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Abstract: The hepatocyte nuclear factor 1β (HNF1B) gene is involved in the development of special-
ized epithelia of several organs during the early and late phases of embryogenesis, performing its
function mainly by regulating the cell cycle and apoptosis pathways. The first pathogenic variant
of HNF1B (namely, R177X) was reported in 1997 and is associated with the maturity-onset diabetes
of the young. Since then, more than 230 different HNF1B variants have been reported, revealing a
multifaceted syndrome with complex and heterogenous genetic, pathologic, and clinical profiles,
mainly affecting the pediatric population. The pancreas and kidneys are the most frequently affected
organs, resulting in diabetes, renal cysts, and a decrease in renal function, leading, in 2001, to the
definition of HNF1B deficiency syndrome, including renal cysts and diabetes. However, several other
organs and systems have since emerged as being affected by HNF1B defect, while diabetes and renal
cysts are not always present. Especially, liver involvement has generally been overlooked but recently
emerged as particularly relevant (mostly showing chronically elevated liver enzymes) and with a
putative relation with tumor development, thus requiring a more granular analysis. Nowadays,
HNF1B-associated disease has been recognized as a clinical entity with a broader and more variable
multisystem phenotype, but the reasons for the phenotypic heterogeneity are still poorly understood.
In this review, we aimed to describe the multifaceted nature of HNF1B deficiency in the pediatric and
adult populations: we analyzed the genetic, phenotypic, and clinical features of this complex and
misdiagnosed syndrome, covering the most frequent, unusual, and recently identified traits.

Keywords: HNF1B deficiency; non-neoplastic condition; tumor; MODY; kidney cyst; hepatopathy;
cholestasis; cognitive impairment

1. HNF1B Deficiency: Genetics and Historical Background

Hepatocyte nuclear factors (HNFs) are transcriptional factors regulating tissue devel-
opment and function of several organs. Overall, HNFs are classified into four groups based
on their functional domains, namely HNF1, HNF3 (or FoxA), HNF4, and HNF6 [(or Onecut
(OC)]. Notably, the HNF1 group, that includes Hepatocyte nuclear factor 1α (HNF1A) and
Hepatocyte nuclear factor 1β [HNF1B, also known as Transcription Factor 2 (TCF2)], has been
increasingly studied due to its association with disease [1]. In particular, heterozygous
pathogenic variants in the HNF1B gene are the most commonly identified genetic cause of
organ malformations in the pediatric populations, especially affecting kidney development.
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The gene is located on chromosome 17q12 and encodes hepatocyte nuclear factor 1β, a
member of the homeodomain-containing family of transcription factors, which plays a key
role in the morphogenesis of several organs, especially the kidney, pancreas, and liver [2].

The first HNF1B pathogenic variant (R177X) was described in a Japanese family with
maturity-onset diabetes of the young (MODY), in 1997 [3]. MODY is a monogenic and
autosomal dominant form of diabetes mellitus whose onset usually occurs before 25 years
of age [4]. This disease is due to a dysfunction of pancreatic β cells characterized by non-
ketotic diabetes and absence of pancreatic autoantibodies. Extrapancreatic manifestations
are rarely found in the different subtypes of MODY and HNF1B-related disease is an
exception in this regard [4]. The involvement of HNF1B pathogenic gene variants in renal
disease was observed in pedigrees affected by MODY5: these patients often display renal
cysts and renal function decline that preceded pancreatic dysfunction. The disease was
then renamed renal cysts and diabetes syndrome in 2001 (RCAD, #137920) [5].

Nowadays, it is known that several other organs and systems can be affected by the
perturbation of the HNF1B signaling, and that diabetes and renal cysts are not always
present. Therefore, HNF1B-associated disease has been recognized as a clinical entity with
a broader and more variable multi-system phenotype, which may be due to the functional
promiscuity of the HNF1B transcription factor, as it regulates the development of the
urogenital tract, brain, and parathyroid gland, in addition to the kidney, liver, and pancreas,
by acting in concert with several other developmental genes [5].

HNF1B-associated disease expresses an autosomal dominant inheritance pattern;
however, de novo pathogenic variants account for up to 50% of cases, and, therefore, a
family history of the disease may be absent [6]. More than 230 different HNF1B allelic
variants have been reported in association with disease, according to the Human Gene
Mutation Database, including missense, nonsense, frameshift, and splicing mutations [7].
The most frequently identified variants are clustered in the first 4 exons of the gene, with
exons 2 and 4, and the intron 2 splice site being hotspots [6]. There is no available evidence
to suggest that patients with whole-gene deletions exhibit a different phenotype from those
with pathogenic variants at the coding or splice site, suggesting that the dysfunctions are
due to a gene dosage defect (i.e., haploinsufficiency) [8]. The most commonly identified
genetic alteration (in approximately 50% of patients) is a complete gene deletion, in the
context of 17q12 chromosomal microdeletion, which also includes 14 other genes [2]. Some
disease-associated phenotypes, in particular the neurological ones, appear to occur only in
the context of this microdeletion and, consequently, might not be directly linked to HNF1B
itself [2].

To date, no clear correlation between the type or position of a pathogenic variant within
HNF1B and the occurrence of particular clinical features has been clearly demonstrated [9].
The reasons for the phenotypic variation remain poorly understood and may reflect the
functional effects of different gene anomalies, stochastic variation in temporal HNF1B
gene expression during the earliest developmental stages, or additional genetic and/or
environmental modifiers [3].

In particular, the extreme variability of HNF1B deficiency could be due to the deregu-
lation or malfunction of proteins belonging to the signaling cascade of HNF1B. However,
although several genes regulated by HFN1B have been identified using candidate gene ap-
proaches, e.g., cystic disease and cilia-related proteins, the full set of downstream genes that
are responsible for the physiological and pathological functions of HFN1B remains elusive.
In particular, the signaling cascade involved in the development of the liver phenotype is
completely missing.

Additionally, pediatric and adult populations seem to be differently affected. Although
the pediatric population has been more thoroughly studied, adult manifestations of HNF1B-
deficiency start being more frequently observed, and kindle the need of a more granular
analysis (Table 1).
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Table 1. List of the main studies evaluating the clinical manifestations of HNF1B mutations in the
adult population.

