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New chapter name:
«Clinical management and treatment of Viral Hepatitis Co-

infections in PLWH>»

New chapter structure:
General recomendations

Treatment and monitoring of persons with HBV/HIV Co-infection
Treatment and monitoring of persons with HCV/HIV Co-infection

Hepatitis D and E in PLWH
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General recomendation

= Diagnosing hepatic fibrosis:

The combination of liver stiffness measurement and blood
tests or repeated assessments may improve accuracy.
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Cut-off Values of Non-invasive Tests for the Detection of Significant Fibrosis
and Cirrhosis

HIV/Hepatitis C co-infection (according to EASL recommendations on Treatment of Hepatitis C 2018 [1])

Test Stage of fibrosis Cut off (kPa) Sensitivity (%) Specificity (%) Positive predictive | Negative predictive
value (%) value (%)
Fibroscan F3" 10 72 80 62 89
F4* 13 72-717 85-90 42-56 95-98

APRI F4 2 48 94 n.a. na.
1 77 75 na. na.
Fib-4 F4 3.25 55 92 n.a. n.a.
1.45 90 58 n.a. na.

These cut-offs were derived from different studies and the optimal values might vary between populations and must be interpreted together with the individual

clinical assessment

“The distinction between F3 and F4 is often imprecise and must be interpreted in the individual clinical context

HIV/Hepatitis B co-infection [2], [3], [4]

Test Stage of fibrosis Cut off (kPa) Sensitivity (%) Specificity (%) Positive predictive | Negative predictive
value (%) value (%)
Fibroscan F3 76 85 87 77 92
F4 9.4 92 94 79 98
APRI F4 2 35 89 26 92
1 65 75 22 95

GUIDELINES




HBV/HIV Co-infection

= HCC screening

In HBV-positive non-cirrhotic, HCC screening should follow
current HCC EASL guidelines (http://www.easl.eu/research/our-
contributions/clinical-practice-guidelines/detail/easl-clinical-
practice-quidelines-on-hepatocellular carcinoma). Risk factors
for HCC in this population include family history of HCC,
ethnicity (Asians, Africans), HDV and age >45 years.

Wandeler et al. J. Hepatol. 2019
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http://www.easl.eu/research/our-contributions/clinical-practice-guidelines/detail/easl-clinical-practice-guidelines-on-hepatocellular-carcinoma

HBV/HIV Co-infection

HBs-Ag negative, anti-HBc positive persons undergoing immunosuppression:

HBYV reactivation GUIDELINES.

Severe immunosuppressive therapy (chemotherapy for lymphoma/leukaemia or stem-cell or solid-organ
transplantation)
TDF/TAF therapy to prevent HBV reactivation.

B-cell-depleting agents (rituximab, ofatumumab, natalizumab, alemtuzumab, ibritumomab)
TDF/TAF should be part of the ART. If contraindicated, second line options include 3TC and FTC (cave
reactivation due to resistance)

Other immunosuppressive therapy (e.g. TNF alpha inhibitor)
careful monitoring with HBV DNA and HBsAg is required for HBV reactivation. If this is not possible, addition
of TDF/TAF is recommended

Caution with ART simplification strategy without TDF/TAF or NRTI free regimens
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HCV/HIV Co-infection

= DAA table has been split in two parts:

Preferred treatment
options

Preferred DAA HCV treatment options {except for pe

ons pre-treated with Protease or NS5A Iinhibitors)

HCV GT Treatment regimen Treatment duration & REV usage
Nen-cirrhotic Compensated Decompensated
cirrhotic cirrhotics CTF class
BiC
1844  EBRIGZR 12 weeks' Nol recommiended
GLEIFIB 8 weeks | 12 weaks Mot recommended
SOFIVEL 12 weeks 12 weeks with REV
 SOFILDV +/- REV 8-12 weeks without RBV™ | 12 weeks with RBV"™
2 | GLEIPIEB 8 wesks | 12 weeks Not recommendead
 SOFIVEL 12 weeks 12 weeks with RBY
3 | GLE/FIB 8 weeks' | 12 weeks'! | Not recommended
SOFIVEL +- REV 12 weeks'" 12 weeks with REV o 24 weeks without RBV
SOFIVELIVOX - 12 weeks Mot recommended
686 GLE/FIE B weeks 12 weeks Mot recommaended

SOFILDV +/- RBY

BOFIVEL

12 weeks +/- RBV

12 weeks

12 weeks with RBV'™

12 weeks with REV

GUIDELINES

DAA HCV treatment options (except for persons pra-treated with Protease or NS5A inhibitors) to be used if preferred option is nat avaible

