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Abstract | Cornelia de Lange syndrome (CdLS) is an archetypical genetic syndrome that is
characterized by intellectual disability, well-defined facial features, upper limb anomalies and

atypical growth, among numerous other signs and symptoms. It is caused by variants in any one

of seven genes, all of which have a structural or regulatory function in the cohesin complex.
Although recent advances in next-generation sequencing have improved molecular diagnostics,
marked heterogeneity exists in clinical and molecular diagnostic approaches and care practices
worldwide. Here, we outline a series of recommendations that document the consensus of a
group of international experts on clinical diagnostic criteria, both for classic CdLS and non-classic
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CdLS phenotypes, molecular investigations, long-term management and care planning.

Cornelia de Lange syndrome (CdLS) (Online Mendelian
Inheritance in Man (OMIM) entries 122470, 300590,
300882, 610759 and 614701) is a multisystem disorder
with physical, cognitive and behavioural characteristics
that is named after the Dutch paediatrician Cornelia de
Lange, who first described the developmental disorder
in two infants in 1933 (REF"). The prevalence is estimated
to be between 1 in 10,000 and 1 in 30,000 live births®

Classic (or typical) CdLS is easily recognized from
birth by experienced paediatricians and clinical geneti-
cists owing to a distinctive craniofacial appearance and
growth pattern, as well as limb malformations (FIC. 1).
However, not all individuals with CdLS exhibit the clas-
sic phenotype, and presentation of the disorder can vary
widely, from mild to severe and with different degrees of
facial and limb involvement.

Over the past decade, genome-wide technolo-
gies, which can detect abnormal copy number and/or
sequence variation, have emerged as a new first-line

test for individuals with clinically significant develop-
mental disorders. While molecular investigations have
successfully attributed the aetiology of CdLS to genetic
variants of structural or regulatory components of the
cohesin complex, using genotype as the gold standard
for diagnosis has led to problems in clinical studies
of CdLS. For example, plausibly causal variants have
been identified in a confirmed CdLS gene, SMCIA, in
individuals who exhibit no features of CdLS but have
characteristics resembling Rett syndrome’. As another
example, plausibly causal variants were found in genes
that had been associated previously with developmen-
tal disorders but not with CdLS, such as ANKRDI1 and
NAAIO, in individuals with features of CdLS*’. Finally,
gene variants whose products are considered to func-
tion in the cohesin complex were reported in individuals
who do not exhibit the classic CdLS phenotype. Taken
together, this heterogeneity in presentation and causal
genes has made it increasingly difficult to determine
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which combination of characteristics should still be
called CdLS".

The overall CdLS phenotype can be characterized
as a spectrum (FIC. 2) to which the classic CdLS phe-
notype belongs as well as syndromes with a similar but
non-classic phenotype caused by pathogenic variants
in genes involved in cohesin functioning. A group of
entities also caused by pathogenic variants in genes
involved in cohesin functioning but showing only very
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limited overlap with the classic CdLS phenotype, such
as Roberts syndrome (OMIM 268300) and Nicolaides—
Baraitser syndrome (OMIM 601358), are not considered
to be part of the CdLS spectrum. To date, there is no
individual with a classic CdLS phenotype known to us in
whom a variant in a gene without cohesin function has
been reliably shown to be causative. All known causes of
CdLS can thus be categorized as cohesinopathies, but not
all cohesinopathies result in CdLS.

From the patient and family perspective, grouping
individuals with a specific disorder facilitates knowledge
exchange, establishes contact between affected individ-
uals and their families who can support each other, and
increases attention from scientists. However, indicating
differences is also useful to tailor care to the individual.
Recognizing the great phenotypic variability of CdLS and
the wide heterogeneity in diagnostics, care and manage-
ment of individuals with CdLS, a group of international
experts, representing the Scientific Advisory Council
of the World Federation of CdLS Support Groups,
established an International CdLS Consensus Group to
address these issues and define a series of recommenda-
tions that are presented in this Consensus Statement (for
recommendations R1-R68, see Supplementary Box 1).

Methods

The International CdLS Consensus Group comprised
43 participants from 30 institutions in 9 countries.
The group consisted of clinicians, scientists and two
patient-group representatives. The clinicians practice
in North America, South America and Europe. A mod-
ified Delphi consensus process was adopted (TABLE 1).
Discussions occurred via video conference calls, e-mail
communications and file exchanges. All known support
groups were contacted by e-mail to identify key issues
that should be addressed during the consensus process.
Subsequently, the issues to be addressed were deter-
mined by the Consensus Group in a video conference
call. A plenary face-to-face 2-day meeting of 17 partici-
pants (including the patient-group representatives) was
held in November 2017. Consensus recommendations
were voted on by 37 participants (for recommendations
R1-R68, see Supplementary Box 1).

Clinical diagnostic criteria
Clinical features
A combination of signs and symptoms defines the classic
CdLS phenotype. We have classified these into cardinal
features, considered to be the most characteristic for
CdLS, and suggestive features, which add to the diagno-
sis but are less specific (BOX 1; FIG. 3) (R1). We developed
consensus criteria using these features: a score of 211
indicates classic CALS if at least three cardinal features are
present; a score of 9-10 indicates non-classic CdLS if at
least two cardinal features are present; a score of 24 is suf-
ficient to warrant molecular testing for CdLS if at least one
cardinal feature is present; a score below <4 is insufficient
to indicate such testing (R2). A score of 211 confirms the
diagnosis of CdLS regardless of whether a pathogenic
variant in one of the known genes can be found.

We tested the clinical diagnostic criteria in a series of
75 individuals with an NIPBL variant, 62 of whom had

650| OCTOBER 2018 | VOLUME 19

www.nature.com/nrg


http://www.cdlsworld.org

CONSENSUS STATEMENT

Fig. 1| Facial phenotype of individuals with Cornelia de Lange syndrome.

a| Classic Cornelia de Lange syndrome (CdLS) phenotype resulting from an NIPBL
variant. b | Non-classic CdLS phenotype in an individual harbouring an NIPBL variant.
c | Adult with the classic phenotype (NIPBL variant). d | Non-classic phenotype in
individual with an SMC1A variant. e | Classic phenotype in an individual with an SMC3
variant. f| Non-classic phenotype in an individual with a RAD21 variant. g | Non-classic
phenotype in an individual with an HDAC8 variant. h | Non-classic phenotype in an
individual with an ANKRD11 variant.

Cohesin complex

A multisubunit protein complex
that mediates sister chromatid
cohesion and cellular
long-distance chromatin
interactions. In vertebrates, the
cohesin complex is composed
of structural maintenance of
chromosomes protein 1A
(SMC1A), SMC3, RAD21

and cohesin subunit SA1

(also known as STAG1).

Genotype

The primary DNA sequence,
either overall or at a specific
locus, of an individual or of the
organs, tissues or cells of that
individual.

Rett syndrome

A severe, progressive
neurological disorder primarily
affecting females that is mainly
caused by mutations in the
gene encoding
methyl-CpG-binding protein 2
(MECP2). It is characterized by
loss of acquired speech and
motor skills, repetitive hand
movements, breathing
irregularities and seizures.

Cohesinopathies
Disturbances of the function of
the cohesin complex that lead
to altered human
development.

been scored in the past — independently of the present
criteria — as having the classic phenotype, and 13 of
whom were reported to have a non-classic phenotype™’.
Individuals with a classic phenotype and an NIPBL vari-
ant had a score between 12 and 16 (mean 13.5; cardinal
features 3-5, mean 3.9), and those with the non-classic
CdLS phenotype had a score between 9 and 11 (mean
10.0; cardinal features 2-3, mean 3.0). We also tested 46
individuals with an SMCIA variant, of whom 40 were
identified as having a CdLS phenotype, and 6 were deter-
mined to have a phenotype resembling Rett syndrome’.
Individuals with an SMCIA variant and a CdLS pheno-
type had a score between 2 and 13 (mean 8.0; cardinal
features mean 2.9), and those with a Rett-like phenotype
had a mean score of 3.5 (2-5; cardinal features mean 0.7).
No individual with a CdLS phenotype and a molecular
confirmation of a variant in NIPBL and SMCIA would
have been missed using the presently proposed crite-
ria. We tested the specificity of the clinical diagnostic
criteria by applying them to a series of individuals with
any of three entities that resemble CdLS (Coffin-Siris
syndrome’, Rubinstein-Taybi syndrome® or Nicolaides—
Baraitser syndrome’); no individual scored as having a
classic CdLS phenotype, and 4-10% scored as having a
non-classic phenotype, indicating excellent discrimina-
tory ability. The true specificity can be determined only
in a separate, dedicated study.

Severity scores

Several scoring procedures have been described to
indicate the severity of CdLS>'*"'%. No score takes the
severity as experienced by the families into account, nor
estimates the severity of all organ systems that may be
affected in CALS. We suggest that existing severity scores

should be used with caution and acknowledge the need
for the development of a severity score that represents
severity as experienced by families, preferably stratified
by genetic cause (R3).

Molecular diagnostic criteria

Genetics of CdLS

The CdLS spectrum has been associated with molecular
abnormalities affecting genes involved in chromatin regu-
lation, most commonly those involving the cohesin com-
plex*™® (FIC. 4). Cohesin is an essential regulator of most
aspects of chromosome biology, including chromosome
segregation, maintenance of genome stability, regulation
of gene expression, chromatin structure and genome
organization'’-2. Although the exact pathomechanisms
in CdLS are currently not fully understood, the direct role
of cohesin as a regulator of gene expression is estimated
to be of crucial importance for cohesin function.

In 2004, Nipped-B-like protein (NIPBL) was identi-
fied as the human homologue of the fungal and fly sister
chromatid cohesion protein 2 (SCC2), which together
with SCC4 forms a complex that is necessary for cohesin
loading onto chromosomes, and variants in NIPBL were
identified as the cause of classic CALS™'". Since then,
cohorts of individuals with classic, non-classic and over-
lapping phenotypes have been screened for gene variants
of other cohesin core and regulatory proteins, leading to
the detection of variants in six additional genes causal
of CdLS: SMCIA, SMC3, RAD21, BRD4, HDAC8 and
ANKRDI11 (R4). In a study in which 44 individuals were
studied for all 5 genes known at the time to cause CdLS
(NIPBL, SMCI1A, SMC3, RAD21 and HDACS), and
including a search for mosaicism, a causative variant was
detected in 84% of individuals®. The clinical features of
individuals with variants in the seven known genes differ
in several aspects (TABLE 2).

NIPBL. Variants in NIPBL can be identified in approx-
imately 70% of cases. Multiple studies have noted that
loss-of-function variants cause more severe clinical
features than missense variants, which are typically,
albeit not always, associated with a less marked pheno-
type'®'*=%, In addition to single nucleotide variants,
microdeletions or intragenic exon deletions have been
identified in 3% of cases'*"**. Furthermore, a substantial
number of individuals with classic CdLS carries mosaic
NIBPL variants”. While individuals with the classic
CdLS phenotype are likely to have variants in NIPBL,
individuals with variants in one of the other causative
CdLS genes can also fulfil the criteria for classic CdLS.

SMCIA. SMCIA encodes structural maintenance of
chromosomes protein 1A, a core component of the
cohesin complex (FIC. 4), and variants in this gene have
been identified in an estimated 5% of individuals with
CdLS’. Many individuals usually display a non-classic
phenotype®'>'**** and have fuller eyebrows, a less strik-
ing shortening of the nasal bridge and a rounder face
than individuals with NIPBL variants. A subset (40%)
of individuals with SMCIA variants (as ascertained by
panel sequencing for genes involved in intellectual dis-
ability) present with a phenotype distinct from CdLS
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Other phenotypes sharing

limited signs of CdLS

CdLS spectrum

Non-classic CdLS
phenotype i

Variant in
other gene

I
Variant in a gene involved in 5
dysregulated cohesin functioning ’

Fig. 2 | The phenotypes classified as Cornelia de Lange syndrome can be defined as
a spectrum. The Cornelia de Lange syndrome (CdLS) spectrum includes individuals with
the classic CdLS phenotype in whom a pathogenic variant in a gene involved in cohesin
functioning has or has not been identified (if molecular confirmation is absent, the
diagnosis can still be determined clinically), as well as individuals with a non-classic CdLS
phenotype who harbour a pathogenic variant in a cohesin function-relevant gene.
Individuals who carry a presumed pathogenic variant in a cohesin function-relevant gene
but exhibit little or no resemblance to the classic CdLS phenotype do not fall within the
CdLS spectrum. Please note that mildly affected and severely affected individuals may
present both classic and non-classic CdLS. The question mark indicates that there may
be genes causing CdLS spectrum that do not have a cohesin function; such genes are
unknown at present, but their existence cannot be excluded.

Delphi consensus process
A structured communication
process between a panel of
experts.

Mosaicism

The presence of two or more
populations of cells with
different genotypes in a single
individual, who has developed
from a single fertilized egg cell.

Facial gestalt

The unified pattern of elements
of facial characteristics that
cannot be derived from the
simple summation of its
elements.

that often resembles Rett syndrome®***'. SMCIA is an
X-linked gene that is not inactivated™, and in the few
families reported to date, female individuals are less
affected than male individuals>'>. One parent, who
showed no symptoms or signs of CdLS, was reported to
harbour a mosaic SMCIA variant®.

SMC3. In 2007, a series of 115 individuals with CdLS
was specifically investigated for variants in SMC3, which
encodes another component of the cohesin complex
(FIG. 4), and a single individual with atypical CdLS was
found to have a variant in this gene'®. SMC3 variants are
uncommon causes of CdLS* and were also identified
in individuals with intellectual disability, short stature
and congenital anomalies who do not fulfil the clinical
diagnostic criteria of non-classic CdLS*>**. SMC3 var-
iants identified in individuals with CdLS are typically
missense changes”, suggesting that loss-of-function
variants are not tolerated.

RAD21. Double-strand break repair protein rad21
homologue (RAD21) is another protein that is part of the
cohesin complex*. To date, 13 individuals with RAD21
variants have been reported, and our mutual experience
adds 10 further variants, suggesting that RAD2] variants
comprise a small percentage of causes for CdLS. The first

Table 1| Details of the Delphi consensus voting process

Level of Definition Votes (%)

evidence

+++ Evidence or general agreement indicate full agreement >70
with the recommendation

++ Evidence or general agreement favour the 50-69
recommendation

+ Evidence or general agreement are weak for the 26-49
recommendation

- Insufficient evidence or general agreement for the <26

recommendation

Voting was performed digitally by 37 co-authors of the guidelines. For all recommendations, >90%
was in full agreement with the recommendations. Patient group representatives did not vote.

RAD?2] variants were reported in two individuals with a
non-classic CdLS phenotype'”. The subsequently reported
individuals with a RAD2] variant also had a non-classic
phenotype***. Truncating and missense RAD2] variants
and intragenic deletions have been noted*’, and missense
variants were also reported in individuals without CdLS
features**. The limited number of reported individuals
precludes any genotype—phenotype correlation.