Patients with HNF1B
Pathogenic Variants Mean Age Main Findings Reference

27 35

- Most frequent renal phenotype: chronic tubulointerstitial nephritis,
cystic phenotype, and chronic renal failure;

- Hypomagnesemia and hypokalemia (despite chronic kidney dis-
ease);

[10]

28 24 - Point mutations and large genomic rearrangements presented simi-
lar clinical phenotype; [11]

201 >18 - High prevalence of diabetes (82%) and genital tract abnormalities
(50% in female and 80% in male); [12]

8 34.8

- Cysts unknown origin and hypo/dysplasia as major criteria of
congenital anomalies of kidneys and urinary tract;

- HNF1B genetic analysis to patients having bilateral major renal
anomalies regardless the age at presentation;

[13]

6 23

- Relatively high prevalence of HNF1B mutations in adult patients
with chronic kidney disease of unknown etiology;

- Typical but subtle signs of renal involvement present for many years
before diagnosis;

[14]

3 38.7
- First evidence of absence or paucity of primary cilia on bile duct

epithelial cells as the cause of significant cholestasis in adult patients
with HNF1B-deficiency;

[15]

4 43.7
- Chronic increase of liver enzymes (biliary phenotype) in a family

with HNF1B mutation;
- First report of adult patient with HNF1B mutation without diabetes;

[16]

In this Review, we performed an extensive analysis of the published available literature
from 1997 (year of publication of the first published pathogenic variant of HNF1B) [3] to
date (2022). We queried PubMed, Scopus, Embase, and Web of Science databases using
the following keywords and MeSH (Medical Subject Headings) words: (“HNF1B” OR
“HNF1β”) AND (“Hepatocyte nuclear factor”) AND (“HNF”) AND (“TCF2” OR “TCF-2”)
AND (“Transcription Factor 2”). Pre-clinical (in vitro and in vivo animal models) and
clinical studies were both considered, but non-English written papers were excluded. The
title and abstract of the studies identified were then evaluated for appropriateness, and
corresponding references were revised to grant literature research adequacy. From each
study, details about study design and HNF1B-related data (with a particular focus on
genetic, histopathologic, and clinical features) were critically analyzed and summarized.

2. Kidney Involvement in HNF1B Deficiency
2.1. Clinical Spectrum

Renal phenotype is predominantly characterized by a chronic tubulointerstitial pattern,
with bland urinalysis in most patients, absence of hematuria, low-grade tubular protein-
uria, and low prevalence of arterial hypertension. In this setting, a renal biopsy usually
shows an interstitial fibrosis with enlarged glomeruli or oligomeganephronia and enlarged
proximal and distal tubules [10,17]. These lesions are the consequence of impaired energetic
homeostasis of the renal tubule due to HNF1B pathogenic variants [18]. Hypomagnesemia
and hypokalemia are both frequent (62% and are 46%, respectively) and are often found
even in advanced chronic kidney disease (CKD; stage III–V) [10]. The high prevalence
of hypomagnesemia is confirmed also in other studies and is due to magnesium tubular
wasting [12]. This defect is ascribed to the altered control of FXYD2 gene expression by
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HNF1B [19], whereas potassium loss may be secondary to magnesium deficiency [20]. Of
note, primary isolated hypomagnesemia can be the first clinical manifestation of HNF1B
nephropathy [21] and genetic testing should be considered in this setting [22].

Some data are emerging on the mechanisms and progression trajectory of HNF1B
nephropathy towards CKD and end-stage kidney disease (ESKD) [23]. Although the
median decrease is reported to be around −2.45 mL/min/year, as expected in tubuloin-
terstitial form, rapid unexplained worsening of renal function has been reported, and
CKD is found in more than 90% of adult patients at diagnosis [10]. Dubois-Laforgue et al.
reported a high prevalence of stages III and IV of CKD (44%) and even ESKD (21%) [12].
Interestingly, patients with 17q12 deletion appear to have CKD stage III–IV and ESKD less
often at diagnosis and a significantly better renal function in the follow-up than patients
with different pathogenic variants, suggesting a genotype/phenotype correlation [24]. Ar-
terial hypertension, proteinuria, age at the time of diagnosis of diabetes, and the presence
of microvascular complications (retinopathy and neuropathy) are also factors correlated
with CKD progression. This group of risk factors may reflect the coexistence of diabetic
nephropathy in a subset of patients, who are also at increased cardiovascular risk [12].
This “albuminuric pattern” (as opposed to the more common one with low-grade tubular
proteinuria) seems to be characterized by a more rapid functional deterioration in the
long-term [25].

Renal structural abnormalities (RSA) are another key feature of HNF1B nephropathy
and display significant heterogeneity. HNF1B pathogenic variants putatively account for
∼10% of congenital abnormalities in patients with kidney and urinary tract, both among
children and adults [13]. A cystic phenotype is frequently observed, with most adult
patients harboring less than 5 cortical cysts. These usually spare the kidney outline, do
not determine an increase in kidney size, and do not increase in number over time. No
correlation has been found between cyst development and renal function. While this course
differentiates HNF1B nephropathy from Autosomal Dominant Polycystic Kidney Disease
(ADPKD), a few cases of massive cysts mimicking ADPKD have also been reported [10].
Around 20% of patients showed single-kidney disease that can represent the evolution
of a multicystic and dysplastic contralateral kidney. A wide range of other RSAs and
renal manifestations have been reported, including hydronephrosis or hydroureter, vesical
ureteral reflux, kidney stones, and nephrocalcinosis [10].

The clinical characteristics of HNF1B nephropathy in adults have been investigated
mainly in 2 multicentric retrospective studies. In the study by Faguer et al., data of
27 adult patients (mean age: 35 years) were collected and analyzed [10]. Although
4/27 patients were symptom-free (14.8%), in the remaining 23 patients, the most com-
mon first manifestation was related to kidney involvement (61%), followed by diabetes
(9%), genital tract malformations (18%), and liver test abnormalities (12%) [10]. The more
recent and consistent study by Dubois-Laforgue et al. included 201 patients aged 18 or
older with a high prevalence of diabetes (82%) and genital tract abnormalities (50% in
female and 80% in male) [12]. HNF1B nephropathy is probably underdiagnosed among
adult patients with CKD of an unknown cause, even in presence of compatible RSA. The
sequencing of HNF1B gene in a cohort of unrelated adult patients with unknown etiology
and RSA allowed the identification of HNF1B pathogenic variants in a subset of 9% of
patients [14].

2.2. Histopathology of Non-Neoplastic Conditions

The kidney is by far one of the most commonly affected organs in HNF1B syndrome.
Although diabetes (in the form of MODY-5) is also frequently observed in HNF1B-deficient
patients, the kidney involvement is not related to diabetic dysfunction (i.e., diabetic
nephropathy), but rather to an abnormal embryonic development [26].

