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Caso Clinico

* Mujer de 70 ahos

* Antecedentes Patologicos: Hipertiroidismo; Hipertension
Arterial; Anexo histerectomia (20 afios)

* Niega consumo de alcohol u otro toxico
* Antecedente Transfusional dudoso

* Medicacion Habitual: Levotiroxina 75 mcg; Enalapril 20
mg/d

Derivada a consultorio de Hepatologia

por elevacion de transaminasas




Caso Clinico

Lucida, Sin ictericia
BMI: 23,2 Kg/m
Sin hallazgos patoldgicos en examen fisico

Laboratorio:

Glob. Blancos: 6900 Hto: 42% Plaqg: 246000

Glucemia: 0,7 Colesterol: 202 HDL: 37 TAG: 98

Ur: 0,34 Creat: 0,7 GOT: 89 (40) GPT: 162 (35) FAL: 83
BT: 0,8 BD: 0,12

* Ecografia Abdominal: Hepatomegalia leve; higado
heterogéneo con signos de esteatosis gradol. Bazo,
pancreas y rinones ok




Serologia

HBsAg : reactivo
Anti HBc: reactivo
Anti HBc IgM: no reactivo

Anti HCV: reactivo

Inmunolégico

FAN: negativo

AMA: negativo
PxE : PT: 7,3 Alb: 4,2 GGlob: 1,3




Seguimiento Diagnostico

Diagnostico Presuntivo




Seguimiento Diagnodstico

HIV no reactivo VDRL no reactivo
AFP 12,2 (Hasta 15)

CV HBV 45460 Ul/ml
HBeAg no reactivo Anti HBe Ag reactivo

CV HCV 405564 Ul/ml Genotipo 1b

Elastografia: 8,7 Kpa (F2)




Diagndstico Presuntivo

Coinfeccion HCV-HBV

Conducta Terapéutica




Conducta Terapéutica

* Se Inicia Tratamiento Anti hepatitis B con Entecavir 0,5 mg/ d

3 meses posteriores: CV HBV NO detectable
HBsAg reactivo; Anti HBeAg reactivo

= Luego se agrega Zepatier (Elbasvir/grazoprevir), completando

8 semanas — RVS

* Actualmente continula con Entecavir mantiene CV indetectable




No hay interferencia Viral directa
en Coinfeccion

HBYV inhibition does not affect HCV ~ _ HCV inhibition does not affect HBV

replication replication
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Cuestiones practicas para el tratamiento
de pacientes coinfectados

* Riesgo de interaccion entre antivirales para
HCV/HBV

* Posible reactivacion de HBV durante o un tiempo
después de realizar tratamiento con AAD para
HCV




Interaccion

Elbasvir- Glecaprevir- | Sofosbuvir-
Grazoprevir | Pibrentasvir Ledipasvir

Sofosbuvir-
Velpatasvir

Sofosbuvir-
Velpatasvir-
Voxilaprevir

Lamivudina

A A A
Entecavir o o o
Tenofovir
Alafenamida “ - “
Tenofovir- DF P} P}

A Sin Interacciones

Potenciales Interacciones

> »

> >



Reactivacion

Table 2. Baseline HBV/HCV VirayChakacteristics an{ DB\A Received

Case HCV HBV HBsAg\ HBsAb HBaAg HBeAb HEV DAA Country
Number Genotype Ge DNA Level, of Report
{Reference) copies/mL*
1 1a MR MR MR MNegative Positive 2700 (alevated) Viekira Pak (AbbVie)RBY  United States
2(42) 1k MR Positive | MR Positive [Megative Positive 2.5 loggg (elevated)  DOW/ASY Japan
3 MR MR MR MR Megative Positive  Undetectable DOVIASY Japan
4 b MR Positive R MR Megative Positive 3.9 logy (elevated) DCW/ASY Japan
Li29 1a MR MR NR Hegative  Positive 2300 (elevated) SIMYSOF United States
6(29) 1a [ 1H MNegative gatir  Positive §IR NR Undetectable SIMISOF United States
T{256) 1 MR MNegative MNegatige Positive BIR MNR Undetectable SIMYSOF/RBY United States
a 3a MR Positive R MR R NR 244 (elevated) SOF/REV Portugal
9(38) 4 D Megative e Positive Regative Positive  Undetectable LDVYSOF France
10(28) MR MR Positive R NR Undetectable LDVYSOF United States
1 MR MR MR NR Undetectable LOVASOF Japan
12(43) 1 B Positive gative Positive  Undetectable SIMPEG/RBY Japan
13 1 A Positive gative  Positive  Undetectable SOFRBY Japan
14 MR B Positive MR 1.3 logqp (elevated) LDV/SOF Japan
15 b B Positive gative Positive 2.7 logq, (elevated) DOVIASY Japan
16 MR C Positive NR Undetectable LDNVASOF Japan
17 1a MR Positive gative Megative  Undetectable DCWSOFRBY Australia
18 MR MR MR ive Positive 3.6 logyg (elevated) LDVISORRBY Japan
19 1b MR Positive ative Positive <21 log, gt DCVIASY Japan
20 1b MR iti ive Positive Undetectable DCVIASY Japan
21 1| MR MNegative Undetectable DOVIASY Japan
22 1 MR NR <2.1 bog, ot DOVIASY Japan
23 MR M ME Undetectable DOVIASY Japan
24 MR C ME 3.3 log, g (elevated) DOW/ASY Japan
Undetectable DOVIASY Japan
<21 log, gt L DVPSOF Japan
Undetectable LDV/SOF Japan
NR LOVASOF/RBY France
Litive  Undetectable LDWYSOR China