BRD4. Bromodomain-containing protein 4 (BRD4) is
a chromatin-associated protein that localizes to clusters
of enhancers by binding to acetylated histone H3 Lys27
(H3K27ac)”. The encoding gene was first implicated in
CdLS when a de novo deletion that included BRD4 was
identified in an individual with an atypical CdLS pheno-
type; targeted sequencing subsequently determined
de novo intragenic variants in BRD4 (REF."¥). Mass spec-
trometry identified NIPBL as a prevalent interacting
protein in BRD4 immunoprecipitates, and missense
variants were found to ablate the interaction with the
acetylated histone while retaining the NIPBL associa-
tion'®, suggesting that sequestration of NIPBL underlies
the pathogenic mechanism. The number of individuals
with BRD4 variants is too small to draw conclusions
regarding the most common phenotype.

HDACS. The first variants in HDACS8 were reported in
individuals with classic CdLS and in those with non-
classic CALS* and in a family with X-linked intellectual
disability and a phenotype that did not resemble CdLS*.
To date, 65 individuals with HDACS8 variants have been
reported****~*2, The variation in phenotype is remarkably
wide and is typically non-classic, but some individuals
fulfil the criteria for classic CdLS (BOX 1). Distinctive fea-
tures in affected individuals in addition to those of CdLS
include a large anterior fontanel, widely spaced eyes (also
known as orbital hypertelorism) and happy personali-
ties. HDACS is located on the X chromosome and can
be inactivated*'. Female carriers can be either affected
or completely healthy, presumably depending on which
X chromosome is inactivated. Most female individuals
who are heterozygous for pathogenic HDACS variants
demonstrate marked skewing of X-inactivation towards
the wild-type allele*"*.

ANKRDI11. To date, five de novo ANKRDI1 variants
have been reported in individuals with a non-classic
CdLS phenotype”>*, and additional variants have been
identified in clinical and research cohorts (unpub-
lished observations, A.D.K., D.F, EJ.K. and R.C.H.).
These patients have features that overlap with CdLS in
facial gestalt, as well as some minor CdLS features (BOX 1).

Other genes. In the search for further causes of CdLS,
variants in several additional genes have been identi-
fied by exome sequencing; however, these variants were
detected in individuals exhibiting limited clinical CdLS
features rather than in individuals fulfilling the clinical
diagnostic criteria for CdLS. De novo variants in EP300
were detected in individuals with some features sugges-
tive of CdLS*, and de novo AFF4 variants have been
reported in three individuals with CHOPS syndrome,
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Box 1| Clinical features of Cornelia de Lange syndrome

Cardinal features (2 points each if present)
e Synophrys (HP:0000664) and/or thick eyebrows (HP:0000574)
* Short nose (HP:0003196), concave nasal ridge (HP:0011120) and/or upturned nasal tip

(HP:0000463)

* Long (HP:0000343) and/or smooth philtrum (HP:0000319)
* Thin upper lip vermilion (HP:0000219) and/or downturned corners of mouth

(HP:0002714)

* Hand oligodactyly (HP:0001180) and/or adactyly (HP:0009776)
 Congenital diaphragmatic hernia (HP:0000776)

Suggestive features (1 point each if present)

* Global developmental delay (HP:0001263) and/or intellectual disability (HP:0001249)
* Prenatal growth retardation (<2 SD) (HP:0001511)

* Postnatal growth retardation (<2 SD) (HP:0008897)

* Microcephaly (prenatally and/or postnatally) (HP:0000252)

¢ Small hands (HP:0200055) and/or feet (HP:0001773)

e Short fifth finger (HP:0009237)

¢ Hirsutism (HP:0001007)

Clinical score

* >11 points, of which at least 3 are cardinal: classic CdLS

* 9 or 10 points, of which at least 2 are cardinal: non-classic CdLS

* 4-8 points, of which at least 1 is cardinal: molecular testing for CdLS indicated

* <4 points: insufficient to indicate molecular testing for CdLS

Definitions according to Elements of Morphology. Human phenotype ontology identifier
(HPO ID) numbers listed between brackets. CdLS, Cornelia de Lange syndrome.

Cell-free fetal DNA
Circulating DNA in maternal
plasma originating from the
fetus.

which stands for cognitive impairment, coarse facies,
heart defects, obesity, pulmonary involvement, short
stature and skeletal dysplasia and includes features that
overlap with CdLS*. Variants in NAA10 have been
described in a series of individuals with some resem-
blance to individuals with CdLS that is limited to the
periorbital region’. Finally, recessive TAF6 variants have
been reported in two families with children who showed
features that overlap with CdLS".

Mosaicism

Mosaicism has been found to occur frequently in
CdLS”. Approximately 15-20% of individuals with clas-
sic features have mosaic NIPBL variants that cannot be
detected in lymphocytes****. Rarely, individuals with
CdLS can harbour mosaic SMC3 (REF*"), RAD21I (REF*)
or SMCIA variants (unpublished observations, D.E and
EJ.K.). It is assumed that mosaicism leads to variation in
severity of the clinical phenotype but there is no formal
proof of this at present. Selection against haematopoietic
cells expressing variant HDAC8 has been reported”’, and
the absence of NIPBL variants in blood cells but their
presence in other tissues™* suggests that haematopoietic
selection for expression of the normal allele occurs with
NIPBL mosaicism. The gold standard for the identifi-
cation of mosaicism is evaluation of DNA from uncul-
tured fibroblasts, but circumstances may dictate the
use of other tissues (R5). Analysis of DNA from buccal
cell swabs, cultured fibroblasts, bladder epithelial cells,
uncultured skin biopsy samples or surgical specimens
has improved the detection rate for mosaic variants**.

Familial recurrence risk

No large studies have been performed to deter-
mine gene-based familial recurrence risks in CdLS.
Infrequently, families in which non-classic CdLS seg-
regates in an autosomal dominant manner have been
reported, as has germline mosaicism leading to affected
siblings born to unaffected parents*’-**. Our joint expe-
rience in 560 families including an individual with a
causal NIPBL variant suggests that the familial recur-
rence risk owing to gonadal mosaicism is 0.89% (unpub-
lished observations, A.D.K., M.A.D.,E].R.,JJW,, V.C.-D,,
D.F, E]J.K,, J.P, E.R. and R.C.H.). The recurrence risks
for the X-linked SMCI1A and HDACS variants follow
general rules of X-linked inheritance; by far, most have
occurred as de novo events. If no molecular evaluation
can be performed, the empirical recurrence risk is 1.5%*
(R6). Genetic counselling may be especially difficult for
families in whom variants have been detected in SMCIA,
HDACS8 and RAD21 owing to the remarkable variability
of the phenotype, even within families™*>*"**,

Diagnostic approaches

Prenatal diagnostics. The major indications for pre-
natal diagnostics are an earlier child with CdLS, a new
pregnancy in a family with a known genetic alteration
in a CdLS gene or, as occurs most frequently, no family
history but features suggestive of CALS on fetal ultra-
sonography. In 73 published cases involving patients
with prenatal findings suggestive of CdLS, symmetric
intrauterine growth restriction (IUGR) with onset in
the second trimester was noted as the most common
finding (80%)°. Limb anomalies were seen in 66% of
fetuses (likely representing a selection bias), and approx-
imately 50% of fetuses had an abnormal facial profile
(micrognathia and prominent maxilla)*'. Other reported
findings include increased nuchal thickness (51%), dia-
phragmatic hernia (28%) and cardiac malformation
(15%)*. When considering prenatal investigations, the
pros and cons of the prenatal studies need to be dis-
cussed with the parents to offer investigations tailored
to their wishes and to the technical, medical and legal
options available (R7).

Prenatal molecular testing can be performed on sam-
ples obtained from chorionic villous sampling or amnio-
centesis or by testing embryonic cells obtained through
in vitro fertilization. Single-gene sequencing with or
without deletion or duplication testing is used most fre-
quently, but the advent of panel testing of chorionic villi
or amniocytes allows assessment of all known causative
genes in a single test in some countries (R8).

Non-invasive cell-free fetal DNA multi-gene screening
that includes CdLS genes can identify de novo variants
in families without a previous child who has CdLS.
However, comparison with both biological parental sam-
ples is essential to interpret the large number of variants
for which pathogenicity may be difficult or impossible
to determine, which precludes meaningful use of this
approach in routine practice at the present. Owing to the
complexity of the molecular findings, prenatal testing
for CdLS outside of a known familial pathogenic var-
iant remains challenging. Interpretation of novel vari-
ants requires caution as pathogenicity may be difficult to
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Thick eyebrows

Short nose

Thin upper lip
vermilion

— Synophrys

Concave nasal ridge

— Upturned nasal tip

o Long, indistinct philtrum

—— Downturned corners
of mouth

Fig. 3| Cardinal facial features of Cornelia de Lange syndrome. Facial features
that are the most characteristic for Cornelia de Lange syndrome (CdLS) include eye
manifestations such as synophrys (meeting of the medial eyebrows in the midline)
and thick eyebrows, a short nose, concave nasal ridge and upturned nasal tip,
along and smooth philtrum, a thin upper lip vermilion and downturned corners

of the mouth. Non-facial features (not shown) that are considered to be cardinal
features of CdLS include hand oligodactyly (the congenital absence of one or more
fingers), adactyly (the absence of all fingers and/or toes) and congenital

diaphragmatic hernia.

Multiplex ligation-dependent
probe amplification

(MLPA). A molecular technique
involving the ligation of two
adjacent annealing
oligonucleotides followed by
quantitative PCR amplification
of the ligated products,
allowing the characterization of
chromosomal aberrations in
copy number or sequence and
single nucleotide
polymorphism or mutation
detection.

determine, and the possibility of undetectable mosaicism
often precludes using testing for exclusion purposes. For
these reasons, the validity and informative value of pre-
natal test results, and the ethical issues these may raise
for families in deciding whether to continue a preg-
nancy, must be considered and discussed with couples
before sampling.

Molecular genetic testing. Panel sequencing is the most
effective way of detecting causative variants in any of
the genes known to cause CdLS, and first-line molecu-
lar testing should use a panel that contains at least
the seven known CdLS genes (FIG. 5). Most diagnostic
laboratories include several additional genes that can
cause a phenotype resembling CdLS, such as CREBBP
and EP300.

We realize that the availability of panel sequencing
varies widely around the world, and financial constraints
may dictate that clinicians work with other technologies.
If panel sequencing is unavailable, Sanger sequencing
of NIPBL in an individual with the classic phenotype
would be the preferred approach for molecular testing.
For individuals with non-classic phenotypes, evaluation
of the phenotype may allow experienced clinicians to
determine which of the other candidate genes should
be sequenced first (R9).

If panel or Sanger sequencing does not detect
causal variants, a study aimed at detecting mosai-
cism should be considered, preferably using uncul-
tured fibroblasts, although buccal cells or bladder
epithelial cells can also be used. If negative, test-
ing for deletions or duplications of NIPBL using
multiplex ligation-dependent probe amplification (MLPA)
should be considered.

Medical follow-up

Paediatric medical follow-up

Given that CdLS can usually be recognized from birth,
the paediatrician has a central role in clinical care.
Once the clinical diagnosis of CdLS has been confirmed,
every infant or child needs to be evaluated for common
associated major malformations that require manage-
ment or surveillance. Routine echocardiography and
renal sonography are indicated in every diagnosed infant
and child, given that 25% of individuals with CdLS have
a cardiac anomaly and 10% have a renal malformation™.
In adolescents, the usefulness of such studies should be
guided by symptomatology (R10). Central nervous sys-
tem imaging is indicated only if neurological symptoms
such as seizures present, which is rare. Treatment and
surveillance of major malformations are the same as for
children without CdLS. In 50% of children with CdLS
who have undergone intubation, the procedure has been
difficult. Moreover, an adverse allergic reaction to mida-
zolam (a short-acting benzodiazepine used for sedation)
can occur”, although complications due to anaesthetic
medications are rare®.

CdLS-specific growth charts are available®'. Weight
at birth is usually below the 5th percentile, and height,
weight and head circumference all remain below the
ranges for the general population (R11). The growth
charts are derived from clinically diagnosed individ-
uals, and no growth charts subdivided by molecular
background are available. Growth is influenced by the
nature of the variant and the causative gene'*** and tends
to be less compromised in individuals with SMCIA
variants compared with those with NIPBL variants’.
If growth velocity is lower than expected, gastrointestinal
problems, thyroid dysfunction and growth hormone dis-
turbances should be considered. Growth hormone secre-
tion is normal in most children®, although a single child
with a NIPBL variant with low growth hormone levels
and an increase in growth after supplementation has
been described™. The benefits of increased growth by
growth hormone supplementation should be weighed
against the burden of daily subcutaneous injections and
the lack of a positive impact of an increased adult height
on the quality of life for most individuals with CdLS.

Feeding difficulties are almost universally present
in neonates and infants with CdLS and often in chil-
dren and adults as well. Oral feeding is preferred if it is
safe and stress-free and if feeding time does not exceed
3 hours per day, otherwise enteral feeding is recom-
mended”. Involvement of dieticians is essential (R12,
R13). Gastrostomies are the preferred option if tube feed-
ing is needed for a prolonged period of time. Cleft palate,
micrognathia and dental issues may contribute to feed-
ing difficulties”. Cleft palate, including submucous cleft
palate, occurs in 20% of individuals with CdLS. Isolated
cleft lip is not related to CdLS. Dental problems consist of
delayed secondary tooth eruption, small or absent teeth,
malposition, malocclusion, overcrowding of teeth, dental
caries on the perilingual maxillary surface (due to gastro-
oesophageal reflux disease (GERD)), periodontal disease
and bruxism. Dental problems are worsened by poor
oral hygiene, especially in those with marked intellec-
tual disability, and owing to limited patient compliance™
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Fig. 4| Cornelia de Lange syndrome is a cohesinopathy. Cornelia de Lange syndrome (CdLS) is caused by genetic
variants that affect subunits or regulators of the cohesin complex. The structural core components double-strand break
repair protein rad21 homologue (RAD21), structural maintenance of chromosomes protein 1A (SMC1A) and SMC3 of
cohesin are thought to form a tripartite ring entrapping chromatids. In humans, cohesin subunit SA1 (STAG1), STAG2 or
STAGS3 directly attach to the ring and form part of the core complex. Nipped-B-like protein (NIPBL) and MAU2 chromatid
cohesion factor homologue form a heterodimeric complex named kollerin that is required for cohesin loading onto DNA,
and in which bromodomain-containing protein 4 (BRD4) interacts with NIPBL. Histone deacetylase 8 (HDACS8) regulates
the cohesin complex release from chromatin by deacetylating SMC3. The functional interaction of ankyrin repeat domain-
containing protein 11 (ANKRD11) with cohesin is under study but is currently unknown. Ac, acetyl group; AFF4, AF4/FMR2

family member 4; EF, elongation factor; RNAPII, RNA polymerase II; TF, transcription factor.

(R14, R15), which may lead to early-onset dental decay
and periodontal disease*. Dental treatment by an inter-
disciplinary health-care team, a healthy diet, topical
fluoride application and periodic dental check-ups are
crucial in optimal management®*°".

