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Pituitary adenomas (PA) in pediatric and young Clinical characteristics . GE 30.0 Yes AIP,c.64C>T:p.R22 %
hatients comprise a rare pathology of unknown Among the total cohort, mean age was 19.5 years and 64.1% were or 20,0 Vos 5 ¢.811C>T:p.R271W £

srevalence. The majority are sporadic, but 5% occur in females. Local mass effect symptoms were present in 22.4% and R Macroadenoma NGO 5 ¢.811C>T-p.R271W
a familial setting, either as isolated (FIPA) or as part of prolactinomas were the most frequent type of tumour (46.3%). ACTI_I 55 NG 3’029116>A’.p'_R304Q
a syndrome (1,2). Somatic changes in GNAS and Genetically positive patients were younger and had larger tumor size at D’C_811C>T.’p_R271W
USP8 have been identified in an important percentage diagnosis (Table 1). = S0 No PRKAI’?lA,C.221’G>A;p,R74H
of sporadic somatotropinomas anc 13.0 MEN1,c.1010G>A;p.R337H
adrenocorticotrophic tumours (3). However, only 10— Genetic findings GH 38.0 No CDKN1B,c.160G>C;p.E54Q
12% of young patients with sporadic PA carry germline We identified disease-causing germline variants in 20 patients (Table 2). 2.0 CDKN1B,c.356T>C;p.1119T

mutations in AIP or MENL1 (4). Other genes such as Healthy family carriers were also identified. | .
CDKN1B, PRKAR1A, SDHx, and DICER1 predispose 16.0 SDHB,c.166_170delCCTCA;p.P56Yfs*5
12.0 RKAR1A,C.221G>A;p.R74F

to PAs (5). - _ N
Al COSitive Negative | o | alue 26.0 RKAR1A,C.221G>A:p.R74+

patients patients : ,C. .

276 20 256 .

7.8 RKAR1A,C.221G>A:p.R74F
Age at diagnosis (years) REERe 16.7 20 0.04 . Enlarged sella turca X26.3(135.615.258-136.262.002)X3

13.0 RKAR1A,c.221G>Ap.R74H
64.1/35.9  65.0/35.0 64.1/ 35.9 ns 10.0 AIP,c.26G>A;p.RIQ
22.4 25 22.8 ns 36.0 AIP,c.197delA;p.K66Rfs*88
We describe the clinical characteristics of patients 15.3 21.4 14.7 36.0 AIP,c.807C>T;p.F269=
with sporadic pituitary adenomas arising before 64.5 30 63.2 7.0 AIP,c.26G>A:p.R9Q
the age 35 years and perform a thorough genetic B N O 54.8/15.2 90/10 84.7/15.3 2.5 PRKAR1A,c.221G>A:p.R74H
screening for germline variants in probands and 52.2 45 47.8 10.0 CDKN1B,c.272C>T:p.P91L
relatives.

Pediatric and adolescents
(<19 years)

Young adults
(19- 35 years)

CONCLUSIONS REFERENCES
SATIENTS & METHOD ACKNOWLEDGEMENTS

Patients

Clinical characteristics were collected from 276 patients
(<35 years at disease onset) with apparently sporadic
PA.

Genetic screening

Genomic DNA from peripheral blood leukocytes was
tested using a targeted gene panel (Thermo Fisher

Scientific) including MEN1, AIP, PRKAR1A, CDKNI1B, iimited clinical expression of the svndrome _ _ _ 7 _ .
GNAS, DICER1, SDHB, SDHC, and SDHD genes. P y ' CDKNZ2C mutations in causing pituitary adenomas in a large cohort of children,

Despite the low penetrance observed, genetic screening of ' ' ' ' _
P P 9 9 adolescents, and patients with genetic syndromes. Clin Genet 2010 78 457-463. Gonzalez-Rivera N, Gonzalez-Vergaz A, Grau G, Hernandez M1,
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classified genetic changes according to youngp 5.Gadelha MR, et al. Genetics of pituitary adenomas. Front Horm Res 2013 41 Huidobro B, Labarta JI, Lamas C,Lecumberri B, Leon S, Linares J,

recommendations (6). Patients’ relatives were tested clinical value. 111-140. Lopez-Siguero JP, Madrazo A, Manjon L, Martinez-Aguayo A,

by PCR and Sanger sequencing. We performed a 6.Richards S, et al. Standards and guidelines for the interpretation of sequence Martinez-Salazar R, Mena E, Menéndez E, Molina AR, Moreno-
comparative genomic hybridization array (aCGH) and variants: a joint consensus recommendation of the American College of Medical Macian F, Moure MD, Novoa G, Nunez FJ,Paja M, Perea A, Perez de
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After bioinformatic analysis and in silico studies, we
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