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Nivolumab: checkmate for hepatocellular 
carcinoma?
Only one drug (sorafenib) is approved for the treatment of 
advanced hepatocellular carcinoma (HCC), but alternatives 
are urgently needed. The safety of nivolumab (PD-1 immune 
checkpoint inhibitor) was tested in a phase I/II, open-label, dose 
escalation and expansion trial (CheckMate 040), in patients with 
or without viral hepatitis and as first-line or second-line (after 
sorafenib) therapy. Nivolumab had a manageable safety profile, 
with acceptable tolerability. Moreover, the objective response 
rates (range 15–20%) combined with the substantial reductions 
in tumour burden indicated the potential of nivolumab as HCC 
therapy. Results of the ongoing phase III trial for nivolumab 
versus sorafenib in advanced HCC are awaited.
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phase 1/2 dose escalation and expansion trial. Lancet http://dx.doi.org/10.1016/ 
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Deciphering the role of IFNλ subclasses in hepatic 
inflammation and fibrosis
The INFL3–IFNL4 region (encoding IFNλ3–IFNλ4) has been 
associated with hepatic inflammation and fibrosis across 
a spectrum of liver disease, including viral hepatitis and 
NAFLD, but the exact contributions of IFNλ subclasses in 
this association was unclear. Eslam et al. now pinpoint IFNλ3 
rather than IFNλ4 as the probable mediator of INFL3–IFNL4 
haplotype-dependent hepatic inflammation and fibrosis. The 
researchers examined the phenotypes of a cohort of 1,923 
patients with chronic hepatitis C. They observed increased 
levels of hepatic inflammation, more severe liver fibrosis 
stage and increased hepatic infiltration of immune cells in 
individuals with the risk haplotype that produces IFNλ3, rather 
than IFNλ4. By studying haplotype variants for IFNλ4 (such as 
those functionally defective or with reduced activity), they 
found that IFNλ4 activity did not seem to contribute to hepatic 
inflammation or fibrosis.
ORIGINAL ARTICLE Eslam, M. et al. IFN-λ3, not IFN-λ4, likely mediates IFNL3–IFNL4 
haplotype-dependent hepatic inflammation and fibrosis. Nat. Genet. 49, 795–800 (2017)
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A step closer to easy point-of-care testing for HCV?
Despite the boom in new HCV drugs, management of HCV 
infection is still challenging with improvements needed in 
diagnosis and testing. A new study has now established the 
sensitivity and specificity of a point-of-care HCV RNA test 
(via venepuncture and finger-stick capillary of whole-blood 
samples, Xpert HCV Viral Load test) compared with the current 
gold-standard HCV viral load assay (Abbott Realtime HCV). 
150 participants across five sites in Australia underwent viral 
load testing via these three assays. Crucially, the researchers 
confirmed that active HCV infection can be detected from a 
finger-prick sample with high specificity (95.5%) and sensitivity 
(98.1%), and that the Xpert tests had strong agreement with 
the current gold-standard HCV RNA test. Validation studies 
are needed to evaluate this assay in different settings and HCV 
populations (for example, HCV–HIV coinfection).    
ORIGINAL ARTICLE Grebely, J. et al. Evaluation of the Xpert HCV Viral Load point-of-care 
assay from venepuncture-collected and finger-stick capillary whole-blood samples:  
a cohort study. Lancet Gastroenterol. Hepatol. http://dx.doi.org/10.1016/ 
S2468-1253(17)30075-4 (2017)
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