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Introduction: DICER1 syndrome is a rare tumor predisposition syndrome caused by germ-
line DICER1 mutation, which is related to a variety of benign and malignant diseases. Our 
report is the first described case of these three disease phenotypes of DICER1 syndrome. The 
female patient with a novel germline DICER1 nonsense mutation (c.1088_1089delCTinsAA p. 
F363X) in exon 8 that was inherited from her mother. In addition to germline DICER1 
mutation, two different hotspot somatic DICER1 mutations were detected in her ovarian tissue 
and goiter tissue. Our report will expand the report of DICER1 mutations in DICER1- 
syndrome-related diseases and provide case references for further research in the future.
Conclusion: When the related disease phenotype appears in childhood, it should be 
considered whether it is DICER1 syndrome. Genetic testing can help diagnose DICER1 
syndrome and develop related surveillance strategies. Awareness of the DICER1 syndrome 
may result in early recognition of these rare pediatric tumors and appropriate therapeutic 
management.
Keywords: case report, DICER1, Sertoli-Leydig cell tumor, multinodular goiter, cystic 
nephroma

Introduction
DICER1 syndrome is also known as pleuropulmonary blastoma family tumor 
susceptibility syndrome, shows a large spectrum of clinical phenotypes. Affected 
individuals are at increased risk of developing pleuropulmonary blastoma, cystic 
nephroma (CN), rhabdomyosarcoma, multinodular goiter (MNG), thyroid cancer, 
ovarian Sertoli-Leydig cell tumors (SLCTs), Wilms tumor, renal sarcoma, pine-
oblastoma, pituitary blastoma, and other neoplasia.1–4 SLCTs are a rare type of sex- 
cord stromal tumors in the ovary.5 SLCTs have been classified into three histologic 
types by World Health Organization, that is well differentiated, moderately differ-
entiated, and poorly differentiated, and almost all of the moderately and poorly 
differentiated tumors harbor DICER1 mutation.6 MNG is a common disease char-
acterized by nodular hyperplasia of the thyroid. MNG is also a frequent manifesta-
tion of DICER1 syndrome.7,8 Individuals with DICER1 mutations have 16–24 times 
the risk of developing thyroid cancer than the general population. Thyroid cancers 
associated with DICER1 syndrome are usually follicular or papillary.9 CN is also 
called multilocular cystic nephroma, which is an uncommon benign renal 
neoplasm.10,11 CN associated with DICER1 syndrome usually occurs in children 
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below 2 years of age.12 Here we present a patient with 
a history of CN who was diagnosed with SLCT and MNG.

Patient Information
At 17 years of age, the patient came to the hospital due to 
a pelvic mass found on physical examination. Anal exam-
ination found that the right appendage touched a mass with 
medium texture and good mobility. Color Doppler ultra-
sound showed that the right ovary was unclear, and the 
pelvic cavity had mixed cystic and solid masses. MRI 
examination revealed a huge cystic solid mass in the 
pelvic cavity, measuring 10.48×8.31x12.92cm. She imme-
diately underwent unilateral oophorectomy and subsequent 
histopathological examination detected showed ovarian 
sex cord stromal tumor, considering medium-low differ-
entiated Sertoli-Leydig cell tumor (Figure 1).

Later, the patient was admitted to the hospital again 
with a history of thyroid sarcoidosis. The right lobe of the 
thyroid could palpate a mass of about 2*1.5cm in size. The 

left lobe of the thyroid had no obvious mass. The lymph 
nodes in both necks were not significantly enlarged. Color 
Doppler ultrasound results showed that there were multi-
ple isoechoic nodules in the two leaves. The largest nodule 
on the right was 2.22*1.57cm, and the largest size of the 
left nodule was 1.54*1.00cm. The results of the puncture 
pathological diagnosis suggested that the right lobe of the 
thyroid gland was suspected to be papillary thyroid carci-
noma. Therefore, the patient was operated under anesthe-
sia. Postoperative pathology showed: papillary carcinoma 
of the right thyroid lobe, bilobular multinodular goiter 
(Figure 2).

