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Introduction: The few published case reports of co-existent disease with phenylketonuria (PKU) are mainly
genetic and familial conditions from consanguineous marriages. The clinical and demographic features of
30 subjects with PKU and co-existent conditions were described in this multi-centre, retrospective cohort
study.
Methods: Diagnostic age of PKU and co-existent condition, treatment regimen, and impact of co-existent
condition on blood phenylalanine (Phe) control and PKU management were reported.
Results: 30 patients (11males and 19 females), with PKU and a co-existent condition, current median age of
14 years (range 0.4 to 40 years) from 13 treatment centres from Europe and Turkey were described. There
were 21 co-existent conditions with PKU; 9 were autoimmune; 6 gastrointestinal, 3 chromosomal
abnormalities, and 3 inherited conditions. There were only 5 cases of parental consanguinity. Some patients
required conflicting diet therapy (n = 5), nutritional support (n = 7) and 5 children had feeding problems.
There was delayed diagnosis of co-existent conditions (n = 3); delayed treatment of PKU (n = 1) and
amenorrhea associated with Grave's disease that masked a PKU pregnancy for 12 weeks. Co-existent
conditions adversely affected blood Phe control in 47% (n = 14) of patients. Some co-existent conditions
increased the complexity of disease management and increased management burden for patients and
caregivers.
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Conclusions: Occurrence of co-existent disease is not uncommon in patients with PKU and so investigation for co-
existent disorders when the clinical history is not completely consistent with PKU is essential. Integrating care of a
second condition with PKU management is challenging.

© 2015 Elsevier Inc. All rights reserved.

1. Introduction

Since the introduction of dietary treatment for phenylketonuria
(PKU) 60 years ago, there are less than 30 case reports of co-
existent conditions that have occurred co-incidentally. The identifi-
cation and reporting of co-existent conditions are essential to quan-
tify any interrelationship and effect [1] on PKU. Neuropsychological
symptoms of an undiagnosed co-existent condition may be mistak-
enly attributed to PKU; the presence of a co-existent condition may
also alter morbidity and mortality [2], enhance the complexity of
treatment regimens [3] and increase management burden for pa-
tients and caregivers. It is also probable that the co-existence of con-
ditions is likely to amplify with increasing age [2], and so worsen
health outcomes and increase health care costs. The difficulties and
complications associated with co-existent conditions are rarely
quantified in PKU.

Co-existent conditions with PKU that have been reported include
Fabry disease [4], Down syndrome [5], Goldenhar syndrome [6],
acute myeloblastic leukaemia [7], familial hyperglycinuria [8], Type
1 diabetes mellitus (T1DM) [9], hereditary fructose intolerance
[10], Vitamin D dependent rickets Type 1 [11], cystic fibrosis [3,12],
acute lymphoblastic leukaemia [13], and precocious puberty [14,
15]. There has also been association with Duchenne muscular dys-
trophy [16], cystinuria [17], homozygous hypobetalipoproteinemia
[18], and bilateral iris coloboma [19]. There have been case reports
of family members with other inherited conditions such as
galactosaemia and glycogen storage disease type 3 [20]. Genetic
and familial conditions are some of the most common reported co-
existent conditions.

Although rarely examined, it is possible that many PKU centres
have one or more patients with PKU who have a co-existing second
condition. The purpose of this paper is to describe cases from 13
PKU treatment centres of co-existent conditions together with PKU,
outlining any impact of PKU on delay of diagnosis of co-existent dis-
ease and effect of co-existent disorders on PKU management. We
have used the following definition for ‘co-existent’ condition: ‘an ad-
ditional medical condition(s) that co-exists simultaneously but inde-
pendently from PKU.’ Any condition that may be as a consequence of
PKU (e.g. disorder complication) is excluded.