In line with the key role played by HNF1B in kidney development, the most common
structural alteration causing renal dysfunction is related to nephron dysgenesis [26–28].
In a rodent model of kidney embryonal development, the HNF1B transcript increased,
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starting from the early stages of polarized epithelium differentiation, and was maintained
until complete maturation of the nephron [28]. Similar findings were also observed in a
mouse model, further confirming the involvement of HNF1B in early nephrogenesis [29].
Furthermore, its expression was mostly restricted to the tubular compartment (proximal and
distal tubules, and collecting ducts), while the glomeruli and the urothelial system appeared
only partially affected [27,28,30–32]. This broad involvement in nephron development
being specifically expressed by the tubular compartment, explains cystic disease as the
main histopathological findings associated to HNF1B syndrome [26].

Additional functions of HNF1B in kidney physiology (such as tubular transport and
organ metabolism) can justify the entire spectrum of renal pathological conditions observed.
In particular, patients with HNF1B deficiency typically presented renal hypoplasia and
agenesia, familial juvenile hyperuricemic nephropathy, glomerulocystic kidney disease,
and renal interstitial fibrosis, eventually leading to chronic kidney disease [23,31,33–39].

2.3. Histopathology of Neoplastic Conditions

In addition to the regulation of organ development during embryogenesis, HNF1B
also controls the expression of genes involved in cell cycle regulation and apoptosis, thereby
making its assessment also relevant for neoplastic conditions [40–42]. Notably, HNF1B
seems to be more related to the development of tumors with “clear cell” features, but its
specific pathogenetic mechanism remains largely unexplored and thus, ambiguous [43–47].

Focusing on kidney neoplastic disease, the development of kidney tumors in the
context of HNF1B deficiency syndrome (with or without underlying kidney disease) was
rarely observed and reported [48–50]. In contrast, the expression of HNF1B per se in kidney
tumors has been widely explored and its immunohistochemical evaluation was proposed
to differentiate renal oncocytoma (diffusely and strongly positive, nuclear stain) from chro-
mophobe renal cell carcinoma (negative) [51–55]. In clear cell renal cell carcinoma, down-
regulation of HNF1B was mainly observed, and its loss was associated with high-grade
tumor and metastatic disease, suggesting both tumor-suppressive functions and prognostic
potential [43,49], as also shown in Wilms tumor [56,57]. Conversely, papillary renal cell
carcinoma, mucinous tubular spindle cell carcinoma, and metanephric adenoma were
characterized by HNF1B overexpression, supporting its role as a proto-oncogene [58,59].
Overall, these apparently contradictory findings confirm the multifaceted role of HNF1B
in kidney tumor development and support the need for broader analysis and validation
studies.

The main features of the kidney involvement in HNF1B deficiency are summarized in
Figure 1.
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Figure 1. The HNF1B deficiency and the kidney.

3. Liver Involvement in HNF1B Deficiency
3.1. Clinical Spectrum

Although HNF1B defect is probably one of the most frequently recognized monogenic
causes of developmental renal disease, abnormalities in liver function tests are frequently
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reported (around 40% in adults), especially in association with MODY5, where they reach
85% of cases [34]. Nevertheless, due to the initial description of HNF1B-deficiency as a
syndrome characterized by kidney disease and diabetes, the liver involvement in HNF1B
deficiency has been frequently overlooked, and only a few studies reported a comprehen-
sive evaluation of the hepatic disease phenotypes [60]. Therefore, liver involvement has
been poorly investigated, and reported so far as asymptomatic increase in transaminase
levels or, less frequently, as a cholestatic liver disease.

A cholestatic condition featuring high gamma-glutamyl transferase (GGT) levels was
reported in 5 newborns, who were all small for their gestational age (SGA), with a history
of intrauterine growth restriction (IUGR), and affected by multiple bilateral renal cysts and
moderate renal function impairment. Diabetes requiring insulin therapy occurred at an
average age of 10 years in 3/5 cases, while 2/5 showed pancreatic hypoplasia with impaired
pancreatic exocrine function [60–64]. Moreover, our group has recently described an
additional case of a child with high GGT-cholestasis due to a de novo missense pathogenic
variant of HNF1B, thus implicating rare mutations in HNF1B in the pathogenetic role in
cholestatic liver diseases with increased GGT (Table 2) [65,66].

Genes causing low or high GGT cholestatic liver disease have either hepatocyte
expression or cholangiocyte expression, respectively. Based on the current evidence, HNF1B
has been included among the genetic causes of high GGT cholestasis derived from a
cholangiocyte dysfunction, in both children and adults [63].

Interestingly, a similar clinical/histological liver phenotype was observed in 13 chil-
dren from 9 unrelated consanguineous families with high GGT cholestatic liver dis-
ease, all presenting homozygous damaging variants in kinesin family member 12 (KIF12;
Table 3) [64,65], a target gene known to be regulated by the HNF1B transcription factor [62].

KIF12 belongs to the large kinesin superfamily of microtubule-associated molecular
motors, which are crucial in the intracellular transport of organelles, microtubule cytoskele-
ton organization, and mitotic spindle function for cell division.

Since the knowledge of genetic cholestasis is continuously evolving, several trans-
porters, cell–cell junctional proteins, adaptive processes, and intracellular signaling path-
ways involved in normal hepatobiliary homeostasis and bile acid metabolism may be
regarded as new potential candidate genes for cholestasis.
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Table 2. Clinical and histopathological features of patients’ with HNF1B variants presenting with neonatal cholestasis.

Gender/Origin
GW/BW g (DS) Liver Involvement Liver

Histology

Renal Function and
Ultrasound

Findings

Pancreatic
Involvement Growth

Urogenital
Malformations/

Cognitive
Impairment

HNF1B Variant Reference

♂/Japan
39/2390 (−2.26)
<1 month

- High GGT neonatal
cholestasis, acholic stools

- No abnormality of extra-
hepatic bile ducts at ex-
plorative surgery

- Cholestasis resolution at
9-month follow-up with
persistent mild transami-
nases alteration

- Transient hypercholes-
terolemia

PILBD, marked
cholestasis

- Multiple bi-
lateral cysts
(right, four 1–2
cm diameter
cysts, left, one
1 cm diameter
cyst)

- Mild chronic
renal insuffi-
ciency

Diabetes requiring
insulin therapy at

13 years of age
(polyuria and

polydipsia, mild
metabolic acidosis)

NA Absent/mild

c.457C>A, p.H135N
(missense mutation

in exon 2, de novo or
paternal: history of
liver dysfunction

and renal
insufficiency in his

paternal family)

[63]

♂/Belgium
(Sardinian origin)
37/1520 (−3.46)
<1 month

- High GGT neonatal
cholestasis, slightly
enlarged liver

- Cholestasis resolution at
1-year follow-up with
persistent mild transami-
nases alteration

- 3 episodes of cholangitis
- Hypertriglyceridemia

(300 mg/dL)

PILBD, severe biliary
stasis, slight

periportal fibrosis

- Left kidney
agenesis,
enlarged
and hypere-
chogenic right
kidney, mul-
tiple cortical
cysts

- Progressive
chronic renal
failure from 19
months

- Diabetes re-
quiring insulin
therapy at
5 years of
age without
ketoacidosis

- Pancreatic
atrophy with
progressive
exocrine
pancreatic
deficiency
requiring
enzyme sub-
stitution from
the age of
16 years

Final height of
162.1 cm (−1.86 SD),

BMI 19.0 kg/m2

(−0.62 SD)

Absent/NA

499–504
delGCTCTG

insCCCCT, A167FS
(combination of a

deletion and
insertion in exon 2,

de novo)

[62]
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Table 2. Cont.