Motor development is invariably delayed. Reliable
data for a large series of individuals with molecularly
confirmed diagnoses are not available. In a small series
(n=51), children with SMCIA variants reached several
milestones (sitting, walking and first words) at a younger
age than children with NIPBL variants®. In the latter
group, at 5 years of age, 99% were able to sit, 63% could
walk independently and 38% had started to speak (R16).

Vaccinations should be given according to national
schemes (R17). Recurrent respiratory infections are
common and are thought to be secondary to altered
anatomy, hypotonia and coordination of swallowing and
coughing. Immunological anomalies occur occasion-
ally; if unusually frequent or severe infections are pres-
ent, further studies are indicated®’. Thrombocytopenia
has been reported but is usually non-progressive and
asymptomatic®>*, and specific testing is not needed.

Pain can occur in children with CdLS, especially
owing to dental problems, bladder and upper res-
piratory tract (including ears and sinuses) infections,
gastro-oesophageal reflux and/or hip anomalies. Limited
communicative abilities may hamper the shared recog-
nition of pain®, and pain can lead to substantial behav-
ioural problems. If there is suspicion that a patient with
CdLS is in pain, the use of specific tools to identify pain
in an individual with intellectual disability, such as the
face, legs, activity, cry, consolability (FLACC) assessment
tool, is recommended® (R18).

Most individuals with CdLS will go through puberty.
In clinically diagnosed individuals, puberty was mildly
delayed (mean age of onset was 15 years for boys and
13 years for girls)”. That is, on average, menarche is
delayed by 1 year compared with the general population;
5% of girls with CdLS will never menstruate. For those
who do, the menstrual cycle often remains irregular.
A bicornuate uterus is found in 19% of female patients,
and approximately 80% of girls develop breast tissue.
In boys with CdLS, 80% exhibit cryptorchidism, 37%
have a small penis and 9% have hypospadias®. Surgical
correction of cryptorchidism is recommended to reduce
the risk of testicular cancer, as in the general popula-
tion. No lowering of voice in boys at puberty has been
reported’. Teenagers with CdLS can become overweight
or develop overt obesity, which is often induced by high-
calorie food offered by caregivers in combination with
limited physical activity’; regular evaluation of weight
is essential.

Preferably, all individuals with CdLS should be
followed up by a paediatrician experienced in CdLS.
Follow-up varies between countries but is frequent in
infancy and early childhood, and annually to once every
3-5 years in adolescence and adulthood. In case of prob-
lems, the schedule should be adapted to include more
frequent follow-up visits (R19).

Adult medical follow-up

Currently, most people with CdLS reach adulthood
owing to improved care, especially in the first year of
life. Individuals with CdLS aged =50 years have been
described”*”. Care coordination in adults is required,
as many medical disciplines are typically involved.

NATURE REVIEWS | GENETICS

VOLUME 19 | OCTOBER 2018 | 655



CONSENSUS STATEMENT

Table 2 | Comparison of the main clinical findings in individuals with molecularly confirmed Cornelia de Lange syndrome

HPO ID* NIPBL SMC1A SMC3 BRD4 HDAC8 RAD21 ANKRD11
Growth
IUGR 0001511 +++ ++ + ++ ++ ++ -
Short stature 0004322 +++ ++ s + + ++ T+
Microcephaly 0000252 ++++ ++ ++ ++ + T+ +
Craniofacial features
Brachycephaly 0000248 ++ + +++ + +++ ++ +
Low anterior hairline 0000294 +++ +++ +++ ++ ++ + +
Arched, thick eyebrows 0002253, 0000574 +++ +++ ++++ +++ +++ +++ +
Synophrys 0000664 ++++ +++ +++ +++ ++++ +++ +
Long eyelashes 0000527 ++++ +++ +++ + + +++ +
Depressed nasal bridge 0005280 +++ + + + + + —a
Anteverted nostrils 0000463 +++ ++ ++ ++ +++ +++ +
Broad nasal tip 0000455 ++ ++ +++ + + - ++
Long, smooth philtrum 0000343,0000319 +++ ++ ++ ++ ++ ++ ++
Thin upper vermilion 0000219 ++++ +++ +++ ++ + +++ ++
Downturned corners of the mouth 0002714 ++++ +++ ++ + ++ +t -
Highly arched palate 0000218 ++ + + + + ++ +
Widely spaced teeth 0000687 +++ + + - ++ - L
Micrognathia 0000347 +++ + + ++ ++ + -
Low-set and malformed ears 0000369, 0000377 ++ + + - + + -
Trunk and limbs
Oligodactyly and adactyly (hands) 0012165,0009776 + — - = = = -
Small hands 0200055 +++ +++ +++ ++ 4+ +++ 1
Proximally placed thumbs 0009623 ++ + +++ +++ +++ + -
Clinodactyly or short fifth finger 0004209, 0009237 +++ + ++ + ++ +++ ++
Small feet 0001773 ++++ ++ +++ NR +++ +++ +
Hirsutism 0001007 +++ +++ ++++ - + Sl ++
Cardiovascular anomalies 0002564 + + + + + + -
Vertebral anomalies 0003468 - - 4 = = St T4t
Cognition and behaviour
Intellectual disability (any degree) 0001249 4+ 4+ et ++++ S + o+
ASD 0000729 + 4 dr — + + +
Self-injurious behaviour 0100716 +++ + NR + + - 4t
Stereotypic movements 0000733 ++ ++ NR NR - - -

ASD, autism spectrum disorder; HPO ID, Human Phenotype Ontology identifier; IUGR, intrauterine growth retardation; NR, not reported. ++++, 290%; +++, 70-89%;

++, 50-69%; +, 20-49%; —, <20%. *Prominent nasal bridge. "Macrodontia (larger than normal teeth).

A small number of women with CdLS have given
birth, and often the diagnosis in the mother has been
made only after diagnosis of the child****"*, A few men
with CdLS are known to have fathered a child*”’, but
reliable data on male fertility are not available. Sexual
education should be offered appropriate to the level
of socioemotional and cognitive functioning’ (R20).
Contraceptive options are the same as for the general
population. For some individuals, suppression of menses
is preferred, and several contraceptives can effectively
control or suppress menstruation. Hysterectomy is not
recommended as a primary method of contraception but

is sometimes employed for menorrhagia that does not
respond to treatment’? (R21). Premenstrual syndrome
and dysmenorrhoea occur in women with CdLS and
can be associated with behavioural changes. Treatment
options are as in the general population. We found no
mention of menopause in CdLS in the literature, and
no reliable studies on osteoporosis are available.
Several studies*** indicate that >30% of adults with
CdLS are overweight, and at least 50% are considered
obese. It remains uncertain whether this percentage is
higher than in individuals with the same cognitive level
and mobility. Obviously, caution with diet and physical
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Fig. 5 | Molecular diagnostic pathways for Cornelia de Lange syndrome. In individuals with the classic Cornelia de
Lange syndrome (CdLS) phenotype, the first-line molecular diagnostic approach should be next-generation sequencing
(NGS)-based screening — either gene panel, whole-exome sequencing (WES) or whole-genome sequencing (WGS) —
including currently known CdLS genes (NIPBL, SMC1A, SMC3,RAD21, BRD4, HDAC8 and ANKRD11). If NGS is not
available, molecular testing should begin with targeted sequencing of NIPBL. In individuals with the non-classic CdLS
phenotype, the phenotype itself may allow experienced clinicians to determine which candidate gene should be
sequenced first; if this cannot be determined, WES or WGS can be performed. In the case of negative results, NIPBL and
subsequently the other CdLS genes should be tested for mosaicism using tissues other than blood, for example,
fibroblasts, buccal swabs or bladder epithelial cells from urine. Deletion and duplication testing of NIPBL can be carried
out using multiplex ligation-dependent probe amplification (MLPA) or chromosome microarray if first-line testing is not
WES or WGS, through which deletions and duplications can be readily detected. If WES or WGS are used for first-line
testing, the data can be investigated further for variants in other genes.

activity is indicated (R22). Type 2 diabetes mellitus
develops in 4% of individuals’.

Organ involvement is similar to that seen in the paedi-
atric population and is discussed according to the major
affected systems in detail below. Congenital heart
anomalies should be detected in infancy or childhood
and typically do not cause unexpected complications in
adulthood. Hypertension and congestive heart failure
have been reported in 4-8% and 2-4% of individuals
with CdLS, respectively>”*. Fatal coronary occlusion and
pulmonary artery embolism have been reported once®’.
In a retrospective cohort of 97 adults, 2 individuals had a
myocardial infarction, and 2 had strokes™. Renal failure
was reported in 1% of individuals but is rarely fatal”.
Structural renal malformations were reported in 30% of
adults; of these, 24% had abnormal creatinine clearance
rates. It is recommended that renal function be mon-
itored in those with structural renal malformations®
(R23). Prostate enlargement has been found in 10% of
men by the age of 41 years, requiring prostate removal
in one individual™. In the general population, benign
prostatic hypertrophy is found in 25% of men in their
fifties”, and international management recommenda-
tions, which can be followed for men with CdLS as well,
start at age 45 years’® (R24).

Cancer of the oesophagus has been reported in
three individuals with Barrett oesophagus. There is no
increased risk of cancer at a young age, but reliable data
for middle-aged and older individuals are not avail-
able. Screening for cervical and breast cancer should be
performed according to standard guidelines”””* (R25, R26).

In a study of 295 individuals with CdLS (81 infants,
117 children and 97 adults; 15 with a confirmed NIPBL
variant), the most common causes of death in infants
were congenital diaphragmatic hernia (17%) and res-
piratory problems (13%); in children, mortality was
greatest owing to sequelae of congenital heart defects
(10%) and respiratory (32%) and gastrointestinal prob-
lems (18%)”. No reliable data are available for the risk
of death in infancy or childhood. Causes of death in
adults are related to the gastrointestinal, pulmonary and
cardiac systems, as well as to infections or to anaesthe-
sia>*”7>7°, In several countries, individualized medical
alert cards (also known as emergency cards) that report
the main clinical data of the patient and the most fre-
quent and potentially life-threatening medical compli-
cations of CdLS are used to the satisfaction of families
and caregivers alike (Supplementary Boxes 2,3) (R27).

Organ system manifestations
Gastroenterology
Individuals with CdALS have more frequent gastrointes-
tinal malformations, such as duodenal atresia, annular
pancreas®, imperforate anus®', Meckel diverticulum®
and congenital diaphragmatic hernia®*. Pyloric ste-
nosis has been reported in up to 7% of patients>*, and
inguinal hernia is common in childhood’ (R28).
Intestinal malrotation has been reported in 5% of a
series of 73 individuals® and in 10% of a series of 49 indi-
viduals’, typically presenting as acute coecal volvulus.
Intestinal malrotation may be recurrent®**, may present
in infancy, childhood or puberty as a surgical emergency,
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Chalazion
Small swelling of the eyelid due
to a blocked meibomian gland.

and may be difficult to diagnose owing to a lack of aware-
ness by physicians, atypical symptoms and difficulties in
effective communication with affected individuals (R29,
R30). Coecal volvulus is associated with significant mor-
tality”*, which has led to the recommendation of imaging
to prospectively check gastrointestinal mobility*. Rarely,
sigmoid volvulus occurs®.

Constipation and rumination occur in 10-15% of
adults with CdLS*”* (in individuals with a NIPBL var-
iant: 32%? in those with SMCIA variants: 43%°; and in
clinically diagnosed individuals with CdLS: 22-46%>%).
Individuals with constipation respond to treatment
regimens similarly to the general population (R31).
Diarrhoea (18%), gassiness (48%) and lactose intoler-
ance (18%) are also fairly common®. There is no obvious
increased association with coeliac disease®.

GERD is the most prevalent and severe gastrointes-
tinal problem and can present in infancy as clinically
significant dystonic Sandifer-like events**®. GERD may
become apparent in a highly variable manner, including
feeding problems, recurrent (chemical) pneumonias,
failure to thrive, agitation, restlessness or poor sleep.
It has been suggested that self-injurious behaviour can
be (partly) explained by GERD*” (R32). GERD tends
to persist or to worsen with time. In a questionnaire
study, GERD was more common in individuals with
NIPBL variants (71%) than in those with SMCIA var-
iants (60%)°. In a small series of 38 individuals with
NIPBL variants, 55% had GERD, and in a series of 43
clinically diagnosed individuals, the disease was more
common in those with classic phenotypes (known to be
caused predominantly by NIPBL variants)”. In this study
group, aged 6-32 years, 65% of participants demon-
strated inflammation of the lining of the oesophagus
(oesophagitis) at endoscopy. In a study of 49 adolescents
and adults with CdLS, 75% had GERD confirmed by
gastrointestinal studies, and endoscopy demonstrated
Barrett oesophagus in 10%, oesophageal metaplasia in
9%, eosinophilia in 16% and oesophageal narrowing
(strictures) in 12%?”. In another study, Barrett oesopha-
gus was reported in 12% of individuals aged 6-32 years”.
Mariani and co-workers™ reported clinical symptoms
consistent with reflux in 71% of a group of individuals
with partly molecularly confirmed CdLS, 38% of whom
had endoscopy-confirmed oesophagitis. Several individ-
uals with long-term GERD have developed oesophageal
adenocarcinoma at a young adult age””. A strong cor-
relation between Barrett oesophagus and oesophageal
cancer is known in the general population” and proba-
bly also applies to individuals with CdLS. Surveillance in
those with Barrett oesophagus is widely recommended,
although no randomized controlled trial is available that
shows a more favourable course after surveillance; how-
ever, evidence suggests that it does improve outcome”.

No firm data are available on management results for
GERD in larger series of individuals with CdLS. In clin-
ical practice, a pragmatic trial with a proton pump inhib-
itor (PPI) in a child or adult with CdLS is preferred. Our
mutual experience indicates that individuals with CdLS
and GERD respond to PPIs at sufficiently high doses
(omeprazole 0.7-3.5 mg per kg per day; for maintenance,
usually half the dose is needed), similar to neurologically

impaired individuals in general®”*. Modification of
enteral nutrition and PPIs form the first-line treatment
(R33).In case of a lack of response, an endoscopy should
be considered (R34). Fundoplication and other surgical
interventions are limited to those individuals with CdLS
who fail to respond favourably to optimal nutritional and
medical therapies (R33). Long-term follow-up is indi-
cated as GERD is frequently chronic, which is a major
risk factor for developing Barrett oesophagus™. Reliable
surveillance can be performed only by repeated endos-
copies, which puts a substantial burden on the individual
with CdLS and their family, in particular owing to the
anaesthesia that is needed for this procedure. In addition,
we acknowledge that such diagnostic procedures differ in
various countries for medicolegal and practical reasons.
We suggest that the pros and cons of surveillance for
Barrett oesophagus be carefully discussed with the fam-
ily and, if possible, the individual with CdLS. Families
and physicians should decide jointly what would be the
optimal care for each person (R35); we therefore refrain
from a general guideline on this aspect.

