07-1.45 1.25 0.10 2.85 0.00 1.07-1
Bottled water 080 0.14 -067 0.50 066-1.23

i Aiea 70008 1016 . 0.0 153188 160 0.0 10.08 . 0.00 T53]
Pork liver sousage 126 0.07 427 0.00 1.13-1.40 1.27 0.07 4.42 0.00 1141
Gome 1.13 007 213 0.03 1.01-1.27 1.14 0.07 2.1 003 1.02-
Al offal 125 0.08 3.36 0.00 1.10-143 1.27 0.08 366 0.00 1.12-
Oysters 1.06 0.06 0.86 0.39 094-1.18
Bottled water 082 0.07 -2.51 0.01 0.70-0.96 0.82 0.06 -2.67 001 0.704

I]; [1-10
- [10-20] - [40-50]
B (zo-30] I o070 Mansury JM Hepa

o oo



1tos de mayor riesgo en Europa: Andalucia

Cordobal 2 Sevilla3

High hepatitis E virus seroprevalence with
absence of chronic infection in HIV-infected
patients

Incidence and natural history of hepatitis E vi
coinfection among HIV-infected patients

¢ pe ¢ . uan A. Pineda?, Celia Cifuentes?, Manuel Parra, Nicolas Merc|
Antonio Rivero-Juarez “**'“, Loreto Martinez-Duenas *, ' ! ;- = 5 R j " L
Antonio Martinez-Peinado #, Angela Camacho ?, Elisabet Pérez-Navarro?, Antonio Rivero-Juarez’, Patricia Mc

M - b g : - . . » . .
Celia Cifuentes °, Ana Gordon °, Mario Frias”®, Antonio Rivero®, Juan Macias and Luis Miguel Real
Julian Torre-Cisneros °, Juan A. Pineda °, Antonio Rivero **

Prevalence: Prevalence:
21.2% 26%

Incidence rate:

7.2 seroconversion /100 patients-year Incidencia acumulada:

19%

Incidence rate:
Rural: 17.4 seroconversion /100 patients-year
1. Rivero-Juarez et al. ] Inf

Urban: 5.8 seroconversion / 100 patients-years 5 Riverouarez et al Zoonoses Pub |
3. PinedaJA




iCoOmo se transmite?



Hepatitis E virus in blood components: a prevalence and Annals of Intemal Medicine
transmission study in southeast England Osscruarions

E ? Patricia E Hewitt, Samreen az, u R Braisford, Rachel Brett, Steven Dicks, Becky Haywood,lain T R Kennedy, Alan Kitchen, PoorviPatel JohnPoh,  ransmission of Hepatitis E Virus by Plasma
Katherine Russell, Kate | Tettmar, Joanne Tossell, Ines Ushiro-Lumb, Richard S Tedder A Case Report

Hewitt P |
Mallet V Ann Intert



Viremia en donantes de sangre

Count Blood Donors HEV HEV IgG Reference
ty RNA Positive Seroprevalence
Midi-Pyrénées, 1:1438 (1:2200) ** Gallian et al., 2014 [15]
Southwest France * 52.5% Mansuy et al., 2011 [18]
1:1200 Vollmer et al., 2012 [16]
Germany 1:4525 Baylis et al., 2012 [36]
29.5% Wenzel et al., 2013 [29]
The Netherlands 1:2671 27 .0% Slot et al., 2013 [37]
1:2848 * Hewitt et al., 2014 [13]
Eneland 1:7000 12.0% ljaz et al., 2012 [38]
& 16.0% Beale et al., 2011 [39]
16.0% Dalton et al., 2008 [4]
Sweden 1:7986 NA Baylis et al., 2012 [36]
Austria 1:8416 13.5% Fischer et al., 2015 [40]
Scotland 1:14,520 4.7% Cleland et al., 2013 [35]

HartlJetal. V



Resistencia del VHE en hemoderivados

e Lavado con detergentes

e Calor seco

 Pasteurizacion (1h 602/729)
 Acidificacién

 Nanofiltracion

O

EUROPEAN MEDICINES AGENCY

E MEDICIMNES HEAET H

23 June 2015
EMA/CHMP/BWP/723009/2014
Committee for Medicinal Products for Human Use (CHMP)

Reflection paper on viral safety of plasma-derived

medicinal products with respect to hepatitis E virus
Draft
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Impacto de la infeccion por el VHE en
trasplantados

e Rechazo agudo del injerto?!

