
On behalf of my coauthors of our recent 
Primer (Müller, H. L., Merchant, T. E., 
Warmuth-Metz, M., Martinez- Barbera, J. P. & 
Puget, S. Craniopharyngioma. Nat. Rev. Dis. 
Primers 5, 75 (2019))1, I would like to thank 
Prof. Dr Qi for his Correspondence (Qi, S. 
Understanding treatment options in cranio-
pharyngioma better. Nat. Rev. Dis. Primers 
https://doi.org/10.1038/s41572-020-0173-1 
(2020))2, which included the need to discuss 
some additional diagnostic and therapeutic 
considerations.

We agree and appreciate the valuable find-
ings of Prof. Dr Qi on the anatomical rela-
tionship between craniopharyngioma and 
structures of the third ventricle, which defi-
nitely support and improve risk- adapted sur-
gical approaches. On the basis of the results 
of multicentre studies using our grading  
system of preoperative hypothalamic involve-
ment and surgical hypothalamic lesions3,  
we conclude that our classification of hypo-
thalamic involvement and/or damage is 
feasible and provides valid risk prediction 
of hypothalamic syndrome and sequelae. 
Assessment of tumour location with regard to 
the mammillary bodies on preoperative MRI 
is recommended for planning of risk- adapted 
surgical approaches. More sophisticated clas-
sifications of hypothalamic location might 
better reflect the anatomical situation, but 
— based on our experience — they are not 
feasible for general use in a multicentre set-
ting, owing to frequently insufficient technical 
quality of imaging procedures and the lack of 
standardization.

Only few reports conclude that gross total 
resection of craniopharyngioma is associ-
ated with significantly improved quality of 
life4, whereas the majority of reports could 
not confirm this observation5. Accordingly, 

therapeutic approaches should be considered to 
improve patients’ prognosis. We definitely agree 
with Prof. Dr Qi that molecular research could 
provide such perspectives and should focus 
on identifying targeted treatment strategies 
and approaches to decrease the inflammatory 
reaction along the infundibulum and the floor 
of the third ventricle. Such an approach may 
enable curative treatment of this otherwise 
benign tumour.
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hypothalamus- sparing surgical approaches 
are currently favoured, resulting frequently in 
residual tumour and the necessity of further 
therapy. Based on a case report of Lu et al.6,  
Prof. Dr Qi concludes that conservative sur-
gery with adjuvant radiotherapy will even-
tually result in tumour recurrence, and even 
malignant transformation, compromising 
long- term survival. However, seve ral reports 
showed that local irradiation is effective in 
preventing growth of residual craniophar-
yngioma7. Treatment of recurrent cranio-
pharyngioma after irradiation is known to be 
challenging8. Surgical interventions for recur-
rence after irradiation are complicated by  
scarring due to preceding radiotherapy and 
by the rate of second malignancies increasing 
after radiation therapy8.

We agree with Prof. Dr Qi that long-term  
follow- up data after irradiation of childhood-  
onset craniopharyngioma are rare9 and, 
therefore, further studies analysing long- 
term effects of irradiation are warranted. 
The concept of repeated irradiation in cranio-
pharyngioma, as mentioned by Prof. Dr Qi, 
should not be considered a valid option owing 
to radiooncological concerns regarding acute 
serious toxicity in terms of radiation necrosis 
caused by high cumulative doses and larger 
field sizes.

The pendulum of craniopharyngioma 
treatment strategies is currently swinging 
towards limited, hypothalamus- sparing 
approaches combined with postsurgical 
irradiation of residual tumour10. However, as 
pretreatment hypothalamic involvement has 
been shown to have independent negative 
effects on long- term outcome3, craniopharyngi-
oma should be considered as a mainly ‘chronic’ 
disease, which cannot be cured by surgery 
and/or irradiation. We advocated that new 
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