Senses
Ophthalmology. Facial features are similar in adults and
in younger individuals. Some individuals with CdLS
have facial features that make them seem older than their
chronological age, but reliable studies using 3D facial
morphology are not available. Eye manifestations, such
as synophrys (meeting of the medial eyebrows in the
midline), thick eyebrows and long eyelashes are almost
universally present in individuals with CdLS, regard-
less of the gene involved, and form one of the facial
hallmarks of the syndrome. Ptosis — when the upper
eyelid droops, obscuring part of the pupil — can occur
unilaterally (37%) or bilaterally (44%), both in those
with NIPBL variants and those without a molecularly
confirmed diagnosis**”*. Surgery may be indicated,
particularly when a compensatory chin lift is evident
(present in 57%), which can interfere with ambulation,
or when amblyopia (commonly known as lazy eye) or
refractive error is thought to be secondary to the ptosis”
(R36). Blepharitis (25%) and related symptoms — epi-
phora, recurrent conjunctivitis, crusting on lashes,
chalazion, corneal scars and opacities, and erythematous
lid margins — can be bothersome, particularly for young
children®”*”. Unilateral or bilateral nasolacrimal duct
obstruction occurs in 24% of individuals with HDACS8
variants and in 67-80% of individuals with NIPBL var-
iants*'. Treatment of blepharitis is the same as in the
general population: lid hygiene using baby shampoo or
proprietary scrubs (R37). Surgical probing and irrigation
for nasolacrimal duct obstruction should be considered
only when symptoms are not improved with presump-
tive treatment for blepharitis”. Severe nasolacrimal duct
obstruction may require nasolacrimal intubation and
surgical correction (dacryocystorhinostomy)’”*.
Visual impairments occur in 44-53% of individuals
with NIPBL, SMCIA and HDACS variants>"' and those
without detectable disease-causing variants®™. Spherical
equivalent of >5.0 D (where D stands for dioptre) is seen
in 38% of patients, and >10.0 D is seen in 9%"". Hyperopia
(far-sightedness) is less common (15%), both in those
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‘crossed eyes’) is non-parallel
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with NIPBL variants and in those who had no mole-
cular testing®. Astigmatism occurs both in molecularly
confirmed and clinically diagnosed individuals.

As in all individuals with intellectual disabilities, reg-
ular assessment of vision is indicated (R38). Correction
of refraction should be performed as early as possible
to prevent amblyopia, although children often refuse
glasses, and occlusion therapy may be difficult owing
to an aversion to face touching. Contact lenses may
be impractical for the same reason and because self-
injurious behaviour may include hitting, pressing or
poking of eyes. Surgical refractive procedures might
improve visual function'®.

Optic nerve abnormalities have been reported®.
A peripapillary pigment ring can be found in up to 83%
of individuals with CdLS” as a benign finding without
clinical consequences. Retinal detachment can occur
owing to high myopia or self-induced trauma.

Nystagmus (rapid, involuntary eye movements),
which is typically non-progressive, is found in 14-17%
of patients” . Strabismus is found in 16-26% of individ-
uals with CdLS, with esotropia occurring at a higher fre-
quency than exotropia (61% versus 39%), and is slightly
more prevalent in individuals with NIPBL variants
(34.6%) than in individuals without molecular confir-
mation (21.4%)°**. No specific studies are available on
the management of strabismus in CdLS; strategies for the
general population should be followed.

Ears, nose and throat. Individuals with CdLS typically
have low-set, hairy and malformed ears, and one-third
have small and stenotic ear canals'”'. Inspection of the
eardrum using the common small paediatric speculum
is frequently difficult, thus cerumen removal or mid-
dle ear evaluation may require sedation for a complete
assessment.

Middle and inner ear abnormalities in individuals
with CdLS include malformed ossicles, especially the
malleus and incus, small mastoids, cochlear abnormali-
ties, malformed vestibules and soft-tissue opacification
of the tympanomastoid cavity'*>'*’. Findings on tempo-
ral bone computed tomography, especially soft tissue in
the middle ear, correlate well with audiometric data'®,
and imaging studies are useful to assess the cause of
hearing loss.

Hearing loss is very common (85-90%) in individu-
als with CdALS'*"1*%1%, Tt is typically bilateral, present in
infancy, ranges from mild to severe (40-50%)'"" and is
sensorineural in 25% and conductive in 75%'** (R39).
In adults, sensorineural hearing loss is reported in 45%
of individuals with CdLS'".

Conductive hearing loss is often secondary to persis-
tent otitis media with effusion (80-85%), and canal ste-
nosis is present in 30% of individuals with CALS'*"10%1,
Chronic or serous ear infection (otitis media) and
chronic sinusitis are common (39%) in adulthood'”
(R40). Initial evaluation of children with CdLS should
include standard audiometric testing, plus otoacoustic
emissions testing, auditory brainstem evoked response
audiometry, or both'®, to assess for auditory neuro-
pathies'*. Early identification of hearing loss is critical
to maximize communication skills'”'. Hearing has been

reported to improve with time in 50% of adults with
CdLS, including those with severe hearing loss'*. These
findings indicate longitudinal evaluations of hearing.

Treatment options for hearing loss vary according to
type and severity of the loss: in chronic or recurrent otitis
media with effusion, myringotomy and pneumatic ear
tube insertion are first-line treatments, and if soft tissue
fills the middle ear and mastoid, mastoidectomy may be
considered'” (R41). If pneumatic ear tube insertion is
not effective, a standard hearing aid or a bone-anchored
hearing aid are safe alternatives, but hearing aids can be
poorly tolerated'”. Cochlear implantation has resulted in
variable levels of functional gain''*'"". Surgical options,
such as correction of an ossicular malformation, may be
another option.

In individuals with CdLS, the nose is characterized
by a low nasal bridge, short and concave nasal ridge and
easily visible nares. One-third of individuals with CdLS
experiences recurrent sinus infections, hypothesized to
be caused by abnormal anatomy and disturbed humoral
immunity™. Nasal polyps were reported”. Treatment of
sinus infections should follow guidelines for the general
population''>'. If an immune deficiency is present,
more aggressive treatment, including immunoglob-
ulins and prophylactic antibiotic treatment, may be
indicated®.

Intubation can be difficult in individuals with CdLS,
owing to a small mouth, small chin, short neck, stiffness
of the temporomandibular joints and cleft palate™'.
Therefore, consultation with an anaesthesiologist before
surgery is advisable (R42). Complications of anaesthesia
in adults have been reported™.

Orthopaedics

Children and adults with CdLS receive rehabilitation
services across their lifespan. Adaptive equipment,
such as orthotics, tripods, and wheelchairs, can mark-
edly enhance motor functions and mobility, increasing
quality of life. Moreover, safety equipment (for example,
helmets, door alarms and seat belt harnesses) limits
the risk of injuries and should be considered for every
individual with CdLS.

Musculoskeletal problems are common, irrespective
of the gene involved. In individuals with NIPBL vari-
ants, major upper limb anomalies are the most frequent
(25%), whereas in those with variants in other genes,
such malformations are infrequent (SMC3, HDAC8 and
RAD2I) or absent (SMCIA)>'"*. Individuals with trun-
cating NIPBL variants have been reported to particularly
have major limb defects'*>*%!",

Major limb anomalies are almost exclusively found in
the upper limbs, more frequently in male individuals'’,
and are asymmetric in 65% (in 75% of these individ-
uals, the right side is the more affected side)''>'".
Malformations include an absent forearm, abnormal
fusion of the radius and ulna (radioulnar synostosis),
absent radius or ulna, and oligodactyly. Polydactyly
occurs only rarely. Small hands are present in almost all
individuals with CdLS; radial head underdevelopment
and radial dislocation are present in 79% of individuals'"’;
other minor anomalies (proximally placed thumbs or
abnormal curvature (clinodactyly) of the fifth fingers)
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are present in 65-85%'"°"''. Several studies in clini-
cally diagnosed individuals with CdLS have suggested
an association between major limb malformations and
organ malformations, including diaphragmatic hernia
and more marked intellectual disability, which likely can
be explained by the more frequent presence of NIPBL
variants in those with major limb malformations®*''>!"%,

In individuals with major anomalies, physical ther-
apy or surgical procedures are usually not indicated
as function is often remarkably good (R43). The use
of full prosthetic devices has been attempted, but our
joint experience indicates it is only rarely successful as
the prostheses are not often accepted. The use of spe-
cific devices, for example, to allow independent eating,
should be considered, as acceptance of such devices
can be good (R44, R45). Minor limb anomalies do not
require therapeutic interventions.

Major malformations of the lower extremities (absent
tibia or fibula and split foot) are extremely uncom-
mon**'"”. Minor leg length differences occur in 46% of
individuals, and Legg-Calvé-Perthes disease, a hip dis-
order that presents alongside disrupted blood flow to the
femur, is seen in 4%''®. Congenital hip dislocations are
uncommon, and hip dislocations occur in 10% of indi-
viduals with CdLS later in life, especially in wheelchair-
bound or bed-ridden individuals, as do tight hamstrings
and Achilles tendons and contractures®''*. Management
is as in the general population, taking the prognosis
with respect to development and mobility into account.
Preventive measures (physical therapy or orthoses) are
paramount, and Botox injections and surgery may be
indicated as well'*. Minor lower limb anomalies (small
feet, cutaneous syndactyly between the second and third
toes, short fourth metatarsals or inward deviation of
the big toes (hallux valgus)) are frequently present™**’.
Specifically, deviation of the halluces may increase with
age and cause walking difficulties®. In adults, 75% of indi-
viduals with CdLS report bunions, albeit without major
complications; thus, surgical repair is not indicated"'*.

Scoliosis, especially thoracic scoliosis, develops in
one-third of patients, often by 10 years of age'’, and
is more common in adults with decreased mobility™
(R46). Experience of scoliosis surgery is limited, but our
mutual experience indicates that standard management
is effective, taking prognosis with respect to develop-
ment and mobility into account. Spine malformations
are extremely rare and typically asymptomatic'*', with
kyphosis present in one-quarter of these individuals''®.
Flexion contractures have been reported in 18-25% of
individuals with CdLS, particularly in the knees, which
can interfere with ambulation, but also in the elbow
and/or hip, as have tight Achilles tendons''®'*%.

Neurology

Seizures are common in CdLS (individuals with SMCIA
variants: 45%; with NIPBL variants: 15%; without molec-
ular confirmation: 20-26%)>>'*. Truncating SMCIA
variants with marked seizures have been described in
women with a Rett-syndrome-like disorder®’' who do
not fulfil the diagnostic criteria for CdLS’. In a series
of 14 clinically diagnosed patients'** and an overview
of individuals with mostly clinically diagnosed CdLS'*,

partial epilepsy was the most common type; age of onset
was typically before 2 years of age, and 35 of 39 indi-
viduals for whom full data were available reacted well
to standard therapy. Specifically, sodium valproate was
found to be effective'** (R47). Anoxic epileptic seizures
have been reported rarely'>.

Isolated neurological signs, such as dystonia'*®, and
catatonia'”’ are rare. Autonomic nervous system dys-
function, evaluated in a questionnaire study in 65 indi-
viduals with CdLS aged =8 years, was mildly disturbed
in 81% of individuals and markedly disturbed in 26%”.
Sensory deficits and temperature insensibility have
been recognized by several of the present authors, but
robust proof is lacking that this occurs more frequently
in CdLS. The neuropathy may be linked to self-injurious
behaviour®.

Structural brain abnormalities can occur, especially
in individuals with NIPBL variants. NIPBL is known
to regulate cortical neuron migration in mice'*® and,
indeed, cortical malformations have been described in
individuals with CdLS caused by NIPBL variants'”, as
have small callosal bodies, white matter abnormalities,
cerebellar anomalies and brainstem abnormalities. The
limited number of available neuropathological reports
confirms these brain anomalies'*. In a small study of 15
clinically diagnosed individuals, no correlation between
behaviour and magnetic resonance imaging (MRI)
abnormalities could be detected’’!. MRI findings usu-
ally do not contribute to regular clinical care and should
be limited to individuals with CdLS with neurological
manifestations (R48). The presence of microcephaly in
an individual with molecularly confirmed CdLS is in
itself no indication for neuroimaging. Spinal cord abnor-
malities are rare and limited to (typically asymptomatic)
tethered cord'”. A single patient with a thoracic menin-
gocele, a protrusion of the spinal cord through a bone
defect in the vertebral column, has been reported'*.

Sleep-related problems have been reported repeat-
edly, both in individuals with NIPBL and SMCIA var-
iants and in clinically diagnosed individuals, with a
widely variable frequency (12-72%) and ranging from
nightly apnoea and insomnia to daytime drowsiness
and frequent daytime napping’'**-"*¢ (R49). Difficulties
in falling asleep and staying asleep occur in 55-65% of
individuals as early as infancy. Consecutive days with-
out sleep were reported in 30% of 74 individuals with
clinically diagnosed CdLS'*. Snoring has been reported
in 17% of 46 individuals with CdLS in one study'* and in
63% of 22 individuals with CdLS in another study'** and
may lead to daytime sleepiness. Behavioural interven-
tions and melatonin may be helpful in treating sleep dis-
orders in those with CdLS (unpublished observations,
L.M.Kand A.Se.). Few adults have been reported to have
sleep problems'*, suggesting spontaneous improvements
over time.

126

Cognition and behaviour

Cognition

Individuals with CdLS show intellectual disability that
ranges from profound to mild; a small proportion per-
forms within the normal range, whereas the majority has
severe to moderate intellectual disability (Supplementary
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Tables 1,2). Individuals with SMCIA variants generally
function at a higher level than those with NIPBL vari-
ants’. The type or site of NIPBL variants seems not to be
associated with the level of intellectual disability'"*>'¥’,
although one study reported that missense and in-frame
deletions were associated with less severe intellectual
disability'**.

Individuals with CdLS may have specific deficits in
executive function beyond what is expected given the
level of intellectual disability, especially in mental flex-
ibility and visual short-term memory'*. Assessment of
the cognitive strengths and weaknesses of an individ-
ual and structuring their environment accordingly is
beneficial. Comparative inhibition, another executive
function, may be a relative strength'*’. Profiles of exec-
utive functioning may be associated with particular
aspects of the CdLS behavioural phenotype, such as
frequent repetitive behaviour or social anxiety'**'*.
Management strategies should include environmen-
tal enrichment strategies to stimulate cognitive and
learning abilities.

Sensory processing

Difficulties in sensory processing'*’ can lead to hypo-
sensitivity and hypersensitivity, confusion and fixa-
tion by sensory stimuli and inconsistent sensation of
stimuli'*>'**. Gastrointestinal and other somatic prob-
lems in individuals with CdLS may cause anxiety,
mood disorders and challenging behaviour, including
self-injurious behaviour™>’»'**. No correlations with
particular gene variants have been reported'*, but our
mutual clinical experiences suggest that all individuals
with CdLS have sensory processing difficulties. Sensory
processing difficulties are present across all levels of
intellectual disability'*; if an autism spectrum disorder
(ASD) is also present, the behaviour can include low
sensory thresholds'*! and defensive responses towards
sensory stimuli'”. All interventions should address the
sensory needs in order to enhance development and
participation in daily living*® (R50).