The patient had a previous medical history. A mass in 
the left upper abdomen was found when the patient was 
almost 2 years old. After neoadjuvant chemotherapy, she 
underwent left nephrectomy. Postoperative pathology 
revealed multilocular cystic nephroma in the left kidney.

Since the patient had multiple diseases, the clinician 
suspected a DICER1 mutation. By using high-throughput 

Figure 1 (A and B) Ovary and ovarian profile; (C and D) ovarian Sertoli-Leydig cell tumor of medium-low differentiation (HES ×400).
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target sequencing (MyGenostics, Beijing, China) of 
a panel of genes involved in tumor development, including 
entire coding region and the exon-intron boundaries of 
DICER1, we identified a heterozygous nonsense germline 
DICER1 mutation (c.1088_1089delCTinsAA p.F363X). 
The mutation was confirmed by Sanger sequencing 
(Figure 3A). Sequencing revealed that her DICER1 muta-
tion was inherited from her mother (Figure 3B).

To further identify the genetic mutation profile, we 
performed whole-exome gene sequencing (MyGenostics, 
Beijing, China), using ovarian tumor tissue and thyroid 
tumor tissue as samples, and blood as the control. 
Molecular studies have revealed that these two lesions 
harbored distinct genetic mutations. Ovarian tissue 
revealed somatic mutation in DICER1 missense mutation 
in the exon 25 (c.5428G>T p. D1810Y) with the variant 
allele frequency of 50% (Figure 3C), and thyroid tissue 
revealed somatic mutations in DICER1 missense mutation 
in exon 24 (c.5126A>G p.D1709G) with the variant allele 

frequency of 24% (Figure 3D). The two different somatic 
DICER1 mutations were all located in the RNase IIIb 
domain of DICER1 gene. Both of somatic mutations had 
been reported in previous studies.1,13,14

Discussion
Germline mutations in DICER1 are associated with 
DICER1-related disorders. Recent research shows that 
Mesenchymal hamartoma of the liver (MHL) is also 
a new phenotype of DICER1 syndrome.15 However, our 
report is the first described case of a patient with a history 
of CN who was diagnosed with SLCT and MNG. Our case 
report adds evidence for the description of the phenotypes 
of DICER1 syndrome. When there are later cases who 
were diagnosed with cystic nephroma at an early age, 
relevant genetic testing should be done as soon as possible 
to prevent other related diseases early.

Moreover, many cases report that ovarian SLCT and MNG 
can be associated with DICER1 mutations (Table 1). The novel 

Figure 2 (A and B) Thyroid and thyroid profile; (C and D) multinodular goiter (HES ×400).
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nonsense mutation (c.1088_1089delCTinsAA p.F363X) iden-
tified in the present study resides in exon 8. According to 
previous studies, exon 8 of DICER1 gene has a high frequency 
of disease-causing mutations. Bioinformatics prediction of 
pathogenicity by PolyPhen2 and MutationTaster state that 
c.1088_1089delCTinsAA is a possibly damaging mutation, 
may be the disease causing. The case in our study indicates 
relatively low penetrance of the DICER1 
c.1088_1089delCTinsAA mutation. At the time of our study, 
the patient’s mother and mother’s family members did not have 
any signs of tumors. The relatively low penetrance of some 
DICER1 mutations has also been reported in other studies.3 

Hence, it is necessary to conduct clinical follow-up studies in 
patients who harbor pathogenic DICER1 mutations with or 
without tumorous diseases. Once a disease-causing mutation in 
the DICER1 gene is found in a family member, it is recom-
mended that relatives of all ages undergo genetic testing to 
provide screening recommendations for relatives with inher-
ited disease-causing mutations for their age.4

Somatic mutations of DICER1 exist in the tumors of 
many of the patients who harbor germline mutations in this 
gene. Somatic mutations that affect the metal-binding sites 
of the RNase IIIb domain are called “hotspots”.1,13,14,16 

Hotspot somatic mutations (D1709G and D1810Y) were 

also detected in our case. Tumor cells with DICER1 hot-
spot mutations often have loss of function defects in the 
other allele due to germline or other somatic events. And it 
is also indicating a “two-hit” tumor-suppressive model of 
DICER1. However, unlike classic “two-hit” models, 
these second “hits” of DICER1 mutations generate 
a partially functional allele.13,16,17

