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Hepatitis delta: situacion
actual y manejo
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Caso clinico

' Motivo de Consulta:
I Revision de paciente con hepatopatia por virus delta
Antecedentes:
r famili her
No enfermedades familiares de interés
Enfermedades previas:
- Hepatopatia cronica por virus delta y alcohol diagnosticada en 2015
Observaciones: (Datos clinicos de cirrosis desde el inicio.).
Ingreso en Ag/16 por fallo hepatico agudo sobre cronico.
Observaciones: (Ingreso por ictericia, con Bil T de hasta 30 mg/dL, requiriendo tratamiento mediante MARS. Atribuido a

reactwacuon de VHB: ADN VHB 1 79e5 UI/mL ).
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Fecha de llegada a Espana 2007
Habito tabaquico; ano de inicio: 1990; numero de cigarrillos/dia: 30. Ha sido consumidor de alcohol; afo de inicio: 1992; ano
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Epidemiologia VHD

. 15/350 M HBsAg+ (4%) &, 10 = -
= 8% en Europa Occidental
= 60% en Pakistan
- 70% en Nigeria, Gabén =

W High
= Intermediate

= 60% Amazonia

Genotype 1/3

Hughes SA. Lancet 2011



Univariate analysis

Multivariate analysis

series and in both groups

Variables Number of patients with anti-HDV positivity [n/N (%)] OR (95% CI) P OR [n (95% CI)] P a 59'382081 2
. (N=429)
Sex . [nIN (96)] P
Female 10/240 (4.1) 1.00 (referent) Not included
Male 64/546 (11.7) 3.05 (1.54-6.05) 0.001
Age classes (years) 1?ﬁ:§ {32} g'gf
> 40 5/247 (2.0) 1,00 (referent) Not included 49 ;
31-40 13/199 (6.5) 3.38 (1.18-9.65) 0.02 1/26 (3.8) .67
21-30 50/253 (19.7) 11.92 (4.66-30.45) <0.001 9/89 (10.1) 0.04
<20 6/87 (6.8) 3.58 (.06-12.08) 0.03 12/115 (10.2) 0.21
Country of birth ——i
Spain 74/770 (9.6) 1.00 (referent) 0.38 Not included
13/294 (4.4) 0.007
Other 0/16 (0) 0.97 (0.96-0.98) 1313 @B 1 o010
Risk factor
Household contact 1/183 (0.5) 1.00 (referent) 1.00 (referent) 11/20 (55.0) 0.08
Injection-drug use 65/87 (74.7) 537.72 (71.05-4069.50) <0.001 261.08 (28.78-2368.53) < 0.001
Blood transfusion 5/43 (11.6) 23.94 (2.72-210.85) 0.004 28.08 (2.74-295.90) 003 %2700 0.06
Sexual 1/25 (4.0) 758 (0.45-125.4) 0.15 2.88 (0.14-55.74) 048 197 (1.0) 064
Other 1/39 (2.5) 4.78 (0.29-78.27) 0.27 4.63 (0.25-84.98) 0.30
Unknown 1/409 (0.2) 0.44 (0.02-7.17) 0.56 0.40 (0.02-6.82) 0.52 BIa4 i”ﬁi 0.29
HBeAg 1/18 (5.5) 056
Negative 50/592 (8.4) 1.00 (referent) 0.10 Not included RO et
F’_osnwe 24/194 (12.3) 1.53 (0.01-2.58) 41104 (3.8) 0.02
Anti-HCV 22/325 (6.7) 0.36
Negative 14/542 (2.5) 1.00 (referent) Not included
Positive 60/104 (57.6) 51.49 (26.63-99.30) < 0.001 ' 10/28 (35.7) 0.04
Anti-HIV 16/401 (3.9) 022
Neg.a.tive 38/497 (7.6) 1.00 (referent) 1.00 (referent) 7127 GEB  <0.001
Normal 3/429 (0.7) 1.00 (referent) 1.00 (referent) 6/222 (2.7) 012
>1xULN 71/357 (19.8) 22.05 (8.78-55.37) <0.001 14.48 (3.45-60.62) <0.001 20/207 (9.6) 0.001
Cirrhosis
, 7/63 (111 0.07
No 48/666 (7.2) 1.00 (referent) Not included 19!3&}(; 1{5.2;I 0.20
Yes 26/120 (21.6) 3.56 (2.10-6.01) < 0.001 26/429 (6.1) 0.04




