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BACKGROUND: Ototoxicity is a well-known side effect of treatment 
with platinum-containing chemotherapy and radiotherapy (RT). Neverthe-
less, precise dose-effect relationships are still lacking. METHODS: Patients 
from the HIT2000 trial receiving first-line treatment for medulloblastoma 
(MB) or ependymoma (EPN) who were alive at last follow-up and had at 
least one audiogram prior to and after administration of chemotherapy with 
cisplatinum and radiotherapy were included into this study. Treatment de-
tails (incl. cochlear irradiation dose [CID]) and audiological outcome were 
analyzed. The ototoxicity was graded using the HIT scoring. RESULTS: 
Courses of 101 patients were analyzed. Median audiology follow-up was 
6 years [range: 1.0–18.1 years]. Ototoxicity grade ≥1 was documented for 
n=66 patients (65.4%). For n=27 this resulted in treatment modification. 
Univariable analyses revealed different proportions of ototoxicity (grade 
≥1) regarding histology (CMB: 50/65, LCAMB: 3/3, DMB/MBEN: 8/12, 
EPN: 5/21; p<0.001), tumor location (supratentorial: 3/9, infratentorial: 
63/92; p<0.001), metastatic status at diagnosis (M0: 46/77, M+: 20/24; 
p=0.003), radiation field (CSI: 59/75, local RT: 6/21, no RT: 1/5; p<0.001), 
CID (continuous variable, p=0.001) and cumulative cisplatinum dose (con-
tinuous variable, p<0.001). Certainly, disease specific parameters (histology/
staging) were related to treatment intensity (cisplatinum/irradiation dose). 
Multivariable analyses confirmed the impact of cumulative cisplatinum 
dose (p=0.01) and CID (p=0.04). ROC-analyses allowed the definition of 
cut-offs for high risk of ototoxicity grade ≥1 (cisplatinum: 70mg/m2 BSA, 
CID: 37.5 Gy) and ototoxicity risk estimation, when applying doses above 
the respective cut-offs (cisplatinum dose increase by 1mg/m2 BSA results in 
4% higher risk for ototoxicity grade ≥1; CID dose increase by 1 Gy results 
in 4.6% higher risk for ototoxicity grade ≥1). CONCLUSIONS: Ototox-
icity affects a majority of children receiving adjuvant treatment for MB and 
EPN. To avoid disabilities and negative effect on quality of live, dosage of 
cisplatinum and radiotherapy should be scrutinized and reduced whenever 
possible.
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BACKGROUND: The West Midlands Regional Children’s Tumour 
Registry is a specialist paediatric cancer registry in the West Midlands 
region of England, representing 9% of the national population. Our aim 
was to produce an historical, regional overview of central nervous system 
(CNS) tumour incidence and survival from 1957 onwards. METHODS: 
Paediatric CNS tumour records included in the Registry from 01/01/57 to 
31/12/16 were reviewed. There were 1945 cases: 1066 males and 879 fe-
males (M:F ratio 1.2:1) aged 0-14 years, resident in the West Midlands and 
diagnosed with a malignant, uncertain, or benign tumour. Patients were cat-
egorised according to the International Classification of Childhood Cancer, 
Third Edition (ICCC-3). Age and sex-specific incidence rates per million 
and directly age standardised incidence rates were calculated. Survival 
by decade of diagnosis was calculated using Kaplan-Meier survival ana-
lysis. RESULTS: Incidence rates were broadly comparable to national data. 
Five-year survival for all CNS tumours combined increased from 38.0% 
[CI 32.2-43.8%] during 1957-1966 to 79.8% [CI 75.4-83.5] for diagnoses 
2007-2016. Five-year survival for patients with ependymoma, astrocytoma 
and medulloblastoma diagnosed 2007-2016 was 95.7% [CI 72.9-99.4], 
86.9% [CI 80.3-91.3] and 68.0% [CI 52.0-79.7] respectively: substantially 
above equivalent national figures. Five-year survival for groups including 
‘Other Gliomas’ and Atypical teratoid/rhabdoid tumour (ATRT) had lower 
than nationally reported survival rates at 53.3% [CI 37.6-66.8] and 9.1% 
[0.5-33.3] however, small numbers and wide confidence intervals must 
be considered. CONCLUSIONS: Huge improvements in survival, nation-
ally and in the West Midlands, over the past 60 years are attributable to 
a greater understanding of tumour biology, intensification of multi-agent 
chemotherapy and new treatments. Despite these gains, certain diagnoses 
- most prominently ATRT - remain resistant to cure with five-year survival 
below 10%. Certain diagnoses showed a notable rise in late mortality, 
demonstrating the importance of long-term follow-up for detecting late ef-
fects and subsequent malignancies.
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BACKGROUND: The Pediatric Central Nervous System (CNS) tumors in-
cidence has increased in the last decades. A diagnostic delay could be related 
to adverse effects involving neurosurgical approach. Moreover, many studies 
report that Coronavirus-19 pandemic has even increased the diagnostic 
delay of solid tumors, in particular CNS types. METHODS: We conducted 
a retrospective study including all pediatric patients who received a diag-
nosis of CNS tumor at Udine Hospital between January 2020 and December 
2021. Our first aim was to assess if there has been a variation in the inci-
dence rate and a possible diagnostic delay of CNS pediatric tumors during 
2020-2021. As a secondary objective we evaluated if the Coronavirus-19  
pandemic has affected our ability to identify tumor relapses caused by de-
lays in planning follow-up exams and imaging. Data of every patient were 
recorded and compared with data from a historical cohort recruited between 
2000 and 2011. RESULTS: 25 patients were enrolled in the study: 19 (11 
males) were diagnosed with a primitive CNS tumor, 7 (3 males) with a sec-
ondary lesion. Incidence rate during 2020-2021 was 5.17 per 100.000 in-
habitants (age 0-18 years) and median diagnostic interval was 6.7 weeks, 
both higher than in the historical cohort (but not statistically significant). 
Median age was 10 +/- 4,7 age (IQR 25°-75°5,9-13,7). No substantial vari-
ation of clinical presentation was detected, although some symptoms were 
found to be more frequent than in the past. A significant rise in the number of 
high histological grade tumors was recorded (63% vs 12%, p value < 0.001), 
but there was no difference in tumor relapses diagnostic delay (median 6,7 
weeks compared with 5 weeks in historical cohort). CONCLUSIONS:  
Coronavirus-19 pandemic had no impact in diagnostic delay, planning and 
execution of follow-up exams in children with CNS tumors.
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