141

Adaptive behaviour profile

Individuals with CdLS demonstrate impaired adaptive
behaviour across the lifespan, which is more marked
in individuals with variants in NIPBL compared with
other causes**'**. In CdLS, adaptive behaviour deficits
are more marked than those with several other genetic
conditions'”, albeit comparable to Angelman syndrome
and Rubinstein-Taybi syndrome’>'~'**.

Adaptive behaviour skills in CdLS can decrease with
age'”'**, Changes over time can vary by specific skills,
such as increased mastery with age of specific self-help
skills (for example, washing and feeding) and decreased
mastery of other skills (for example, ability to call for
help or to move independently)'”. Lower skill lev-
els observed in older individuals with CdLS in cross-
sectional studies may be confounded by cohort effects
or recruitment biases, and true decreases in skills as
individuals age remain uncertain. Indeed, mixed results
have been reported'*”'**, which underlines the need for
additional longitudinal research on adaptive behaviour
skills (R51-R53).

Self-injurious and aggressive behaviours
Self-injurious behaviour, that is, any self-directed behav-
iour that causes tissue damage, without intent of suicide
or sexual arousal, such as self-hitting, head banging
and self-biting, is frequent in individuals with CdLS"*.
Behaviours identical to self-injurious behaviour but not
causing tissue damage may develop into self-injurious
behaviour'”’. Risk markers for self-injurious behaviour
include more severely compromised cognitive abilities,
communication skills and adaptive behaviours, the pres-
ence of genetic variants in NIPBL, and increased levels
of impulsivity, repetitive behaviours and characteristics
commonly associated with diagnosis of ASD'**. Clinically
significant self-injurious behaviour occurs in 56% of
individuals with CdLS, and hand-directed self-injurious
behaviour is most common'**'**. Physical injury in
self-injurious behaviour can be scored on the basis
of the amount of tissue damage and functional loss'*°.
Restraints may be helpful to avert permanent tissue loss
and have been used as first-line management'””.

Self-injurious behaviour can be a sign of or response
to pain. Careful medical evaluation is required, as self-
injurious behaviour is associated with common medi-
cal conditions (GERD, otitis media, constipation, dental
disease or hip problems). Best practices for the treat-
ment of self-injurious behaviour require an integrated
approach of medical evaluation, behavioural assess-
ments and consideration of the environment. Treatment
recommendations are then matched to the function of
self-injurious behaviour (R54, R55).

There is limited evidence that self-injurious behav-
iour reacts to risperidone'®, but this antipsychotic
agent should only be used with careful monitoring of
metabolic syndrome, weight gain and cognitive adverse
effects. No data exist on the use of mood stabilizers in
the management of individuals with CdLS.

Repetitive behaviour

Repetitive behaviour, that is, behaviour linked by inflexi-
bility, purposelessness, ritualization and (invariant) repe-
tition, is characteristic of certain stages of typical infant
development but may reappear with age in some disor-
ders, including CdLS, and be aggravated by anxieties,
sensory issues or social demands'®~'’. The frequency
of repetitive behaviours is associated with more marked
intellectual disability and with ASD'*"'®*. In individuals
with CdLS, repetitive behaviours can assume discrete
manifestations, such as stereotyped motor movements,
insistence on sameness and ritual behaviours, with lining
up and tidying up being characteristic'®.

In individuals with NIPBL variants, no correlation of
repetitive behaviour with the site or nature of the variant
was detected'’. Studies employing longitudinal designs
yielded contradictory results for changes over time'*"'®.
Interventions should be sensitive to underlying issues,
for example, anxiety, sensory problems or social
demands, and consider environmental factors, such as
predictability in daily structure. Psychopharmacology
has centred on modulation of the serotonin pathway
with selective serotonin re-uptake inhibitors (SSRIs) and
the dopamine pathway with second-generation antipsy-
chotic agents (SGAs). SSRIs are a standard of treatment
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for obsessive-compulsive disorder, but the effects of
SSRIs in ASD are not convincing'®*'>. A cautious
approach is indicated for the use of SSRIs in patients
with CdLS because of possible behavioural activation
and worsening agitation. SGAs may be useful for the
management of rigidity and need for sameness, which
can result in disruptive behaviours'®.

Social functioning including ASDs

Descriptions of common mental health issues in individ-
uals with CdLS include ASD, (social) anxiety and mood
disorders'*?71521541657199 which do not seem to be asso-
ciated with the site or nature of the gene variant invol
ved!O17 148149169 Measuring psychopathology in CdLS is
difficult because most affected individuals are unable to
reliably report their own discomfort, behaviour or feelings.
Symptoms commonly need to be inferred from proxy
reports or observed behavioural presentations, such as
eye-gaze avoidance, pushing away and screaming®>'"*'”",
Maladaptive behaviours were positively correlated with
parental stress levels'*” and social context'”.

The prevalence of ASD symptomatology in CdLS is
43%". In individuals with NIPBL variants, ASD was
associated with decreased adaptive behaviour skills'.
ASD should be considered when social, communication
and behavioural impairments are beyond what would be
expected for the cognitive level of an individual.

The heightened prevalence of ASD symptomatology
is not solely accounted for by associated degree of intel-
lectual disability'**'">'”*. Comparisons of individuals with
CdLS to those with ASD indicate broad similarities but
subtle differences in specific areas of communication and
social interaction'”?, especially social anxiety, extreme
shyness and selective mutism>*>'*'**12, The differences
become more prominent with age and with increased
social demand, and an individualized approach that is
sensitive to these CdLS-specific aspects should make
interventions more successful®>'*'7*. Rating scales and
direct observational measures can provide a fine-grained
evaluation of social functioning. Social motivation, social
communication and enjoyment are substantially lower in
those with CdLS in contrast to matched groups of indi-
viduals with other syndromes"' and are comparable to
these traits in individuals with ASD'”. This finding high-
lights the importance of detailed observations when eval-
uating ASD and social behaviour and of understanding
the level and characteristics of communicative, adaptive
and language abilities of those with CdLS. ASD-specific
interventions may be helpful when used in conjunction
with approaches that consider the broader social profile
of the syndrome (R56-R58).

Anxiety

Anxiety is common as a primary condition in individu-
als with CdLS, usually as generalized anxiety, separation
anxiety'®®, selective mutism'* or as an exacerbating fac-
tor for repetitive behaviours, mood-related symptoms or
disruptive, aggressive and self-injurious behaviours'®.
Anxiety may be difficult to assess, especially in individ-
uals with challenging behaviours'”’. Social interactions
can provoke anxiety and lead to observable behavioural
responses, such as fidgeting, avoiding eye gaze and

active avoidance of social interaction'*>'”. Individuals
with CdLS have a heightened preference for sameness
and have difficulties responding to changes in routine,
which can make transitional periods more challenging
and provoke anxiety'**'*>'”* (R59-R62).

Communication and language

Communication abilities vary widely in individuals with
CdLS but, typically, major difficulties are present, par-
ticularly in expressive language skills'”*""*'”7, although
well-developed speech and language can occur'**'”.

Phonation, speech and mastication can be compro-
mised in individuals with CdLS secondary to general
abnormal muscle tone. Speech may also be impaired
owing to hearing loss or morphological abnormalities
of the palate, mandible and temporomandibular joint.
Vision is also important for communication. Cognitive
impairment can further complicate communication and
understanding of communication'’*'”,

Individuals with CdLS tend to vocalize with a low-
pitched cry and speak with a monotone voice'*'”
regardless of cognitive level. Studies relating speech
characteristics to genetic findings are lacking. There is
a shortage of studies on the relationship between intel-
lectual functioning, behaviour and communication abil-
ities'®. Selective mutism occurs as part of ASD or as an
expression of anxiety'**'*2. In a small study of 17 individu-
als with CdLS, expressive language was found to be more
compromised than receptive language, and receptive lan-
guage compromised more than cognition, with specific
deficits in morphosyntactic competences'*. Expressive
language is limited regardless of cognitive level.

In individuals with profound intellectual disabilities,
communication is mostly determined by and depend-
ent on sensitive responsiveness of the environment, and
communicative signals are often subtle and easily over-
looked'”®. Difficulties in social interaction and anxiety
can worsen language skills'** and decrease intentional
communicative behaviour compared with that of other
individuals with a similar cognitive level but without dif-
ficulties in social interactions'”’. Challenging behaviours
often co-occur with communication difficulties’ (R63).

Effective verbal and non-verbal communication skills
can facilitate quality of life enormously, and speech ther-
apy is highly recommended to optimize communication
skills and should be implemented within the first 18
months of age (R64). Assessment of the level of com-
munication of an individual and possible impediments
are required for effective intervention of communica-
tion, as well as knowledge of suitable support tools'®".
Early augmentative and alternative communication
interventions, tackling communication deficits from
the beginning with specific attention to wide augmented
communication input, are highly recommended"**'¢"'%2,
Commonly used tools are gestures, icons, pictures and
written language. Suitability differs by person, and a
tailored approach is indicated.

Typically, parents are experts in understanding
the communicative signals of their child. The experi-
ence they have acquired over the years is indispensa-
ble in cooperation with behavioural specialists and
speech therapists. Detecting and identifying small
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communicative signals, awareness of one’s own reaction
and understanding their meaning facilitates adjustment
of communication and responses. Responsive milieu
teaching and video observations can be very helpful in
detecting and identifying such communication signals,
their meanings and appropriate responses, especially in
individuals with marked cognitive impairments'*>'*,

Age-related changes in cognition and behaviour
Studies have reported age-related changes in behav-
iour, emotion and cognition®"*”*>!*51”2 In a study of 42
individuals with NIPBL variants, a (fairly weak) positive
correlation was observed between chronological age and
behavioural difficulties'”, and statistically significant
correlations were found between chronological age and
measures of interest and pleasure, and insistence on same-
ness'*, indicating older individuals exhibit more difficul-
ties. Studies of clinically diagnosed individuals with CdLS
have reported changes in verbal working memory, ASD
symptomatology, anxiety, low mood, self-injurious behav-
iour and impulsivity>**10%13154166172174 indjcating increas-
ing difficulties in frequency and severity with age. Similar
changes were not found for aggression, hyperactivity or
sleep difficulties. The associations with age have been
documented through correlation analyses. Studies using
age-band analyses have identified that adolescence and
early adulthood are periods of marked change'*'"'72,
Management strategies should include evaluation of social
environment, support during transitional periods using
a person-centred approach and gradual introduction of
changes. Coordination of the support for the individual
with CdLS by a named caregiver is helpful (R65).

Care planning

Medical care

A diagnosis of CdLS necessitates lifelong medical, multi-
disciplinary and social care, regardless of the molecu-
lar aetiology. Access to clinical evaluation, counselling
and follow-up by a multidisciplinary team is likely
to improve health care and increase quality of life.
Recognized barriers to accessing care include health or
behavioural complications, geographical isolation and
financial considerations'*~'¥". Individuals with CdLS are
now likely to live into adulthood and old age and thus
risk developing common chronic diseases in addition to
CdLS-related morbidities. They are more likely to expe-
rience delayed treatment, to be hospitalized and to have
more complications and longer admissions than individ-
uals without CdLS owing to lack of knowledge regarding
CdLS by caregivers, difficulties in obtaining a reliable
earlier history and, possibly, stigmatization. The use
of syndrome-specific, individualized treatment plans,
including regular health checks, planning of admissions

and discharges in advance, and the use of procedure-
specific information booklets using simple language and
photos are recommended'**'* (R66, R67).

Transition

Transition of medical care from a paediatric to an adult
care team comes with substantial challenges'” and
requires parental involvement. Typically, transition
coincides with changes in daytime environment, leaving
home and legally mandated social changes. Care changes
from family-focused to affected-individual-focused.
Transitions that are initiated too late can result in a gap
in communication and coordination between paediatric
and adult services. Parents have suggested that care may
be improved by establishing joint child and adult care
clinics**1°11? (R68).

Decision-making

The involvement of individuals with CdLS and their care
providers in health-care decisions is essential. A marked
degree of intellectual disability and executive functioning
in individuals with CdLS can decrease decision-making
capacities; if so, care providers and health-care profes-
sionals have to decide what is best and document values,
preferences and quality of life'”’. Knowledge about CdLS
is essential to manage expectations, and health-care pro-
viders and social services need to be aware of the needs
and problems that can be expected. Family support
groups and social media have proved to be extremely
helpful in this respect'*>'*. Guardianship rules vary
among countries, and it is essential for guardianship to
be determined and assigned before the age of majority.

Conclusions

The present recommendations provide a framework for
improving diagnosis and management of CdLS. CdLS
is a complex disorder, in which many body systems
are affected, and it is important that a lead clinician is
identified for each patient to ensure coordination of the
numerous aspects of care in both childhood and adult-
hood. The proposed clinical and molecular diagnostic
pathways are intended to be universally practical, both
in countries with access to modern techniques and in
those where this is not yet possible, and they are meant
to be cost-effective, avoiding unnecessary diagnostic or
management procedures. Still, in some health-care sys-
tems and medicolegal environments, the guidelines may
need to be adapted. It is important that implementation
of the consensus recommendations is accompanied by
prospective audits in order to expand the evidence base
and allow for future ameliorations of the consensus.

Published online 11 July 2018

De Lange, C. Sur un type nouveau de degenerescence
(typus Amsterlodamensis). Arch. Med. Enfants 36,
713-719 (1933).

Kline, A. D. et al. Natural history of aging in Cornelia de
Lange syndrome. Am. J. Med. Genet. C Semin. Med.
Genet. 145C, 248-260 (2007).

This is a hallmark paper in the description of

the physical signs and symptoms in individuals

with CdLS.

Huisman, S. A. et al. Phenotypes and

genotypes in 51 individuals with SMC1A

variants. Am. J. Med. Genet. 173A, 2108-2125
(2017).

Yuan, B. et al. Global transcriptional disturbances
underlie Cornelia de Lange syndrome and

related phenotypes. J. Clin. Invest. 125,

636-651 (2015).

Saunier, C. et al. Expanding the phenotype associated
with NAA10-related N-terminal acetylation deficiency.
Hum. Mutat. 37, 755-764 (2016).

Hennekam, R. C. What to call a syndrome. Am. J. Med.
Genet. 143A, 1021-1024 (2007).

Santen, G. W. et al. Coffin-Siris syndrome and the BAF
complex: genotype-phenotype study in 63 patients.
Hum. Mutat. 34, 1519-1528 (2013).

Fergelot, P. et al. Phenotype and genotype in 52
patients with Rubinstein-Taybi syndrome caused by
EP300 mutations. Am. J. Med. Genet. 170A,
3069-3082 (2016).

Sousa, S. B. & Hennekam, R. C. Phenotype and
genotype in Nicolaides-Baraitser syndrome. Am. J.
Med. Genet. C Semin. Med. Genet. 166, 302-314
(2014).

NATURE REVIEWS | GENETICS

VOLUME 19 | OCTOBER 2018 | 663



CONSENSUS STATEMENT

20.

22.

23,

24.

25.

26.

27.

28.

29.

30.

31.

Bhuiyan, Z. A. et al. Genotype-phenotype correlations
of 39 patients with Cornelia de Lange syndrome: the
Dutch experience. J. Med. Genet. 43, 568-575
(2006).

