
 C O LO R E C TA L  C A N C E R

DR_MOMP: a prognostic tool for risk stratification 
In a proof-of-concept study, Lindner et al. have shown that 
a mathematical model called DR_MOMP has potential as a 
prognostic tool for stage III colorectal cancer (CRC). The BCL-2 
protein family are regulators of apoptosis via mitochondrial 
outer membrane permeabilization (MOMP) — a key process in 
chemotherapy-induced cell death. The researchers established 
DR_MOMP to model the highly complex regulation of MOMP 
by BCL-2 proteins but have now applied this model to CRC 
prognosis in patients. BCL-2 protein levels were determined 
from 128 CRC tumours collected from patients with stage III 
CRC before DR_MOMP was applied to stratify patients as high 
or low risk. High-risk patients had a fivefold increased risk of 
death than low-risk patients, and the DR_MOMP signature 
was found to be superior to established histopathological risk 
factors. The DR_MOMP prognostic signature was also validated 
in 156 patients from The Cancer Genome Atlas project.
ORIGINAL ARTICLE Lindner, A. U. et al. BCL-2 system analysis identifies high-risk 
colorectal cancer patients. Gut http://dx.doi.org/10.1136/gutjnl-2016-312287 (2016)

 V I R A L  H E PAT I T I S

A mouse model of hepatitis A virus infection
Viral hepatitis is an important cause of global morbidity but 
no small animal models replicate human virus-induced liver 
disease. Hepatitis A (HAV), as with HBV and HCV, is restricted 
to humans and nonhuman primates as the virus encodes 
proteinases that degrade MAVS — a molecule involved in the 
induction of type I interferons that restrict HAV replication. 
However, because human MAVS sequences are not conserved 
in small mammals, Hirai-Yuki et al. hypothesized that the 
restricted host range of HAV stems from an inability to evade 
MAVS-mediated interferon responses. The researchers show 
that mice lacking interferon receptors were highly permissive 
to HAV infection , which accurately recapitulated the features 
of hepatitis A in humans. Thus, these data provide a tool 
for studying HAV infection that could be relevant to other 
hepatotropic viruses. 

ORIGINAL ARTICLE Hirai-Yuki, A. et al. MAVS-dependent host species range  
and pathogenicity of human hepatits A virus. Science http://dx.doi.org/10.1126/ 
science.aaf8325 (2016)

 T H E R A P Y

No benefit for adjuvant capecitabine plus 
bevacizumab in colorectal cancer
Antiangiogenic agents such as bevacizumab have shown 
efficacy in treating advanced colorectal cancer (CRC). 
Now, in the QUASAR 2 trial — an open-label, randomized 
phase III study — researchers have tested whether there is 
additional benefit in an adjuvant CRC setting from combining 
bevacizumab with the chemotherapeutic capecitabine. From 
170 hospitals, 1,941 patients who had potentially curative 
surgery for stage III or high-risk stage II CRC were recruited and 
randomly assigned to receive either treatment of capecitabine 
alone (n = 968) or the same regimen plus bevacizumab (n = 973). 
After a median follow-up of 4.92 years, the primary end point of 
3-year disease-free survival was not found to differ between the 
two groups, indicating no benefit from using bevacizumab in 
the adjuvant management of CRC in unselected patients.
ORIGINAL ARTICLE Kerr, R. S. et al. Adjuvant capecitabine plus bevacizumab versus 
capecitabine alone in patients with colorectal cancer (QUASAR 2): an open-label, 
randomised phase 3 trial. Lancet Oncol. http://dx.doi.org/10.1016/S1470-2045(16)30172-3 
(2016)
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