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’hépatite virale

acute
boring
cured
devil

m O 0O ™ >

emerging
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’hépatite virale

B boring
C cured

E emerging
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’hépatite B
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Le virus de ’hepatite B

Hepatitis B Virus Structure

HBsAg (surface antigen) —
HBeAg (E antigen)

HBcAg (core antigen)

DNA

DNA Polymerase

* Famille: Hepadnaviridae
* Humain, dans les hépatocytes

* Transmission par sang, salive,
sperme/sécreétions vaginales;
verticale (mere/enfant)

e Facilement transmissible:
HBVY > HCV > HIV
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Prevalence of Hepatitis B Virus Chronic Infection, 2006

Prevalence of hepatitis B surface antigen

Low <2%
U Intermediate 2% - 7%
| High =8% Acknowledgment: Adapted From Centers for Disease Control and Prevention
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HBV Incidence by Year, United States

HBsAg screening of pregnant
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FIGURE 1. Typical serologic course of acute hepatitis B virus
infection with recovery
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FIGURE 2. Typical serologic course of acute hepatitis B virus
(HBV) infection with progression to chronic HBV infection
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Histoire naturelle de Uinfection chronique HBV

Early Immune
Childhood Tolerance Adulthood

HBeAg- _ _ HBeAg+
Chronic Cirrhosis Chronic
Hepatitis B Hepatitis B

Immune

Reactivation clearance

Inactive

Carrier
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Natural History of Hepatitis B

Acute Chronic
hepatitis hepatitis

Cirrhosis HCC

i 820%/5yrs  2-5%/yr

Newborns > 95%

Association M
I oradpour
A R des Responsa bles p
de Laboratoire de Suisse romande



-. . I t t Centre Fribourgeois de Gastroentérologie
= n es o FR Freiburger Zentrum fir Gastroenterologie

Dépistage de ’hépatite B

Etape 1 Etape 2 (si ABsAg pos)

* HBsSAg * HBV-DNA par PCR (virémie)
* anti-HBs * HBeAg et anti-HBe

* anti-HBc * Dépistage HDV
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Classification of HBV Infection

HBsAg HBeAg HBV DNA" ALT

HBeAg-pos. CHB + + 10°-10°
HBeAg-neg. CHB + - 103-107

Inactive carrier + - <2x10

"Immune tolerant" + + 107-1010 © -

Resolved hepatitis B - - - =
(anti-HBs)

HEPATITE

Consider tx | |Follow (ALT £ AFP/US) Attn IS

NMU/ml Adapted from Hoofnagle JH et al. Hepatology 2007;45:1056-1075,
Lok ASF and McMahon BJ. Hepatology 2009;50:1-36 and
EASL Clinical Practice Guideline. J Hepatol 2012;57:167-185.
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(basé sur 3 parametres: virémie, transaminases, fibrose)

Recommendations B Grade of evidence | Grade of recommendation

Should be treated

« Patients with HBeAg-positive or -negative chronic B* I 1
« Patients witany detectable HBV DNA, regardless of I 1
ALT level

DNA >20,000 IU/mL and ALT >2x ULN,

 Patients with HB

. , ; : -2 1
regardless of severity 0 otogical lesions
May be treated
« Patients with HBeAg-positive chronic HBV infection® 0l 2
>30 years old, regardless of severity of liver histological lesions
Can be treated
« Patients with HBeAg-positive or -negative chronic HBV infection I 5

and family history of HCC or cirrhosis and extrahepatic
manifestations*

*Defined by HBV DNA >2,000 IU/ml, ALT >ULN and/or at least moderate liver necroinflammation (A2) or fibrosis (F2);
'Defined by persistently normal ALT and high HBV DNA levels;

Association
A R I des Responsables *Even if typical treatment indications are not fulfilled
de Laboratoire de Suisse romande
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Algorithme pour Uinfection chronique

Suspected chronic HBV infection

HBsAg

positive

Chronic HBV infection*

(no signs of chronic hepatitis)