Recognizing DICER1 syndrome has important clinical 
significance for patients and their family members and poten-
tial offspring, especially if cystic nephroma is found in very 
early childhood, more attention should be paid. In addition, 
few clinicians combine the rare SLCT with the more common 
MNG, more understanding and attention of co-occurrence of 
SLCT and MNG should be improved in the future. Clinicians 
should be alert to the existence of DICER1 mutations in these 
related diseases. Awareness of the DICER1 syndrome may 
result in early recognition of these rare pediatric tumors and 
appropriate therapeutic management.

Informed Consent
We have obtained the consent from the patient and 
patient’s parents. We also obtained the consent to publish 
the case details and accompanying images. No institutional 
approval is required to publish case details.

Figure 3 (A) Germline DICER1 mutation (c.1088_1089delCTinsAA p.F363X) of the patient was confirmed by Sanger sequencing. (B) Germline DICER1 mutation 
(c.1088_1089delCTinsAA p.F363X) of the patient’s mother was confirmed by Sanger sequencing. (C) Somatic DICER1 missense mutation in the exon 25 (c.5428G>T p. 
D1810Y) of Ovarian tissue. (D) Somatic DICER1 missense mutation in exon 24 (c.5126A>G p.D1709G) of thyroid tissue.
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Table 1 Published Cases of SLCT+MNG with DICER1 Mutations

Study Date Age at Diagnosis 
of SLCT

Age at Diagnosis of 
MGN (or Thyroid 
Cancer)

Germline DICER1 
Mutation

Somatic DICER1 Mutation

Jensen et al18 1974 Mother: 13 yrs Mother: 13 yrs Unknown Unknown
Daughter: 18 yrs Daughter: 17 yrs

O’Brien and 
Wilansky19

1981 18 yrs 16 yrs Unknown Unknown

Young and Scully20 1985 1 case, age not 
stated

Age not stated Unknown Unknown

Niedziela21 2008 14 yrs 13 yrs Unknown Unknown

Rio Frio et al 

(Family C)8
2011 32 yrs 18 yrs c.5018_5021delTCAA Unknown

Slade et al (Family 

17)22

2011 12 yrs 9 yrs c.2988-2_2988- 

1delAGinsCT

Unknown

Foulkes et al 

(Family 6)23

2011 9 yrs 20 yrs c.4050+1delG Unknown

Ramasubramanian 

et al24

2013 Before 16 yrs Before 16 yrs Unknown Unknown

Darrat et al25 2013 Sibling 2: 

SLCT (left), 8 yrs 
SLCT (right), 14 yrs

14 yrs c.1525C>T Unknown

Schultz et al26 2014 13 yrs Follicular variant of 
papillary thyroid 

Carcinoma,8 yrs

c.1376 + 1G> A c.5438 A>T in thyroid carcinoma; 
c.5439G>T (exon 25) in SLCT

Wu et al27 2014 16 yrs 14 yrs c.3540C > A and c.4206 

+8insTT

Unknown

Rossing et al3 2014 13 yrs 13 yrs c.3647C> A and 

c.3649T> A

Unknown

de Kock et al28 2016 SLCT (left), 13.4 

yrs; 
SLCT (right), 15.7 

yrs

Follicular variant of 

papillary thyroid 
Carcinoma, 10.6 yrs

c.5437G>C c.4626–4626delG in SLCT (left)

Durieux et al29 2016 Case 1:17 yrs; 

Case 2:15 yrs

Case 1:Follicular 

variant of papillary 

thyroid carcinoma,18 
yrs; 

Case 2: Follicular 

variant of papillary 
thyroid carcinoma,12 

yrs

Unknown Case 1: c.5113G>A in SLCT; 

Case 2: c.5125G>A in SLCT; 

c.5437G>C in thyroid carcinoma in 
both cases

Moke et al30 2018 13 yrs Follicular variant of 

papillary thyroid 

carcinoma, 13 yrs

c.5504_5507delATCC c.5439G> T in SLCT; c.5113G> A in 

thyroid carcinoma

(Continued)
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