Gender/Origin
GW/BW g (DS) Liver Involvement Liver

Histology

Renal Function and
Ultrasound

Findings

Pancreatic
Involvement Growth

Urogenital
Malformations/

Cognitive
Impairment

HNF1B Variant Reference

♂/Germany
35/1780 (−1.69)
<1 month

- High GGT neonatal
cholestasis, acholic stools

- Cholestasis resolution at
1 year follow-up with
persistent mild transami-
nases alteration

- Hypercholesterolemia
(292 mg/dL) and hy-
pertriglyceridemia
(307 mg/dL)

PILBD

- Severe bilat-
eral kidney
malforma-
tions (cystic
kidney dys-
plasia and
hydronephro-
sis due to
urethral steno-
sis)

- Chronic renal
insufficiency

- Diabetes re-
quiring insulin
therapy at
13 years of age

- Pancreatic hy-
poplasia with
progressive ex-
ocrine pancre-
atic deficiency

Final height of
133.9 cm (−6.7 SD),

BMI 17.3 kg/m2

(−2.1 SD)

Inguinal hernia,
abdominal

testis/delayed
psychomotor
development

HNF1B deletion
exons 1–9, de novo [61]

♀/Czech Republic
38/2360 (−1.60)
<1 month

- High GGT neonatal
cholestasis, acholic stools

- Kasai portoenterostomy
at 32 days of age based
on lack of visualization of
extrahepatic bile ducts at
explorative surgery

- Progressive increase
in liver function tests,
mainly cholestatic

- Multiple cysts in the left
hepatic lobe (diameter
from 2 to 7 mm)

PILBD, cholestasis
without signs of bile

duct proliferation

- Multiple
bilateral cor-
tical cysts
(maximal di-
ameter 5 mm),
prenatally hy-
perechogenic
kidneys

- Normal renal
function by 2-
year follow-up

- Mild hypo-
magnesemia

- Pancreatic
hypoplasia
(absent body
and tail) with-
out exocrine
pancreatic
deficiency

-
Normoglycemia
by 2-year
follow-up

Growth along the
3rd centile Absent/absent

1698 kb deletion
including HNF1B, de

novo
[60]

♂/France
35/NA
<1 month

- High GGT neonatal
cholestasis without
acholic stools

- Hepatocellular carci-
noma with elevated
alpha-fetoprotein levels
at 16 months of age
requiring liver transplant

- No relapse at 1-year
follow-up

- Multinodular
hepatic tu-
mor and
micronodular
cirrhosis at the
explant

- No informa-
tion available
on PILBD

- Renal hypere-
chogenicity

- Transient renal
failure

NA NA NA/NA 1.5 Mb deletion
including HNF1B [64]
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Table 2. Cont.

Gender/Origin
GW/BW g (DS) Liver Involvement Liver

Histology

Renal Function and
Ultrasound

Findings

Pancreatic
Involvement Growth

Urogenital
Malformations/

Cognitive
Impairment

HNF1B Variant Reference

♂/Italy
38/2600 (−1.27)
<1 month

- High GGT neonatal
cholestasis, hypocholic
stools

- Persistent cholestasis
and pruritus at 40-month
follow-up

- Hypercholesterolemia
(256 mg/dL) and hy-
pertriglyceridemia
(120 mg/dL)

PILBD, biliary stasis

- Hyperecho-
genic kidneys,
with multi-
ple bilateral
cortical cysts
(maximum
size 2 mm)

- Chronic renal
insufficiency

Initial pancreatic
exocrine dysfunction

without
pancreatic

hypoplasia at US

Growth along the
10th centile Absent/absent

c.827G>A, p.R276Q
(missense mutation
in exon 4, de novo)

[65]

NA: information not available, GW: gestation weeks, BW: birth weight, PILBD: paucity of intralobular bile ducts, BMI: body mass index, US: ultrasound.

Table 3. Clinical and histopathological features of patients with KIF12 variants presenting with neonatal cholestasis.

Gender/Origin
GW/BW g
(DS)
Age of Presentation

Liver Involvement Liver Histology
Renal Function and

Ultrasound
Findings

Pancreatic
Involvement Growth

Urogenital
Malformations/

Cognitive
Impairment

KIF12 Homozygous
Variant

(NM_138424.1)
Reference

(A) ♀/Syrian
(consanguineous)
full term
1 month

- High GGT neonatal
cholestasis

- Hypercholesterolemia
- Persistent cholestasis at

22-month follow-up

PILBD, bridging
fibrosis with
early nodule

formation, mixed
portal inflammatory

infiltrate,
multinucleated giant

hepatocytes,
extensive

hepatocanalicular
cholestasis, ductular

reaction

Left hydronephrosis
and

mild increase in
left renal pelvic

anterior–posterior
diameter to 6 mm

NA NA NA c.655C>T: p.
(Arg219 *) [67]
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Table 3. Cont.

Gender/Origin
GW/BW g
(DS)
Age of Presentation

Liver Involvement Liver Histology
Renal Function and

Ultrasound
Findings

Pancreatic
Involvement Growth

Urogenital
Malformations/

Cognitive
Impairment

KIF12 Homozygous
Variant

(NM_138424.1)
Reference

(B) ♂/Turkish
(consanguineous)
full term
2 months

- High GGT cholestasis at
2 months

- Hypercholesterolemia
- MRI: no biliary dilatation,

strictures, or other liver
lesions

- Persistent cholestasis at
21-month follow-up

PILBD, biliary
pattern of cirrhosis

with nodule
formation, mixed

portal inflammatory
infiltrate, mild

ductular reaction,
pseudo-acini

formation, and
nodule formation

Right renal pelvic
anterior–posterior

diameter
NA NA NA c.610G>A: p.