Monitor

(includes HBsAg, HBeAg, HBV
DNA, ALT, fibrosis assessment)

A

Pl 2N

(Consider)
Risk of —isk of HBV

reactivation, extrahepatic
manifestations, risk of
HBV transmission

Chronic hepatitis B
* cirrhosis*

A 4

A 4

HBsAg negative, anti-HBc positive

A 4

No specialist follow-up
but inform patient and general
practitioner about the potential

risk of HBV reactivation

Start antiviral treatment

y

NO

A R L Association EASL CPG HBV. J Hepatol 2017;67:370-98
des Responsables
de Laboratoire de Suisse romande

YES

v T~

In caseQf immunosuppression
start oral antiviralprophylaxis

or monitor
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HBV et iImmunosuppression

Tableau |. Risque de poussée du VHB dans un contexte d’immunosuppression
HBsAg: antigéne HBs; anti-HBc: anticorps anti-HBc; MTX: méthotrexate; +: positif; -: négatif.

Situations cliniques HBsAg ou ADN viral + HBsAg -, anti-HBc + Anti-HBs+, HBsAg-
ADN viral -
= infection chronique = presque guéri / faux+ =« guéri»

Immunosuppression a base de rituximab _ Risque modéré Risque faible
Immunosuppression pour maladies auto-immunes Risque faible Risque faible
(par exemple: agents biologiques, MTX, azathioprine)

Traitements de corticoides de courte durée (<2 semaines) Risque faible Risque faible Risque faible

Rev Med Suisse 2013; 9: 1566-71

Risque élevé/modéré : traitement prophylactique

Risque faible : surveillance biologique (transaminases, viréemie HBV) si traitement >1 mois
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des Responsables
de Laboratoire de Suisse romande



-. . I t t Centre Fribourgeois de Gastroentérologie
n es o FR Freiburger Zentrum fur Gastroenterologie

ARL

Features PeglFNa
Route of administration Subcutaneous injections

ETV, TDF, TAF
Oral
P ——

Treatment duration 48 weeks

(ong—terrrb.lntil HBsAg loss*

Tolerability Low )

Hi

VeryTrarely persistence of
on-treatment AEs®

Long-term safety concerns

Probably not*

Contraindications Many$

None!

Induction of a long-term immune

SHiEEs) control

Inhibition of viral replication

Level of viral suppression Moderate

Universally high

Effect on HBeAg loss ModerateT

Low in first year, moderate over long term

Effect on HBsAg levels VariableT

Low**

RIS QIR GIEEEENCIRICE N | ow for those with sustained
cessation response 6-12 months after therapy

Moderate if consolidation treatment provided
after HBeAg seroconversion. High for HBeAg-
negative disease

Early stopping rules Yes

No

Risk of viral resistance No

Minimal to nonett

*Stopping NAs after some years might be considered in selected cases; TPsychiatric, neurological, endocrinological; ¥Uncertainties
regarding kidney function, bone diseases for some NAs; SDecompensated disease, comorbidities etc.; 'Dose adjustments in patients
with eGFR <50 ml/min are required for all NAs except for TAF (no dose recommendation for TAF in patients with CrClL <15 ml/min who
are not receiving haemodialysis); "Depending on baseline characteristics; **Slowly increases with treatment time in HBeAg-positive
patients (a plateau in serological responses has been observed beyond treatment Year 4), usually very low in HBeAg-negative

Association patients; T'So far no TDF or TAF resistance development has been detected
des Responsables  EASL. CPG HBV. J Hepatol 2017;67:370-98

de Laboratoire de Suisse romande
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| Ve[ﬂ“dyi
e :
mownﬂ“ 3 Filmtabletten / Comprimés filmés
Filmtabletten ® V. ead
QM Ir
Tenofoviralafenamig Baraclude® 0.5 mg

(entecavir)