Imagen:

-_—

* ECOGRAFIA ABDOMINAL: Higado de tamaiio y morfologia normal, con estructura ecogénica muy heterogénea de grano
grueso, se observan una lesion hiperecogénicas redondeadas, en segmento VI-VIl, de 12,6 mm, compatible con posible
angioma hepatico. Venas porta y suprahepaticas permeables y de calibre normal. Vesicula de tamafio y morfologia
normal, sin que existan engrosamientos de sus paredes, con multiples litaisis en su interior. Vias biliares no dilatadas.
Pancreas bien individualizado de dimensiones, morfologia y estructura ecogénica normales. Bazo aumentado de tamanio
(Eje bipolar 154 mm ) con morfologia normal, con estructura ecogénica homogénea y sin que se detecten lesiones
focales. Ambos rifiones de situacion. tamafio v morfolonia normal. No se detectan masas auisticas ni sdlidas. imagenes

Diagnostico principal : n masas
HEPATOPATIA CRONICA POR VIRUS DELTA Y ALCOHOL e
Otros diagnosticos :
Grado funcional MELD 10, Child-Pugh A5
Tratamiento:
Recomendaciones:
Dieta:
MNormal, con escasa sal.
ABSTINENCIA ABSOLUTA EN CONSUMO DE TABACO Y ALCOHOL. + Cardian
Actividad fisica: Actividad fisica normal
Earmacos:
Vacunacion anual frente a gripe estacional.
Revision por su Médico de Atencion Primaria de necesidad de vacuna antineumocdcica.
TENOFOVIR: 1 comprimido diario de forma indefinida.
Otras Recomendaciones:
3 meses {:’n arlalrtic:a.

Revision en

varices



Table 2. Ch:

Age (years)
Male (%)/ferr
WEBC (10°/L)
PLT (10°/L)
AST (U/L)
ALT (UL)
yGT (U/L)
ALP (U/L)
Bilirubin {(mg/
Albumin (g/d|
HBsAQ

HBV-DMA (co
HDW-RNA (co
HEsAQ expres

HBCcAQ expre:

DELAY IN TESTING FOR HEPATITIS DELTA AFTER DIAGNOSING HEPATITIS B - IMPACT ON
PROGNOSIS: VIEW FROM LARGE SINGLE CENTER COHORT

pnAaCINIROR,

Hepatitis delta virus (HDV) is a defective RNA virus, which requires
hepatitis B virus (HBV) for transmission and replication, causing the
most severe type of viral hepatitis infection in humans.
Approximately 5% (20 mIn people) of HBsAg chronic carriers
worldwide are estimated to be infected with HDV.

We retrospectively investigated past medical history of the patients,
admitted to our clinic between 2002 and May 2011 for the duration
of delay in time in testing for HDV after establishing the presence of
HBsAg and stage of liver disease at that moment.

Out of 453 HBsAg (+) patients evaluated in our clinic between 2002
and May 2011, 92 (20.3%) had markers of HDV infection, median
age 37 (16-68), male 52 (56.5%). Information on the complete past
medical history prior to being admitted to our clinic was available
for 89 of them.

61 (68.5%) patients were tested for HDV within first 12 months after
presence of HBsAg was established, while remaining 28 (31.5%)
were tested after 12 months. Median range of time between testing
for HbsAg and anti-HDV for the second group was 72 months. At the
moment of the diagnosis of hepatitis delta was established, liver
status, detected by histological and/or clinical signs, was distributed
as follows (Figure 1).

Decompensation criterias: encephalopathy and/or variceal bleeding and/or ascites

Conclusions

Despite of the fact, that HDV was discovered more than 30 years
ago, there still seem to exist lack of awareness for it, as our study
demonstrates. Given the fact, that almost 2/3 of the newly
diagnosed hepatitis delta patients already have liver cirrhosis, which
significantly reduces the possibility of adequate therapeutic
intervention, continuous efforts are needed to improve the present
situation and gain control over the serious health risk, which it
represents.