b = hepatitis B core antibody; HBeAb - hepalitis B e antibody:
bpatitis B surface antigen; HBY = hepatitis B virus; HCV = hepatitis

ribavirin; 5IM = simeprevir; SOF = sofosbuvir.
Food and Drug Administration Adverse Event Reporting System
ecifically stated as undetectable were interpreted as elavated/




Gasfroenterology 2018;154:989-997

------

in Patients Coinfected With HBV

Table 1.Baseline Demographic and Disease Characleristics - . ShI-YI Chen 5
HCV genotype 1 HCV genotype 2 Total 8 8
Characteristic (n = 68) I n — 43) I (n—111) “ Chohee Yun,
vrinard 8
Me
:: Table 3. Patients With Concomitant HBV DNA Elevation and ALT = 2 »x ULN through Posttreatment Week 12
as Patient 1 Patient 2 Patient 3 Patient 4 Patient 5 I
HC Female, 60 years Male, 61 years Male, 45 years Female, 60 years Male, 47 years
. old, with cirrhosis old, no cirrhosis old, no cirrhosis old, no cimhosis old, no cimhosis
4 ALT HBV DNA ALT HBVDNA  ALT HBV DNA ALT HBV DNA ALT  HBV DNA
| Visit UL IU/mL UL IW/mL UL IU/mL UL IW/mL UL IW/mL
BL 200 35 228 191 112 453 40 g4 167 286,000
| Weak 1 88 26 104 235 90 300 22 1060 76 310,000
Week 2 47 84 52 338 87 349 19 1540 75 308,000
| Week 4 41 406 102 6400 111 808 19 15,900 83 217,000
, Week8 | 71 6280 m 54900 124 6140 59 113,000 52 134,000
l Week 12 o1 =20 27600 109 2240 22 1400 43 134,000
PT week 4 76 =20 _ 118 3380 16 6120 a7 61,000
| PTweek 12 45 =20 02 2780 87 1,300,000 61 2,150,000
Retest - - - - - - - - 212 99,200,000
Retest - - - - - - - - 677 38,200,000
| PT Week 24 38 =20 23 20 152 2790 a7 1130000 576 9350000
( Retest - - - - - - - 300 7,160,000
! Hetest - - 26 - - - - 13 11,700,000
| PTweek 36 26 =20 37 20 162 207 44 1,510,000 _
PTweek 48 29 =20 28 <20 132 4490 53 2,520,000 34

' MOTE. Shaded area indicates when the patient began HBV treatment.
ALT, alanine aminotransferase; BL, baseline; PT, post-treatment; ULN, upper limit of normal; -, N/A.




Table 1. Summary of reported virologic outcomes.

References Cohort study Case report
Patients, n - Reactivation(%) Age DAAs regimen - HBV DNAb - Reactivation time
- Clinical reactivation (%) - HEV DNAr - Clinical reactivation
Overt HBV infection (HBsAg positive)
Collins et al.* = : 55 SOF/SIM - 3.3 log IU/ml - 8° week
- 7.3 log1U/ml - Yes
Takayama et al.” - - 69 DACJASU - 2.5 logs copies/ml - 2° week
- 7 logs copies/ml - Yes
Wang et al.'’ 10 -3 (30%) - - - -
- 3/3 (100%)
Calvaruso et al."' 4 -3 (75%) - 5 - -
- 0%
Yeh et al.? 7 -4 (57.1%) - - - -
- 1/4 (25%)
Belperio et al'? 84 - 25 (29.8%) - 5 - -
- 6/25 (24%)
l;;ﬂw occult HBV infection I
- - 57 SOF/SIM - <1.3 log IU/ml - 4° week
- 4 log 1U/ml -No
Ende et al.'” = B 59 SOF/SIM - Undetectable - 11° week
- 7.4 log IU/ml - Yes
De Monte et al'® - - 53 SOF/LDV - Undetectable - 6° week
- 8.9 log IU/ml - Yes
Suda et al® = : 79 DAC/ASU - Undetectable - 21° week of FU
- 21600 1U/ml - Yes
Wang et al'” 124 - 0% - - - -
Calvaruso et al."' 37 -0z - = - -
Yeh et al.'? 57 -0z = - = -
Sulkowski et al.'® 103 -0% - B - -
Belperio et al™ 173 -4(2.3%) - - - -
- 1(25%)
Kawagishi et al® 84 -5(5.9%) B - B -
-1(20%)

ALT, alanine aminotransferase; ASU, asunaprevir; DAA, direct-acting antivirals; DAC, daclatasvir; HbsAg, hepatitis B surface antigen; HBV, hepatitis B virus; LDV, ledipasvir;

NUC, nucleos(t)ide analogues; SIM, simeprevir, SOF, sofosbuvir.

