@ JORNADAS DoceNTEs 04

Caso practico

Lourdes Dominguez Dominguez
Hospital Universitario 12 de Octubre

Una actividad de: Con la colaboracion de:

Y g0 oo
BesDA flmc 13| IR (¥J GILEAD J?DS%?U? ViiV
IIIIIIIIII ® S}o&mmvms}c&mmm Healthcare

EEEEEEEEEEEEEE




Antecedentes (18 Mayo 2015)

= 57 anos
3TC + DRV/r + RAL

= Tabaquismo activo t

—

- Infeccion por VIH-1 grupo B3 CDC
= Infecciones cronicas activas —

- Infeccidn por VHC genotipo la nunca
tratada



H? tratamiento antirretroviral

CV 1.180 cp/mL
CD4+ 260 /mcL

CV 103.954 cp/mL

CD4+ 190 /mcL

.

| CV<50

CV 99.612 cp/mL
CD4+ 203 /mcL

CV<50

CV 164.801 cp/mL
CD4+92 /mcL

CV<50

15/1/02
AZT/3TC+LPV/r

3/11/04

30/6/04

AZT+TDF+LPV/r

12/9/07

20/2/07
ddI+3TC+LPV/r

enero ‘10 3/3/11

21/1/11
3TC+DRV/r+RAL

18/5/15
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Informe de resultados de pruebas de laboratorio
Fechay hora de registro: 06/05/2015

HEMATIMETRIA
Validado por Dr/Dra: Sandra Gomez
BIOQUIMICA GENERAL Gloria Pérez
Teléfono seccién: 917792205 Int: 4205 Serie Roia
SUERO/PLASMA Validado por Dr/Dra: ~ (A) Hematies 463 xmill/l [420-560]
r oy = gt ga-e
Creatinina 0.77 mg/dl [0.70-1.20] ’ ’ ’
Sodio 138 mEq/! [135-145] U 340 Pg [27.5-335]
q
Potasio 457 mEg/l [3.50-5.00] pun 1913 f [§2.5-979]
Cloro 99 mEq/ [95-106] CHCM 58 od [326-350]
) 3 RDW 153 % [120-146]
Proteinas Totales 8.3 g/dl [6.0-8.0] *
Albumina 3.5 g/dl [35-50] Serie Plaguetar
Calcio 9.4 mg/dl [84-10.2] ﬁ
ALT (GPT) 68 Ul [5-45] . Plaquetas fliﬁ , ::1 000/pl [ 2400_- ,4,53 ]
AST (GOT) 81 ui [5-37] . ‘ Lo el
Gamma-GT 93 ui [8-61] * Serie Blanca
Fosfatasa Alcalina 189 U/l [40-1301 * Leucocitos 6.10 x1000/pl [4.00-11.30]
Bilirrubina 1.3 ma/d| 102-1.11 . Neutréfilos 330 x1000/yl  [1.80-7.40]
LOH 184 ui [135-225] Neutrofilos % 53.9 [415-720]
MARCADORES TUMORALES Linfocitos 220 x1000/ul [120-4.00]
Linfocitos % 358 [20.1-47.0]
SUERO Validado por Dr/Dra: Mercedes Aramendi Monocitos 050 x1000/pl [0.30-090]
Monocitos % 79 [44-109]
I Alfa-FP 67.23 ng/mi I [0.60-8.50] *  Eosinéfilos 0.10 x1000/pl [0.00-0.50]
Eosinéfilos % 20 [04-65]
ESTUDIO DE COAGULACION Validado por Dr/Dra: Nerea Castro Basofilos 0.02 x1 000/|J| [ 0.00-0.10 ]
Actividad de Protrombina 73 % [75-140] *
Tiempo de Protrombina 13.0 S [85-138]
INR 1.20 [0.80-120]

—_— PN . o~ ~o =
" T — L=~ —— 3

Fibrinégeno (Derivado) 202 mg/dl [ 200 - 560 ]



