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To the Editor,

We would like to comment on the manuscript entitled: “Dif-
fuse intrinsic pontine gliomas (DIPG) at recurrence: is there 
a window to test new therapies in some patients?”, published 
March 2018. In order to design early phase clinical trials 
for DIPG at the time of disease progression, Lobon-Iglesias 
et al. try to define a subgroup of long-term (> 3 months) 
survivors among a group of 142 patients with DIPG treated 
at a single institution [1]. On multivariate analysis (two way 
ANOVA), steroid-independence (≥ 2 months) and favorable 
Lansky Play Scale (LPS > 50%) at disease progression best 
predicted survival after relapse and hence, patients eligi-
bility for clinical trials. Although significant on univariate 
analysis, re-irradiation (n = 14) or presence of histone H3.1 
mutation (n = 20) did not improve statistical significance for 
prediction.

In a recently published European matched-cohort anal-
ysis, comprising 70 patients with DIPG and progression 
≥ 90 days from end of upfront radiotherapy, interval to pro-
gression and the use of re-irradiation, remained prognostic 
for survival on multivariate analysis [2]. Re-irradiation was 
well tolerated while clinical improvement was observed 
in nearly 80% of patients. In this study, a risk score (RS) 
comprising five categories was developed to predict sur-
vival from first progression. Median survival ranges from 
1.0 month (RS-1) to 6.7 months (RS-5). No information on 
duration of steroid-independency, LPS or histone H3 muta-
tions was available for this analysis.

In absence of a clinical trial, and according to SIOP-E 
recommendations, re-irradiation of children with DIPG at 
first progression can be considered when eligibility criteria 
are fulfilled and radio-necrosis after upfront radiotherapy 
is excluded [2]. Recently, this policy has been adopted by 
the National Cancer Institute (https ://www.cance r.gov/types 
/brain /hp/child -gliom a-treat ment-pdq#secti on/_55).

Both studies demonstrate that at least four variables can 
impact survival from progression [1, 2]. At present time it 
will be difficult to bypass the role of re-irradiation at the time 
of disease progression, even in the absence of a randomized 
control trial, considered unfeasible for ethical, political and 
financial reasons within the SIOP-E community. Although 
we fully support the author’s statement that new and more 
efficient treatments in DIPG are needed, we want to express 
our concerns on the feasibility of new studies in DIPG at the 
time of progression for the number of reasons mentioned 
above.
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