This paper is the first to combine detailed physical
and behavioural characteristics with molecular
findings in a series of CdLS individuals.

Selicorni, A. et al. Clinical score of 62 Italian patients
with Cornelia de Lange syndrome and correlations with
the presence and type of NIPBL mutation. Clin. Genet.
72,98-108 (2007).

Cereda, A. et al. A new prognostic index of severity of
intellectual disabilities in Cornelia de Lange syndrome.
Am. J. Med. Genet. C Semin. Med. Genet. 172,
179-189 (2016).

Krantz, . D. et al. Cornelia de Lange syndrome is
caused by mutations in NIPBL, the human homolog of
Drosophila melanogaster Nipped-B. Nat. Genet. 36,
631-635 (2004).

Tonkin, E. T., Wang, T. J., Lisgo, S., Bamshad, M. J. &
Strachan, T. NIPBL, encoding a homolog of fungal
Scc2-type sister chromatid cohesion proteins and fly
Nipped-B, is mutated in Cornelia de Lange syndrome.
Nat. Genet. 36, 636—641 (2004).

References 13 and 14 are the first to demonstrate
that CdLS is a cohesinopathy.

Musio, A. et al. X-Linked Cornelia de Lange syndrome
owing to SMC1L1 mutations. Nat. Genet. 38,
528-530 (2006).

Deardorff, M. A. et al. Mutations in cohesin complex
members SMC3 and SMC1A cause a mild variant of
Cornelia de Lange syndrome with predominant mental
retardation. Am. J. Hum. Genet. 80, 485-494 (2007).
Deardorff, M. A. et al. RAD21 mutations cause a
human cohesinopathy. Am. J. Hum. Genet. 90,
1014-1027 (2012).

Olley, G. et al. BRD4 interacts with NIPBL and BRD4
is mutated in a Cornelia de Lange-like syndrome.

Nat. Genet. 50, 329-332 (2018).

Michaelis, C., Ciosk, R. & Nasmyth, K. Cohesins:
chromosomal proteins that prevent premature
separation of sister chromatids. Cell 91, 35-45
(1997).

This paper describes the first proteins that
influence sister chromatid separation.

Kagey, M. H. et al. Mediator and cohesin connect gene
expression and chromatin architecture. Nature 467,
430-435 (2010).

Watrin, E., Kaiser, F. J. & Wendt, K. S. Gene regulation
and chromatin organization: relevance of cohesin
mutations to human disease. Curr. Opin. Genet. Dev.
37,59-66 (2016).

Kamada, K. & Barilla, D. Combing chromosomal DNA
mediated by the SMC complex: structure and
mechanisms. Bioessays 40, 17000166 (2018).
Huisman, S. A., Redeker, E. J. W., Maas, S. M.,
Mannens, M. M. & Hennekam, R. C. High rate of
mosaicism in individuals with Cornelia de Lange
syndrome. J. Med. Genet. 50, 339-344 (2013).

This paper is the first to demonstrate that in a
substantial proportion of individuals with CdLS, an
NIPBL variant can be detected only in tissues other
than blood.

Ansari, M. et al. Genetic heterogeneity in Cornelia de
Lange syndrome (CdLS) and CdLS-like phenotypes
with observed and predicted levels of mosaicism.

J. Med. Genet. 51, 659-668 (2014).

Gillis, L. A. et al. NIPBL mutational analysis in

120 individuals with Cornelia de Lange syndrome
and evaluation of genotype-phenotype correlations.
Am. J. Hum. Genet. 75, 610-623 (2004).

Yan, J. et al. Mutational and genotype-phenotype
correlation analyses in 28 Polish patients with
Cornelia de Lange syndrome. Am. J. Med. Genet.
140A, 1531-1541 (2006).

Ratajska, M. et al. Cornelia de Lange syndrome case
due to genomic rearrangements including NIPBL.

Eur. J. Med. Genet. 53, 378-382 (2010).

Russo, S. et al. Intragenic and large NIPBL
rearrangements revealed by MLPA in Cornelia de
Lange patients. Eur. J. Hum. Genet. 20, 734—741
(2012).

Borck, G. et al. Incidence and clinical features of
X-linked Cornelia de Lange syndrome due to SMC1L1
mutations. Hum. Mutat. 28, 205-206 (2007).
Jansen, S. et al. De novo loss-of-function mutations

in X-linked SMC1A cause severe ID and
therapy-resistant epilepsy in females: expanding the
phenotypic spectrum. Clin. Genet. 90, 413—-419 (2016).
Symonds, J. D. et al. Heterozygous truncation
mutations of the SMC1A gene cause a severe early
onset epilepsy with cluster seizures in females:

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43,

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

54,

detailed phenotyping of 10 new cases. Epilepsia 58,
565-575 (2017).

Carrel, L. & Willard, H. F. X-Inactivation profile reveals
extensive variability in X-linked gene expression in
females. Nature 434, 400—-404 (2005).
Gil-Rodriguez, M. C. et al. De novo heterozygous
mutations in SMC3 cause a range of Cornelia de
Lange syndrome-overlapping phenotypes.

Hum. Mutat. 36, 454—462 (2015).

McKay, M. J. et al. Sequence conservation of the
rad21 Schizosaccharomyces pombe DNA double-
strand break repair gene in human and mouse.
Genomics 36, 305-315 (1996).

Boyle, M. I, Jespersgaard, C., Nazaryan, L., Bisgaard,
A. M. & Tumer, Z. A novel RAD21 variant associated
with intrafamilial phenotypic variation in Cornelia

de Lange syndrome — review of the literature.

Clin. Genet. 91, 647-649 (2017).

Bonora, E. et al. Mutations in RAD21 disrupt
regulation of APOB in patients with chronic intestinal
pseudo-obstruction. Gastroenterology 148, 771-782
(2015).

Hnisz, D. et al. Super-enhancers in the control of cell
identity and disease. Cell 155, 934-947 (2013).
Deardorff, M. A. et al. HDAC8 mutations in Cornelia
de Lange syndrome affect the cohesin acetylation
cycle. Nature 489, 313-317 (2012).

Harakalova, M. et al. X-Exome sequencing identifies a
HDACS variant in a large pedigree with X-linked
intellectual disability, truncal obesity, gynaecomastia,
hypogonadism and unusual face. J. Med. Genet. 49,
539-543 (2012).

Feng, L., Zhou, D., Zhang, Z., Liu, Y. & Yang, Y. Exome
sequencing identifies a de novo mutation in HDAC8
associated with Cornelia de Lange syndrome. J. Hum.
Genet. 59, 536-539 (2014).

Kaiser, F. J. et al. Loss-of-function HDAC8 mutations
cause a phenotypic spectrum of Cornelia de Lange
syndrome-like features, ocular hypertelorism, large
fontanelle and X-linked inheritance. Hum. Mol. Genet.
23,2888-2900 (2014).

Parenti, I. et al. Expanding the clinical spectrum

of the ‘HDAC8-phenotype’ — implications for
molecular diagnostics, counseling and risk prediction.
Clin. Genet. 89, 564-573 (2016).

Parenti, |. et al. Broadening of cohesinopathies:
exome sequencing identifies mutations in ANKRD 11
in two patients with Cornelia de Lange-overlapping
phenotype. Clin. Genet. 89, 74—81 (2016).

Woods, S. A. et al. Exome sequencing identifies a
novel EP300 frame shift mutation in a patient with
features that overlap Cornelia de Lange syndrome.
Am. J. Med. Genet. 164A, 251-258 (2014).

Izumi, K. et al. Germline gain-of-function mutations in
AFF4 cause a developmental syndrome functionally
linking the super elongation complex and cohesin.
Nat. Genet. 47, 338-344 (2015).
Baquero-Montoya, C. et al. Severe ipsilateral
musculoskeletal involvement in a Cornelia de Lange
patient with a novel NIPBL mutation. Eur. J. Med.
Genet. 57,503-509 (2014).

Weichert, J., Schroer, A., Beyer, D. A.,
Gillessen-Kaesbach, G. & Stefanova, I. Cornelia de
Lange syndrome: antenatal diagnosis in two
consecutive pregnancies due to rare gonadal
mosaicism of NIPBL gene mutation. J. Matern. Fetal
Neonatal Med. 24, 978-982 (2011).

Slavin, T. P. et al. Germline mosaicism in Cornelia

de Lange syndrome. Am. J. Med. Genet. 158A,
1481-1485 (2012).

Jackson, L., Kline, A. D., Barr, M. A. & Koch, S. de
Lange syndrome: a clinical review of 310 individuals.
Am. J. Med. Genet. 47, 940—-946 (1993).

This manuscript is the first summary of clinical
data in a large series of individuals with CdLS in
modern medical literature.

Dempsey, M. A. et al. Molecular confirmation of nine
cases of Cornelia de Lange syndrome diagnosed
prenatally. Prenat. Diagn. 34, 163—167 (2014).
Clark, D. M. et al. Prenatal profile of Cornelia de
Lange syndrome (CdLS): a review of 53 pregnancies.
Am. J. Med. Genet. 158A, 1848-1856 (2012).
Stevic, M., Milojevic, I., Bokun, Z. & Simic, D.
Unpredictable drug reaction in a child with Cornelia de
Lange syndrome. Int. J. Clin. Pharm. 37, 1-3 (2015).
Moretto, A. et al. Sedation and general anesthesia for
patients with Cornelia De Lange syndrome: a case
series. Am. J. Med. Genet. C Semin. Med. Genet. 172,
222-228(2016).

Kline, A. D., Barr, M. & Jackson, L. G. Growth
manifestations in the Brachmann-de Lange syndrome.
Am. J. Med. Genet. 47, 1042-1049 (1993).

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

T4.

75.

76.

77.

78.

79.

80.

Kousseff, B. G., Thomson-Meares, J., Newkirk, P. &
Root, A. W. Physical growth in Brachmann-de Lange
syndrome. Am. J. Med. Genet. 47, 1050-1052
(1993).

De Graaf, M. et al. Successful growth hormone
therapy in Cornelia de Lange syndrome. J. Clin. Res.
Pediatr. Endocrinol. 9, 366—-370 (2017).

Romano, C. et al. European Society for Paediatric
Gastroenterology, Hepatology and Nutrition
Guidelines for the evaluation and treatment of
gastrointestinal and nutritional complications in
children with neurological impairment. J. Pediatr.
Gastroenterol. Nutr. 65, 242—-264 (2017).

Toker, A. S., Ay, S., Yeler, H. & Sezgin, |. Dental
findings in Cornelia de Lange syndrome. Yonsei Med.
J. 50, 289-292 (2009).

Mariani, M. et al. Adolescents and adults affected by
Cornelia de Lange syndrome: a report of 73 Italian
patients. Am. J. Med. Genet. C Semin. Med. Genet.
172,206-213 (2016).

This paper is the first to provide a detailed
overview of physical and behavioural
characteristics in adults with CdLS.

Mouradian, W. E. The face of a child: children’s oral
health and dental education. J. Dent. Educ. 65,
821-831 (2001).

Scarpelli, A. C. et al. Cornelia De Lange syndrome:

a case report of a Brazilian boy. Cleft Palate Craniofac.
J. 48, 490-493 (2011).

Jyonouchi, S., Orange, J., Sullivan, K. E., Krantz, |. &
Deardorff, M. Immunologic features of Cornelia de
Lange syndrome. Pediatrics 132, e484—e489 (2013).
Cavalleri, V. et al. Thrombocytopenia and Cornelia de
Lange syndrome: still an enigma? Am. J. Med. Genet.
170A, 130-134 (2016).

Lambert, M. P. et al. The incidence of
thrombocytopenia in children with Cornelia de Lange
syndrome. Am. J. Med. Genet. 155A, 33-37 (2011).
Collis, L., Moss, J., Jutley, J., Cornish, K. & Oliver, C.
Facial expression of affect in children with Cornelia

de Lange syndrome. J. Intellect. Disabil. Res. 52,
207-215 (2008).

Malviya, S., Voepel-Lewis, T., Burke, C., Merkel, S. &
Tait, A. R. The revised FLACC observational pain tool:
improved reliability and validity for pain assessment in
children with cognitive impairment. Paediatr. Anaesth.
16, 258-265 (2006).

Beck, B. & Fenger, K. Mortality, pathological findings
and causes of death in the de Lange syndrome.

Acta Paediatr. Scand. T4, 765-769 (1985).
Feingold, M. & Lin, A. E. Familial Brachmann-de Lange
syndrome: further evidence for autosomal dominant
inheritance and review of the literature. Am. J. Med.
Genet. 47, 1064—1067 (1993).

Chodirker, B. N. & Chudley, A. E. Male-to-male
transmission of mild Brachmann-de Lange syndrome.
Am. J. Med. Genet. 52, 331-333 (1994).

McKenney, R. R., Elder, F. F,, Garcia, J. & Northrup, H.
Brachmann-de Lange syndrome: autosomal dominant
inheritance and male-to-male transmission. Am. J. Med.
Genet. 66, 449-452 (1996).

Quint, E. H. Menstrual and reproductive issues in
adolescents with physical and developmental
disabilities. Obstetr. Gynecol. 124, 367-375 (2014).
American College of Obstetricians and Gynecologists.
Menstrual manipulation for adolescents with physical
and developmental disabilities. ACOG Committee
Opinion 668, August 2016 (ACOG, 2016).

Schrier, S. A. et al. Causes of death and autopsy
findings in a large study cohort of individuals with
Cornelia de Lange syndrome and review of the
literature. Am. J. Med. Genet. 155A, 3007-3024
(2011).

Oliver, C. et al. Cornelia de Lange syndrome:
extending the physical and psychological phenotype.
Am. J. Med. Genet. 152A, 1127-1135 (2010).
McVary, K. T. BPH: epidemiology and comorbidities.
Am. J. Manag. Care 12,S122-5128 (2006).
McVary, K. T. et al. Update on AUA guideline on the
management of benign prostatic hyperplasia. J. Urol.
187, 358-359 (2012).

World Health Organization. WHO Guidelines for
screening and treatment of precancerous lesions for
cervical cancer prevention (WHO, 2013).

World Health Organization. WHO position paper on
mammography screening (WHO, 2014).

Filippi, G. The de Lange syndrome. Report of 15 cases.
Clin. Genet. 35, 343-363 (1989).

Wick, M. R., Simmons, P. S., Ludwig, J. & Kleinberg, F.
Duodenal obstruction, annual pancreas, and
horseshoe kidney in an infant with Cornelia de Lange
syndrome. Minn. Med. 65, 539-541 (1982).

664 | OCTOBER 2018 | VOLUME 19

www.nature.com/nrg



82.

83.

84.

85.

86.

87.

88.

89.

90.

92.

93.

94.

95.

96.

97.

98.

99.

102.

103.

104.

105.

106.

Mende, R. H., Drake, D. P, Olomi, R. M. &

Hamel, B. C. J. Cornelia de Lange syndrome:

a newborn with imperforate anus and a NIPBL
mutation. Case Rep. Genet. 2012, 247683 (2012).
Cunniff, C. et al. Congenital diaphragmatic hernia in
the Brachmann-de Lange syndrome. Am. J. Med.
Genet. 47, 1018—-1021 (1993).

