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Summary

Relevance of HBV and HCV infection in haemodialysis
and renal transplant patients

Impact of viral hepatitis in kidney transplant recipients

Incidence and prevalence of hepatitis B and C in
portuguese haemodialysis patients and impact of
prophylactic measures

Treatment of acute and chronic hepatitis in
haemodialysis and renal transplanted patients



Introduction

Liver disease has great impact on morbidity and
mortality in haemodialysis and renal transplanted
patients

Chronic HBV and HCV infections are the main
cause of liver disease in those patients

HBV vaccination, erythropoietin use, screening
and universal prophylactic measures had a
positive impact in the incidence and prevalence
of HBV and HCV infection in haemodialysis

Antiviral therapy should be considered in those
patients
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B Without infection

B HBsSAg + : 42 patients

n =1432

BANti-HCV + : 64 patients
OHBsAg / VHC + : 9 patients

B Parada et al.. V Congresso Luso-Brasileiro de Transplantagcéo, Funchal 2006



RENAL TRANSPLANTATION IN HEPATITIS B OR C PATIENTS
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Hospitais da Universidade de Coimbra

Graft survival

HBsAg+vs O

10} 90.6% 77.9% 61.9% 50.7% 15.3

HBsAg+ 85.7% 71.4% 53.3% 21.1% 10.8

B Parada et al.. V Congresso Luso-Brasileiro de Transplantacdo, Funchal 2006
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Patient survival

95.4% 88.4% 79.1% 74.6%
HBsAg+ 97.4% 91.6% 74.6% 41.3%
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B Parada et al.. V Congresso Luso-Brasileiro de Transplantacdo, Funchal 2006
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Graft survival
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92.1% 81.-8% 52.5% 40.9%

B Parada et al.. V Congresso Luso-Brasileiro de Transplantacdo, Funchal 2006
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Patient survival
Anti-HCV+ vs @
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B Parada et al.. V Congresso Luso-Brasileiro de Transplantacdo, Funchal 2006
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Conclusions

® Renal transplanted patients infected with HBV
and/or HCV, specially those with chronic HBV
Infection, have worse prognosis (patient and graft
survival)

® The stage of liver disease is the most relevant
factor of prognosis; liver biopsy should be an
Important tool for pre transplant evaluation

V Congresso Luso-Brasileiro de Transplantacéo, Funchal 2006



HBYV infection

In haemodialysis




Acute hepatitis B in haemodialysis

® 22 cases of acute HBV infection
— 15 M and 7 F, mean age 52.5 years (23-77)
— Duration of haemodialysis: 48.7 months (2-127)
— Anti-HCV positive: 14 patients
— Mean ALT: 213.8 U/L (53-796)
— Mortality: 3 patients died in the first 6 months

® Chronic infection in 14/19 (73.7%)
— Abnormal ALT in 6/12 (50%), 3 anti-HCV +

A Carvalho et al. 1993



HBV vaccination
Portugal

® 1990 - High risk groups

(including haemodialysis patients)

® 1995 - Adolescents (11-13 years old)
® 2000 - Newborns



HVB vaccination in haemodialysis

® 36 patients on haemodialysis (22 M, 14 F)
® Mean age: 54.7 + 17.5 (20-81) years

® Duration of HD: 18.7 + 33.2 (0-150) months
® Anti-HCV positive: 11 patients (30.6%)

® R/Engerix-B, 40 ug, im,0 -1 -2 — 6 months

® Anti-HBs > 100 IU/mL: 19 patients (52.8%)

A Carvalho 1994



HBV vaccination in haemodialysis

Immunized Notimmunized p

Genaer (IVi/k)

Mean age (YY)

A Carvalho 1994



Prevalence of HBV infection
In patients on haemodialysis

Central region of Portugal
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Prevalence of HBV infection In
portuguese patients on haemodialysis

Year Total HBsAgQ pos

2007 9037/

Soc Port Nefrologia (www.spnefro.pt/comissoes_gabinetes/Gabinete registo_2009/default.asp)