e Rapida progresion de la fibrosis hepatica?
e Aparicion de sindrome nefrdtico?

e Mayor tiempo de excrecion del VHE?*

e Reactivacion de una infeccion ya establecida: Tacrolimus®

1. Pischke S Liver Transplant
2. Kamar N Transplant

3. Kamar N. Transplant

4. Tavitian S J Clin

5. Le Coutr



¢ Reactivacion/reinfeccion?
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Rivero-Juarez et al Clin Infect Di
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Case Report "8 EASL "|HEPATOI

Liver transplant from a donor with occult HEV infection
induced chronic hepatitis and cirrhosis in the recipient

B. Schlosser!, A. Stein?, R. Neuhaus?®, S. Pahl?, B. Ramez!, D.H. Kriiger?, T. Berg!>*"', ]. Hofmar

High Proportion of Asymptomatic Infections in
an Qutbreak of Hepatitis E Associated With a
Spit-Roasted Piglet, France, 2013

Yvonnick Guillois,' Florence Abravanel,? Takayuki Miura® Nicole Pavio." Véronique Vaillant® Sébastien Lhomme.?
Frangoise S. Le Guyader,? Nicolas Rose,® Jean-Claude Le Saux® Lisa A. King,' Jacques Izopet? and Elisabeth Couturier®

Guillois Y Clin Infe



Infeccion VHE en cerdos

lencia de viremia del VHE en cerdos
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Relacion prevalencia y consumo de carne de cerdc

Estimated y - Pork Pork
oy fmtly  Neele |l e oo Cney
nunfty Seroprevalence a‘;glu.m ) op(;‘]:uio“ ) Ratio ** (Thousan (Kg) pe:
(WT Assay) B . Tons) *+* Capita *
France 39 23,747 63.9 037 1931 302
Germany 295 58,628 80.6 072 4358 541
Denmark 19.8 19,108 56 34 352 62.9
Netherlands 270 14,014 16.8 083 640 381
Belgium 197 11,915 11.2 1.06 452 404
Spain 147 41,418 46.6 0.31 2363 507
Switzerland 138 No comparative data 81 NA 201* 24.8
Austria 139 5417 85 0.64 474 55.8
Czech
Republic 129 2652 10.5 025 437 416
UK 127 10,299 64.1 016 1542 241
Italy 7.5 13,000 50.8 022 2451 41.0
o 250 s00 1000 km %\gf .
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HepEpork Study:

e Cdrdoba: 2nd province of Spain in Pork production

 Home-town of Black Iberian pig

Extensive farming

Cardoba

Intensive
farming

ALTO DEL GUADALQUIVT

CAMPINA SUR

CORDOBA CAPITAL
GUADAJOZ Y CAMPINA ESRE
' LOS PEDROCHES
SUBBETICA

VALLE DEL GUADIATO
VEGA DEL GUADALQUIVI
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Presencia del VHE en alimentos porcinos

Alimento Pais HEV-RNA Reference
Italy 6% Di Bartolo et al. Emerg Infec Dis 2012
Carne Czech Repubilic 2.5% Di Bartolo et al. Emerg Infec Dis 2012
Italy 22% Di Bartolo et al. Inter J Food Microb 2015
Spain 6.4% Di Bartolo et al. Emerg Infec Dis 2012
Salchicha U.K. 9.5% Berto et al. Emerg Infect Dis 2012
Germany 20% Szabo et al. J Food Microbiol 2015
France 30% Pavio et al Emerg Infect Dis 2014
Paté France 17.2% Pavio et al. N Emerg Infect Dis 2015
Francia 4% Griergson et al Emerg Infect Dis 2015
Netherlands 6.5% Di Bartolo et al. Inter J Food Microb 2015
i Czech Rep 5% Di Bartolo et al. Inter J Food Microb 2015
Higado Italy 6% Di Bartolo et al. Emerg Infec Dis 2012
Spain 3% Di Bartolo et al. Emerg Infec Dis 2012