Zum Ei""ehmen_

30 Filmtabletten,

&2 Bristol-Myers Squibb

Gilead 5cIe1<®

E::;?(;Dgg:k 145 DP77
jrland
v EAD
| [(jGlL
\ J ) sD{i/ouzoo/ooz
EUI\I16/1154/001

env. 500 CHF par mois

Association
des Responsables
de Laboratoire de Suisse romande



-. . Intesto Centre Fribourgeois de Gastroentérologie
n s FR Freiburger Zentrum fir Gastroenterologie

Research Article JOURNAL
Viral Hepatitis OF HEPATOLOGY

A multicenter randomized-controlled trial of nucleos(t)ide
analogue cessation in HBeAg-negative chronic hepatitis B

Florian van Bé&mmel ', Kerstin Stein®, Renate Heyne®, J6rg Petersen”, Peter Buggisch®, Christoph Berg®, Stefan Zeuzem®, Andreas Stallmach’,
Martin Sprinzl®, Eckart Schott™'”, Anita Pathil-Warth®'', Ulrike von Amim'?, Verena Keitel'>'", Jiirgen Lohmeyer'®, Karl-Georg Simon'®,
Christian Trautwein'®, Andreas Trein'’, Dietrich Hiippe'®, Markus Cornberg'®", Frank Lammert'®®", Patrick Ingiliz"*®, Reinhart Zachoval®*,
Holger Hinrichsen®®, Alexander Zipprich”“®, Hartmuth Klinker’”, Julian Schulze zur Wiesch®®, Anett Schmiedeknecht®®,

Oana Brosteanu®®*, Thomas Berg'+*
Journal of Hepatology 2023. vol. 78 - mmmp HBsAg loss: 0 %
HBeAg &) CHB
no cirrhosis

NUCleos(t)ide analogues <

=) HBsAgloss: 10 %
100% HEY D 0
relapse )y Sustained remission: 41

R Re-treatment: 14 %

. / / (no hepatic decompensation)

L

24 years 96 weeks
close monitoring
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’hépatite C
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'"/Prevalence of
Hepatitis C
Virus Infection

() >2.9%
() 2.0% -2.9%
1.0% - 1.9%
@ <1.0%
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Le virus de ’hepatite C (HCV)

* Flaviviridae, génotype 1-7
* Petit virus a ARN
* |dentifie 1989 (avant: non-A/B)

* Transmission principalement
par le sang (IVDA, dop.m.c

reticulum

transfusions) ~G_ W\3 =

web

SWISS MEDICAL FORUM 2015;15(17):360-365
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’hépatite C

e >70°000°000 infectes

* 400’000 morts par
année (cirrhose,
CHCQC)

* GT1 et GT3 >50%
* GT4 en Egypte




-. . I t t Centre Fribourgeois de Gastroentérologie
n es O FR Freiburger Zentrum fur Gastroenterologie

’hépatite C en Suisse

Gemeldete Falle akuter und nicht akuter Hepatitis C mit entsprechenden Melderaten, pro Jahr, Schweiz, 1991-2018

3000 . 45
- 40
2500 2
35 B
o
3
2000 -
r =
o L 256 ©
g 1500 5
. g
g :
L £
m
1000 Fi1s S
H
“10 3
o
S00 1 3
'S
0 -0

Jahr der Meldung (erste Meldung)

e Akute Fille e Nicht akute Fille
® Durch PCR oder Antigentest bestatigte Falle —+—Melderate akute Falle
~&-Melderate nicht akute Falle ~&—Melderate Total der Fille

Schweizerische Eidgenossenschaft
Confédération suisse

Confederazione Svizzera

Association Confederaziun svizra

des Responsables Eidgendssisches Departement des Innern EDI
Bundesamt fir Gesundheit BAG
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La transmission de UHCV en Suisse

Akute und nicht akute Falle von Hepatitis C, nach vermutetem Ansteckungsweg, Schweiz, 2015-2018

Anzahl Falle, gewichtet nach der Anzahl erwahnter Ansteckungswege pro Fall (eine Angabe insgesamt pro Fall), und prozentualer
Anteil am Total der Félle mit mindestens einem aufgefiihrten Ansteckungsweg. Der Ansteckungsweg war unbekannt oder wurde
nicht aufgefiihrt in 38 % der akuten und in 61 % der nicht akuten Falle.