(Val204Met) [67]

(C) ♂/Turkish
(consanguineous)
9 years;
ibling of patient B

- High GGT prolonged
jaundice

- MRI: no biliary dilatation,
strictures, or other liver
lesions

- Not available follow-up

Not performed
Caliectasis of the

upper pole of the left
kidney

NA NA NA c.610G>A: p.
(Val204Met) [67]

(D) ♂/4 months
- High GGT cholestasis
- Persistent cholestasis at 5-

year follow-up
NA Normal Absent Normal Absent c.463C>T: p.

(Arg155 *) [68]

(E) ♂/Unknown
(consanguineous)/
5 years

- High GGT cholestasis
- LTx at 6 years

NA Normal Absent Normal Absent c.656G>A: p.
(Arg219Gln) [68]

(F) ♂/Unknown
(consanguineous)/
14 months

- High GGT cholestasis
sclerosing cholangitis

- Persistent cholestasis at
11-year follow-up

Suggestive of biliary
cirrhosis Normal Absent Normal Absent c.610G>A: p.

(Val204Met) [68]

(G) ♂/Unknown
(consanguineous)/
6 months

- High GGT cholestasis
- LTx at 10 months

Suggestive of biliary
atresia Normal Absent Normal Absent c.610G>A: p.

(Val204Met) [68]
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Table 3. Cont.

Gender/Origin
GW/BW g
(DS)
Age of Presentation

Liver Involvement Liver Histology
Renal Function and

Ultrasound
Findings

Pancreatic
Involvement Growth

Urogenital
Malformations/

Cognitive
Impairment

KIF12 Homozygous
Variant

(NM_138424.1)
Reference

(E) ♀/Kurdish
(consanguineous)/
13 years

- High GGT cholestasis
- Liver cirrhosis
- LTx at the age of 12y

Extensive liver
fibrosis, only

minimal
inflammation and
proliferated bile

ducts

Normal Absent Normal Absent c.655C>T: p.
(Arg219 *) [69]

(F) ♂/Kurdish
(consanguineous)/
13 years

- High GGT cholestasis
Advanced fibrosis

and bile duct
proliferation

Normal Pancreatic
lipomatosis Normal Absent c.655C>T: p.

(Arg219 *) [69]

(G) ♀/Iraqi
(consanguineous)/
7 years

- Neonatal cholestasis NA Normal Absent Normal Absent c.655C>T: p.
(Arg219 *) [69]

(H) ♀/Iraqi
(consanguineous)/
5 years

- Neonatal cholestasis
- Progressive liver cirrho-

sis

Canalicular
cholestasis,

moderate fibrosis,
mild inflammation
without steatosis

Normal Absent Failure to thrive Absent c.655C>T: p.
(Arg219 *) [69]

(I) ♂/Syrian
(consanguineous)/
12 years

- High GGT cholestasis

Cirrhosis, septal
hepatitis and

ductular
proliferation

Normal Absent Normal Absent c.655C>T: p.
(Arg219 *) [69]

(J) ♀/Afghan
(consanguineous)/
10 years

- Neonatal cholestasis
- LTx at 4 years NA Normal Absent Normal Absent c.482-4_500del p. ? [69]

NA: information not available, GW: gestation weeks, BW: birth weight, PILBD: paucity of intralobular bile ducts, BMI: body mass index, US: ultrasound. *: stop codon
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Among them, within the new classification of progressive familial intrahepatic cholesta-
sis (PFIC) [68], KIF12 pathogenic variants have been included as driving mutations respon-
sible for PFIC-8. PFIC-8 pediatric patients are characterized by increased serum levels of
GGT and transaminases, hyperbilirubinemia, hypercholesterolemia, pruritus, and by a
rapid development of bridging fibrosis associated with ductopenia. Of note, recent data
demonstrated that KIF12 is under the control and downstream effector of HNF1B. This
transcription factor regulates KIF12 expression in both cultured cells, and knockout mice,
by altering co-factor recruitment and histone modification, which supports a potential role
of KIF12 in the function of cholangiocytes [70,71]. It is currently unclear which are the
mechanisms linking these two types of chronic cholestasis and whether they can depend on
common molecular bases. Considering the mutual interactions between KIF12 and HNF1B
and the overlapping clinical profile, we speculate that HNF1B pathogenic variants should
also be considered as part of the PFIC spectrum. A recent work by Stalke et al. has shown
that, in 6 pediatric patients harboring KIF12 variants, cholestasis may be due to a perturbed
polarization of hepatocytes, which leads to an incorrect positioning of the hepatocanalic-
ular membrane of channel proteins, such as ATP binding cassette subfamily B member
(ABCB) 4 and ABCB11, regulating the transport and extrusion of bile salts into the bile
canaliculus [69]. Similarly, patients with HNF1B pathogenic variants, whose malfunction
can negatively regulate KIF12 expression, may present a similar derangement of the correct
exposure of canalicular transporters. Future research directions will help understanding
the pathogenesis of PFIC-8 and its relationship with HNF1β-related cholestasis, hopefully
unveiling novel targets for therapeutic intervention. In keeping with this observation, ileal
bile acid transporter (IBAT) inhibitors, have been proposed for the treatment of patients
with PFIC and Alagille syndrome, and approved in mid-2021 to treat intractable pruritus
related to cholestasis [72–74]. Moreover, these new drugs already applied to other types
of PFIC and cholestatic liver disease [69], could be considered in children and adults with
KIF12 and HNF1B defective function. Indeed, although genetic cholestatic liver diseases
are more frequently observed in children, novel genetic alterations are continuously iden-
tified thanks to high-throughput genetic techniques, thereby providing candidate gene
variants that may apply to some causes of unknown cholestasis in adults. In addition,
further research may provide new insights on the complex mechanisms that combine
cholestasis, hepatic repair/regenerative response, and biliary fibrosis, which could also
be relevant for acquired cholestasis, according to the hypothesis that genetic diseases can
serve as a ‘pathophysiological roadmap’ to improve the understanding of other pathogenic
factors [75].

