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Long-term efficacy of bronchial thermoplasty in 
severe asthma 
Endoscopic bronchial thermoplasty (BT) decreases severe exac-
erbations and improves quality of life in patients with asthma by 
decreasing airway smooth muscle mass.  Previous randomized 
controlled trials have followed patients treated with BT for up to 
5 years and demonstrated that the efficacy of BT was sustained 
throughout the 5-year follow-up period.  In order to build on 
those results and better understand the duration of its efficacy, 
Chaudhuri et al (Lancet Respir Med 2021 Jan 29; https://doi.
org/10.1016/S2213-2600(20)30408-2) performed a 10-year fol-
low-up study of participants randomized to receive BT treatment 
in 3 separate randomized controlled trials. The rates of severe 
asthma exacerbations, emergency department visits, and hospi-
talizations for asthma remained reduced after 10 years compared 
with baseline in BT patients with an acceptable adverse event 
profile.  Seven percent of BT patients developed bronchiectasis 
during the 10-year period after enrollment in the initial studies. 
Additionally, quality of life scores (AQLQ) and Asthma Control 
Questionnaire (ACQ) were improved at 10 years compared with 
baseline scores. Overall, this study provides further evidence sup-
porting the use of BT in the treatment of asthma uncontrolled 
with medical therapy. 

We asked first author Rekha Chaudhuri, MD, 
of the Institute of Infection, Immunity, and In-
flammation, University of Glasgow, Glasgow, 
United Kingdom, to comment on the study. 
She writes, “The BT10+ Study confirmed the 
long-term safety and effectiveness of BT and 
suggests that the clinical benefits of this treat-
ment can last up to 10 years in some patients.  

Patients in the BT10+ study experienced similarly reduced 
rates of severe exacerbations, emergency department visits 
and hospitalizations for asthma compared to baseline at 
the 10-year follow-up as they did at the 5-year follow-up 
visit in the previous studies.  Additional studies are still 
needed to define which patients are most likely to respond 
to BT, but we believe that this therapy is a long-lasting, 
safe and effective treatment option for patients with uncon-
trolled asthma, particularly those who do not qualify for or 
respond well to the biologic treatments for asthma.”

Eosinophils protect liver from  
ischemia-reperfusion injury 
Hepatic ischemia and reperfusion injury during liver transplanta-
tion can cause dysfunction of the graft. Wang et al (Sci Transl 

Med 2021 Feb 3;13:eabb6576; htt-
ps://doi.org/10.1126/scitranslmed.
abb6576) serendipitously identi-
fied that rapid accumulation of 
eosinophils occurs in human liver 
grafts after transplantation when 
none are present in healthy liver 
tissues prior to transplantation. In 
experimental murine models in-
volving hepatic ischemia and rep-

erfusion, genetic or antibody-mediated depletion of eosinophils 
worsened liver injury. This liver injury was reduced upon adop-
tive transfer of eosinophils, mechanistically relying on IL-33-de-
pendent IL-13 production. Collectively, these data demonstrate 
previously unappreciated hepatoprotective effect of eosinophils 
that provide a therapeutic target moving forward to improve pa-
tient outcomes in liver transplantation. 

We asked corresponding author Cynthia Ju, 
PhD, of the University of Texas Health Science 
Center at Houston, Houston, Texas, to comment 
on the study. She writes, “Our studies unveiled 
a profound protective function of eosinophils 
during liver ischemia-reperfusion injury. The 
findings support further exploration of eosino-
phils as a therapeutic target to enhance toler-

ance to hepatic ischemia-reperfusion injury which occurs 
not only during liver transplantation but other conditions 
such as liver resection, trauma, and hemorrhage shock.”   

Bacterial sublingual immunotherapy prevents 
recurrent wheezing 
Recurrent wheezing in infants and preschool children is a signifi-
cant concern, not only because they induce huge direct and indirect 
costs, but also because those patients have an increased risk of sub-
sequently developing asthma. More than 90% of those wheezing 
episodes are triggered by viral respiratory infections. Nieto et al 
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(Am J Respir Crit Care Med 2021 
Mar 11; https://doi.org/10.1164/
rccm.202003-0520oc) performed a 
Phase 3 randomized controlled trial 
to assess the efficacy of sublingual 
therapy with whole inactivated bac-
teria (MV130) in pediatric patients 
with prior episodes of wheezing. 
Use of MV130 decreased the num-
ber of wheezing attacks within the 

following year as compared to placebo. Additional analyses also re-
vealed decreases in both duration and severity of wheezing attacks, 
as well as in other secondary outcomes analyzed, including use of 
health resources, and also social resources like lost daycare days 
and caregiver’s absenteeism, that might have a direct impact on the 
economy of families. The robustness of the results was supported 
by a “worst-case scenario” analysis. No adverse events were identi-
fied. These findings support the use of bacterial sublingual immuno-
therapy in the treatment of pediatric recurrent wheezing.