Hosokawa, S. et al. Brachmann-de Lange syndrome
with congenital diaphragmatic hernia and NIPBL gene
mutation. Congenit. Anom. (Kyoto) 50, 129-132
(2010).

Husain, K., Fitzgerald, P. & Lau, G. Cecal volvulus in
the Cornelia de Lange syndrome. J. Pediatr. Surg. 29,
1245-1247 (1994).

Casaccia, G., Seymandi, P. L., Odone, M. G. &
Catalano, O. A. Caecal volvulus in Cornelia de Lange
syndrome: is its prevention possible? J. Paediatr. Child
Health 45, 391-396 (2009).

Clermidi, P., Abadie, V., Campeotto, F. & Irtan, S.
Sigmoid volvulus: an underestimated cause of
intestinal obstruction in Cornelia de Lange syndrome.
J. Pediatr. 167, 941-942 (2015).

Macchini, F. et al. Coeliac disease and Cornelia de
Lange syndrome: lack of association. Acta Paediatr.
96, 1518-1520 (2007).

Bull, M. J., Fitzgerald, J. F.,, Heifetz, S. A. & Brei, T. J.
Gastrointestinal abnormalities: a significant cause of
feeding difficulties and failure to thrive in Brachmann-
de Lange syndrome. Am. J. Med. Genet. 47,
1029-1034 (1993).

Sommer, A. Occurrence of the Sandifer complex in the
Bachmann-de Lange syndrome. Am. J. Med. Genet.
47,1026-1028 (1993).

Berney, T, Ireland, M. & Burn, J. Behavioral
phenotype of Cornelia de Lange syndrome. Arch. Dis.
Child. 81, 333-336 (1999).

Nizon, M. et al. A series of 38 novel germline and
somatic mutations of NIPBL in Cornelia de Lange
syndrome. Clin. Genet. 89, 584-589 (2016).

Luzzani, S., Macchini, F., Valade, A., Milani, D. &
Selicorni, A. Gastroesophageal reflux and Cornelia de
Lange syndrome: typical and atypical symptoms.

Am. J. Med. Genet. 119A, 283-287 (2003).
Macchini, F. et al. Barrett’s esophagus and Cornelia de
Lange syndrome. Acta Paediatr. 99, 1407-1410 (2010).
Duvall, G. A. & Walden, D. T. Adenocarcinoma of the
esophagus complicating Cornelia de Lange syndrome.
J. Clin. Gastroenterol. 22, 131-133 (1996).
Fitzgerald, R. C. et al. British Society of Gastroen-
terology guidelines on the diagnosis and management
of Barrett’s oesophagus. Gut 63, 7-42 (2014).
Hassall, E. et al. Long-term maintenance treatment
with omeprazole in children with healed erosive
oesophagitis: a prospective study. Aliment.
Pharmacol. Ther. 35, 368-379 (2012).
Wygnanski-Jaffe, T. et al. Ophthalmologic findings in
the Cornelia de Lange syndrome. J. AAPOS 9,
407-415 (2005).

Nallasamy, S. et al. Ophthalmologic findings in Cornelia
de Lange syndrome: a genotype-phenotype correlation
study. Arch. Ophthalmol. 124, 552-557 (2006).
Avgitidou, G., Cursiefen, C. & Heindl, L. M.
Ophthalmological manifestations of Cornelia de Lange
syndrome: case report and review of the literature.
Ophthalmologe 112, 455-458 (2015).

. Tychsen, L., Faron, N. & Hoekel, J. Phakic intraocular

collamer lens (visian ICL) implantation for correction of
myopia in spectacle-aversive special needs children.
Am. J. Ophthalmol. 175, 77-86 (2017).

. Sataloff, R. T., Spiegel, J. R., Hawkshaw, M.,

Epstein, J. M. & Jackson, L. Cornelia de Lange
syndrome. Otolaryngologic manifestations.

Arch. Otolaryngol. Head Neck Surg. 116, 1044—1046
(1990).

Sasaki, T., Kaga, K., Ohira, Y., Ogawa, Y. & Fukushima, Y.
Temporal bone and brain stem histopathological
findings in Cornelia de Lange syndrome. Int. J. Pediatr.
Otorhinolaryngol. 36, 195-204 (1996).

Kim, J., Kim, E. Y., Lee, J. S., Lee, W. S. & Kim, H. N.
Temporal bone CT findings in Cornelia de Lange
syndrome. Am. J. Neuroradiol. 29, 569-573 (2008).
Marchisio, P. et al. Otitis media with effusion and
hearing loss in children with Cornelia de Lange
syndrome. Am. J. Med. Genet. 146A, 426432
(2008).

Marchisio, P. et al. Audiological findings, genotype and
clinical severity score in Cornelia de Lange syndrome.
Int. J. Pediatr. Otorhinolaryngol. 78, 1045—-1048
(2014).

Janek, K. C. et al. Improvement in hearing loss over
time in Cornelia de Lange syndrome. Int. J. Pediatr.
Otorhinolaryngol. 87, 203-207 (2016).

107.

108.

109.

111,

112,

113.

114.

115.

116.

17.

118.

119.

120.

N

122.

127.

129.

130.

SN

CONSENSUS STATEMENT

Hyman, P, Oliver, C. & Hall, S. Self-injurious behavior,
self-restraint, and compulsive behaviors in Cornelia de
Lange syndrome. Am. J. Ment. Retard. 107, 146—154
(2002).

Sakai, Y., Watanabe, T. & Kaga, K. Auditory brainstem
responses and usefulness of hearing aids in hearing
impaired children with Cornelia de Lange syndrome.
Int. J. Pediatr. Otorhinolaryngol. 66, 63—69 (2002).
Nelson, L., Moss, J. & Oliver, C. A. Longitudinal follow-
up study of affect in children and adults with Cornelia
de Lange syndrome. Am. J. Intellect. Dev. Disabil. 119,
235-252 (2014).

. Hamilton, J., Clement, W. A. & Kubba, H.

Otolaryngological presentations of Cornelia de Lange
syndrome. Int. J. Pediatr. Otorhinolaryngol. 18,
1548-1550 (2014).

Pulec, J. L. & Saadat, D. Multichannel cochlear
implantation in a child with Brachmann-De Lange
syndrome. Otolaryngol. Head Neck Surg. 113,
641-643 (1995).

Brietzke, S. E. et al. Clinical consensus statement:
pediatric chronic rhinosinusitis. Otolaryngol. Head
Neck Surg. 151, 542-553 (2014).

Rosenfeld, R. M. et al. Clinical practice guidelines
(update): adult sinusitis. Otolaryngol. Head Neck
Surg. 152, S1-S39 (2015).

Ashahi, Y. et al. General anaesthesia with and without
intubation for patients with Cornelia de Lange
syndrome. South. Afr. J. Anaesth. Analg. 15, 32-34
(2009).

Mehta, D. et al. Characterization of limb differences
in children with Cornelia de Lange Syndrome.

Am. J. Med. Genet. C Semin. Med. Genet. 172,
155-162 (2016).

Halal, F. & Preus, M. The hand profile on de Lange
syndrome: diagnostic criteria. Am. J. Med. Genet. 3,
317-323 (1979).

Braddock, R. et al. Radiologic features in Brachmann-
de Lange syndrome. Am. J. Med. Genet. 47,
106-1013 (1993).

Roposch, A. et al. Orthopaedic manifestations of
Brachmann-de Lange syndrome: a report of 34
patients. J. Pediatr. Orthop. B 13, 118—122 (2004).
Barboni, C. et al. A new report of Cornelia de

Lange syndrome associated with split hand and feet.
Am. J. Med. Genet. 158A, 2953-2955 (2012).
Ruzbarsky, J. J., Scher, D. & Dodwell, E. Toe walking:
causes, epidemiology, assessment and treatment.
Curr. Opin. Pediatr. 28, 40-46 (2016).

. Bettini, L. R. et al. Cervical spine malformation in

Cornelia de Lange syndrome: a report of three
patients. Am. J. Med. Genet. 164A, 1520-1524
(2014).

Torres, M. D., Calvo, E., Fernandez Espla, F. & Gilsanz, F.
Anesthetic management of an adult patient with
Cornelia de Lange syndrome. Minerva Anesthesiol.
76, 229-231 (2010).

. Pavlidis, E., Cantalupo, G., Bianchi, S., Piccolo, B. &

Pisani, F. Epileptic features in Cornelia de Lange
syndrome: case report and literature review.
Brain Dev. 36, 837-843 (2014).

. Verrotti, A. et al. Epilepsy in patients with Cornelia

de Lange syndrome: a clinical series. Seizure 22,
356-359 (2013).

. Nechay, A., Smulska, N. & Chepiga, L. Anoxic-epileptic

seizures in Cornelia de Lange syndrome: case report
of epileptic seizures induced by obstructive apnea.
Eur. J. Paediatr. Neurol. 10, 142—-144 (2006).

. Fernandez, H. H., Friedman, J. H. & Famiglietti, E. V.

Probable Cornelia de Lange syndrome with
progressive Parkinsonism and dystonia. Mov. Disord.
15, 749-751 (2000).

Chen, Y. W., Hung, P. L., Wu, C. K. & Tseng, P. T. Severe
complication of catatonia in a young patient with
Hashimoto’s encephalopathy comorbid with Cornelia
de Lange syndrome. Kaohsiung J. Med. Sci. 31,
60-61 (2015).

. Van den Berg, D. L. C. et al. Nipbl interacts with

Zfp609 and the integrator complex to regulate
cortical neuron migration. Neuron 93, 348-361
(2017).

Whitehead, M. T., Nagaraj, U. D. & Pearl, P. L.
Neuroimaging features of Cornelia de Lange
syndrome. Pediatr. Radiol. 45, 1198-1205
(2015).

Vuilleumier, N. et al. Neuropathological analysis

of an adult case of the Cornelia de Lange syndrome.
Acta Neuropathol. 104, 327-332 (2002).

. Roshan Lal, T. R. et al. Cornelia de Lange syndrome:

correlation of brain MRI findings with behavioral
assessment. Am. J. Med. Genet. C Semin. Med. Genet.
172,190-197 (2016).

132.

134.

135.

136.

13

Q3

138.

140.

14

142.

143,

144,

145.

146.

14

148.

149.

150.

N

15

153.

15

~

155.

Q

Mutlu, M., Dilber, B. & Aslan, Y. Cornelia de Lange
syndrome associated with thoracic meningocele.
Clin. Dysmorphol. 19, 161-163 (2010).

. Hall, S. S., Arron, K., Sloneem, J. & Oliver, C. Health

and sleep problems in Cornelia de Lange Syndrome:
a case control study. J. Intellect. Disabil. Res. 52,
458-468 (2008).

Stavinoha, R. C. et al. Characterization of sleep
disturbance in Cornelia de Lange Syndrome. Int.

J. Pediatr. Otorhinolaryngol. 715, 215-218 (2011).
Rajan, R. et al. Insomnia in Cornelia de Lange
syndrome. Int. J. Pediatr. Otorhinolaryngol. 76,
972-975 (2012).

Zambrelli, E. et al. Sleep disorders in Cornelia de
Lange syndrome. Am. J. Med. Genet. C Semin. Med.
Genet. 172, 214-221 (2016).

. Wulffaert, J. et al. Simultaneous analysis of the

behavioral phenotype, physical factors, and parenting
stress in people with Cornelia de Lange syndrome.

J. Intellect. Disabil. Res. 53, 604-619 (2009).
Ajmone, P. F. et al. Communication, cognitive
development and behavior in children with Cornelia
de Lange syndrome (CdLS): preliminary results.

Am. J. Med. Genet. Neuropsychiatr. Genet. 165B,
223-229 (2014).

. Reid, D., Moss, J., Nelson, L., Groves, L. & Oliver, C.

Executive functioning in Cornelia de Lange syndrome:
domain asynchrony and age related performance.

J. Neurodev. Dis. 9, 29 (2017).

Johnson, V. Executive function and decision making in
Cornelia de Lange syndrome. PhD thesis, Univ.
Birmingham (2015).

. Joosten, A. V. & Bundy, A. C. Sensory processing and

stereotypical and repetitive behaviour in children with
autism and intellectual disability. Aust. Occup. Ther. J.
57,366-372 (2010).

Baker, A. E. Z., Lane, A., Angley, M. T. & Young, R. L.
The relationship between Sensory processing patterns
and behavioral responsiveness in autistic disorder:

a pilot study. J. Autism Dev. Disord. 38, 867-875
(2008).

Bogdashina, O. Sensory perceptual issues in autism
and Asperger syndrome: different sensory
experiences — different perceptual worlds 2nd edn,
(Jessica Kingsley Publishers, London, 2016).
Mazurek, M. O. et al. Anxiety, sensory over-
responsivity, and gastrointestinal problems in children
with autism spectrum disorders. J. Abnorm. Child
Psychol. 41, 165-176 (2013).

Mulder, P. A. et al. Development, behavior and autism
in individuals with SMC1A variants. J. Child Psychol.
Psychiatry (in the press).

Engel-Yeger, B., Hardal-Nasser, R. & Gal, E. Sensory
processing dysfunctions as expressed among children
with different severities of intellectual developmental
disabilities. Res. Dev. Disabil. 32, 1770-1775 (2011).
Cascio, C. J., Lorenzi, J. & Baranek, G. T. Self-reported
pleasantness ratings and examiner-coded
defensiveness in response to touch in children with
ASD: effects of stimulus material and bodily location.
J. Autism Dev. Disord. 46, 1528-1537 (2016).
Moss, J., Fitzpatrick, D., Welham, A., Penhallow, J. &
Oliver, C. Genotype-phenotype correlations in Cornelia
de Lange syndrome: behavioral characteristics and
changes with age. Am. J. Med. Genet. 173A,
1566-1574 (2017).

Nakanishi, M. et al. Investigation of autistic features
among individuals with mild to moderate Cornelia de
Lange syndrome. Am. J. Med. Genet. 158A,
1841-1847 (2002).

Moss, J. et al. Prevalence of autism spectrum
phenomenology in Cornelia de Lange and Cri du Chat
syndromes. Am. J. Ment. Retard. 113, 278-291
(2008).

. Moss, J. et al. Social behavior and characteristics of

Autism Spectrum Disorder in Angelman, Cornelia de
Lange and Cri du Chat syndromes. Am. J. Intellect.
Dev. Disabil. 118, 262-283 (2013).

. Richards, C., Moss, J., O’Farrell, L., Kaur, G. & Oliver, C.

Social anxiety in Cornelia de Lange syndrome.

J. Autism Dev. Disord. 39, 1155-1162 (2009).
Crawford, H., Moss, J., McCleery, J. P., Anderson, G. M.
& Oliver, C. Face scanning and spontaneous emotion
preference in Cornelia de Lange syndrome and
Rubinstein-Taybi syndrome. J. Neurodev. Dis. T,

22 (2015).

. Srivastava, S. et al. Autism traits in children and

adolescents with Cornelia de Lange syndrome.

