Tratamiento de la hepatitis C.
¢Es tan facil como un
comprimido al dia?
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SESION / MODULO 4. Tratamiento de las hepatitis virales



Spoiler

* Tan facil como un comprimido al dia durante 12 semanas

* Tan facil como tres comprimidos al dia durante 8 semanas



éSeguro?




Erase una vez...estabamos camino de la
eliminacion
HCV Elimination Targets

® On Track Working Towards® Not On Track

© Center for Disease Analysis Foundation, 2020; all rights reserved. Reuse without permission prohibited. Accessed from https://www.cdafound.org



Impact of a 1-year delay on cumulative
(2020-2030) liver-related deaths
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Blach et al. Journal of Hepatology DOI: (10.1016/j.jhep.2020.07.042)



Call to Action Toward HCV Elimination:
Focus on Simplified Testing and Cure

= Simplification: * |ntegration with primary care and
S . . other disease programs (eg, TB, HIV)
— One clinic visit with rapid antibody and outreach settings (harm
screening and a single reflexive reduction)

viral load test
» Decentralization of services from

— Standardized treatment regimens referral hospitals to local level care
with pangenotypic DAAs eliminate
delay associated with genotype * Task sharing of uncomplicated cases
test with primary care clinicians, medical
_ . officers, advanced practice clinicians,
— Confirm SVR at Wk 12 with second nurses, pharmacists, and trained
viral load test community care workers

Signatories: AASLD, EASL, APASL, ALEH

https://www.aasld.org/sites/default/files/2019-11/2019-HCVElimination-CallToAction-v2.pdf. Nov 10", 2019
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Adaptado de DOCUMENTO DE CONSENSO DE GEHEP, PERTENECIENTE A LA SOCIEDAD ESPANOLA DE ENFERMEDADES INFECCIOSAS Y MICROBIOLOGIA CLINICA (SEIMC), JUNTO CON
SOCIDROGALCOHOL, SEPD Y SOMAPA, SOBRE EL MANEJO DE LA INFECCION POR VHC EN USUARIOS DE DROGA. Disponible en:
https://seimc.org/contenidos/gruposdeestudio/gehep/dcientificos/documentos/gehep-dc-2018 Manejo de la infeccion por VHC en UD vi.pdf



https://seimc.org/contenidos/gruposdeestudio/gehep/dcientificos/documentos/gehep-dc-2018-Manejo_de_la_infeccion_por_VHC_en_UD_v1.pdf

Teléfono-medicina




SMART-C: Simplified monitoring for hepatitis C virus treatment with
glecaprevir plus pibrentasvir, a randomised non-inferiority trial

GLE-PIB
8 weeks
Simplified
monitoring
N =253

HCV genotype 1-6
Treatment naive
No cirrhosis
N = 380

eSSty
Z:1

Dore GJ et al Journal of Hepatology 2020; 72: 431-440
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HepCare: HepLink
Desarrollar un nuevo modelo integral de cuidados para VHC
Cribados

(Abril 2017-Agosto 2019)

N=2568

1

ARN-VHC positivo — »
N=687 (26%) Eliminacion

j n/N= 196/687
Tratados (29%)

319 (46%)

RVS
196 (61%)

Avramovic G et al. Int J Infect Dis. 2020; 101: 374-379




HepCare: HepLink

Desarrollar un nuevo modelo integral de cuidados para VHC

Eliminacion
n/N= 196/687
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Avramovic G et al. Int J Infect Dis. 2020; 101: 374-379
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https://seimc.org/contenidos/gruposdeestudio/gehep/dcientificos/documentos/gehep-dc-2018-Manejo_de_la_infeccion_por_VHC_en_UD_v1.pdf

Testar-tratar

Iconos libres en: https://www.flaticon.com/authors/freepik



SIMPLIFY: Eficacia de SOF/VEL en usuarios de drogas
parenterales activos

Ensayo abierto de un solo brazo fase IV.
SOF/VEL durante 12 semanas en UDVP activos infectados por VHC (n = 103).

* En la distribucion de GENOTIPO predomind el G3:

36 5 60 2
RFT RVS12
(35%) (5%) (58%) (2%) (Respuesta Final Tratamiento)
G1 G2 G3 G4

® 006000 0 00 ® 0000000 00
; | 1 AdAdhdhdd TRETRERRYY
* La mayoria de pacientes estaba usando drogas
parenterales en el mes previo* al inicio del 96% 94%

tratamiento: _ _
de los pacientes (99/103) de los pacientes (97/103)
IC 95%:90-99 IC 95%: 88-98

® No TSO, no inyeccidn

® No TSO, inyecciodn droga
® TSO, no inyeccion

m TSO, inyeccidn droga

No casos de fracaso virologico,

reinfeccion=1, pérdidas de seguimiento=2, muertes =1

* En el reclutamiento
Grebely J, et al. Lancet Gastroenterol Hepatol. 2018;3(3):153-61.