Fvalue

NS
NS
NS
NS
0.031
0.002
0.008
NS
NS
NS
NS

N5

N5

N5
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Historia natural
299 pacientes VHD (4% VHC+, 4% VIH+). Replicacion VHD persistente

en 86%
Table 1. Evolutionary Course of the 299 Patients During a Mean Observation Period of 233 Months
Cirrhosis HCC Decompensation OLT Deceased Lost
Baseline n (%) p f-up n (%) p f-up n (%) w fup n (%) w f-up n (%) p f-up n (%) w f-up
Histologic (n = 251)
FOorl(n=80) 21(26)] 149 4(19) 60 4 (19) 54 4(19) 78 10(13) 205 13(16) 101
F2(n=43) 26 (60) | 153 6(23)] 108 4 (15) 96 3(7) 64 f(16) 200 11(25) 98
| _F3(n=61) 35(57)] 136 |J10(28))] 113 7(20)] 103 3(5) 64 13(21) 289 9 (15) 91
F4i(n=86T7) — — 18 (27) 65 |18(27) 83 1015 119 22(33) 176 11(16) 105
Clinical cirrhosis (n = 37) — — 8(22) 76 |21(57) 51 9 (24) 45 10(27) 150 4(11) 141
Clinical chronic hepatitis 0 — 0 — 0 - 0 1(9) 264 3(27) 220
(n = 11)
Overall (n = 299) 82(27) 144 46 (15) 83 54(18) 68  29(10) 79 6321 204 51(17) 109

Romeo R. Gastroenterology 2009



Historia natural

Table 3. Distribution of Selected Variables and Odds Ratios and Corresponding 95% Confidence Intervals for Hepatocellular
Carcinoma and Liver Decompensation

HCC Liver decompensation
Event/nonevent OR (95% CI) Event/nonevent OR {95% CI)

Sex

Males 38/192 1 36,194 1

Females 8/61 0.67 (0.29—-1.54) 19/50 2.09(1.10-3.97)
Mode of transmission

Unknown 40/182 1 AG/176 1

Transfusion related 3/24 0.59(0.17-2.11) 4,23 0.67 (0.22-2.04)

IV drug use 2/36 0.38(0.08-1.73) 4734 0.64 (0.20-1.99)

Sexual 1/11 0.51(0.06—4.12) 1/11 0.40 (0.05-3.25)
Alcohol consumption, g/day

=40 40/234 1 47 /227 1

=40 6/19 1.32(0.47-3.72) 8/17 258 (1.01-6.58)
Treatment

Interferon 19/71 2.18(1.10—-4.32) 17/73 1.12 (0.59-2.14)

Corticosteroids 10/52 1.33(0.60—-2.93) 9/53 0.70(0.32-1.54)

Mucleoside analogues 3/9 1.17 (0.29—-4.76) 1/11 0.37 (0.04—-2.95)
HBY DMA

Mone 237209 1 40,/192 6],

Present 23/44 5.15(2.57-10.32) 15/52 1.34 (0.68—-2.64)
HDV RMNA

MNone 12/70 1 B/74 1

Present 34,183 1.43(0.67-3.06) 47 /170 3.17(1.38-7.29)

Romeo R. Gastroenterology 2009



(b)

First visit

2-16

h 4

Last
available
visit

years of
follow-up

Hictnria

natiiral

75 HBsAg & antiHDV positive patients

37 patients: liver cirrhosis

38 patients:chronic hepatitis, no cirrhosis

19 patients
developed liver cirrhosis
during follow up

56 delta patients with liver cirrhosis

k4

19 patients with chronic hepatitis delta

(no cirrhosis)

32 patients: hepatic decompensation Al 24 patients: no hepatic decompensation

1 HCC > 1 0LT

2 HBsAg seroconversions

4 HCC |[¢— N
2
15 OLT |¢— )
1
5 deaths|€ >

9 transplant-free and cancer-free

ra-— N

Serrano B.
JVH 2015

3 lost to follow up

11 event-free

10 lost to follow up

—>|1 death*

11 event-free

!