3.2. Histopathology of Non-Neoplastic Conditions

As HNF1B is involved in the development of specialized epithelia, its dysfunction
in the liver is primarily related to the bile duct system. In fact, mouse models harboring
liver-specific HNF1B inactivation are characterized by abnormal development of gall-
bladder and intrahepatic bile ducts, coupled with their respective interlobular arteries,
clinically resulting in jaundice and failure to thrive [76–78]. The liver of these mice showed
histopathological alterations (i.e., senescence alterations and epithelial metaplasia) in the
gallbladder and intrahepatic bile ducts. Additionally, hepatic ductal plate remnants were
still observed in adult mice [76–78]. This evidence is particularly relevant, as it supports
the notion that HNF1B is key in the development of the bile duct epithelia, in both extra-
and intrahepatic systems. Furthermore, ciliogenesis and cell polarization were found to be
primarily and severely impaired [79–81], defining the HNF1B-related dysmorphogenic bil-
iary phenotype. These defects may have an underlying developmental origin coming from
anomalies in ductal plate remodeling, resulting in ductal plate malformations (DPMs), with
the persistence of post-natal embryonic biliary structures, biliary cell clusters or duct-like
structures [82]. According to this hypothesis, HNF1B may behave as a pivotal regulator of
primitive ductal structures (PDS). Indeed, in a new pathogenic classification, DPMs are not
the result of a lack of PDS remodeling, but rather the common endpoint of different defects
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of differentiation, maturation, expansion, polarity and/or ciliogenesis of PDS, affecting dis-
tinct stages of bile duct morphogenesis. For example, mice with HNF1B deficiency showed
a normal hepatic differentiation, but an abnormal PDS maturation (73). The cilium hosts
many proteins that can sense physical and chemical properties of the biliary milieu, and its
dysfunction is associated with increased cholangiocyte proliferation and profound changes
in cholangiocyte intracellular signaling. The role of HNF1B in ciliogenesis emerged with
ultrastructural analysis of 3 adults with late-onset cholestasis, demonstrating a significant
loss of primary cilia in cholangiocytes, but no structural intra- or extrahepatic bile duct
defects [15]. Based on this evidence, HNF1B deficiency is included in the wide spectrum of
syndromic ciliopathies with liver involvement [83].

The involvement of the extrahepatic bile ducts secondary to HNF1B deficiency has
been rarely documented, and mainly reported as the complete absence [60] or (choledochal)
cystic degeneration, with atypical morphology on imaging studies [84]. Kettunen et al.
described biliary abnormalities, identified by magnetic resonance (MR) cholangiography,
in 6 patients with HNF1B mutations. Most of them had varying types of bile duct cysts
(BDCs) in the extrahepatic bile ducts, with an atypical morphology for any given Todani
classification.

On this basis, it is not surprising that the liver phenotype of patients with HNF1B
deficiency shows a cholestatic profile [15,60–63,85,86], especially in the neonatal age. From
a histopathological perspective, all the cholestatic patients reported above [60–63] had
comparable histological features, showing a pattern of paucity of interlobular bile ducts
(PILBD), associated with marked cholestasis and variable degrees of periportal fibrosis.
Clinical PILBD is not such a rare finding at histology, especially in infants with cholestasis
and accounts for the 11% of pediatric liver biopsies [87]. PILBD has been categorized
as syndromic (S-PILBD) and non-syndromic (NS-PILBD) entities. S-PILBD is associated
with Alagille Syndrome (AGS), whereas a source of diagnostic dilemma to clinicians is the
presence of ductopenia in patients who otherwise do not fit the clinical AGS description or
are non-syndromic. The paucity of bile ducts is in fact not pathognomonic for AGS and can
be found in several disorders of different etiologies, as shown in Table 4.

Table 4. Paucity of bile ducts and associated disorders.

Genetic Disorders Congenital Infections Immune
Disorders

Drug
Related

AGS (OMIM # 118450,
OMIM # 610205)

HNF1B deficiency
syndrome (OMIM

# 137920)
Cytomegalovirus Sclerosing cholangitis Vanishing bile duct

syndrome

Cystic fibrosis (OMIM
# 219700)

KIF12-associated
cholestasis (OMIM

# 619662)
Rubella Hemophagocytic

lymphohistiocytosis

α1-antitrypsin
deficiency (OMIM

# 613490)

ABBC12-associated
cholestasis [88] Syphilis

Niemann Pick type C
(OMIM # 257220)
Williams-Beuren

syndrome (OMIM
# 194050)

Trisomy 21 (OMIM
# 190685)

When these additional clinical traits are absent, PILBDs require a broad diagnostic
work-up, needing supplementary testing and characterization. Therefore, the identification
of HNF1B deficiency as a possible cause of PILBD partially addresses the question regarding
bile duct paucity in patients who do not meet the criteria for AGS, the most frequent cause
of PILBD. In accordance with these findings, it has recently been stated that a ciliopathy like
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HNF1B deficiency must be regarded as a new condition to be included in the diagnostic
work-up of neonatal/infantile cholestasis, when PILBD is observed at liver biopsy and
other features of AGS are absent [66].

A defective HNF1B function may also play a role in the pathogenesis of neonatal scle-
rosing cholangitis (NSC) similarly to patients with DCDC2 (doublecortin domain containing
protein 2) pathogenic variants. To date, 13 patients with NSC have been reported [89–91].
They show high GGT cholestasis, acholic stool, and progression to portal hypertension
with radiological findings revealing typical structuring with dilatations in the intrahep-
atic and/or extrahepatic biliary tree. Renal and neurological abnormalities were also
frequently present. Liver histology showed peripheral ductopenia, DPM, fibrosis, and even-
tually, cirrhosis. Interestingly, DCDC2 has been shown to be closely related to the ciliary
kinesin-2 subunit KIF3a. However, cases of HNF1B deficiency with a less prominent in-
volvement of the bile duct system were also reported, showing no significant characteristics
or steatotic/steatohepatitic changes, mainly in adolescent/adult patients [15,16,34,61,85].

Altogether, these observations pinpoint HNF1B-deficiency as a significant cause of
liver involvement, especially in the neonatal/pediatric settings, ultimately suggesting
HNF1B to be included in the diagnostic algorithm of patients presenting with a cholestatic
profile [66].

3.3. Histopathology of Neoplastic Conditions

The association of HNF1B deficiency with the development of primary liver cancer is
largely unexplored. Single nucleotide polymorphisms (SNPs) of HNF1B have been identi-
fied and associated through genotyping arrays with cancer development. HNF1B somatic
mutations were observed in several human cancers, among which hepatocellular carcinoma
(HCC), confirming further, as previously discussed, its role as an oncogene/tumor sup-
pressor gene [50]. Nevertheless, the association of HCC with germline HNF1B deficiency
is largely uncharted [6,65]. However, although at a very low risk, HNF1B deficiency may
be associated with HCC, as in some PFIC disorders. Interesting enough, although HNF1B
deficiency mainly affects the biliary epithelium, only HCC but not cholangiocarcinoma, has
been observed so far. HCC is the second most common malignant liver tumor in children
after hepatoblastoma. Both hepatoblastoma and HCC account together for the 0.5–1.5%
of all childhood malignancies and for the 4% of all pediatric liver transplantations [92]. It
differs from adult HCC with respect to the etiological predisposition, biological behavior,
and lower frequency of cirrhosis. HNF1A mutations occur in 1–2% of HCC.