1600 2%

1400

1200

800

Anzahl Falle

600

400

200 8% i
6% 5% 7%

a7
2% % 39% 9%

0% 3% 0% 1%

1%

Austibung Bluttransfusion Dialyse intravenoser Nuelle Kontakte andere Kontakte andere Expositionen
medizinischer Beruf Drogenkonsum
Ansteckungsweg

Akute Falle w Nicht akute Fall

* Familie, Arbeit, Gefangnis usw.
perinatale Ubertagung und Ubertragung auf Kleinkind, iatrogene Ansteck
nicht-medizinischer Beruf usw.

-
.

efinarztliche Behandlung, Tatowierung, Piercing,

hirurgischer Eingrif]

Schweizerische Eidgenossenschaft
Confédération suisse
Confederazione Svizzera
Confederaziun svizra

Association

des Responsables Eidgendssisches Departement des innern EDI
Bundesamt fir Gesundheit BAG
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Dépistage de ’hépatite C

Etape 1 Etape 2 (si anti-HCV pos)

e anti-HCV * HCV-RNA par PCR (viremie)
* Dépistage HBV
* Dépistage HIV
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’hépatite C aigue et chronique

Infection
HCV avec
résolution
spontanée

Infection
HCV avec
persistance
chronique

B

-------------------------------------------
.

.
.

HCV RNA

T T T T T T ' BRY ) T T T T T T
0 2 4 6 8 10 12 24 1 2 3 4 5 6 7
Semaines Années

* 'infection passe souvent inapercu
(hépatite aigue sous-clinique)

* Evolution en infection chronique
dans 50-80% des cas

* Symptomes non-specifigues:
fatigue, perte ponderale, nausée

* Manifestations extra-hépatiques:

vasculitides, cryoglobulinémie,
glomérulonephrite, lymphomes, ...
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Histoire naturelle et prise en charge

A e Evolution trés variable
Hépatite Hépatite Cirrhose CHC

R * FR pour cirrhose: OH, tabac, co-

e P 4 ._.%.7 _— infection HBV/HIV, NASH, GT3,
W-»"» & »@ﬁ immunosuppression, ...

* Risque de cirrhose 20% sur 20

B Traitement antiviral ans et 30% sur 30 ans
o — >
- * Risque de CHC 5% par année en
Prévention Dépistage du CHC cas de cirrhose
E——C
E— * Indication pour ttt anti-viral:

TOUT sujet infecté (+/- cirrhose)

REVUE MEDICALE SUISSE 2015;11(471):896-901
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) Female sex, young age at infection

o

@ =30 years
=
i)
&
) Normal Acute Chronic | Chronic Cirrhosis Risk of
gt liver infection infection hepatitis develops carcinoma,
S develaps in 20% 1-4%
- i per year
©
et
o
oc

=20 years
E . .
+ Alcohol use, coinfection

Figure 2. The Matural History of HCV Infection and Its Variability from Person to Person.

Association
des Responsables
de Laboratoire de Suisse romande



-. . I t t Centre Fribourgeois de Gastroentérologie
n es o FR Freiburger Zentrum flr Gastroenterologie

Le score metavir (PBF)

* Activity grade

* AO: no activity

* A1: mild activity

* A2: moderate activity
* A3: severe activity

Histologic Staging - Ishak vs. METAVIR

* Fibrosis stage

* FO: no fibrosis

oW | _ * F1: portal fibrosis without septa
e A * F2: portal fibrosis with few septa
e * F3: numerous septa without cirrhosis
* F4: cirrhosis

Brau N, Clin Infect Dis 2013; 56(6): 853-60

Association
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https://radiopaedia.org/articles/cirrhosis?lang=us
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Elastographie (ARFI, FIB)

Ziol Transient Elastography Breakpoints

2.5 8.8 9.6 14.6 75kPa

Metavur FO-F1

Absent or Significant Severe

mild fibrosis fibrosis fibrosis Cirrhosis
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TTT anti-HCV