—>! 7 lost to follow up

* Unknown cause



Centre for Internal Medicine

Department of Gastroenterology, Hepatology and
Endocrinology

lutterkort. lewon@mh-hannover.de

'DFSclin

= 1(if albumin < 1.19 * LLN)
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Figure 5: The established scores performed not well in ROC analysis



Serrano B.JVH 2015

(a)

Region of origin = East. Medit.

Thrombocytes < 100 x 10'/ml
Thrombocytes < 50 x 10°/ml

Sex = male
Age = 40 years

INR =2 1.2

Bilirubin = ULN

(b)

Sensitivity

1.0 s

0.8 +

0.2

0.0 -

Hictaria natiiral

+ 1POINT
PER CONDITION MET

ra

AUROCO0,88

=mm= BEA-score points

— BEA-score risk groups

0.0

02 04 06

1-Specificity

08 1.0

Total Event )
| i Absent | Present BEA-score | Risk group
- Mild risk
1 15 1 BEA-A ild ri
e
2 10 4 "
oderate
3 2 7 BEA-B o
4 2 5
S 1 5 -
evere
6 0 3 BEA-C pi
Total 33 2%
(b) Event-free survival: Barcelona
100

| === BEAA(ref)

T 80 ) "~ — BEA-B (HR = 31.79;
s | Cl = 4.1-249.4)
a2 0 !] -= BEA-C (HR = 278.79;
E 40| Cl = 29.5-2829.6)
8 20 1
S 204 |
] P <0.0001
O L] L] L} L] 1
0 5 10 15 20 25
Time (years)

BEA-A 37 28 17 12 7
= BEA-B 34 20 7 4 2
BEA-C 6

Patients
at risk
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Tratamiento

Indicacion:
= ARN VHD+ y GPT elevada
Interferon pegilado alfa durante 1 ano

Carece de validez:

= Prolongar tratamiento
= Asociar ribavirina
= Asociar tenofovir, entecavir, emtricitabina, famciclovir, adefovir.

Factores predictores de respuesta: no conocidos

Hughes SA. Lancet 2011



Table 2. Clinical events during the study period

[ ]
Tratamiento con N e o I ooco e
Table 1. Characteristics at bas,e"ne ‘ No beneficial of lona-term analonaie treatment nnat:c?ezlllz Death/OLT n (%) | 18 (32.1) | 1 (1.8) |26.05(3.33-203) 0.002
All patients HDV “j;;s’aﬁle e IR
value Picgglpensation 10/53 | 3/55 (5.4) |4.03 (1.04-15.58) | 0.03
Number of Patients 112 56 56 1 N::;;A; loss n 25;853)) 4/6 (66.7)| 0.3(0.02-3.92) | 0.38
Age mean * SD 52.518.5 52.98.1 52.128.9 | 0.65 | amw |ty | © | 400 0100519 0
Males n (%) 82 (73.2) 41 (73.2) 41 (73.2) 1 e oo 00 | 8 007 38 0.07000] 200
Albumin g/dL 3.85 (2.4-5.3) | 3.8 (2.4-4.5) | 3.9(2.7-5.3) | 0.38 |esmncy  Flouret. HoGies sunivalin OV and HEV patiens
PLT x 10 3/pL 124 (30-328) | 114 (30-321) | 128 (39-328) | 0.28 |z
Tot. Bilirubin mg/dL| 0.9 (0.3- 4) 0.9 (0.3-4) | 0.8 (0.3-2.9)
Creatinine mg/dL 0.9 (0.5-1.6) | 0.9 (0.5-1.4) | 0.9 (0.5-1.6) |
Lam exp’d n (%) 30 (26.8) 15 (26.8) 15 (26.8)
HBeAg neg n (%) 101 (90.2) 51 (91.1) 50 (89.3)
Cirrhosis n (%) 91 (81.3) 45 (80.4) 46 (82.1) . .
Ascites n (%) 4 (3.6) 3 (5.4) 1( 1.8) e
Child-Pugh class LSy > 7o
A n (‘%‘) 82 (901) 39 (86-7) 43 (935) ‘“‘:‘fh‘;v"‘ Table 3. Factors associated to HCC, Cox regression model
B n (%) 8 (8.8) 5((11.1) 3 (6.5) gy HR | 95%Cl |Pvalue
C n (%) 1(1.1) 1(2.2) 0 (0.0) RS Age 106 | 1-143  0.065
MELD score 8 (6.4-16.9) | 8.9 (6.4-16.9) | 8.0 (6.4-16.4) | 0.14 |~  [MaleGender 954 | 254-3585 0.009
Follow-up; months| 50 (6-168) | 50 (6-160) | 50 (6.0-168) | 0.94 pewcenserlpLt 077 | 0.68-087 |0.000
evaluated using a Cox regression model. D .~ ionl outoome of patients with CHD and advanced Wy HDV 249 | 098-6.37 |0.057




