
Living with

A diagnosis of ASXL2-related disorder (Shashi-Pena 
Syndrome, SPS) for your loved one likely brings a range 
of feelings about the future. This extremely rare genetic 
condition has been diagnosed in fewer than 50 individuals, 
with potentially many more living undiagnosed. SPS impacts 
many systems of the body and can cause significant, lifelong 
challenges. Although there is still much to be learned about SPS, 
the ASXL community of families, doctors, and researchers have 
learned and continue to learn many lessons and how to best 
manage its symptoms and complications.

Shashi-Pena Syndrome
ASXL2-related disorder

arrefoundation.org/shashi-pena

This guide provides an overview of the most 
common symptoms and their management. Medical 
appointments can be overwhelming, so refer to the 
education provided in this guide at your own pace and as 
often as necessary. The ASXL Rare Research Endowment 
(ARRE) Foundation is here to support you and your 
family so that you can feel more confident about today, 
tomorrow, and all of the tomorrows to come. 

How to use this guide: Although not all of the 
symptoms discussed in this guide will present for 
each person with SPS, the various systems highlighted 
throughout are closely interconnected, so treatment of 
one symptom may work to improve others. 
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Growth
SPS is known to be an overgrowth disorder, 
where individuals are larger than their peers. 
At least two-thirds of individuals with SPS were 
large for their gestational age (macrosomia), 
and three-quarters had larger-than-standard 
head sizes (macrocephaly) at birth or as they 
developed over time. If macrosomia and 
macrocephaly were present at birth, they tend 
to persist over time. 

Skeletal abnormalities are common and may 
include a curved spine (scoliosis), an exag-
gerated, forward rounding of the upper back  
(kyphosis), and an unusually large range of 
movement (joint hypermobility). Approximately 
30% of those affected with SPS have a predispo-
sition to easily broken/fractured bones and hip 
dysplasia. 

Feeding
The majority of individuals with SPS demonstrat-
ed feeding issues as infants, such as poor suck/
latch that evolved into difficulty coordinating and 
initiating movement of the jaw, 
lips, tongue, and soft pal-
ate (oral apraxia) as chil-
dren. Some children 
also display senso-
ry issues with food 
regarding textures 
and aversions. 

• �Weight, length/height, and head 
circumference plotted on a standard 
growth chart at every appointment

• �Clinical assessment for scoliosis/
kyphosis and history of fractures; 
these may be managed with standard 
orthopedic treatments or may require 
surgery. Spine radiographs and/or DEXA 
scans to measure bone density may be 
indicated.

• �Physical therapy for any skeletal 
abnormalities, feeding therapy for 
sensory issues/food aversions, and/or 
speech therapy.

• �Feeding evaluation to assess for 
nutritional status and risk of aspiration

• �Swallow studies are recommended 
when there is choking/gagging during 
feedings, poor weight gain, frequent 
respiratory illnesses, or feeding refusal 
that is not otherwise explained.

• �Chill or thicken food (if deemed 
safe)

• �Surgical placement of 
a tube directly into the 

stomach (a G tube) or 
the small intestine (a 
GJ tube) to allow liquid 
nutrition to be given 
for those with severe 
feeding issues

What you or
your doctor can do
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Sleep
Individuals with SPS often experience interrupted 
breathing during sleep (sleep apnea).  
Machines that provide 
continuous airway 
pressure during sleep 
(CPAP machines) may be 
helpful. 

Behavior and learning
Intellectual developmental delays are common in in-

dividuals with SPS but varies greatly in severity from a 
low-average IQ to severe. Speech may be delayed to be-
tween 2 and 4 years of age. A developmental pediatrician 
may be helpful.

Difficulties with attention and aggressive behavior 
also are common. Outbursts involving aggression and 
anger can be difficult for family members and caregiv-
ers. Serious aggressive or destructive behavior can be 
assessed and managed by a pediatric psychiatrist. 

Although anxiety, attention-deficit/hyperactivity disorder 
(ADHD), and autism spectrum disorder have been diagnosed 

in individuals with SPS, the causative relationship between SPS 
and these disorders remains unclear. 

What you or
your doctor can do
• �For those 1 year or 

older, screen for any 
sleep disturbances. Any 
sleep apnea should be 
treated with standard 
management. 

• �Adaptive, cognitive, and speech skills 
evaluation

• �Try augmentative and alternative 
communication (AAC) devices to assist with 
speech

• �Early-intervention evaluation/special 
education/individualized education plan 
(IEP) evaluation 

• �Neuropsychiatric evaluation with 
neurobehavior screening for those 1 year of 
age or older

• �ADHD/autism spectrum disorder screening 
for those 1 year of age or older. Applied 
behavior analysis-based therapy is 
recommended if any autistic-like traits are 
discovered. Standard medications for ADHD 
may be helpful.