Informe de resultados de pruebas de laboratorio
Fecha y hora de registro: 06/05/2015

| SERVICIO DE INMUNOLOGIA J_Servicio: Dra. Estela Paz |

INMUNIDAD CELULAR

Validado por Dr/Dra: Maria de los Dolores Perez

LINFOCITOS
Linfocitos Totales 1863 cels/ul [ 1200 - 3000 ]
LINFOCITOS T
% Linfocitos CD3+ 55 % [62-81] T
N° Linfocitos CD3+ 1019 cels/ul [ 850 -2250]
SUBPOBLACIONES DE LINFOCITOS T
% Linfocitos T CD4+ 14 % [32-59] 2
N° Linfocitos T CD4+ 254 cels/pl [ 500 - 14501] o
% Linfocitos T CD8+ 40 % [15-36] *
N° Linfocitos T CD8+ 752 cels/pl [ 160 - 950 ]
Cociente CD4/CD8 03 [1.0-30] *
I SERVICIO DE M|CR°B|OL°GiA J_Servicio: Dr. Rafael Delgado I

MUESTRA: SUERO/PLASMA

RETROVIRUS Responsable: Dra. Garcia Alvarez Inf- 4417/18 Tif: 917792418
VIH: Carga Viral (RT-PCR en tiempo real) COMENTARIO
INDETECTABLE<20
VIRUS HEPATITIS C Responsable: Dr. Pérez Rivilla Inf: 4419/20 TIf: 917792419
VHC: Carga viral (RT-PCR en tiempo real) POSITIVO
| VHC: Carga viral (Ul/ml) 650018.00 |

VHC: Carga viral logaritmo 5.81
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Informe de resultados de pruebas de laboratorio
Fecha y hora de registro: 31/10/2014

| SERVICIO DE MICROBIOLOGIA J Servicio: Dr. Rafal Delgado I
VIRUS HEPATITIS B Responsable: Dr. Pérez Rivilla Inf: 4419/20 TIf: 917792419
Antigeno HBs Negativo
Anti-HBc:(Ac totales) POSITIVO
Anti-HBe Negativo
Anti-HBs B ~ Negativo %

-



Antecedentes (18 Mayo 2015)

. 57 afos 3TC + DRV/r + RAL
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Informe de resultados de pruebas de laboratorio
Fecha y hora de registro: 10/04,/2017

BIOQUIMICA GENERAL

Teléfono seccion: 917792205 Int: 4205

SUERO/PLASMA Validado por Dr/Dra: (A) .
Rosa Cornejo

Glucosa 75 mg/dl [70-110]
Creatinina 0.79 mg/dI [0.70-1.20]
Filtrado Glom. (CKD-EPI) >90 ml/min/1.73m2
Urea 35 mg/dI [20-48]
Sodio 138 mEq/| [136-145]
Potasio 5.30 mEq/I [3.50-5.10] N
Cloro 99 mEq/I [98-107]
Proteinas Totales 10.6 g/dl [64-83] *
Albumina 3.5 g/l [3.5-5.0] *
Calcio 9.4 mg/dl [8.6-10.2]
Fosforo 3.4 ma/dl [25-45]
ALT (GPT) 97 U/l [5-45] *
AST (GOT) 261 U/l [5-33] *
Gamma-GT 130 U/ [8-61] *
Fosfatasa Alcalina 103 U/l [40-130]

Bilirrubina 1.0 mg/dl [0.2-1.0] 4
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Informe de resultados de pruebas de laboratorio
Fechay hora de registro: 31/10/2014

SERVICIO DE MICROBIOLOGIA J.Servicio: Dr. Rafael Delgado

VIRUS HEPATITIS C Responsable: Dr. Pérez Rivilla Inf: 4419/20 TIf: 917792419

VHC: Carga viral (RT-PCR en tiempo real) Indetectable
RETROVIRUS Responsable: Dra. Garcia Alvarez Inf: 4417/18 TIf: 917792418

VIH: Carga Viral (RT-PCR en tiempo real) Detectable.