* Inhibiteur de la polymérase NS5B:
5 (Crmmmmarmonen ) sofosbuvir (SOF)

e _ I * Inhibiteur de la protéase NS3-A4:

glécaprevir (GLE)

* Inhibiteurs de la protéine NS5A:
pibrentasvir (PIB), velpatasvir (VEL)
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VEL/SOF (Epclusa®) GLE/PIB (Maviret®)
* velpatasvir 100mg (NS5A) e glecapevir 100mg (NS3-A4)
+ sofosbuvir 400mg (NS5B) + pibrentasvir (NS5A)

* POS: 1x1 cps, avec/sansrepas * POS: 1x3 cps, avec un repas
* EID: céphalées, fatigue, nausee ¢ EID: céphalée, fatigue

* Cl: insuffisance renale (GFR * Cl: insuffisance hepatique, s.p.
<30ml/min), amiodarone! decompensation

‘;., ) w_
%.  Epclusa’
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TTT anti-HCV

Ohne Zirrhose Zirrhose (CTP A) Ohne Zirrhose Zirrhose (CTP A)

’ VEL/SOF 12 Wo VEL/SOF 12 Wo : VEL/SOF 12 Wo VEL/SOF 12 Wo
GLE/PIB 8 Wo GLE/PIB 8 Wo GLE/PIB 8 Wo GLE/PIB 12 Wo
5 VEL/SOF 12 Wo' VEL/SOF 12 Wo 5 VEL/SOF 12 Wo VEL/SOF 12 Wo
GLE/PIB 8 Wo GLE/PIB 8 Wo GLE/PIB 8 Wo GLE/PIB 12 Wo
° VEL/SOF
= VEL/SOF 12 Wo REECCRLE 12 Wo?2 2 =9 12 Wo?3 VEL/SOF/RBV 12 Wo#*
= 3 Vv = 3 +/- RBV W
_é GLE/PIB 8 Wo GLE/PIB 12 Wo E GLE/PIB 16 Wo GLE/PIB 16 Wo
g =
2 S
= 4 VEL/SOF 12 Wo VEL/SOF 12 Wo § 4 VEL/SOF 12 Wo VEL/SOF 12 Wo
GLE/PIB 8 Wo GLE/PIB 8 Wo GLE/PIB 8 Wo GLE/PIB 12 Wo
: VEL/SOF 12 Wo VEL/SOF 12 Wo . VEL/SOF 12 Wo VEL/SOF 12 Wo
GLE/PIB 8 Wo GLE/PIB 8 Wo GLE/PIB 8 Wo GLE/PIB 12 Wo
: VEL/SOF 12 Wo VEL/SOF 12 Wo 5 VEL/SOF 12 Wo VEL/SOF 12 Wo
GLE/PIB 8 Wo GLE/PIB 8 Wo GLE/PIB 8 Wo GLE/PIB 12 Wo

Association
des Responsables
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«C Is cured»

efficacy

pangenotypic (SVR > 95 %)

(GT1-6)

tolerability
Adverse
events

oral administration dosage
once daily
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Heépatite E
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Hepatitis E in Deutschland -
eme unterschétzte Infektionskrankheit

ZUSAMMENFASSUNG

7%
i nfaksion mit dem Hepaiitis-£-Vinus (HEY) durchgemach. Somit st diese
[ i

e i
meldst

Methose: Selekciv Litaraturrecherche in PubMed

mas Bock, Wolfgang Jg,

14 15704 s, . i

Heren muss (1), Es geling dem nussischen Wiss
schattler M.S. Balayan sich selbst el diesean Virus 2