U.K. 3% Berto et al. Emerg Infect Dis 2012




Relacion consumo de carne de cerdo y muerte

Mean mortality from chronic liver disease

Relacion consumo de carne de ce
mortalidad en cirroticos
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R?=0.531 b=4933 t=4255 P=0.001

Source; J Viral Hepat © 2012 Blackwell Publishing
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Case Report "8 EASL "|HEPATOI

Liver transplant from a donor with occult HEV infection
induced chronic hepatitis and cirrhosis in the recipient

B. Schlosser!, A. Stein?, R. Neuhaus?®, S. Pahl?, B. Ramez!, D.H. Kriiger?, T. Berg!>*"', ]. Hofmar

High Proportion of Asymptomatic Infections in
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Infeccion VHE en jabalies
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Brote familiar en Cordoba (n = 7)
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ote familiar por consumo de jabali
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HepEboar Study

FRANCE
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Rivero-Juarez Transbound Eme



HepEboar Study
‘:" Global
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Case Report

Liver transplant from a donor with occult HEV infection
induced chronic hepatitis and cirrhosis in the recipient

B. Schlosser!, A. Stein?, R. Neuhaus?®, S. Pahl?, B. Ramez!, D.H. Kriiger?, T. Berg!>*"', ]. Hofmar

High Proportion of Asymptomatic Infections in

an Qutbreak of Hepatitis E Associated With a

> Spit-Roasted Piglet, France, 2013
Yvonnick Guillois,' Florence Abravanel,? Takayuki Miura® Nicole Pavio." Véronique Vaillant® Sébastien Lhomme.?
Frangoise S. Le Guyader,’ Nicolas Rose.® Jean-Claude Le Saux.® Lisa A. King,' Jacques Izopet? and Elisabeth Couturier®

“ ” Hepatitis E virus infections |
VACCINE humans and animals

Guillois Y Clin Infe



Hospedadores del VHE

Orthohepevirus

02

Cutthroat Trout

>yl

dhar S. J Formo Med Ass 2015 Doceul Viruses



Estudio HepEhorse

840 caballos testados de Andalucia

ALMERIA

Rivero-Juarez Unpul



Estudio HepEhorse

% of RNA HEV positive horses

0,8%
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Aislamiento en leche materna

Table 1. Hepatitis E virus concentrations (IU/mL)* in blood and breast milk at

different time-points

Sample Oct22,2015 Nov9, 2015 Nov 30,2015 Dec18, 2015

Blood 31,324 IU/mL 2,130 IU/mL 670 IU/mL Negative

Milk - 1,9301U/mL 500 IU/mL Negative

Rivero-Juarez Clin Infe



ache bovina

Para consumao
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Excretion of Infectious Hepatitis E V
Into Milk in Cows Imposes High Ris

of Zoonosis

Fen Huang," Yunlong Li,"” Wenhai Yu,” Shenrong Jing," Jue Wang," Feiyan Long,' Zhanlong He,” Chenchen Yas
Yanhong Bi,' Wentao Cao,’ Chengbo Liu," Xiuguo Hua,® and Qiuwei Pan*
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Presencia del VHE en moluscos

Moluscos Pais HEV-RNA Reference
Italy 8.1% Donia et al. J Virol Meth 2012
Finland 0 Diez-Valcarce et al. Food Environ Virol 2012
Spain 6% Diez-Valcarce et al. Food Environ Virol 2012
Mejillones
France 7.4% Grodzki et al. AEM 2014
Spain 14.8 Mesquita et al Food Microbiol 2016
Scotland 85% Song et al ] Med Virol 2010
England 92% Crossan et al Emerg Infect Dis 2012
Almejas France 7.6% Grodzki et al. AEM 2014
Berberechos France 12.5% Grodzki et al. AEM 2014
Ostras France 4.5% Grodzki et al. AEM 2014
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'mpacto en el embarazo