SIMPLIFY: SOF/VEL en usuarios de drogas parenterales activos

Se obtienen tasas de respuesta >90% en sujetos que
mayoritariamente consumen activamente y son malos adherentes

Uso autorreferido de drogas IV Adherencia: Blister electrénico
100 Cualauier —@- Otros opiaceos
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Basal Semana 4 Semana 8 Semana 12

Participantes que informaron del uso de drogas (%)

Dias

Datos para 103 pacientes en el momento basal y 100 pacientes en otros puntos de tiempo

Uso de drogas inyectables autoinformado durante la terapia

Grebely J, et al. Lancet Gastroenterol Hepatol. 2018;3(3):153-61.



Tratamiento colocalizado: SOF/VEL y TSO
(estudio ANCHOR)

Respuesta por intencidén de tratar
3%

 Centro de atencion a adicciones con

programa de reduccién de dainos: 9%
- Pacientes con uso de opiaceos parenterales en 10% RVS12
los ultimos 3 meses (n=100) Fracaso viroldgico
* Intervencion: SOF/VEL junto con buprenorfina Pérdida de seguimiento

78% Fallecimiento
» Caracteristicas de la poblacién:
 Cirrosis compensada: 33%
* Inyeccion de drogas diaria: 58%

(N=93)

Kattakuzhy S, et al. Congreso AASLD 2018. PO 18.



Tratamiento colocalizado: SOF/VEL y TSO
(estudio ANCHOR)

Perdidos antes de
empezar: 33 (19%)
No elegibles: 41 (24%)
Incluidos: 100 (57%)

Gave informed
consent (n=174)

Not eligible (n=41) |

Lost to follow-up or
dead (n=33)

Dispensed first
bottle of
sofosbuvir-velpatasvir
(n=100)

Lost to follow-up or
incarcerated during
treatment (n=2)

Died during
treatment (n=2)

Lost to follow-up after
treatment (n=2)

| Died after treatment

(n=1)

SVR determination
(n=93)

Rosenthal et al. CID 2020;71(7):1715-22



Respuesta a G/P en usuarios de drogas

Andlisis de 6 ensayos fase Ill (n=1666), G/P 8 6 12 s (ENDURANCE-1, 2, 3, 4, EXPEDITION-1 v 4)

ITT miTT
93 99 98 99

100-
)

£  80-
Q2

PWUD: S 60-
UDVP <12 meses Y
t. drogas orina (+) oc

a 20-

0-

PWUD Non-PWUD PWUD Non-PWUD

Virologic failure 1" (1%) 11(1%) 1(1%) 11 (1%)
Premature d/c 2" (3%) 5 (<1%)
Lost to follow-up 2(3%) 7(<1%)

mITT, modified intent-to-treat analysis, excluding all patients that failed to achieve SVR12 for reasons other than virologic failure
* Patient with FO-F1 fibrosis and HCV GT3a had relapse at posttreatment week 12. t No patients discontinued due to adverse events

Foster GR, et al. AASLD 2017 #P1182



Respuesta a G/P en usuarios de drogas

GERMAN HEPATITIS C-REGISTRY

Efficacy: SVR12 Rates Overall and in Key Subgroups

mITT EmITT
100 . 966 99,5 94.4 99,5 95,2 97,1 100 96,7 98,3
@
_5 80 1
I
Q. 60
8
~ 404
s
> 20 964 964 216 218 20 20 136 136
998 969 23 21 136
O B

Overall OST Active Drug Use Mental Disorder AUD

Patients who discontinued G/P prematurely and achieved SVR12 were counted as virologic responders. mITT analysis excluded: patients who discontinued G/P prematurely and did not achieve
SVR12; patients who were LTFU; patients with HCV reinfection. Data for patients with active drug use are not presented because of the small number of patients with available data at all

timepoints (N = 3). Christensen S, et al. INSHU 2019. Oral Presentation

AUD, alcohol use disorder; BL, baseline; Comorbs, comorbidities; EOT, end of treatment; G/P, glecaprevir/pibrentasvir; HCV, hepatitis C virus; ITT, intention-to-treat; LTFU, lost to follow-up; mITT, modified ITT,;
OST, opioid substitution therapy; PRO, patient-reported outcome; PTW12, post-treatment Week 12; SF-36, 36-ltem Short Form Health Survey; SVR12, sustained virologic response at post-treatment Week 12.



Outcomes of Patients Interrupting Glecaprevir/Pibrentasvir

1 ' * Pacientes con interrupciones de
8s —— 2 G/P >1 dia en 13 ensayos (n/N=
N=17 33/2839).