HEV

il HEV kamn

i dort ir zableeiche Ausbriiche ven Hepatitiden

Toght et ibeonders i Znancechans it
Bal mmun-
supprimiertan o exhle oot s i den g ks v e
s HEV 20 mehe als
Kimnen. HE tschen, HEY et et T8 it

woaischen | e Ver-

o kann dashalb bei skuten odar chrorischan HEV-Inéskbonan aingesetzt
werdan

Sl gt a1 e W ekt kn Syeaplo-
me s Leberatstndumg vensachen wio e, P

et

ot pn2 skt Vilfsiracn e
il Baseé-Syndrons im Ver-

Tharapie zur Vertigung
> itierwoise
Pischka

Wabsnehimung und Einschitrung der Hepati & ba-
b sich in e letzten Jahren gewarsdelt: Eine sunchence-
de Anzahl an HEV:Enfektionen, e in Eueopa erworbers
e, o o Endcung s chiishen i

Hepatts € nGermany-—an unn!mpﬂnlu Infectious disaaso.
111 577-83. 1

i oo it e Dk i e

o e, g e g, Netsrischs i e,
e 70 e Pacit. Pt . . o

bisherigen [ Tropen-
krankeit (1. In Deutchland stieg i Zabl der dem Ro-
it gemeldeien. Hepatia-E:

Diese Beobachtsagen legen nshe,
das Robert Koclvlnstiug gemeldeten. Hepatiti-E-Fille

s der Aniieg der an

oSt 2t W, o, ..M, .. k. e

teschalt i diese Erkrarkuny begrlndet is 6).

AL Y e, PO . et
et S e Bt P D oo, Bk

des Hopatitis-E-Virus
Es gibe § HEV-Genotypen. Di Genotypen 14 sind
wibrend Genotyp S s in Vageln

e e, ety P 0o by

Cotes bt 5,111 et 3596 1 Sugtab 2018

orkarmal. Die wellweile Vesbrestusg der Genotypers

Dt. Arzteblatt 2014
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Medical education reform in C

0n July 14, the State Council of China introdused bold
plans to revolutionise medical education,  effective
immediately. Gone will be Saviet-era training in which
dactoes spent their career in one hospital, and over-
crowred outpatient clinics that too often undentiised
the expertse of staff and underserved. the needs of
patients. Instead, medlial schools are asked to admit
mare, higher calibre students, and provide better quality
teaching that is accrecited by th Chinese Medical Doctor
Assoxiation. After § yeas of medical school, gradates
will enter 2 3year standardised residency programme
at the start of specialisation. New §+3 doctors must

te competendies, confirmed by

na

the Healthy China 2030 targets. This plan requires more
general practitioners, paediatricians, psychiatrists, and
geriatrdans, ameng others, and inducements to ensure
ity care i rural arezs. A radical overhaul in
medical education and workforce planeing s needed to
meet that goal,asdescribed by Jiming Zhu and colleagues
in The Lance kst year. Butwith morethan 3 milion dactors
in China, half of whom do nat have bachelor degree-fevel
education, there is much to do before health equity is
assured and less fonal training programmes disappear.
Some might question the feasiilty o such large changes,
50 quickly, and the adequecyof funding.
Professional attitudes need to be canght as well 2

demonstrate
et o e examination Mn.umnma,u recognised certificate s - taught communication, compasion, empathy, respect,
ved.
ot “This s angusly in China a5 3 stethoscope. K dons wel, the reforms wil
4 bensfit patients, doctors, and hospital. For doctars in
in2009, in Chira. mmm reforms herad 3 rising professional status and
IATEA b d ~ grester leadership, with
Wi to doctors with the right skls and attitudes to achiere ity sty s reponssle. B heLancel
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Growing concerns of hepatitis E

Hepatitis E virus (HEV) infection is an inportant cause
of aarte viral hepatitis workdwide, with an inaeasing
incdence in Europe since 2010. Although t s dificul 1o
ko the real b infections are

Europe

indbcating that reporting of the incidence might not be
theonly reason for the surge ininfections
Has there been a genuine rise in the number of new

ssymptomatic or sefimiting, in some people—such a5
immunosuppresed s o those it pre-susting
fver disease—+

of greater awareness of HEV infaction or better
diagnestic techniques? In the context of increasing