Author, year, Total Attack rate Mortality (case fatality rate)
country Cases
Overall Men Non- Pregnant
deaths pregnant
I‘:’.hurcnra::uI 1981, 275 AVH: P: 36/208 (17.3%) 1st trimester: 8.8%, 2nd: 19.4%, 3rd: 18.6% 10 2.8% 0% 6/8 (75%)
Kashmir, India NP: 2.1%, M: 2.8% ALF: P: 22.2%, NP: 0, M: 2.8% All deaths 1n
third trimester
*ﬁ.’ishwanaﬂmnﬁ 29300 P: 5.3%, NP: 1.5%, M: 2.8% 65 0.2% 5/48 (10.5%)
1956, Delhi, India
Tandi:rﬂ._,ﬂ 1982, 152 P: 10.3%, NP: 2.3%, M: 2.6% 18 24% 13.4% | 39%
Azamgarh, India
Bila,u 1993, 11,413 15% 346 2.9% 35% | 13.8%
Somalia
]3|::uc:cia.,E 2006, 233 P: 19.3% 43 13.5% 31.1%
Sudan
FLE:‘I:r.ﬂ 1997, 3827 P: 21.6%, NP: 10.9% lst trimester: 28.6%, 2nd: 31.4%, 3rd: 40%, 4 0 4/35 (11.4%)
Islamabad, Pakistan (P=0.57) NS Allin 3rd
trimester

Acharya J Exp Hepatol .



Impacto en la gestacion: Genotipo 3

Rabbits as candidates
for pregnancy (19)
* e . g
1 1 1 I'able 1 Frequency of adverse outcomes in pregnant
30 without G1:HEV G2 vithout HEV rabbits with HEV infection
‘I‘I;:_a\;_ = infection (6) L infection (12) .
1l ion al |
e I | Adverse Rabbits with  Rabbits without Hl
ol Pregnant (0) Pregnant (9) outcomes HEV infection (No.) infection {(No.)
1 Infertility b/6 3/12
G2A: HEV 2B without MiSCE[TiEEﬂ 2/6 (/3
iham@y R Death 3/4 0/3
Miscarriage (2) [ Miscarriage (0)
death (3) death (0)

Xia J. J Viral Hep 2015



i Por qué no se ven casos en Europa?

Que alimentos NO/debo comer durante e €mbar,,
L 0

Pescado y marisco crudos Pescados con grandes

. cantidades de mercurio

Bebidas ' Carnecruda
alcohélicas y embutidos
Brotes crudos Quesos y lacteos

no pasteurizados

o poco cocidos



Novedades en clinica



vacto en el paciente cirrotico: No solo el GT-1

Descompensaciones hepaticas por VHE Mortalidad por VHE en cirroticos

T

50~ 9

P=0.001

40+ 33,8% 7

I Group I

L

Cumulative survival
L) ]

% of liver decompensation due to HEV

A P=0.001
A " Group |
5,4% 2
I 0,5°/o 1
\ X \)I 0.0
> > v T =y 7 " rrm—
\60'2’ v &K & 0 2 4 6 8 10 12
o Q,‘} < Follow up inmonths

Rivero-Juarez et al Viruses 2017 Acharya et al J Hepatol 2007



lanifestaciones extra-hepaticas

—_— MP 2040 (MGUS)
Non-hepatic manifestations of hepatitis E. AR e
RN 2009
JC 2008
| Acute pancreatitis P raz00 puce
Hematological manifestations o
BL 2006 (MGLUS)
Thrombocytopenia %%
Hemolysis Y %5205 et
Hemolysis secondary to G6PD deficiency 45%%‘?
Immune hemolysis

PD 2003 (MGUS)
JC 2004 (MGUS)
PW 2007
BH 2042 (Mauro)
MW 2004

LP 2040 (MGUS)
JE 2042
AC 2012 (Thromba)

DS 213
MJ 2043 (Neuro)
ES 2006 |Thromba)
GG 2006

Autoimmune phenomena
Membranous glomerulonephritis ‘
Henoch-Schonlein purpura

Neurological syndromes
Guillian-Barre syndrome
Meningoencephalitis,

Pseudotumor cerebri
Nerve palsies: oculomotor nerve, facial nerve

MD 2006 (Thromba)
JH 2

CP 2000
KG 2011
NB 2041

RS 2013
MA 2043

251#; 2012 (MGUS)
Bilateral pyramidal syndrome A0 2012 )
Peripheral neuropathy : s
. = . SW 2009 (Neuro/Thrombao}
Hematological manifestations — Genotpe 2
Genotype 4 Genctype 1
S S : 5

