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About this Resource Packet

This information was collected from the following 2 recent publications and represents data from 44
individuals:

e Morgan, A, Braden, R., Wong, M. M. K,, Collin, E., Amor, D., Liegeois, F., Srivastava, S., Vogel, A., Bizaoui, V.,
Ranguin, K, Fisher, S. E., & van Bon, B. W. (2021). Speech and language deficits are central to SETBP1
haploinsufficiency disorder. European Journal of Human Genetics. 29:1216-1225

e Jansen, N. A, Braden, R. O,, Srivastava, S., Otness, E. F.,, Lesca, G., Rossi, M., Nizon, M., Bernier, R. A., Quelin,
C., van Haeringen, A, Kleefstra, T., Wong, M. M. K., Whalen, S,, Fisher, S. E., Morgan, A. T., & van Bon, B. W.
(2021). Clinical delineation of SETBP1 haploinsufficiency disorder. European Journal of Human Genetics.
29: 1198-1205

The information represents 34 individuals with SETBP1 haploinsufficiency disorder, also known as SETBP1
disorder and SETBP1-HD, in the Clinical delineation of SETBP1 haploinsufficiency disorder publication and 31
individuals with SETBP1 -HD in the Speech and language deficits are central to SETBP1 haploinsufficiency
disorder publication. Some individuals are represented in both publications and efforts were not taken to try to
match up data between the 2 publications. Data is pulled from either publication depending on the type of
data presented.

This resource packet is designed to be useful for parents of children with SETBP1-HD and for education
specialists, medical specialists, and therapists working with children with SETBP1-HD.

'. SETBP1 Haploinsufficiency Disorder

SETBP1 haploinsufficiency disorder is a genetic neurodevelopmental disorder characterized by
moderate to severe speech impairment, motor developmental delay, a wide range of intellectual
functioning (from normal 1Q to severe ID), hypotonia and behavior problems. Commonly reported
behavioral characteristics are attention deficit and hyperactivity. Other reported clinical signs
include young-onset vision impairment, autism spectrum disorder, anxiety, seizures,
gastrointestinal issues, genital anomalies, and sleep problems. There is wide variability in how
severely individuals may be affected.
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*At a young age, this may first present as a speech delay. **Broad nasal bridge, ptosis, epicanthal folds, blepharophimosis, full nasal tip, hypertelorism, and high palate
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Total Males and Females

Among the 44 participants, there are 26 males and 18
females who have SETBP1 haploinsufficiency disorder
represented in this guide.
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44 participants

Genetic Changes

The following SETBP1 changes were represented
by the participants.
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Age Range

The average age is 14 years old. Ages range from 8 months
old to 73 years old with 13 of the 44 participants under 6 and
8 over 18.

Age Range

<1 -73yrs
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Medications Noted

The following medications were noted by 13 individuals included within this
study. The numbers represent the number of people who reported taking that
type of medication. This portion is informational and no medications should be
tried or adjusted without physician support and guidance.

Gastrointestinal Issues

(Nexium, Resource Antidepressants
OptiFibre)
Antiepileptics
Sleep (Lamotrigine,
(Melatonin) | Behavior and ADHD+ Depakine, and

(Stimulants - Concerta, Adderall, Sodium Valporate)
methylphenidate, Quillivant,

Focalin, Biphentin

Non-stimulants - Intuniv, Vayarin

Antipsychotics - Risperidone,

Neuleptil)

*7 of the 8 individuals are boys


https://www.google.com/search?sxsrf=AOaemvJEJ5pQB8UvoyroSDJ87J-aZZ1vMg:1633113278895&q=Risperidone&spell=1&sa=X&ved=2ahUKEwjGu_aG7anzAhVzk2oFHXSnCbYQkeECKAB6BAgBEDE

Where We Live

U

Countries Represented

The location for 33 participants was noted in the publications. The individuals

represent 9 countries.

® 9 Families Participated
® >1and <5 Families Participated
® 1 Family Participated
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This document represents the educational, therapeutic, and
behavioral needs for individuals with SETBP1 haploinsufficiency : ..
disorder. Preschool School-Age

These interventions may be needed regardless of a formal diagnosis of
intellectual disability, autism spectrum disorder, or attention-
deficit/hyperactivity disorder.
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Speech & Language Findings

EARLY
INTERVENTION

*Supports language acquisition prior to speech development
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SETBP1 neurodevelopmental

disorders

Changes in the SETBP1 gene are associated with 2 distinct genetic neurodevelopmental disorders, as well
as, variants of uncertain molecular impact which are classified as SETBP1-related disorders.

SETBP1DISORDER
SETBP1-HD

a neurodevelopmental disorder
consisting of moderate to
severe speech impairment,
mild motor developmental delay,
a wide range of intellectual
functioning (from normal IQ to
severe ID), hypotonia
in childhood and behavior
problems

DESCRIPTION

A loss of function (LoF) change
in one copy of the two SETBP1
genes causing the body to not
produce enough of the SETBP1
protein. This type of change is
referred to as a loss of function
change/variant.

CAUSE

Most Often De Novo
(Not inherited from parents)

Possibility exists of
germline or low-grade somatic
mosaicism inheritance

INHERITANCE

Variants located
throughout the SETBP1
gene, which is located
on chromosome 18

A deletion may include
part or all of the SETBP1
gene

LOCATION

SCHINZEL-GIEDION SYNDROME

SGS*

CLASSICAL

a severe multi-system disorder
consisting of recognizable
facial characteristics,
neurological problems
(including severe intellectual
disability, intractable epilepsy,
cerebral blindness, and
deafness) and various congenital
anomalies

A gain of function (GoF)
change in one copy of the two
SETBP1 genes causing the
body to accumulate too much
of the SETBP1 protein. This
type of change is referred to
as a gain of function
change/variant.

Most Often De Novo
(Not inherited from parents)

Possibility exists of

ATYPICAL

a milder form than classical
Schinzel-Giedion Syndrome

A gain of function (GoF)
change in one copy of the two
SETBP1 genes causing the
body to produce/accumulate
too much of the SETBP1
protein. This type of change is
referred to as a gain of
function change/variant.

Most Often De Novo
(Not inherited from parents)

Possibility exists of

germline or low-grade somatic germline or low-grade somatic

mosaicism inheritance

SETBP1 variant located
within a specific region
(residues 868 to 871 of
the SETBP1 protein). The
SETBP1 gene is located
on chromosome 18.

mosaicism inheritance

SETBP1 variant located
in close proximity but
outside of the classical
SGS specific region. The
SETBP1 gene is located
on chromosome 18.

SETBP1-RELATED
DISORDERS

UNKNOWN MOLECULAR
IMPACT

a SETBP1 change that is not
identified as causing SGS or
SETBP1 haploinsufficiency
disorder.

1. It is not yet known if the
SETBP1 change is contributing to
the individual's challenges
2. SETBP1 is causing challenges
for the individual but the reason
is not known

A change in one copy of the two
SETBP1 genes with one of the
following outcomes:
1.1t is not known whether the
SETBP1 change is impacting the
body. This change is called a
Variant of Unknown Significance
(VUS).

2. It is not known how the SETBP1
change is impacting the body.

De Novo (Not Inheritied)
OR
Inherited from either
parent

Variants located
throughout the SETBP1
gene, which is located
on chromosome 18, and
not within the SGS
atypical or classical
region.

*Additional SGS info from Acuna et al 2017 & Banfi et al 2021