Ahead of World Heptitis Day on uly 28,2 surveillance
report on the incdence of HEY infection in Europe,
‘published by the European Centre for Disease Prevention
‘and Control (ECDC) on Juy 11, shows cause for concemn.
The reported incdence in Europe over 10 years has
grown by ten times; from 514 cases in 2005, ta 5617
casas in 2015, Another cause for concer i that testing
<ase definitions, disgnesis, and surveillnce for HEV
infection vary extensively across Europe, with only 20
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Wost
reported cases were in men older than 50 years, caused
by genotype 3, and reported in the UK, France, and
Germany, where surveilance is in place. Incidence also
increased in counties without a surveillance system,

incidence, 3 g of sk factors and
effective prevention mthods is key. A repert from
the European Food Safety Authority provides further
evidence that most HEV infections in Europe are due
ta the consumption of undercooked or raw gork meat
and iver, highlighting the need for clearer quidance on
the appropriate preparation of these foods to suppress
the rise in cases.

Fallowing on from this report, the ECDC wil now
undertake a wider investigation. Consistent methods
must be adopted throughout Eurcpe to provide a
better understanding of the burden of this emerging,
under-recogrised  pathogen, and of modifible
risk factors that can be targeted to prevent further
infections m The Lancet

s com U190 by 12 2857
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— . i
cause of morbidity and moralty, representing an important
obal health problem. Our understanding of HEV has changed
completely over the past decade. Previously, HEV was thought
1o be limiled 1o certain developing counties. We now Know
L HEV is endemic in most high-income countries and is
largely 2 zoonalic infection. Given the paradigm Shilt in our
understanding of zoonotic HEV and that locally acquired HEV
13 tow the commanest cause of acute il hepatis iy many
n countries, the focus of these Clinical Pract
Cudeines wil b an HEY genotyp 3 (and 4
€ 2018 Fupean Assa dation o the Study of the Livr. Published by
Elsevier BY. Al rights reserved.

Introduction
As 2 cause of significant morbidity and mortaliy, infection with
hepaitis E virus (HEV) represents an important global public
hesalth problen. The European Association for the Study of Liver
(EASL) invited a panel of experts in the field to develop Clinical
Practice Guidelines (CPGs) with a particular focus on HEV geno-
type (g1) 3 The objective of these CPGswas not 1o drafta review
i but rather

the management of distinct features of HEV infection, even
thoush the supporting evidence may be weak in many cases.
In order 1o keep the manuscript and the reference list o a rea-
sonable length, these CPGs frequently refer Lo previous review
articles which summarise the evidence on distinct topics in

more detai. In addition, despite the increasing know ledge, areas
of uncertainty exist and unanswered questions should be
defined. Therelore, dinicians, patients and public health author-
ies must continue to make choices an the basis of the evolving
evidence.

Methodology
These EASL CFGs have been prepared by 2 panel of cxperts
invited by the EASL Governing Board

were approved by the EASL Governing ey ey are < o
s far 35 possible on evidence from cxisting publications and
presentations at interational meetings as well a5 if evidence

N Naia, Sy A Tyt Baras Morsipa, s Wedmeyen, T
Gnering b seeemace:

Cormening skher. A pean Aocatin far e Sy of th Lner
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was unavailable, the o experiences and opin-
lone Wherever pxsbe e et f evidendeand recominds:
tion are cited. The evidence and recommendations have been
graded aconding to the Crading of Recommendations Assess-
ek Develpr: and Ealaton (G0 system. Thus,
the.s of recommendations reflects the qualty of under.
Iying evdence The Gl of th cvdenceinthe ecnenca-
tions has been dassified into ane of thee levels: high (A)
medeate () o low (€) The GADE system oferstwo grades
of recommendation: sirong (1) o ) Thus, the recom-
Mmendations consider the quakty of cvidences the higher the
quality of evidence, the more likely 3 strong recommendation
s marantd: he grete the variabiiy n valus and prtr-

nces, o the greater the uncertainty, the more likely a weaker
recommendtion ks warraned. It must he rted tht enly the
review of literature was used o inform recommendations.
Other criteria or support of recommendations such as cost, fea-
sibility, acceptability, or cost-effectiveness we e not considered
(Table 1)