HCC was firstly reported in HNF1B deficiency in a 16-month-old newborn with
a germline pathogenic variant in HNF1B, presenting renal hyperechogenicity, transient
renal neonatal failure, and progressive neonatal cholestasis, ultimately evolving to mi-
cronodular cirrhosis and HCC. According to this report, the little patient underwent liver
transplantation with no relapse (1 year of follow-up) [64]. Additionally, a report described
a 9-month-old girl with ductopenic cholestasis, hyperparathyroidism, growth retardation,
and delayed motor development who developed HCC featuring a syncytial giant cell
subtype [93]. Notably, the perilesional liver showed injured bile ducts or complete bile duct
loss, similar to AGS. Although HNF1B deficiency was not considered in the differential
diagnosis, we hint at the possibility that this HCC could be a misdiagnosed case of HNF1B
deficiency. Similarly, we described a case of HNF1B deficiency affected by chronic renal
disease due to multicystic kidney involvement, bilateral cryptorchidism, and autism spec-
trum disorder [94]. Noteworthy, our patient also developed a syncytial giant cell subtype
of HCC, which led us to hypothesize that the syncytial giant cell variant of pediatric HCC
could be strictly related to the HNF1B faulty-driven oncogenetic mechanism, as it has never
been reported elsewhere [95–98].

Although not yet unraveled, HNF1B deficiency-dependent mechanisms promoting
HCC could be secondary to its repressive effect on HNF1A transcriptional activity, since
HNF1B forms a heterodimer with HNF1A and binds to the same target elements as investi-
gated by Kitanaka et al. [63]. We can therefore speculate that the phenotypic variability of
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patients with HNF1B pathogenic variants might be caused by different HNF1B activity in
conjunction with repression of HNF1A activity, in selected promoters and tissues. Further
functional studies on these effects are sorely needed to clarify this issue. From this perspec-
tive, we are generating both an animal model of HNF1B-KO mouse and mouse organoids
to understand the pathophysiology of liver disease associated with perturbations in the
HNF1B signaling pathway (EASL Daniel Alagille Award 2021).

The main features of the liver involvement in HNF1B deficiency are summarized in
Figure 2.
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4. Pancreas Involvement in HNF1B Deficiency
4.1. Clinical Spectrum

Pancreatic atrophy is reported in approximately 30% of patients and diabetes mellitus
in about 50%. Diabetes mellitus is the most common extrarenal feature identified in patients
with HNF1B-associated disease, mostly developing as a typical MODY, which is a form of
diabetes mellitus secondary to pancreatic beta cell dysfunction, with a typical onset before
25 years of age, the absence of specific anti-beta cell antibodies, and autosomal dominant
inheritance. This subtype of MODY is usually known as MODY5 or HNF1B/MODY,
according to the most recent nomenclature.

HNF1B/MODY represents up to 6% of all MODY cases and is one of the most fre-
quent causes of syndromic diabetes [99,100], showing a decrease in insulin secretion with
progressive worsening of blood glucose control. The severity and course of diabetes are
variable and glucose homeostasis ranges from normoglycemia to insulin-treated diabetes
with ketoacidosis at onset [101]. Hyperglycemia usually occurs during adolescence or early
adulthood [6], when there is a physiological increase in insulin resistance. Hyperglycemia
can rarely occur early during the neonatal age [35,102]. The presence of decreased insulin
secretion and increased insulin resistance lead to irreversible chronic hyperglycemia, which
appears similar to other forms of HNFs/MODY. In the study of Faguer et al., almost 70%
of patients required insulin in the follow-up, but no case of retinopathy and neuropathy
was reported [34], whereas in the experience of Dubois-Laforgue et al., microvascular
complications were detected in 40% of patients after a 15 year-observation period [12].

Extrapancreatic features are evident before the onset of diabetes, and the presence
of CKD at the onset of diabetes is a typical feature [101]. Indeed, patients with HNF1B-
deficient syndrome rarely show only diabetes and this diagnosis should be suspected at
diabetes onset in all the patients with renal cysts and/or other suggestive extra-pancreatic
features, even when a family history is absent.

Of note, patients with HNF1B nephropathy who undergo renal transplant are at
increased risk of developing post-transplant diabetes mellitus (PTDM) [10]. Therefore,
HNF1B defects should be considered when PTDM develops after kidney transplanta-
tion [103,104], and should also be ruled out also in the absence of any apparent risk factor,
particularly in a young kidney transplant recipient with compatible features and an un-
known causal nephropathy [105]. Calcineurin inhibitor treatment after transplant seems
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to reduce the expression of the wild-type allele of HNF1B gene, leading to insufficient
transcriptional activity. The evidence that carriers of the HNF1B deficiency are at a greater
risk for diabetes mellitus raised the question of whether transplant management must be
modified to avoid drugs that can cause hyperglycemia. In this light, immunosuppressive
agents other than corticosteroids should be preferred. Therefore, a tailored immunosuppres-
sive regimen could be considered in HNF1B patients [106]. Finally, diabetic patients with
HNF1B nephropathy reaching end-stage renal disease (ESRD) are a potential candidate for
simultaneous pancreatic and kidney transplantation.

Regarding the treatment of HNF1B/MODY, patients present hepatic insulin resistance
to some extent [107], and thus the treatment with oral hypoglycemic agents such as sul-
fonylureas may not be satisfactory, and early insulin therapy may be requested [108]. In
the large study cohort described by Dubois-Laforgue et al. [12], 49% of the patients were
treated with insulin since diabetes onset, but the rate increased to 79% during the follow-up
because of the worsening glucose control. In a small subgroup of patients, the treatment
with oral hypoglycemic agents (sulphonylurea or meglitinide repaglinide) was started after
a mean time of 8 months from diagnosis and it was successful in 57% of patients. In these
patients, HbA1c dropped from 7.1% to 6.1% and the beta-cell function result improved after
5 years of treatments. A case report described the switch from insulin to glimepiride after
reaching excellent metabolic control. Sitagliptin was added during follow-up, allowing
excellent glucose control for 6 years. After this period, the blood glucose control worsened
and insulin treatment was necessary [109].

Chronic complications are poorly described in the literature, even if it is likely that they
may occur as frequently as in other types of diabetes and are related to glycemic control [12].
However, long-term data are missing. Similarly, data on care during pregnancy are not
available in the literature, but insulin treatment is usually necessary to keep blood glucose
within normal limits. Birth weight is normal, as long as maternal hyperglycemia is properly
treated, but if the fetus carriers HNF1B-deficiency, the birth weight is typically low [35].