2. Methods

In thismulti-centre, retrospective cohort study, the clinical and demo-
graphic features of patients with PKU and co-existent conditions were
documented. Patients were recruited predominantly from PKU centres
who had health professionals representing the EuropeanNutrition Expert
Panel on Nutrition (ENEP) or the Sapropterin Advisory Board. The follow-
ing parameters were recorded as relevant for each patient: type of co-
existent condition, age of diagnosis of PKU/co-existent condition, gender,
treatment regimen and clinical symptoms, blood phenylalanine (Phe)
control, and psychosocial impact on caregivers and patients. Written in-
formed consent was obtained from the patients or parents/appointed
caregivers of thepatient for publication of case reports. Children gave con-
sent when they had age appropriate understanding.

3. Results

(See Tables 1 and 2 for summary of individual cases).

3.1. Subjects

A cohort of 30 patients (11males and 19 females) with PKU from 13
treatment centres caring for 4410 PKU patients are reported. These
cases are not inclusive of all patients with a co-existent condition from
each clinic; others were not reported due to consent issues, previous
documentation or missing data.

All of these 30 cases were diagnosed by newborn screening, with a
current median age of 14 years (range 0.4 to 40 years). The treated cen-
tres in Europe and Turkey were: Ankara, Turkey; Birmingham, UK;
Brussels, Belgium; Copenhagen, Denmark; Groningen, Netherlands;
London, UK; Nancy, France; Madrid, Spain; Munich, Germany; Padua,
Italy; Porto, Portugal; Szczecin, Poland and Tours, France. Parental con-
sanguinity occurred in only 5 cases; 6 had siblings with PKU, a further
three subjects had a family member with the same co-existent condi-
tion, and two had siblings who died in early infancy (one from a heart
defect; one from an unknown cause). Six patients did not originate in
the country of residence. Nine patients hadmild PKU requiringminimal
or no PKU treatment and 4 patients were treated with sapropterin
(tetrahydrobiopterin; BH4) with or without low Phe diet. Fifteen
patients were taking ≤1000 mg/day of dietary Phe, supplemented
with Phe-free L-amino acid supplement.

3.2. Co-existent conditions

Of the 21 co-existent conditions 9 were autoimmune disorders
[ulcerative colitis (n=2), Type 1 diabetesmellitus (T1DM) (n=4), au-
toimmune hepatitis Type 2 (n = 1), alopecia universalis (n = 1), and
Grave's disease (n = 1)], 6 involved the gastrointestinal tract [cystic fi-
brosis, Crohn's disease, ulcerative colitis (n = 2), oesophageal stenosis
and eosinophilic colitis], 9 were endocrine disorders [T1DM 1 (n = 4),
congenital hypothyroidism (n = 2), Grave's disease(n = 1), and adre-
nal insufficiency (n = 2)], 3 had malignancies [breast cancer (n = 2),
acute lymphoblastic leukaemia (n = 1)], 3 were chromosomal abnor-
malities [Down syndrome, chromosome 19 p13.3 μ-deletion], 3
inherited conditions [cystic fibrosis, Huntington's disease and Stickler
syndrome] and 2 neurological conditions [psychotic behaviour/white
matter disease and Chiari 1 malformation]. Two children had dysmor-
phic syndrome but with unknown diagnosis (BH4 deficiency excluded)
and one child with mild PKU had autism (BH4 deficiency excluded).
Only 6 (20%) patients had no complicating treatment issues as a conse-
quence of the co-existent condition.

3.2.1. Impact on blood Phe control
Some of the co-existent conditions (n=14; 47%) affected blood Phe

control. This was mainly associated with infections, surgery, trauma,
chemotherapy, steroid therapy, inability to eat, and additional nutri-
tional support. In 3 of 6 patients with gastrointestinal disorders, the
blood Phe concentrations lowered with uncontrolled malabsorption.
In two teenage boys with ‘undiagnosed’ inflammatory bowel disease,
blood Phe levels below lower target range were seen for some weeks
before ‘obvious’ onset of symptoms; additional Phe intake did not
cause blood Phe to increase until appropriate treatment medication
was commenced. In one newly diagnosed infant with PKU and weight
loss, blood phe did not reach target treatment levels until treatment
commenced for adrenal insufficiency.

Corticosteroid therapy (intermittent) was associated with in-
creased blood Phe in 3 of 6 cases. Methotrexate was used to treat 2
patients (for ALL; alopecia universalis); the patient with Alopecia
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