Background
HEV was discovered in the early 19805, At that time, Soviet
troops n Alghanistan were afleced by large aut treaks of .
plained hepatitis (iesting negative for hepatitis A virus [HA
o hepatis B v WGV poked ol of afce s
diers’ stool was ingested by 3 Russian scientist. He developed
abrsk hepaiis, nd 3 new vk yasfund i il by elc,
microscopy.” Subsequently the viral genome was <
and ramed HEV.
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Hotspots
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1:2,481 donors viraemic'
SW France, 2016: incidence 3—4%?2
The Netherlands, 2014: 1:600 donors viraemic?
Western Germany, 2015: 1:616 donors viraemic*
400 lab-confirmed cases®
Abruzzo, Italy, 2016: seroprevalence 49%°
seroprevalence 50%7
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’hépatite E — génotypes

Génotype 1
e Strictement humain

* Transmission par U'eau
contaminée

e Surtout jeunes adultes

* Aigué, spontanement résolutif
(jamais chronique)

 Haute mortalité en cas de
grossesse (25%)

Génotype 3
 ZooOnhose (porc, chasse)
* Viande contaminée, transfusions

* Endémique, No 1 en UE, variante
spécifigue CH

* hommes ages?
* >95% asymptomatiques

* Rarement chronique
(Immunosuppression)
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Symptoémes
A e A,:t.i UHE =
[ - .. Ak An
F o\ ™ antivie I9G * Temps d’incubation: 15-60j
Virémie ., IgM .
T * ARN dans sang/selles (semaines)
VHE fécal e, . , .
T N e * Toujours serologie + PCR

0 2 4 6 8 10 12 14 16 18 20 22 24
Semaines

Figure 2. Représentation schématique d’une infection
aigué par le virus de I’hépatite E (VHE)
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’hépatite E - clinique

Aigue Chronique
* Probablement No1 en Europe * Uniguement si immunosuppression
e DD: DILI. HAV. AlH (Tx: élimination 50%)
. <5% symptdmes d’hépatite, * Souvent asymptomatique
rarement neuro/nephro * Progression rapide en cirrhose

 Spontanément résolutive
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Symptomes extra-hépatiques

Organ system
Neurological

| Clinical syndrome

Neuralgic amyotrophy*
e Guillain-Barre syndrome*
e Meningoencephalitis*
Mononeuritis multiplex

e Myositis

o Bell’s pals

neuropathy

estibular neuritis, and peripheral

~150 cases of neurological injury (in HEV GT 3); mainly Europe
Most (>90%) cases in the immunocompetent

A2

e Membranoproliferative and membranous
glomerulonephritis
IgA nephropathy

Mainly immunosuppressed GT 3-infected patients
Renal function improves and proteinuria levels decrease following HEV
clearance

Haematological Thrombocytopenia
Monoclonal immunoglobulin
Cryoglobulinaemia
Aplastic anaemiat

Haemolytic anaemiat

Mild thrombocytopenia is common; occasionally severe
Reported in 25% of cases of acute HEV in UK study
Occurs mainly in association with renal disease

Acute pancreatitis
Arthritis®

Myocarditis?
Autoimmune thyroiditis®

55 cases worldwide. HEV GT 1 only; usually mild
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’hépatite E - traitement

Aigue Chronique

* Symptomatique  Reduction de

- Hygiene/isolement 'immunosuppression
 RBV, LTx

 RBV si insuffisance hépatique

Accueil » Médicaments » Médicaments en Suisse »

Copegus®
[
Copegus
Ribavirin

Copegus®

Information destinée aux patients en Suisse

im-coated t
(0} ot

ATTENTION SELON SWISSMEDIC (EDITION DE
JANVIER 2022), CE MEDICAMENT EST OU SERA
HORS COMMERCE EN SUISSE DEPUIS LE 06.06.2022
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’hépatite virale

B botins

C cured v

E No 1 (+ chronique)
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