VIH: Carga Viral (cp/ml) 353000.00

VIH: Carga Viral log 5.55

I SERVICIO DE |NMUNOLOGiA J_Servicio: Dra. Estela Paz I

INMUNIDAD CELULAR

Validado por Dr/Dra: Oscar Cabrera

LINFOCITOS

Linfocitos Totales 1042 cels/pl [ 1200 - 3000 ] =
LINFOCITOS T

% Linfocitos CD3+ 81 % [62-81]

N° Linfocitos CD3+ 840 cels/pl [ 850 - 2250 ] *
SUBPOBLACIONES DE LINFOCITOS T

% Linfocitos T CD4+ 8 % [32-59] *

N° Linfocitos T CD4+ 88 cels/pl [ 500 - 1450 ] *

% Linfocitos T CD8+ 71 % [15-36] *

N° Linfocitos T CD8+ 735 cels/pl [ 160 -950]

Cociente CD4/CD8 0.1 [1.0-3.0] =



Informe de resultados de pruebas de laboratorio
Fecha y hora de registro: 31/10/2014

I SERVICIO DE MICROBIOLOGIA J.Servicio: Dr. Rafael Delgado I
VIRUS HEPATITIS B Responsable: Dr. Pérez Rivilla Inf: 4419/20 TIf: 917792419
Anti-HBc:(Ac totales) POSITIVO
Anti-HBe Negativo
Anti-HBs Negativo
VIRUS HEPATITIS B Responsable: Dr. Pérez Rivilla Inf: 4419/20 TIf- 917792419
VHB: Carga Viral (PCR en tiempo real) Detectable
VHB: Carga viral logaritmo 6.38
VIRUS HEPATITIS DELTA Responsable: Dr. Pérez Rivilla Inf: 4419/20 TIf: 917792419

VH Delta: IgG Positivo
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H? tratamiento antlrretrowral CV VIH353.000 cp/mL

164.801 cp/mL CD4+ 88 /mcl

CV 103.954 cp/mL CV 99.612 cp/mL CD4+ 92 /mclL
: CV VHB 2.381.739 Ul/mL
CD4+190/mcL v 1.180 cp/mL CD4+203 /mclL /m
CD4+ 260 /mcL
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ANTI-hbc SOLITARIO

INTERPRETACION CLINICAY MANEJO TERAPEUTICO EN EL
PACIENTE CON INFECCION POR VIH



Lancet Gastroenterol Hepatol

2017;2:123-34

Microbiologia

Significance of anti-HBc serological status clinical practice

Chronic Infection
« Latent chronic carriers

« Genetic variants of HBV cause serum mutant
HBsAg and thus no anti-HBs detection

Resolved Infection

|+ HBsA g-anti-HBs immune complexes

[« Window phase (HBsAq has disappeared and
anti-HBs notyet ap

|+ Loss of anti-HBs after decades

Passive transfer

« ie, blood transfusion, infant born to HBsAg(+)
mother, after intravenous immunoglobulin
therapy

f

T

Anti-HBcnegative .-

Confirmed by
« Second assay (ie, radioimmunoassay of

Defining features of antl-HBc
alone serologlcal status

« Anti-HBc(+)

+HBsAg(-)

« Anti-HBs(-)

Hepatitis B vaccine

anti-HBc

« Second test

---------p| || False positive reactivity
o | || (especially, people from regions of

low HBV endemicity)

Acute Infection

Other HBV serological markers posltive:
+HBeAg, anti-HBe
+HBV DNA

»{ «IgManti-HBc(+)
«1-3 months later anti-HBs(+)

Chronic Infection

Most occurin

Co-Infection
«ie, HQV, HV

| Primary response

_;i Resolved Infection

| Passive transfer

| No response

| Anamnestic response

[

Figure 2: Flow chart: Algorithmic approach for anti-HBc alone constellation under different dinical courses

HBV=Hepatitis B virus. HBsAg=Hepatitis B surface antigen. HBeAg=Hepatitis B envelope antigen. HCV=Hepatitis C virus.
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Lancet Gastroenterol Hepatol
2017;2:123-34
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Microbiologia en la coinfeccion por VHC

Molecular Mechanisms Underlying Occult Hepatitis B Virus Infection

HCV core protein binds to HBx protein

and inhibits HBV gene expression.