We asked first author Antonio Nieto, MD, PhD, 
of the La Fe University and Polytechnic Hospital 
in Valencia, Spain, to comment on the study. He 
writes, “While the use of bacteria to avoid viral 
infections can be seen as a bizarre approach, 
emerging evidence about the so-called ‘Trained 
innate immunity’ would explain why this strat-
egy would be efficacious even for the next 6 

months after discontinuation of treatment. Our study dem-
onstrates that such a sublingual bacterial immunotherapy 
was able to significantly avoid recurrent wheezing episodes 
in very young children. Further studies would be needed to 
check whether this approach has any additional effect on 
preventing the development of asthma at older ages.”

Novel oral TRPA1 inhibitor shows promise in 
asthma 
There is growing evidence implicating transient receptor poten-
tial cation channel member A1 (TRPA1) agonists in the pathoeti-

ology of asthma. Balestrini et al (J 
Exp Med 2021 Apr 5; https://doi.
org/10.1084/jem.20201637) dis-
covered a highly potent and selec-
tive oral TRPA1 antagonist, GDC-
0334. GDC-0334 inhibited TRPA1 
activity on both airway smooth 
muscle and sensory neurons and 
decreased experimental allergic 
airway inflammation in multiple 
species. A Phase 1 healthy human 

subjects trial revealed that GDC-0334 modulated pharmacologic 
activity and reduced pain and itch induced by topical application 
of the TRPA1 agonist AITC. The authors propose that further in- News items were written by medical writer Jared Travers, MD, PhD.

vestigation into the potential use of GDC-0334 for treatment of 
asthma is warranted. Image attribution Wikimedia by user Data-
Base Center for Life Science (DBCLS), CC BY 4.0 <https://crea-
tivecommons.org/licenses/by/4.0>, via Wikimedia Commons.

We asked co-corresponding authors 
Rebecca N. Bauer, PhD, of the De-
partment of OMNI-Biomarker De-
velopment and Lorena Riol-Blanco, 
PhD, of the Department of Immu-
nology Discovery, both located at 
Genentech, Inc, San Francisco, Cal-
ifornia, to comment on the study. 

They wrote, “We report the identification of GDC-0334, a 
highly potent, selective, and orally bioavailable small mol-
ecule inhibitor of TRPA1 with in vitro and in vivo pharma-
cologic activity conserved across multiple preclinical species 
and humans. We clarified the contribution of TRPA1 expressed 
by vagal sensory neurons and airway smooth muscle to air-
way inflammation, vascular leakage and cough, providing 
therapeutic rationale for further clinical evaluation of TRPA1 
inhibition in a recalcitrant and prevalent disease like asthma.”

Prophylactic neutralizing antibodies in cat 
allergy 
Sensitization to cat allergens predisposes to developing persistent 
allergic rhinitis and asthma. Shamji et al (Am J Respir Crit Care 
Med 2021 Mar 2; https://doi.org/10.1164/rccm.202011-4107oc) 
tested the effect of a single prophylactic subcutaneous dose of a 
combination of 2 IgG4 mAbs (REGN1908-1909) directed against 
the major causative cat allergen, Fel d 1, in cat-allergic subjects in 
a Phase 1b study. Administration of REGN1908-1909 decreased 
both nasal symptoms and early- and late-phase allergic responses 
upon intranasal cat allergen exposure a week later. Collectively, 
this study demonstrates that solely blocking Fel d 1 can improve 
symptoms in cat-allergic patients and supports further investiga-
tion into the use of allergen-neutralizing antibodies.  

We asked first author Mohamed Shamji, PhD, 
FAAAAI, of Imperial College London, United 
Kingdom to comment on the study. He writes, 
“This proof-of concept study has demonstrated 
for the first time that a single subcutaneous 
prophylactic dose of REGN1908-1909, a com-
bination of 2 IgG4 mAbs against the major cat 
allergen (Fel d 1), reduced nasal symptoms in 
cat-allergic patients challenged with cat aller-

gen by suppressing FcRI-, FcRII-, and TH2-mediated 
allergic responses. These findings can help design future 
clinical studies of novel allergen-neutralizing antibodies 
targeting other dominant allergen components.”
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