Optimal surveillance of SDHB mutation carriers
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Background Results

Germline mutations of the gene encoding succinate dehydrogenase subunit B
(SDHB) predispose to head and neck paraganglioma (HNPGL), sympathetic PGL,

: : : : Table 1. Recommendations for surveillance of SDHB mutation carriers
pheochromocytoma and renal cell carcinoma for which reqular surveillance is

required. SDHB-associated tumors harbor germline and somatic mutations, Y- surveillance program
consistent with Knudson's two-hit hypothesis stating that the combination of an surveillance 5. hormical
inactivating germline mutation as a first hit and somatic loss of function of the wild (years) tests Aeidemiee] IRl Functional imaging
type allele as a second hit is essential for tumor development.
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of Endocrinology at the University Medical Center of Groningen. Kaplan Meier curves Triennial MRI of head and neck
were used to assess the penetrance. Poisson distribution model was used to calculate PET should be
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Figure 1. Age-related penetrance of all manifestations of the SDHB-gene (including HNPGL, PCC,

and sPGL), including index cases. Figure 3. Natural logarithm of 1-cumulative proportion (In(2-cumPROP) shown for SDHB mutation

carriers with a HNPGL (black line), corresponding to Poisson distribution model (grey line).
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Major findings
= QOverall penetrance of 35% at age 60 years

= Penetrance for HNPGL 24% at age 60 years
= Optimal surveillance for HNPGL: start at age 24 years with an interval of 4 years
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Conclusion and relevance

0,07 This study emphasizes a relatively low penetrance of disease in SDHB mutation
0 20 40 50 50 carriers. Use of a Poisson distribution model provided a more accurate estimation of
Age at diagnosis (years) the age to initiate surveillance and subsequent intervals for HNPGL, suggesting that

Figure 2. Age-related penetrance of SDHB mutation carriers with a HNPGL, including index guideline recommendations regarding the screening of these mutation carriers

cases.

might need to be revised.
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