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Case Presentation

The patient is a 33-year-old female with end-stage kidney
disease who was referred for diabetes management. She devel-
oped diabetes at the age of 30 years, 3 years prior to the referral,
presenting with an A1C of 9.1% (76 mmol/mol), and a body mass
index of 31 kg/m2. Notably, glucose levels were normal for 4 to 5
years after her kidney transplant at the age of 25 years, increasing
moderately in the year prior to referral. Diabetes testing revealed
negative anti-GAD65 and antipancreatic islet cell antibodies.
C-peptide was 2.9 ng/mL on fasting and 5.2 ng/mL on a random
check. She denied any family history of diabetes or renal disease.
Glucose control improved rapidly with diet, exercise, adminis-
tration of glucagon-like peptide-1 agonist, and low doses of in-
sulin. The patient’s kidney disease history includes progressive
loss of kidney function as an adolescent and young adult, with
pretransplant imaging at the age of 25 years showing bilateral
renal cysts and markedly atrophic left kidney (Fig. 1). Imaging at
the age of 31 years showed scarred native kidneys and atrophy of
the body and tail of the pancreas. Serial sweeping transvaginal
ultrasound (Fig. 2) showed a normal uterine body (Fig. 2A) with
uninterrupted endometrial stripe (Fig. 2B), but also an abnormal
fundal arcuate contour (Fig. 2C) as evidenced by interrupted
endometrial stripe (Fig. 2D).
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Answer

HNF1b-associated disease, also known as maturity-onset dia-
betes of the young (MODY) type 5 and Renal Cysts and Diabetes
Syndrome. Genetic testing revealed complete deletion of the entire
coding sequence of gene HNF1b. HNF1b-associated disease has
variable penetrance and unknown prevalence. De novo mutations
account for approximately 50% of cases, and phenotypic presenta-
tion is variable.1 Common clinical findings include congenital
kidney disease with hyperechoic and/or cystic kidneys, onset of
diabetes mellitus in adolescence or young adulthood with
pancreatic hypoplasia or atrophy, genital tract malformations,
abnormal liver function tests, hypomagnesemia, hyperuricemia,
and early onset gout. Secondary hyperparathyroidism and neuro-
logic features have also been described.2 HNF1b is predominantly
expressed in the kidneys and likely plays a role in tubular devel-
opment. It also has an important role in urogenital and pancreas
development.2
Fig 1.
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Fig 2.
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This case highlights the importance of suspecting MODY, and
specifically HNF1b defects, when patients present with this
constellation of findings.3 Diagnostic workup includes antibody
and C-peptide testing, followed by molecular genetic testing.
Establishing a MODY diagnosis is important as therapeutic strate-
gies, transplant counseling, and routine health maintenance
screenings vary by genetic mutation and mechanism of disease.
Inheritance is generally autosomal dominant, which is important
for genetic and reproductive counseling and may prompt genetic
testing in family members.
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