HBx activates
transcription

Translation of different
mMRNA transcripts
—~—
N

— 8 O

PgRNA Polymerase Core

HCV core protein binds to HBV polymerase
and inhibits encapsidation process.

Clinical Microbiology Reviews @

doi:10.1128/CMR.00018-11

FIG 2 HCV coinfection in occult HBV infection. HCV core protein inhibits HBV gene expression by directly interacting with HBx protein and suppresses HBV
replication by interfering with the binding of core and polymerase to package signal “s™ present in pregenomic RNA (pgRNA) within the hepatocyte, thereby
preventing HBV encapsidation.



HEPATOLOGY, VOL. 66, NO. 1, 2017

ercusion clinica

Hepatitis B reactivation in Hepatitis Eand C coinfeccted patiens treated with antiviral agents: A
sistematic review and Meta-analysis

A Reactivation rate
Total
Study No. of treated
Author year Reactivation patients ES (95% CI)
¥
IFN-based :
Villa 2001 1 30 - 0.033 (0.001, 0.172)
Yalcin 2002 1 5 : - 0.200 (0.005, 0.716)
Liu 2003 12 2.1 : —_—l 0.571 (0.340, 0.782)
Chuang 2005 14 42 - —— 0.333 (0.196, 0.495)
Saitta 2006 2 9 —l————— 0.222 (0.028, 0.600)
Senturk 2008 0 36 - : 0.000 (0.000, 0.097)
PotthofT 2008 4 19 —:—.— 0.211 (0.061, 0.456)
Yu 2009 11 50 ':-.— 0.220 (0.115, 0.360)
Erol 2009 2 6 T = 0.333 (0.043, 0.777)
Liu 2009 28 161 '.‘ 0.174 (0.119, 0.241)
Vigano 2009 3 22 —‘!‘_ 0.136 (0.029, 0.349)
ITung 2011 1 135 = 0.030 (0.008, 0.074)
Kim 2011 2 18 —- 0.111 (0.014, 0.347)
Yeh 2015 18 203 -': 0.089 (0.053, 0.137)
Yeh 2016 1 4 = 0.250 (0.006, 0.806)
Subtotal (I°2 = 82.178%, p = 0.000) :O 0.145 (0.076. 0.228)
]
DAAs-based .
Wang (a) 2016 3 10| ———— 0.300 (0.067, 0.652)
Gane 2016 0 8 -— 0.000 (0.000, 0.369)
Subtotal (I°2 = 98.727%. p = 0.000 D 0.122 (0.002. 0.332)
L
1}
Heterogeneity between groups: p = 0.911 '
Overall (I"2 = 80.528%, p = 0.000); <:> 0.141 (0.076, 0.220)
1

0 £25

Proportion (%)

FIG. 2. (A) Pooled estimates of HBV reactivation rates in HCV patients with overt HBV by treatment group. (B) Pooled estimates
of occurrence rate of hepatitis due to HBV reactivation in HCV patients with overt HBV by treatment group.