Nucleofide Substitution per 100 residues

Aggarwal. Virus reserach 2011 Woolson Aliment Pharmacol Ther 2014



Alteraciones neurologicas

Most prevalent Less common
ENS: M3
(Meningo)encephalitis/ Pseudotumar cerebri
myelitis
PMS: Normal left brachial plexus
PhS: p Vestibular neuritiz ) Seversly affected
Meuralgic amyotrophy = VII™ nerve palsy Superior trunk
2 Middle trunk
7 Modarataly affacted
v ([ 1
—— Mildly affected
":"."E'"Z" Infarior trunk Radial nerve
‘QE'.';' ace coel Meadian nerve e
Q;_?A Posteriar cord B
,_i...i-l’
= Right Left Right Left
Patient 1 }
-.__‘.I i‘_ Patient 5 .7% . 8
i
7 W 7 N
AN AN
—{ Mononeurnitis multiplex Patient 2 - ; ; - Patient 6 i 7 2 il
Guillain—Barré syndrome }— ! '.._/‘3
< A
4
Patient 3 P > ?\_ Patient 7 /‘_' '\\*-
: A AN
<= 2 R
v d & e 4 f\\
Patient 4 /, LS N > §.
" " 75 2%
i Z, _\ /\ ;\
7 (

Dalton. Nature Neurol. 2016



Novedades en tratamiento y
prevencion



Tratar la hepatitis cronica: écon qué?

Duration,
median Rapid viral Definition No No
Ribavirin dose months response SVR of SVR, Relapses clearance follow-up

Author (year) n {mg/day) {range) month (%) n/n (%) months (%) n (%) n (%) n (%)
Kamar (2014) [7] 59 600 (29-1200) 3{1-18) 1 (64) 46/59 (78) 6 10 (17)* 1(2) 2(3)

3(31)
Pischke (2014) [24] 4 600-800 4.5 (1-5) 1(25) 2/4 (50) 7 (25) 1(25) 1 (25)

2 (25) 11 (25)

3(25)
Pischke (2013) [8] 11 600-1000 5(n=10) 1(36) 9/11 (82) 24 (46) 0 2 (18)

6 weeks 2 (46) 7(9)
(n=1)" 5(9)
4 (18

Kamar (2010) [5] 8 400-800 3 2 weeks (50) 5/8 (63) 6 (50) 2 (25) 1(12)

3 weeks (12) 1({12)

2(38)
Pischke (2012) [25] + 200-800 5 1 (509 3/4 (75) NK 0 (0) 1 (25)

<6 weeks (25)
Koning (2013) [9] 3 200-800 8 (3-9) NK 1/3 (33) 3(33) 010 1(33) 1(33)
Riezebos (2013) [26] 2 800 + 2 (100) 2/2 !]UUJ: 6 (100) 0 (0) 0 (0)
Mallet (2010) [27] 2 HO0-800 3 1 (100) 2/2 (100) 2.5 (100) 0 (0) 0 ()
Im (2013) [28] 1 NK 10 b NA NA NA NA 1 (100)
de Niet (2012) [29] 1 800 3 2 1/1 (100) 6 0 (0) 0 (0)
Chaillon (2011) [30] 1 17 mg/kg/day 3 1 1/1 (100) 4 0 (0) 0 (0)
Klein (2014) [31] 1 600 + 2 1/1 (100) 8 0 (0) 0 ()
Taton (2013) [32] 1 1000 3 1 1/1 (100) 6 0 (0) 0 (0)
Neukam (2013) [10] 2 1000-1200 f 1 (50) 0/2 (0) NK 2 (100) 0 ()

4 (50) (<5 months)
Hajji (2013) [33] 1 800 3 2 1/1 (100) 6 0 0
Roux (2013) [34] 1 800 3 3 NA NA NA NA 1 (100)
Giordani (2013) [35] 1 1000 3 2 1/1 {100) 6 0 (o) 0 ()
Alric (2011) [36] 1 600 3 2 weeks 1/1 !]UU)’:" (5} 0 () 0 ()
Ambrosioni i 800 =11 6 1/1 (1008 9 1 (100)" 0 (0)

(2014) [37]

Total 200-1200 3{1-18) 78/105 (74%) =h m: 16/105 (15%) 3/105 (3%) 9/105 (9%)

67/105 (64%)

Peters van Ton J Viral |



Sofosbuvir?

