Background and Aims: Age-standardised mortality from liver disease is highest in African countries. We studied the aetiology and outcomes of patients with cirrhosis and hepatocellular carcinoma (HCC) presenting to a tertiary hospital in southern Africa, to identify interventions to address liver-related mortality.
Method: We prospectively screened 708 patients over 18 months using transient elastography (>12kPa) and ultrasound, diagnosing 138 patients with cirrhosis and 78 with HCC. We excluded patients with non-liver-related disease. We estimated population attributable fractions (PAF) using randomly-sampled community controls (n=3258 for hepatitis B; n=120 for other exposures) using binomial logistic regression with robust standard errors, with PAF represented by 1- the ratio between the logit of the baseline likelihood and a zero exposure scenario. We tested for hepatitis B (HBsAg), anti-HCV and HCV RNA, anti-HDV, HDV RNA, HEV IgG and RNA, HIV, autoimmune serology, schistosomiasis Ag and PCR in cases and controls.
Results: Patients with HCC were median 40 (IQR 35-50) years old; tumour size was 13.2cm (IQR 10.2-17.3) with median survival 40 days (95% CI:30–51). Hepatitis B (HBsAg) was attributable for 25.5% (95% CI 17.1-33.1) of cirrhosis and 73.2% (61.0-81.6) of HCC cases. HIV was the second most important cause with PAF 23.6% (13.5-32.5) for cirrhosis and 20.2 (7.4-31.2) for HCC); the association persisted after adjusting for HBV/C co-infection. Hepatitis C was attributable for <5% of liver disease; 6% with cirrhosis had autoimmune liver disease, and no active hepatitis D or E was diagnosed. Alcohol and smoking were attributable for 14.0% (-2.3–27.7) and 23.6% (8.4–36.3) of cases of HCC respectively, but were not associated with cirrhosis. Schistosomiasis was diagnosed in cirrhosis patients by urine antigen (30.4%)) or PCR (36.2%); 12.5% had ultrasound signs of S. mansoni. Liver stiffness (hazard ratio 1.13 (1.05–1.20) per 5kPa increase, p<0.001) and presence of ascites (HR 9.09 (2.80–29.5), p<0.001) were predictors of 6-month cirrhosis mortality.
Conclusion: Hepatitis B and HIV are the principal causes of liver disease in southern Malawi. Patients with HCC are diagnosed at an advanced stage, with a dismal prognosis. There is an urgent need for community HBV screening and treatment programmes to address liver-related mortality.
Figure: Kaplan Meier curve. A: All participants; B: Cirrhosis stratified by liver stiffness
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