4.2. Histopathology of Non-Neoplastic Condition

HNF1B plays a key role in the early development and differentiation of the pancreas by
regulating the expression of proteins related to the organ embryogenesis, such as HNF4A
and SLC2A2, and variations in HNF1B gene activity can impact both the exocrine and en-
docrine compartments. Indeed, beta-cells are another cell type where HNF1B drives embry-
ological development and functionality, as demonstrated by Hnf1B-knock out mice models
showing hypoplastic and atrophic pancreas, as well as beta-cell impaired terminal differ-
entiation [110,111]. Similar findings were also observed in HNF1B-deficient fetuses and
patients [112,113], leading to the well-described MODY-5 clinical phenotype [3,34,112–114].
However, most significant changes in pancreas morphology described so far are based on
imaging studies [CT/MRI of the pancreas and magnetic resonance cholangiopancreatogra-
phy (MRCP)], while only a few studies report histopathological changes [34,113,115,116].
Based on imaging description, the pancreas showed no pancreatic body and tail, and the
accessory and dorsal ducts were lacking as well, whereas the beta-cell impairment was
mainly based on clinical, functional, and serological evaluations. In contrast to the extra-
hepatic bile duct involvement reported above, no cystic dilatations were reported. Overall,
these findings suggested a predominant involvement/agenesis of the dorsal pancreatic
component, but the ventral bud (and the head of the pancreas), although mostly spared,
also appeared to be partially involved [3,34,113,115,116]. It is noteworthy that parenchymal
calcifications were also reported, but not constantly and without a correlation with patient
condition or pancreatic morphology, although an association with late-phase dysfunction
following diabetes development has been suggested [113].

Histopathological analysis of HNF1B-mutated fetal pancreatic tissue confirmed imag-
ing studies, showing a severe hypoplasia of the pancreatic body and tail, further suggesting
its cause as severe acinar component underdevelopment. Indeed, most patients with
HNF1B-related pancreatic hypoplasia show a subclinical pancreatic exocrine dysfunc-
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tion, assessed through fecal elastase deficiency [6]. Furthermore, Langerhans islets were
morphologically disorganized and beta cells slightly reduced [112].

4.3. Histopathology of Neoplastic Condition

The role of HNF1B in pancreatic cancer development was mainly related to tumor
suppressor functions [50,117]. Indeed, several studies performed in different models of
pancreatic ductal adenocarcinoma (including organoids, cell cultures, mice models, and
human tissue samples) demonstrated an overall suppressed expression of HNF1B, as ge-
nomic transcript or immunohistochemical nuclear stain, compared to the pancreatic acinar
parenchyma and ducts [117–120]. Similarly, down-regulation of HNF1B was observed in
mouse models and organoids of intraductal papillary mucinous neoplasms [120,121].

The mechanism of tumor development related to reduced HNF1B levels appeared to
be related to a hypermethylation of the promoter region, eventually leading to: (i) loss of the
adhesion molecule E-cadherin in neoplastic cells, (ii) expanded epithelial-to-mesenchymal
transition, and (iii) increased tumor cell migration [50,117]. However, no variants of HNF1B
have been hitherto associated with an increased risk of pancreatic cancer development [122].
The main features of pancreatic involvement in HNF1B deficiency are summarized in
Figure 3.
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5. Additional Extrarenal Involvement

Genital tract abnormalities are found in around 40% of female patients, usually pre-
senting major and severe malformations (e.g., bicornuate or rudimentary uterus, vaginal
aplasia (Müllerian aplasia)) that were also observed in the context of the Mayer-Rokitansky-
Küster-Hauser syndrome [10,123,124]. However, the exact prevalence is most likely largely
underestimated due to the presence of minor abnormalities with no/minor clinical sig-
nificance that could potentially be overlooked [10,123,124]. Notably, HNF1B pathogenic
variants were found in 18% of patients with structural alterations in both the kidney and
the uterus, but were not found in isolated uterine malformations [125]. Male genital defects,
such as cryptorchidism, abnormal descent of testes, hypospadias, and prostatic hypoplasia,
were also reported [126].

Mild cognitive impairment, seizures, autism, schizophrenia, and structural alter-
ations of the brain have only been reported in patients with deletions of chromosome
17q12 [127–130]. However, mild neurological involvement is frequently observed and
deserves a more thorough analysis, especially in the adult population [10].

Finally, anecdotal abnormalities and malformations of other districts were also re-
ported, including facial dysmorphic features [131], duodenal atresia [131], prune belly
syndrome (also known as Eagle-Barrett syndrome) [126,132], congenital diaphragmatic
hernia [133], and congenital joint laxity [134].



Cells 2023, 12, 307 18 of 24

Considering this complex landscape, two types of scores have been proposed to select
patients for genetic screening based on clinical criteria [13,135]. In the latter, the coexistence
of cysts of unknown origin and hypomagnesemia determines a high screening priority, as
it is associated with a 6-fold increased probability of finding HNF1B-related pathogenic
variants.

6. Conclusions

HNF1B-associated disease has been recognized as a clinical entity with a broader and
more variable multisystem phenotype than previously reported. Despite the frequent and
peculiar involvement of the kidneys and pancreas, HNF1B deficiency has increasingly
emerged as a multifaceted syndromic ciliopathy affecting several organs, among which
the liver seems to be quite relevant. The consequent complex and heterogeneous clinical
phenotype, most likely related to the functional interaction of HNF1B with other develop-
mental genes, could impinge on patient management. We believe that this comprehensive
review, the first providing a broad overview of the genetic, histopathologic, and clinical
phenotypes of HNF1B-deficiency syndrome, will kindle a more detailed analysis of the
effect of HNF1B pathogenic variants and the related clinical landscape. Joint efforts from
multidisciplinary research groups are then required to foster the understanding of the
pathophysiology and molecular mechanisms of this highly complex syndrome, with the
aim to identify clinically relevant implications, that may translate the evolving pediatric
knowledge to adult clinicians.
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Abbreviations

AGS Alagille syndrome
BDCs bile duct cysts
BMI body mass index
BW birth weight
CKD chronic kidney disease
DCDC2 doublecortin domain containing protein 2
DPMs ductal plate malformations
EASL European Association for the Study of the Liver
ESKD end-stage kidney disease
HCC hepatocellular carcinoma
HNF hepatocyte nuclear factor
HNF1B hepatocyte nuclear factor 1β
IBATis ileal bile acid transporter inhibitors
IUGR intrauterine growth restriction
KIF12 kinesin family member 12
MeSH Medical Subject Headings
NA information not available
NSC neonatal sclerosing cholangitis
PDS primitive ductal structures
PFIC progressive familial intrahepatic cholestasis
PILBD paucity of intralobular bile ducts
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RSA renal structural abnormalities
SGA small for gestational age
SNPs single nucleotide polymorphisms
TCF2 transcription factor 2
US ultrasound
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