14,5% INF vs. 12,2% AAD
en pacientes con
infeccion cronica por VHB



Hepatitis B virus ractivation during direct- acting antiviral therapy for
hepatitis c: a systematic review and meta-analysis

Marcus M Miicke, Lisal Backus, Victoria T Muicke, Nicola Coppola, Carmen M Preda, Lydia SY Tang, Pamela S Belperio,
Eleanor M Wilson, Ming- Lung, Stefan Zeuzem, Eva Herrmann, Johannes Vehren

A
Events Total Proportion (95% CI) Weight Weight
(n) (N) (fixed) (random)
T
Liu et al (2017 )% 24 111 _— 22% (14-30) 44-4% 44-4%
Gane et al (2016)™ 3 8 38% (9-76) 4-4% 4-4%
Wang et al (2017)% 3 10 30% (7-65) 5-0% 5-0%
Londofo et al (2017)™* 1 6 17% (0-64) 2.0% 2.0%
Liu et al (2017)°° 2 12 17% (2-48) 3-9% 3-9%
Yeh et al (2017)* 3 7 43% (10-82) 4.0% 4-0%
Mocke et al (2017)°® 1 7 14% (0-58) 2.0% 2.0%
Belperio et al (2017 )¢ =} 48 19% (9-33) 17-3% 17-3%
Preda et al (2017)* 4 11 36% (11-69) 6-0% 6-0%
Macera et al (2017)* s 13 38% (14-68) 7-3% 7-3%
Doi et al (2017):¢ o 4 0% (0-60) 11% 11%
Loggi et al (2017)* 1 1 100% (3-100) 0-9% 0-9%
Calvaruso et al (2017 )** 1 4 25%(1-81) 1-8% 1-8%
Fixed-effect model 57 242 24% (§9-30) 100-0% -
Random-effects model : 24% (§9-30) - 100-0%
Heterogeneity: I’=0%, T=0, p=071 & >0 20 0 20 100
A
Events Total Proportion (95% CI) Weight Weight
(n) (N) (fixed) (random)
Tang et al (2017)* o 174 —-— 0% (0-2) 3-6% 3-6%
sulkowski et al (2017)** o 103 —_— 0% (0-4) 3.6% 3-6%
Mocke et al (2017)°® o 249 S 0% (0-1) 3-6% 3-6%
Londofo et al (2017)** 1 64 1-6% (0-8) 7-2% 7-2%
Liu et al (2017)°° o 81 0% (0-4) 3.6% 3-6%
Kawagishi et al (2017)% 1 84 1-2% (0-6) 7-2% 72%
Belperio et al (2017)%¢ 4 146 27% (1-7) 28-3% 283%
Wang et al (2017)* o 124 -_— 0% (0-3) 3-6% 3-6%
Yeh et al (2017)* o 57 0% (0-6) 3-6% 3-6%
Doi et al (2017)™° 3 155 1-9% (0-6) 21-4% 21-4%
Lancet Gastroenterol Hepatol Ogawa et al (2017)™° 1 63 1-6% (0-9) 72% 72%
2018 Loggi et al (2017)%* o 42 0% (0-8) 3.6% 3-6%
Calvaruso et al (2017)34 o 37 > 0% (0-9) 3-6% 3-6%
http://dx.doi.org/10.1016/ Fixed-effect model 10 1379 ———— 1-4% fl0-8 2-4) 100-0% -
S2468-1253(18)30002-5 Random-effects model = — 0-8-2-4) - 100-0%
Heterogeneity: F'=0%,t°=0, p=0-84 = - & Alt p px



Hepatitis B virus ractivation during direct- acting antiviral
therapy for hepatitis c: a systematic review and meta-analysis