" Other 4 HBsAg patients were on NUCs before starting DAAs.

™ Clinical reactivation: ALT Mares, jaundice.

™" HBV-DNA was detected by highly sensitive PCR in 3 patients (8.1%).

Journal of Hepatology 2017 vol. 67 | 898-901

899




print & web 4C/FPO

HCV and HBcAb+
~45%

HCV and HBsAg+

v

v

Monitor with ALT

HBsAg = HBV DNA
if ALT increases or
fails to normalize

HBV DNA + HBV DNA -
Preemptive treatment
Preemptive HBV
treatment until SVR12 or ALT + HBV DNA
monitoring

Feld J et al. Gastroenterology 2018 Vol 154, 795-798




Reactivacion en Trasplante

HBV status

HBV ADN

at LT

Table 1. PatientsWith detectable HBV DNA daring HCV treatment follow-up. ‘1'

No. HWstates HIV  Lverdonor HBV W.anu HBV DNA (log 1U/ml) ALT (1U)ml) Clinlcal event
Ll "‘""‘""‘"‘“"’“:'."m svp dtbusele o e  EOT FUWI2 Posttreatment Museline EOT FUWN2

UNOE1 W N Vg Noxt M Jewks SOT-LDV Yes HBsAp 6 10 w0 Nene

WIH KB Ng Ny Neae  FOR 12wks SOFeDCY Yes HBcAM W W 13 % 10 0 Noae

0040001 KB  Ng Ny Mot B wksSOFeDOY Yo HBcA  Usdd 152 na Udawss) 0 15 16 None

BOA He N Mg Nose R 12wl SOFeDOY na HBcoA  Unda Unda 21 na 37 16 30 DeathatFUWS

B0 Hip N Ny TOFeHBIC M ewks SOP<DXV Yes HBuAge 149 346 Und dt %o W Ascites

gv.m.-.mmlm 208 B vious; HOV, hepatits € viras; 04, not avallable; RBY, ribavirin: SOF, safosbuvir; TOF, tenofontr dlsoproxi] fumarite T

Metavir soore

Tto HBV previo

a DAA

Fig. 1. HBV markers, HBV prophylaxis and detectable HBV DNA during HCV treatment follow-up. HBV, hepatitis B virus; HCV, hepatitis C virus; HBcAb, HBV
core antibody; HBsAg, HBV surface antigen; HIV, human immunodeficiency virus.

Mouna L et al. Journal of Hepatology 2019 Vol 70, 1297-1300




EASIL Recommendations on Treatment of Hepatitis C 2018

Journal of Hepatology 2018; 69: 461-511

There is a potential risk of HBV reactivation during or after HCV clearance,
but the risk is unpredictable.

Patients commencing DAA-based treatment for hepatitis C should be tested for HBs antigen,
anti-HBc antibodies and anti-HBs antibodies.

Patients with HBV-HCV coinfection should be treated with the same anti-HCV regimens,
following the same rules as HCV monoinfected patients (B1).

Patients coinfected with HCV and HBV fulfilling the standard criteria for HBV treatment
should receive nucleoside/ nucleotide analogue treatment according to the EASL 2017

Clinical Practice Guidelines on the management of hepatitis B virus infection (Al).

Patients who are HBs antigen-positive should receive nucleoside/nucleotide analogue
prophylaxis at least until week 12 post anti-HCV therapy and be monitored monthly if
HBYV treatment 1s stopped (B1).

In patients who are HBs antigen-negative but anti-HBc antibody-positive, serum ALT
levels should be monitored monthly, HBs antigen and HBV DNA should be tested if ALT

levels do not normalise or rise during or after anti-HCV therapy, and

nucleoside/nucleotide analogue therapy should be mtiated 1f HBs antigen and/or HBV
DNA are present (B1).




Conclusiones

Testear HBsAg en todos los pacientes HCV + candidatos a

recibir tratamiento antiviral

En pacientes inmunocomprometidos realizar ademas
Anti HBc

Pacientes con HBsAg + y HBV ADN no detectable, debe ser
monitorizadon (ALT)

SI ALT aumentan realizar HBV ADN si este es
detectable iniciar NUCs

Si HBV ADN es detectable, se deberia iniciar Nucs al menos 1

mes antes del inicio de tratamiento anti HCV




