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Nivolumab plus chemotherapy or ipilimumab for 
advanced oesophageal squamous cell carcinoma
In an open- label, phase III trial (CheckMate 648), 970 adult 
patients with advanced, previously untreated oesophageal 
squamous cell carcinoma were randomly assigned (1:1:1) 
to receive either nivolumab (an immunotherapy drug) 
plus chemotherapy, nivolumab plus ipilimumab (another 
immunotherapy drug), or chemotherapy alone. At follow- up 
of ≥13 months, overall survival (a primary end point) was 
significantly longer in the nivolumab plus ipilimumab 
group than in the chemotherapy group (median 13.2 versus 
10.7 months; HR 0.74; 99.1% CI 0.58–0.96; P = 0.002), as well  
as in the nivolumab plus chemotherapy group compared with  
the chemotherapy group (median 12.7 versus 10.7 months;  
HR 0.78; 98.2% CI 0.62–0.98; P = 0.01). Progression- free survival 
(also a primary end point) was significantly longer in the 
nivolumab plus chemotherapy group than in the chemotherapy 
alone group, but not in the nivolumab plus ipilimumab group, 
for patients with tumour cell PDL1 expression of ≥1%.  
The safety profiles were consistent with the previously  
known safety profiles of the individual drugs.
Original article Doki, Y. et al. Nivolumab combination therapy in advanced 
esophageal squamous- cell carcinoma. N. Engl. J. Med. 386, 449–462 (2022)
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A phase II trial of guselkumab for Crohn’s disease
GALAXI-1 is a phase II, placebo- controlled, multicentre 
(128 sites in 32 countries) study of the use of guselkumab 
for treatment of Crohn’s disease. Patients with moderately 
to severely active Crohn’s disease who previously had an 
inadequate or no response to conventional or biologic therapy 
were randomly assigned (309 were evaluated) to receive one 
of three dose regimens of intravenous guselkumab, which is a 
selective inhibitor of the p19 subunit of IL-23, a dose regimen 
of ustekinumab (used as a reference arm), or placebo. After 
12 weeks, the three groups receiving guselkumab all exhibited 
improvements compared with placebo on a range of measures, 
including significant reductions in Crohn’s Disease Activity 
Index and a higher proportion of patients who exhibited clinical 
remission and endoscopic response.
Original article Sandborn, W. J. et al. Guselkumab for the treatment of Crohn’s 
disease: induction results from the phase 2 GALAXI-1 study. Gastroenterology https:// 
doi.org/10.1053/j.gastro.2022.01.047 (2022)
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Immunosuppressive IBD drugs and COVID-19 
vaccine immunogenicity
A multicentre UK study of adults with inflammatory bowel 
disease (IBD) compared with healthy individuals as controls 
assessed the effect of several immunosuppressive IBD treatments 
on immune responses to SARS-CoV-2 vaccines. Participants who 
had all received two doses of the Pfizer–BioNTech BNT162b2, 
the Moderna mRNA-1273 or the AstraZeneca–University of 
Oxford ChAdOx1 nCoV-19 vaccines were recruited (n = 483), 
and antibody responses were measured 53–92 days after second 
vaccine dose. In patients with IBD, the antibody response of 
SARS-CoV-2 vaccines did vary according to immunosuppressive 
drug regimen and was lower in patients receiving infliximab, 
infliximab plus thiopurines, or tofacitinib than in healthy 
individuals as controls.
Original article Alexander, J. L. et al. COVID-19 vaccine-induced antibody responses 
in immunosuppressed patients with inflammatory bowel disease (VIP): a multicentre, 
prospective, case-control study. Lancet Gastroenterol. Hepatol. https://doi.org/10.1016/
S2468-1253(22)00005-X (2022)

adhesion, thereby impeding epithelial 
repair. Finally, analysis of key focal 
adhesion molecules involved in epi
thelial restitution revealed a decrease 
in focal adhesion kinase (FAK) 
phosphorylation in GSDMB−/− versus 
wildtype GSDMB cells, and further 
observations implicated gasdermin B 
in regulating FAK phosphorylation in  
a plateletderived growth factor A 
(PDGFA)mediated process.

Taken together, the findings 
implicate gasdermin B, which has 
increased expression in patients with 
IBD, in restoring intestinal epithelial 
barrier function. However, in patients 
carrying GSDMB mutations, these 
processes can be impaired. “Future 
studies investigating potential down
stream targets of gasdermin B will  
be important to better understand 
the molecular mechanisms of these 
processes, especially differences 
attributed to diseaseassociated 
GSDMB SNPs,” say Rana and Pizarro. 
“Our findings provide the founda
tion to develop novel therapeutic  
strategies that target gasdermin B  
to potentially improve epithelial  
restitution and repair and the resolu
tion of inflammation, with the goal 
of more effectively treating disorders 
affecting mucosal barrier function, 
such as IBD.”

Jordan Hindson

A representative confocal image of 2D monolayers 
transformed from 3D colonic epithelial organoids 
co-localizing EpCAM (red) and GSDMB (green)  
to the plasma membrane (yellow) after stimula-
tion with methotrexate (right) compared with 
untreated control (left). Image courtesy of N. Rana 
and T. Pizarro, Case Western Reserve University 
School of Medicine.

Gasdermin B (encoded by GSDMB) 
has been associated with genetic 
susceptibility to inflammatory  
bowel disease (IBD), but its precise 
role in disease is unknown. In a 
new study, researchers investigate 
gasdermin B expression in patients 
with IBD and establish a novel 
mechanism by which gasdermin B 
restores epithelial barrier function.

“One of the most compelling 
arguments that gasdermin B plays  
an important role in the pathogenesis  
of IBD comes from prior genome 
wide association studies, indicating  
that carriage of polymorphic single 
nucleotide polymorphisms (SNPs) 
in GSDMB confers an increased 
susceptibility to IBD,” say Nitish Rana 
and Theresa Pizarro, first author and 
corresponding author of the study, 
respectively. To investigate the role of 
gasdermin B in IBD, the researchers 
first demonstrated increased expres
sion of gasdermin B in gut biopsy 
samples from patients with active 
Crohn’s disease and ulcerative colitis 
compared with healthy controls. They  
then pinpointed inflamed colono
cytes and crypt top colonocytes as 
being the sites of highest expression 
of gasdermin B in patients with IBD.

Interestingly, singlecell RNA 
sequencing analysis as well as in vitro 
experiments in intestinal epithelial 
cell (IEC) lines suggested a lack of 
gasdermin Bdependent pyroptosis  
(a form of programmed cell death)  
in IECs. “This finding was particu
larly novel since it was thought that 
GSDMB was mainly a mediator of 
pyroptosis,” say Rana and Pizarro. 
Instead, gasdermin B translocated to 
the plasma membrane and regulated 
IEC proliferation and migration — 
and a lack of gasdermin B impeded 
IEC wound healing in vitro.

Next, the researchers investigated 
the effect of IBDassociated GSDMB 
SNPs on epithelial barrier function. 
In vitro functional assays compar
ing human IECs expressing wild 
type GSDMB or a mutated GSDMB 
(GSDMBΔR299:S306) demonstrated that 
mutated GSDMB dampened prolif
eration and migration but increased 
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Gasdermin B in IBD and epithelial 
barrier repair

Original article Rana, N. et al. GSDMB  
is increased in IBD and regulates epithelial 
restitution/repair independent of pyroptosis. Cell 
185, 283–298 (2022)
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