Reactivation rate in previous HBV infection
Reactivation rate in chronic HBV infection Author Year No. Total ES %
Author  Yer  No.  Toul 3] % of treated (95%Cl) Weight
of treated (95%C)  Weight reactivation  patients
Reactivation patients
DAAs-based DAAs-based
Goe 0 @ & Do ) 28 Sulkovski 26 0 U . 0000 (0000, 0035) 649
Wang 2017 L) 10 4+ 0300 (0.067, 0.652) 282
Yo 2007 3 6 » 0500(0115,082) 209 Wang 2017 0 ol + 0,000 (0.000, 0.029) 70
Belperio 2017 9 s R 0188(0089,0326) 513 Yeh 2017 0 57 — 0000 (0.000, 0.063) 180
Lin 2017 b 12 —_—————— 0167 (0.021, 0484) 31
e 3 . — 016(009,0389) 407 Ogawa 2017 1 63 — 0,016 (0.000, 0.085) 508
Londofio 2017 1 6 + 0167(0004,0641) 209 Miicke 2017 0 263 + 0,000 (0.000, 0.014) 884
Liu 2017 % m — 0216(0144,0304) 588 10831 207 0 0 — 0000 (O.M, 0084) 308
Miicke 2017 1 7 + 0.143 (0.004, 0579) 230 ) ..
Macera 2017 5 ) + 0385(0139,0684) 324 Kawagishi 017 5 8 - 0060 (0.020,0133) 5%
Preda 2017 4 u 4 0364(0109,06%) 297 Calvaruso 2017 3 ki —— 0081 (0.017,0219) 366
Subtotal (f =0.000%, P=0.634) 0211(0158,0269) 3617 Liu 2017 0 % — 0000 (0 00,0 07].) m
IFN-based Tamori 2017 1 765 + 0,001 (0.000, 0.007) 1045
Law o0 5 0000(0000,0218) - 346 Londofio iy 1 6 ~— 0016 (0.000,0084) 513
vila 2001 1 30 52— 0033(0001,0172) 455 )
Yddn 200 1 5 . 0200(0005,0716) 186 Doi 2017 3 18 * 0,021 (0.004, 0.060) 739
Chuang 2005 1 2 — 0333(019,049%) 497 Tang 2017 0 174 + 0,000 (0.000, 0.021) 790
Saitta 2006 2 9 + 0.222(0.028, 0.600) 266 .
ok 206 0 % B oM QI00)  477 Belperio 217 4 146 + 0,027 (0.008, 0.069) 74
Potthoff 206 4 1 — 0211(0061,0456) 384 Stibtotal (I = 66.257%, P =0.000) 0006 (0,000, 0016) 82
Yu 2009 1 50 — 0220(0115,0360) 517
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EASL 2017 Clinical Practice Guidelines on the management

of hepatitis B virus infection™

HCV co-infected patients
Recommendations

-

e Treatment of HCV with direct-acting antivirals (DAAs)

may cause reactivation of HBV. Patients fulfilling the
standard criteria for HBV treatment should receive
NA treatment (Evidence level II, grade of recommenda-
tion 1).

HBsAg-positive patients undergoing DAA therapy
should be considered for concomitant NA prophylaxis
until week 12 post DAA, and monitored closely
(Evidence level II-2, grade of recommendation 2).

HBsAg-negative, anti-HBc positive patients undergoing
DAA should be monitored and tested for HBV reactiva-

tion in case of ALT elevation (Evidence level II, grade
of recommendation 1).
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5. HBsAg-negative, anti-HBc—positive patients with
HCV are at very low risk of reactivation with
HCV-DAA therapy. ALT levels should be moni-
tored at baseline, at the end of treatment, and
during follow-up, with HBV-DNA and HBsAg
testing reserved for those whose ALT levels
increase or fail to normalize during treatment or
posttreatment.
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Anti-HBc positive persons treated with severe immunosuppressive
therapy (chemotherapy for lymphoma/leukaemia or stem-cell or solid-or- EERE 0y
gan transplantation) should receive TDF/TAF therapy to prevent HBV

reactivation. For persons with other markers of possible HBV exposure

Including isolated anti-HBs positivity (without a history of vaccination)

careful monitoring for HBV reactivation is required.

In anti-HBc positive persons treated with other immunosuppressive

therapy (e.g. TNF alpha inhibitor, ntuximab) careful monitoring with HBV-

DNA and HBsAQq is required for HBV re-activation. If this is not possible,

addition of TDF/TAF is recommended.

In case of non-response to HBV vaccinations, ART should contain TDF

or TAF.
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