Am. J. Med. Genet. 164A, 1400—-1410 (2014).
Cochran, L., Moss, J., Nelson, L. & Oliver, C.
Contrasting age related changes in autism spectrum dis-
order phenomenology in Cornelia de Lange, Fragile X,

NATURE REVIEWS | GENETICS

VOLUME 19 | OCTOBER 2018 | 665




CONSENSUS STATEMENT

156.

15

~

158.

159.

160.

16

162.

163.

164.

165.

166.

167.

168.

169.

170.

17

172.

173.

174.

and Cri du Chat syndromes: results from a 2.5 year
follow-up. Am. J. Med. Genet. C Semin. Med. Genet.
169, 188-197 (2015).

Huisman, S. A. et al. Self-injurious behavior. Neurosci.
Biobehav. Rev. 84, 483-491 (2018).

This paper provides an overview of self-injurious
behaviour and stresses the differences between
various syndromes, including CdLS.

. Berkson, G. & Tupa, M. Early development of

stereotyped and self-injurious behaviors. J. Early
Interv. 23, 1-19 (2000).

Oliver, C., Sloneem, J., Hall, S. & Arron, K. Self-
injurious behaviour in Cornelia de Lange syndrome: 1.
Prevalence and phenomenology. J. Intellect. Disabil.
Res. 53,575-589 (2009).

Richards, C., Groves, L., Jones, C., Moss, J. & Oliver, C.
Prevalence of autism spectrum disorder
phenomenology in genetic disorders: a systematic
review and meta-analysis. Lancet Psychiatry 2,
909-916 (2015).

McCracken, J. T. et al. Risperidone in children with
autism and serious behavioral problems. N. Engl.

J. Med. 347, 314-321 (2002).

. Goldman, S. et al. Motor stereotypies in children with

autism and other developmental disorders. Dev. Med.
Child Neurol. 51, 30-38 (2008).

Moss, J., Oliver, C., Arron, K., Burbridge, C. & Berg, K.
The prevalence and phenomenology of repetitive
behavior in genetic syndromes. J. Autism Dev. Disord.
39, 572-588 (2009).

Leekam, S., Prior, M. R. & Uljarevic, M. Restricted and
repetitive behaviors in autism spectrum disorders:

a review of research in the last decade. Psych. Bull.
137,562-593 (2011).

King, B. H. et al. Lack of efficacy of citalopram in
children with autism spectrum disorders and high
levels of repetitive behavior: citalopram ineffective

in children with autism. Arch. Gen. Psychiatry 66,
583-590 (2009).

Grados, M. A., Alvi, M. H. & Srivastava, S.

Behavioral and psychiatric manifestations in Cornelia
de Lange syndrome. Curr. Opin. Psychiatry 30,
92-96 (2017).

Basile, E., Villa, L., Selicorni, A. & Molteni, M.

The behavioural phenotype of Cornelia de Lange
syndrome: a study of 56 individuals. J. Intellect.
Disabil. Res. 51, 671-681 (2007).

Moss, J. et al. A comparative study of sociability and
selective mutism in autism spectrum disorder,
Angelman, Cornelia de Lange, Fragile X and
Rubinstein-Taybi syndromes. Am. J. Intellect. Dev.
Disabil. 121, 465-486 (2016).

Crawford, H., Waite, J. & Oliver, C. Diverse profiles of
anxiety related disorders in fragile X, Cornelia de
Lange and Rubinstein-Taybi syndromes. Autism Dev.
Disord. 47, 3728-3740 (2017).

Mulder, P. A. et al. Behaviour in Cornelia de Lange
syndrome: a systematic review. Dev. Med. Child
Neurol. 59, 361-366 (2017).

This paper describes the specific characteristics of
behaviour in individuals with CdLS.

Sarimski, K. Analysis of intentional communication in
severely handicapped children with Cornelia de Lange
syndrome. J. Commun. Disord. 35, 483-500 (2002).

. Hassiotis, A. et al. Randomized, single-blind,

controlled trial of a specialist behavior therapy team
for challenging behavior in adults with intellectual
disabilities. Am. J. Psychiatry 166, 1278-1285
(2009).

Oliver, C., Berg, K., Moss, J., Arron, K. & Burbidge, C.
Delineation of behavioural phenotypes in genetic
syndromes. Comparison of autism spectrum disorder,
affect and hyperactivity. J. Autism Dev. Disord. 41,
1019-1032 (2011).

This paper describes the specific characteristics of
ASDs in syndromes, including CdLS.

Moss, J., Magiati, ., Howlin, P. & Oliver, C.
Characteristics of autism spectrum disorder in
Cornelia de Lange syndrome. J. Child Psychol.
Psychiatry 53, 883-891 (2012).

Sarimski, K. Communication, social-emotional
development and parenting stress in Cornelia-
de-Lange syndrome. J. Intellect. Disabil. Res. 41,
70-75 (1997).

176.

177.

179.

18

]

183.

185.

18

~

188.

189.

190.

@

19

N

. Arron, K., Oliver, C., Berg, K., Moss, J. & Burbidge, C.

Prevalence and phenomenology of self-injurious

and aggressive behaviour in genetic syndromes.

J. Intellect. Disabil. Res. 55, 109—-120 (2011).
Goodban, M. T. Survey of speech and language skills
with prognostic indicators in 116 patients with
Cornelia de Lange Syndrome. Am. J. Med. Genet. 417,
1059-1063 (1993).

Lorusso, M. L. et al. Indicators of theory of mind in
narrative production: a comparison between individuals
with genetic syndromes and typically developing
children. Clin. Linguist. Phon. 21, 37-53 (2007).

. Snell, M. E. et al. Twenty years of communication

intervention research with individuals who have
severe intellectual and developmental disabilities.
Am. J. Intellect. Dev. Disabil. 115, 364—380 (2010).
Fraser, W. |. & Campbell, B. M. A study of six cases
of De Lange Amsterdam dwarf syndrome with
special attention to voice, speech, and language
characteristics. Dev. Med. Child Neurol. 20,
189-198 (1978).

. Verpoorten, R. A. W. Communicatie met verstandelijk

gehandicapte autisten: een multi-dimensioneel
communicatiemodel. Ned. T. Zorg Verstand. Gehand.
22, 106-120 (1996).

. Romski, M. et al. Randomized comparison of

augmented and nonaugmented language
interventions for toddlers with developmental delays
and their parents. J. Speech Lang. Hear. Res. 53,
350-364 (2010).

. Wilkinson, K. M. & Hennig, S. The state of research

and practice in augmentative and alternative
communication for children with developmental/
intellectual disabilities. Ment. Retard. Dev. Disabil.
Res. Rev. 13, 58-69 (2007).

Porter, J., Ouvry, C., Morgan, M. & Downs, C.
Interpreting the communication of people with
profound and multiple learning difficulties. Br. J. Learn.
Disabil. 29, 12—16 (2001).

. Dobson, S., Upadhyaya, S. & Stanley, B. Using an

interdisciplinary approach to training to develop the
quality of communication with adults with profound
learning disabilities by care staff. Int. J. Lang.
Commun. Dis. 37, 41-57 (2002).

Wierzba, J., Mazurkiewicz-Betdziriska, M.,
Betdziiska-Brudto, J., Potaz, P. & Banach, P.
Challenges of caring for a patient with a rare
disease — as demonstrated by Cornelia de Lange
Syndrome. Dev. Period Med. 19, 511-515

(2015).

. January, K. et al. Benefits and limitations of a

multidisciplinary approach to individualized
management of Cornelia de Lange syndrome and
related diagnoses. Am. J. Med. Genet. C Semin. Med.
Genet. 172, 237-245 (2016).

. Mikotajewska, E. Interdisciplinary therapy in Cornelia

de Lange syndrome — review of the literature.

Adv. Clin. Exp. Med. 22, 571-577 (2013).

Ailey, S. H., Brown, P. J. & Ridge, C. M. Improving
hospital care of patients with intellectual and
developmental disabilities. Disabil. Health J. 10,
169-172 (2017).

Fisher, K., Haagen, B. & Orkin, F. Acquiring medical
services for individuals with mental retardation in
community-based housing facilities. Appl. Nurs. Res.
18, 155-159 (2005).

Dubin, S. When the patient suffers: optimization of
transitions between care facilities. Geriatr. Nurs. 28,
298-300 (2007).

. Davies, H., Rennick, J. & Majnemer, A. Transition

from pediatric to adult health care for young adults
with neurological disorders: parental perspectives.
Can. J. Neurosci. Nurs. 33, 32—-39 (2011).

. Bindels-de Heus, K. G., van Staa, A., van Vliet, |,

Ewals, F. V. & Hilberink, S. R. Transferring young
people with profound intellectual and multiple
disabilities from pediatric to adult medical care:
parents’ experiences and recommendations.
Intellect. Dev. Disabil. 51, 176-189 (2013).

. Stein, G. L. & Kerwin, J. Disability perspectives on

health care planning and decision-making. J. Palliat.
Med. 13, 1059-1064 (2010).

. Baas, M. et al. Building treasures for rare disorders.

Eur. J. Med. Genet. 58, 11-13 (2015).

195. Cacioppo, C. N., Conway, L. J., Mehta, D., Krantz, I. D.
& Noon, S. E. Attitudes about the use of internet
support groups and the impact among parents of
children with Cornelia de Lange syndrome. Am.

J. Med. Genet. C Semin. Med. Genet. 172, 229-236
(2016).

Acknowledgements

No funding was received from pharmaceutical companies.
The authors gratefully acknowledge the participation of
all the international families and individuals with Cornelia de
Lange syndrome. The authors apologize to the many authors
whose work they were unable to cite because of space limita-
tions. This work was supported by the Spanish Ministry of
Health — Fondo de Investigacion Sanitaria (FIS) [#
P112/01318; PI15/0707], the Diputacion General de Aragon
(Grupo Consolidado B20), IIS Aragon, GCVO2-CIBERER, the
Germany Federal Ministry of Education and Research (BMBF)
[CHROMATIN-Net] and the European Social Fund
(Construyendo Europa desde Aragon) to FJ.R. and J.P.

Author contributions

ADK., JEM.,ASe,A-M.B, MAD., PM.G,S.LI, LMK,
AV.L, PAM., FJ.R, JW, PFA., N.B, A.Ce, A.Co., V.C-D.,
D.F., M.G., L.G., W.G,, S.H., FJ.K.,, M.L.,, M.M., J.P.M.,
LAM., AM,J.O,CO,JP,SP,CJP,ALQ., ER, DR,
C.R.,ASh, Z.T, 1.D.C.V.B. and R.C.H. researched data for the
article. AD.K., JEM., ASe, A-M.B.,, MAAD, PM.G, S.L,
LM.K, AV.L, PAM., FJ.R,JW, PFA, D.A, N.B., ACe,
A.Co., V.C.-D,,D.F, M.G,, L.G,, W.G,, S.H., FJ.K, G.K, M.L,,
M.M., J.PM., LAM. AM., J.O, CO,J.P,SP,CJP, DR,
C.R., ASh., Z.T., I.D.C.V.B. and R.C.H. contributed to discus-
sion of the content. A.D.K., J.EM., A.Se., A-M.B,, M.AD.,
PM.G,S.LI, LMK, AV.L, PAM.,, FJ.R.,JW, |.D.CV.B.
and R.C.H. wrote the article. R.C.H. reviewed and/or edited
the article.

Competing interests
The authors declare no competing interests.

Patient consent

The authors affirm that human research participants or their
guardians provided informed consent for publication of the
images in figures 1 and 3.

Publisher’s note
Springer Nature remains neutral with regard to jurisdictional
claims in published maps and institutional affiliations.

Reviewer information
Nature Reviews Genetics thanks C. Gervasini, |. Krantz and
the other anonymous reviewer(s) for their contribution to the
peer review of this work.

Supplementary information
Supplementary information is available for this paper at
https://doi.org/10.1038/s41576-018-0031-0.

Open Access This article is licensed under
™ a Creative Commons Attribution 4.0 Inter-
national License, which permits use, shar-
ing, adaptation, distribution and reproduction in any
medium or format, as long as you give appropriate credit
to the original author(s) and the source, provide a link to
the Creative Commons license, and indicate if changes
were made. The images or other third party material in
this article are included in the article’s Creative Commons
license, unless indicated otherwise in a credit line to the
material. If material is not included in the article’s
Creative Commons license and your intended use is not
permitted by statutory regulation or exceeds the permit-
ted use, you will need to obtain permission directly
from the copyright holder. To view a copy of this license,
visit http://creativecommons.org/licenses/by/4.0/.

RELATED LINKS

Human Phenotype Ontology browser: http://compbio.
charite.de/hpoweb/showterm?id=HP:0000118

The World Federation of CdLS Support Groups: http://
www.cdlsworld.org

Online Mendelian Inheritance in Man (OMIM): https://
www.omim.org/

666 | OCTOBER 2018 | VOLUME 19

www.nature.com/nrg


https://doi.org/10.1038/s41576-018-0031-0
http://creativecommons.org/licenses/by/4.0/
http://compbio.charite.de/hpoweb/showterm?id=HP:0000118
http://compbio.charite.de/hpoweb/showterm?id=HP:0000118
http://www.cdlsworld.org
http://www.cdlsworld.org
https://www.omim.org/
https://www.omim.org/

	Diagnosis and management of Cornelia de Lange syndrome: first international consensus statement
	Methods

	Clinical diagnostic criteria

	Clinical features

	Clinical features of Cornelia de Lange syndrome

	Cardinal features (2 points each if present)

	Suggestive features (1 point each if present)

	Clinical score


	Severity scores


	Molecular diagnostic criteria

	Genetics of CdLS

	NIPBL
	SMC1A
	SMC3
	RAD21
	BRD4
	HDAC8
	ANKRD11
	Other genes

	Mosaicism

	Familial recurrence risk

	Diagnostic approaches

	Prenatal diagnostics
	Molecular genetic testing


	Medical follow-​up

	Paediatric medical follow-​up

	Adult medical follow-​up


	Organ system manifestations

	Gastroenterology

	Senses

	Ophthalmology
	Ears, nose and throat

	Orthopaedics

	Neurology


	Cognition and behaviour

	Cognition

	Sensory processing

	Adaptive behaviour profile

	Self-​injurious and aggressive behaviours

	Repetitive behaviour

	Social functioning including ASDs

	Anxiety

	Communication and language

	Age-​related changes in cognition and behaviour


	Care planning

	Medical care

	Transition

	Decision-​making


	Conclusions

	Acknowledgements

	Fig. 1 Facial phenotype of individuals with Cornelia de Lange syndrome.
	Fig. 2 The phenotypes classified as Cornelia de Lange syndrome can be defined as a spectrum.
	Fig. 3 Cardinal facial features of Cornelia de Lange syndrome.
	Fig. 4 Cornelia de Lange syndrome is a cohesinopathy.
	Fig. 5 Molecular diagnostic pathways for Cornelia de Lange syndrome.
	Table 1 Details of the Delphi consensus voting process.
	Table 2 Comparison of the main clinical findings in individuals with molecularly confirmed Cornelia de Lange syndrome.