* No fallos virolégicos

* 2 pacientes* no alcanzan respuesta
por falta de informacion en la fecha
de valoracion de RVS12:

12s

h *
EE  RVS12 x12s:15/16 (94%)
1 =

Treatrmaent week
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EASL HCV treatment recommendations 2020

Treatment-naive/treatment-experienced patients with or without compensated cirrhosis

Simplified treatment (no genotype/subtype determination)*

Treatment-
. _ naive
No cirrhosis
Treatment-

* 8 weeks
All experience

12 weeks No No
genotypes Treatment-
Compensated naive

cirrhosis
Treatment-

(CTP A) * 12 weeks
experience

Treatment-experienced defined as previously treated with PEG-IFN + RBV; SOF + PEG-IFN + RBV; or SOF + RBV.
*Whenever HCV genotype and subtype determination is not available, not affordable and/or limits access to care.
CTP, Child-Turcotte—Pugh; EBR, elbasvir; GLE, glecaprevir; GZR, grazoprevir; PEG-IFN, pegylated interferon;

PIB, pibrentasvir; RBV, ribavirin; SOF, sofosbuvir; VEL, velpatasvir; VOX, voxilaprevir

EASL CPG HCV. J Hepatol 2020;_https://doi.org/10.1016/j.jhep.2020.08.018



https://doi.org/10.1016/j.jhep.2020.08.018

EASL HCV treatment recommendations 2020

Treatment-naive/treatment-experienced patients with or without compensated cirrhosis

Simplified treatment (no genotype/subtype determination)*

Treatment-
naive
No cirrhosis

Treatment-
. 8 weeks

All experienced

12 weeks No No
genotypes Treatment-
Corr-lpensz-:\ted —na]'ve
cirrhosis E— .

(CTP A) reatment- 12 weeks

experienced

In treatment-naive patients infected with GT 3 with compensated (CTP A)
cirrhosis, treatment with GLE/PIB can be shortened to 8 weeks, but MOre [ o stonatis anior hoite ceoses to e

, hot affordable and/or limits access to care.

data are needed to consolidate this recommendation grazoprevir, PEG-IFN, pegylated interferon;

fosbuvir; VEL, velpatasvir; VOX, voxilaprevir

EASL CPG HCV. J Hepatol 2020;_https://doi.org/10.1016/j.jhep.2020.08.018



https://doi.org/10.1016/j.jhep.2020.08.018

SVR12 (%, Patients)

Cirrosis compensada y G/P durante 8 semanas

ENDURANCE-8 (n=343): Cirrosis compensada (BxH>FS>Fibrotest/APRI)
- G1,2,4-6 (n=280)
- G3 (n=63)
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Brown et al. J Hepatol. 2020 Mar;72(3):441-44



POLARIS-3: SOF/VEL/VOX vs. SOF/VEL in GT3 and Cirrhosis

POLARIS-3: Overall SVR12 by Treatment Arm

100
96% 96%
N 80 -
-—
14
>
7))
- 60 -
S
"2 .
e 2 Relapses 1 On-treatment failure
q:, 40 A 1 Withdrew consent 1 Relapse
— 1 Death 1 DC due to AE
E 1 Lost to follow-up
20 -
106/110
0 T

SOF-VEL-VOX SOF-VEL

Jacobson IM, et al. Gastroenterology. 2017;153:113-22.



Sofosbuvir/velpatasvir with and without ribavirin in GT 3
HCV-infected patients with cirrhosis

« 204 patients were randomised to receive SOF/VEL or SOF/VEL + RBYV for 12 weeks in an open-
label study in GT 3 patients with compensated cirrhosis (TN and TE)

SVR rates and presence of NS5A RAS
Overall SVR rates

SOF/VEL + RBV
100 - 91 96 SOF/VEL
96% S?/gl,'\:’/'ll)z
B 22/101
78%
No RAS
79/101
g ﬁl-iﬁses 2 relapses 76/79 78179
1 nonresponder 2LTFU
1 D/C due to AE
92/101 99/103 SVR12 in patients with YO3H
SOF/VEL SOF/VEL + RBV — SOF/VEL: 50% (2/4)
12 weeks 12 weeks — SOF/VEL + RBV: 89% (8/9)

This study was not powered to assess noninferiority of the two treatment
arms, and the numeric difference in relapse rate between the two treatment
arms does not suggest a clinically meaningful difference in outcome

Esteban R, et al. Gastroenterology 2018;155:1120—7.e4.



Teléfono-medicina = Simplificacidn, integracion,
descentralizacion, tareas compartidas

SIN

Genotipo
Estadio fibrosis

AP, CTA,
comunidad
terapeutica,

prision, alberge
sin techo,
comedores

sociales

Diagnostico
en un solo
paso

SOF/VEL 1 c/d x 12s
G/P3c/d x 8s

Asesoria
especialista

Opinidn de ponente
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