
 D E V E LO P M E N T

Modelling human stomach development 
with gastric organoids
Development of gastrointestinal organoids has progressed 
rapidly, but there remain few adequate models of the fundus 
epithelium of the human stomach. McCracken and colleagues 
have developed a protocol for differentiating human 
pluripotent stem cells into gastric organoids containing fundus 
epithelium, so-called human fundic-type gastric organoids 
(hFGOs). They found that the Wnt–β-catenin signalling pathway 
is important for the specification of the gastric fundus during 
stomach development, using Wnt modulation as the basis for 
their hFGO protocol. With these hFGOs, the researchers could 
model human stomach development and physiology, providing 
insights into the molecular basis of gastric development, 
including signalling pathways important to the differentiation 
of fundic cell types, such as chief cells and parietal cells. 
ORIGINAL ARTICLE McCracken, K. W. et al. Wnt/β-catenin promotes gastric fundus 
specification in mice and humans. Nature http://dx.doi.org/10.1038/nature21021 (2017)

 A LC O H O L I C  L I V E R  D I S E A S E

Alcoholic hepatitis: a warning for prednisolone 
and infection risk?
Infections are common in patients with severe alcoholic 
hepatitis (SAH). Vergis et al. highlight how prednisolone could 
increase susceptibility to infection, which would offset its 
therapeutic benefit. Of 1,092 patients with SAH included 
in a controlled trial of prednisolone (40 mg daily) versus 
pentoxifylline (400 mg 3 times each day), 251 developed 
infections during and 89 developed infections after treatment. 
No association was observed between pentoxifylline and risk 
of serious infection, but serious infections were more frequent 
in patients treated with prednisolone and a higher proportion 
of patients receiving prednisolone developed an infection after 
treatment than those not receiving prednisolone (10% versus 
6%). Infection was also associated with an increased 90-day 
mortality in patients with SAH treated with prednisolone. 
Finally, high levels of circulating bacterial DNA predicted 
infection that developed within 7 days of prednisolone therapy.
ORIGINAL ARTICLE Vergis, N. et al. Patients with severe alcoholic hepatitis given 
prednisolone therapy who have high circulating levels of bacterial DNA are at increased 
risk of developing infections. Gastroenterology http://dx.doi.org/10.1053/ 
j.gastro.2016.12.019 (2017)

 T H E R A P Y

Experimental portal hypertension — pinning 
hopes on FXR agonists?
A new study published in Journal of Hepatology has shown 
that the steroidal FXR agonist PX20606 decreased portal 
hypertension in experimental models of both non-cirrhotic 
and cirrhotic portal hypertension by targeting the 
combination of liver fibrosis, vascular remodelling and 
sinusoidal dysfunction. Treatment with PX20606 in rats with 
either non-cirrhotic or cirrhotic portal hypertension led to 
reduced fibrosis, improved blood flow in the liver (the agent 
induced sinusoidal vasodilation and reduced intrahepatic 
vasoconstriction) and restored endothelial function. In addition, 
intestinal inflammation and bacterial translocation was 
reduced. The authors conclude that synthetic FXR agonists 
such as PX20606 could be promising novel treatment options 
for portal hypertension.
ORIGINAL ARTICLE Schwabl, P. et al. The FXR agonist PX20606. J. Hepatol.  
http://dx.doi.org/10.1016/j.jhep.2016.12.005 (2017)
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