HBV Treatment

® Antiviral therapy with NUCs

—During haemodialysis: tenofovir or entecavir

—After kidney transplantation : entecavir



HCV infection

In haemodialysis




Incidence and prevalence of HCV infection
INn portuguese patients on haemodialysis
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Pinto dos Santos et al., Nephrol Dial Transplant 1996



HCV in haemodialysis

/ haemodialysis units of the central region of Portugal
1995

Total Anti-HCV pos Anti-HCV neg

lotal 300 39 (29,79%)
Viean age (years)

HBSAgQ pos 74 (24.7%) 21 (23.6%)

History of acute hep. 63 (21.0%) 7 (22.3%) 16/(15.0%)

A Carvalho, 1996



Anti-HCV vs. blood transfusions

/ haemodialysis units of the central region of Portugal

1995
% =-Anti-HCV positive
100 89
83 N
80 L2 e
60
ANUERECY+
40
<5 119/185 (64.3%)
0 >5 92/115 (80.0%)
O | | | | | |
0) 1to5 6to10 11to20 21to 30 >30 Units
n=72 n=113 n=49 n=26 n=12 n=28

A Carvalho, 1996



Anti-HCV positive vs. duration of HD

/ haemodialysis units of the central region of Portugal

1995
% ——Anti-HCV positive
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A Carvalho, 1996



Prevalence of HCV infection
In patients on haemodialysis

Central region of Portugal
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Incidence and prevalence of HCV infection
INn portuguese patients on haemodialysis
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Prevalence of HCV infection In
portuguese patients on haemodialysis

Year Total Anti-HCV pos

200

Soc Port Nefrologia (www.spnefro.pt/comissoes_gabinetes/Gabinete registo_2009/default.asp)



Acute hepatitis C in haemodialysis
Outbreak in one Unit

4 male caucasian patients

Ages: 40, 53, 57 and 73 years old

Acute hepatitis C in July/2007, all with genotipe 5a
No symptoms

Elevated ALT / AST

HCV RNA positive at week 12 in all patients

Rx: Peg-IFN alfa-2a, 135 pg/week, 24 weeks



Acute hepatitis C In haemodialysis
Outbreak in one Unit

Results — HCV RNA (RT PCR, IU/mL)

Baseline Wk4 Wk12 Wk24 FUWKk 24

1 893 864




Chronic hepatitis in haemodialysis
patients: liver histology

Control group Pts on haemodialysis
CHC patients = [GAVANN = (GAVAE 8 o | 23 Vi
ACTIVITY n % n % n %

Minimal
Mild
Mod/Severe

FIBROSIS
NO

Mild/Mod

SeVv/CIrrnosis

*No significant diference from ordinary CHC patients
**More severe hepatitis than HCV mono-infected patients (p<0.05)

A Carvalho et al. ERA-EDTA Post Congres Symposium, Toledo 1999



HCV Treatment

® During haemodialysis

—Peginterferon alfa (monotherapy)

® After kidney transplantation

—No antiviral therapy



HCV treatment after renal transplantation

Ursodeoxycolic acid

® 25 patients (15 M, 10 W)
® Age (mean + sd): 46.0 + 11.8 years
® Anti-HCV and HCV RNA positive

® ALT (115 +65 U/L), AST (89 + 51 U/L) and GGT (251 + 240 U/L)
for more than 6 months

® UDCA, 500 or 750 mg, po, id
> 1 year (20.3 + 13.7 months)

® ALT normalization: 17 (68%)

J Freire, et al. XXI Congresso Nacional de Gastrenterologia, Funchal, 2001



Viral hepatitis in haemodialysis

Final remarks

Prevalence in haemodialysis |
(Portugal) Recomendations

90's 2009

® Screening
AgHBSs > 10% 1%

. ® HBV vaccination
Anti-VHC 20 — 80% 5%

® Prevention of HCV

After renal transplantation infection

® Imunossupression ® Evaluation before

. Lt .
High viral replication renal transplantation

® Hepatitis reactivation

o .
e |iver disease Antiviral therapy
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