In vitro!
50 Ribavirin
100
50
D‘
0.01 0.1 1 10 100 1000
MM
50 Sofosbuvir e HEV RNA
- & - Cell viability
100
.
504
ﬂ L | & | L b | 1
0.01 0.1 1 10 100 1000
MM

In vivo?
HEV RNA HEV ORF1: 1383K 1383N 1383N
1E877 |u/ml 1384D 1384D/N 1384N
1634G 1634G/R 1634G
2
1E77 Sofosbuvir 400 mg
s Ribavirin Ribavirin [ l
1E6 d 600 600
mg mg 1200 m 800 -
April 2014: g me "ﬂ}
HEV PCR (
1E5  negative L2
1E4] HEV RNA e
1E3- -2
1E2
-1
1E1 ‘
Neg . v . L 1] O
2014 2015 2016
1. Dhao Thi et al Gastroenter

2. Van der Valk et al J Hepatc



dTratar la hepatitis aguda?

* Experiencia limitada:

 Monoterapia RBV en inmunodeprimidos sintomaticos: serie de
Casos

e Tasas de RVS: 85%
e iFallos?: mutaciones a RBV

* Consenso:
* Tratar casos graves
e Tratar solo en casos de manifestaciones extrahepaticas



t‘/"@ World Health  Weekly epidemiological record
'\

é,Y | d VAacuna ? NL‘A./.J Organization  pelevé épidémiologique hebdoma

Organisation mondiale de la Santé 1ST MAY 2015, 90th YEAR / 1< MAI 2015, 90¢ ANNEE
No. 18, 2015, 90, 185-200

http://www.who.int/wer

A

100
90+ 100.0~ e Vaccine group WHO position
80+ hhh‘“-—-ﬁ_i_ WHO recognizes the importance of hepatitis E as a public
— 70 ﬁ*x‘(_:_?_rlt_r_‘f_l_fg_fi”p health problem in many developing countries, particularly
X 99.9- among special populations such as pregnant women and
a 607 individuals living in camps for displaced persons and in
E 50 P<0.001, by the log-rank test outbreak situations. The one currently licensed hepatitis
:E 40 99 8- E vaccine (HEV 239 vaccine, Hecolin®) is considered a
& p promising vaccine which has shown a high degree of
30 0.04 efficacy against hepatitis E disease in 16-65 year-old
204 0 ;:' 1|g 3I1 4|3 5I5 healthy subjects in China. However, data on the incidence
104 of hepatitis E virus infection and disease worldwide, and
Efficacy, 86.8% (95% Cl, 71.0-94.0) the contribution of hepatitis E to mortality in the general
0 T T T T | population where infection is common, are limited.
0 7 19 31 43 55
. . Routine use: The available data concerning this rela-
Months since First Dose tively new vaccine are insufficient, and for some issues
. at Risk there are as yet no data, particularly regarding the im-
ccine group 56,302 56,215 56,022 55,774 55,484 55,240 munization of individuals <16 years of age, and the
ntrol group 56,302 56,209 55,977 55,718 55,436 55,185 degree of cross-protection the vaccine may confer
\mulati‘v? No. against HEV genotypes 1, 2, and 3. In the absence of
n'FlPartICIpa'nlts sufficient information at this time, WHO does not make
w'Fh Hepatitis E a recommendation on the introduction of the vaccine
ccine group 0 0 1 4 5 7
ntrol group 0 6 22 38 45 53

Zhang et al NEJM
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Conclusiones

e El VHE es altamente prevalente en Europa

 Muchas vias de transmision: intimamente ligadas al mundo animal
e Sintomatologia extrahepatica emergente

* No existe unas recomendaciones ni consenso para su cribado

* \Vacuna no recomendada por la OMS

e Es necesario un plan de contingencia de la enfermedad: “De la granja a la

mesa”
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