Tratamiento

Interferon C

A ==
8L cirhoONIC hepatitis BL cirrhosis F-up cirrhosis Chronic hepatitis BL Cilnic hepatitis
N=58 N = N=24 N = 41 N=25 N N=20
v
3 1% 1 & ¥
N=11 3
somp SVR No SVR SVR
=9 N=21

v

HCC Decomp HCC Decomp HCC Decomp HCC Decomp
N=1 N=0 N=5 N=5 N=2 N=5 N=6 N =11

RVS: ARN VHD indetectable tras 3 anos

Romeo R. Gastroenterology 2009
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n

=] an

Number of patients

=]

L

High proportion of HIV/HDV patients were
cirrhotic at first assessment

HIV -

METHODS 5
Treatment Qutcomes for Patients with Hepatitis

This was a retrospet

Retrospective data ¢
Ab (HDV IgG) from |
College Hospital we
from another Londc

Pts referred for tran
excluded as not par

Active Hepatitis deh
delta RNA positive.
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active hepatitis delt
HOV IgG positive, Rl
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Continuous variable
Mann-Winey U test,
Exact test,

HIY +

B Cirrhotic

B Non-cirrhotic

Figure 1

of pa

HIV + HIW e
n=16 =7
A patients 15 patients
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2 relapse 4 non
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rre excluded. Of the 208 re
vt documented,

2 HIV =ve pts cleared HDY
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17 HIV — patients with ‘act|
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Factor

¢ first fibrosis assessment
its (p=0.02) Figure 2
nsation and cirrhosis; HIV
1.02); age, risk factor, HOW

HIV
Risk factor

r of patient

Fopen

CONCLUSIONS SUMMARY

Compared to HIV-HDV pts, those with HIV+HDY
infection wera |ess likely to spontaneously clear
HDV and therefore more likely to present with
chronic infection,

HIV was the only risk factor that predicted a
composite endpoint of death, decompensation
and cirrhosis in this cohort of patients with active
Hepatitis delta,

Based on the results of this study, HIV infection
has an independent and adwerse effect on the
clinical course of HDW infection.

Delta RNA level
Delta IgM positive 0.14

Factors predictive of liver death,
decompensation and cirrhosis

Univariate analysis
p-value

0.024
0.9
0.32
0.28
0.68

ok 2

* Inacohort study of patients with Hepatitis delta,
those with HIV+ infection werne less likely to
spontaneously clear infection and more |ikely to
present with liver cirrhosis.

+ Better therapies for HDW are urgently needed.

Refs: 1) Fernandez-Montero CID 2014 2) Sheng CID
2007
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Nuevos tratamientos

= Lonafarnib

= Inhibidor prenilacién VHD
= Myrcludex

= Inhibidor entrada VHD
= REP2139

= |Inhibidor liberacion viriones
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Conclusion

El VHD no es un problema global de salud, pero es un problema de
salud para el que lo padece.

Es obligatorio su despistaje en todo HBsAg+.
Los resultados del tratamiento con interferon son decepcionantes.
« Probablemente, sea conveniente instaurar un tratamiento precoz.

El paciente VIH también mantiene en esta infeccion un peor perfil

clinico.
MUCHAS GRACIAS





