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Information for clinicians — monitoring patients with a disease-causing
variant in the Hepatocyte Nuclear Factor-1 Beta (HNF1B) gene

Background

Patients with pathogenic variants in the HNF1B gene can have a variety of clinical
features’. We have summarised which tests may be helpful in the detection and
monitoring of different aspects of the disease based on our centre’s experience in
monogenic diabetes; there is insufficient information in the literature currently for
evidence-based guidelines.

Imaging
All patients should undergo a renal ultrasound scan to look for evidence of a renal
structural anomaly. If abnormal, we would suggest this is repeated every 3-5 years.

If the initial ultrasound scan is unremarkable, we would suggest repeating this every 3-5
years throughout childhood. In adults, it should be sufficient to monitor renal function
using serum creatinine and estimated glomerular filtration rate (eGFR).

Imaging may also detect genital tract malformations, which can be seen as part of the
disease spectrum.

Renal function

All patients should have their renal function checked with a serum creatinine and eGFR
measurement. If patients have evidence of chronic kidney disease (CKD), they should be
monitored in accordance with the clinical guidelines set out by the National Institute for
Health and Care Excellence?.

Adults with normal renal function should have their serum creatinine and eGFR repeated
annually. For children with normal renal function, the frequency of monitoring will depend
on their clinical situation — every 2-3 years may be sufficient in some circumstances.

Diabetes tests

Patients develop diabetes at a mean age of 24 years but the age of diagnosis can vary
widely (reported range 0-61 years)®. Patients with known diabetes will need regular
monitoring of HbA1c levels.

In adults without a diagnosis of diabetes, we would suggest an annual check of HbA1c.
In children without a diagnosis of diabetes, annual urinalysis to test for glycosuria may be
helpful. We would also recommend monitoring HbA1c when routine blood samples are
being collected. Although HbA1c measurement is not appropriate for diagnosing type 1
diabetes in children*, diabetes associated with HNF1B disease usually has a more
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insidious onset. Families should also be educated on the development of diabetes
symptoms (polyuria, polydipsia and unexpected weight loss).

Other tests
The following table summarises other tests that are useful in HNF1B disease.
Clinical feature Test Comment
Pancreatic exocrine Faecal fat Pancreatic enzyme
dysfunction replacement therapy will be

Faecal elastase required if evidence of

clinically significant
malabsorption

Deranged liver function Liver function tests | Increase in liver enzymes may
be seen and is usually
asymptomatic

Hypomagnesaemia Serum magnesium | Hypomagnesaemia is usually
asymptomatic and rarely
requires treatment

Early onset Serum urate Hyperuricaemia may
gout/hyperuricaemia predispose to gout

Further information
The following review article may be helpful:

Clissold R et al. HNF1B-associated renal and extra-renal disease—an expanding clinical
spectrum. Nat Rev Nephrol 2015; 11: 102-112. Published online 23 December 2014;
doi:10.1038/nrneph.2014.232
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