Treatment options if
preferred not available
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HCV GT * Treatment regimen | Treatment duration & RBV usage
[ Non-cirrhotic Compensated Decompensated
cirrhotic
184 8112 wesks in GT 1b 12 weeks in GT 1b

5886

o _
SOF + DOV +- RBY

OBV/PTVIr + DSV + RBY.
OBV/PTVIr « RBY

|SOF+ DCV +/: BBV

SOFNVELVOX
SOF + DCV

SOFVELVOX
SOF + DCV +- RBV

SOFVELVOX

12 weeks m GT 1a |
12 weaks in GT 4

12 weeks +- RBV
& weeks™

12 weeks

&

|12 waeks +/- RBV" or 24 woeks without |

RBY
B weoks
12 weeks +/- RBV or 24 weeks wilhout
REV'

8 weeks™

24 woaks In GT 1a

Not recommandad
12 wooks with REV
12 weaks | Not recommended
| 12 weeks wilh RBV
12 weeks | Notrecommended
24 wooks wilh RBV
12 waaks Mot recommended

12 waeks with RBV

12 wosks Mot recomimended



HCV/HIV Co-infection

= Figure on management of recently acquired HCV GUIDELINES
infection:

Confirmed Risk reduction
diagnosis programme
of recently
acquired
H(z:qvm
European AIDS
HCV-RNA <2log reduction at 4 weeks is e o concomiant Treatment Network
Week 4 STI, see page
considered as early chronic HCV infection 81 (NEAT) consensus
el R conference
HCWV-RNA < 27 HCV-RNA > 2% .
reduction in VL' ‘?gm reduction in VLogm State m e nt Ju n e
— / 2019 (www.neat-
epeal .
e id.org).
a) Treat with short duration Weei‘ 2
DAAs
b) Enrol in clinical trial for ety noantie
acute HCV treatment -
Treat as naive non-cirrhotic Repeat HCV-
RNA at 24
weeks and 48
weeks to con-
A3 | EACS European firm spontane-

ous clearance
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http://www.neat-id.org/

HDV and HEV in PLWH

= Screen for HDV antibodies in all HBsAg postive PLWH -

= Use non invasive markers with caution

» Refer early to university centers

Hepatitis D and E in PLWH

Hepatitis Delta Virus (HDV])

1. HDV antibedies should be sereened for in all HBsAQ positive PLWH

2. In PLWH with positive HDV antibodies, HDV-RNA should be measured in order to assess activity of the disease

3. In PLWH with chronic HDW co-miechion and ssgrihcant liver ibross (2 F2), long-lerm (al least 12 months) treatment with PEG-IFN might be considened in
association with TDF-based ART

4. Non-invasive fibrosis markers (fransient elasiography and serum markers) should be used with caution in PLWH with chronic HDW infaction as there are
no well-gstablished thresholds

5. Because of its anti-HBV activity, TDF/TAF should be added to PEG-IFN in order to reduce HBV-DNA load

6 PLWH without réspanse to PEG-IFN treéatment should be referred to university centers and if possible enrolled in trials on new drugs active against HDW

7. Treatment efficacy should be monitored with HBV-DNA and HDV-RNA measurements, when available, and with follow-up of blochemical and liver fibro-
sis eslimates.

& Parsistent off-treatment HOV-RMA negativity and anti-HBs seroconversion are the ideal goals of antiviral treatment for HDW aven if they can only ba

ohtained in a minority of PLWH. Histological remission of liver disease is a less ambitious but more likely achisvable goal
9. In PLWH with HOW and ESLD or HCC, Iiver transplantation from HBSAJ negative donors should be strangly considered. Transplant with anti-HBY
prophylaxis post-OLTX cures HBY and HDV infection

Hepatitis E Virus (HEV)
10. Screening for HEV infection is ted in PLWH with i i with acute hepatitis, ined flares of (even if sus.
pected drug induced liver injury), unexplained slevated liver funclion tests, gi phy, Guillsin-Barré, ilis or proteinure

11, Scrsening should meluds anti-HEY 19G and Ight and HEV-RMNA in blood and if possible in stool
12 Treatment with RBY (600 mg daily) may be considered in cases of savere acute HEV, acute-on-chronic liver failure, extrahepatic HEV related disease
of in persons wilh persisting HEV rephcation three months after irst detection of HEV-RENA. RBY should be given for a duralion of 12 wesks follawed by
HEV-RNA measurements in serum and stool. If HEV-RNA is undetectable in both, RBY can be stopped. In PLWH in whom HEV-RNA is still detectable in
EACS E serum andior stoal, REY may be continued for an additional three months. In the sstting of chronic HEVY infection in mmunosuppressed persons, reduc-
uropean
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