What you or your doctor can do
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What you or
your doctor can do
• �Motor skills evaluation
• �Physical therapy to 

assist with gross motor 
skills and occupational 
therapy to assist with 
fine motor skills

• �Use of adaptive mobility 
equipment including 
adaptive strollers, bath 
chairs, walkers, braces, 
and orthotics to assist as 
necessary

• �Monitor for temperature 
dysregulation

• �Brain MRI when 
increasing head 
circumference is present

• �EEG when seizure of 
any type is present or 
suspected

Brain-body connection
Low muscle tone (hypotonia) is seen in almost all infants with 
SPS, but it does tend to improve with age. Walking may be de-
layed in children, beginning anywhere from 18 months to over 4 
years of age. 

Some individuals with SPS have trouble regulating their tem-
perature. They “run hot,” with higher-than-average body tem-
peratures and may overheat more easily.

Seizures are common for individuals with SPS. They may occur in 
early infancy and be associated with fever (febrile seizures). Febrile 
seizures usually last less than 15 minutes and should not occur 
more than once in 24 hours. The cause of febrile seizures is often 
unknown. Seizures without fever (nonfebrile seizures) display in 
different forms and may present as a brief loss of consiciousness.

Testing of brain activity (electroenceophalogram, EEG) has not 
shown a specific pattern of changes in individuals with SPS, but the 
EEG findings tend to be consistent with the reported seizure type. 
Seizures are typically well controlled with standard medications. 

Endocrine system
Research suggests that issues involving the endocrine system may 
be common in SPS. The endocrine system is a complex network 
of glands and organs that affect the body’s metabolism, energy 
level, growth, ability to reproduce, and response to injury, stress, 
and mood. More than 50% of individuals with SPS have low 
blood sugar (hypoglycemia) at some point in life, with some 
experiencing this only as infants and others experiencing it in 
episodes throughout their lives.

• �Obtain blood glucose level in newborns and 
in older children with potential symptoms of 
hypoglycemia

• �If hypoglycemia is present in newborn 
period, evaluate for hyperinsulinism 
(which can cause moderate or severe 
hypoglycemia)

What you or your doctor can do
• �Hypoglycemia 

may be managed with standard 
treatments such as continuous feeds, 
avoidance of fasting, and administration of 
dextrose or octreotide, if appropriate

• �Nutritionist evaluation for endocrine-related 
issues such as obesity
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Heart
Most babies with SPS have some sort of abnormality of the heart, with 
atrial septal defects and patent ductus arteriosus being the most commonly 
reported. Atrial septal defects display as a hole in the wall that divides the 
upper chambers of the heart. Patent ductus arteriosus is when an extra 
blood vessel normally present just before and after birth stays open for 
longer than usual, causing extra blood flow to the lungs. 

Other more rare findings may include:

• �Echocardiogram to evaluate for congenital heart defects
• �Manage with standard treatment; may require surgery

What you or your doctor can do

Teeth & skin
Both baby (primary) and permanent (secondary) teeth erupt and 
are lost early when compared with other children of the same 
ages. The teeth themselves tend to be small (microdontia) with 
weak enamel. There may be an overgrowth of gums around the 
teeth (gingival overgrowth) and/or excessive drooling (sialorrhea). 
Some individuals with SPS also may have increased density of the 
alveolar bone, which supports the teeth and is connected to the 
roots of the teeth. 

Most individuals with SPS have a pink or red discoloration of 
the skin in between the eyebrows, commonly referred to as a 
port-wine stain (glabellar nevus flammeus). This may fade with 
age. Other skin and hair findings include deep creases on the 
hands (palmar creases), excessive hair growth anywhere on the 
body regardless of sex (hypertrichosis), and malformations of 
the small blood vessels (capillaries) in the skin that enlarge and 
darken with age. 

• �A hole in the wall that separates the 
two lower chambers of the heart 
(ventricular septal defect)

• �Malformation of the aorta
• �Issues with the pulmonary artery

What you or
your doctor can do
• �Regular dental 

evaluations beginning no 
later than age 3

• �Standard orthodontic 
and dentistry 
management for issues

Success through adaptation
Families caring for individuals with SPS should consider ways to challenge their loved one 
educationally and developmentally to develop and maintain physical skills and muscle strength. 
For example, consider participation in adaptive sports or the Special Olympics. 
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Resources
The information in this guide is based on Lander JM, Pena L 
DM, Spillmann RC, Johnson A, Shashi V. Shashi-Pena Syndrome. 
Accepted for publication.  In: Pagon RA, Adam MP, Bird TD, et 
al, editors. GeneReviews™ [Internet]. Seattle (WA): University of 
Washington, Seattle; 1993-2013. 

This resource was developed with financial support from the 
American Legion Child Welfare Foundation.

This information is not medical advice and should not replace a 
consultation with a physician.

Eyes & ears
Misalignment of the eyes resulting in inward 
or outward positioning (strabismus) and/or 
poor visual development have been found in 
approximately 75% of individuals with SPS.

Some degree of conductive hearing loss 
has been reported in approximately 50% of 
individuals with SPS. Pressure-equalizing (PE) 
tubes may be helpful, and multiple sets may be 
needed.

Community vision and hearing services are often 
available through early-intervention programs 
or the local public school. 

• �Regular eye exams
• �Manage with standard ophthalmic 

treatments
• �Assess for hearing loss 
• �Manage with PE tubes or hearing aids
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What you or
your doctor can do
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Family & community
Families caring for an individual with SPS may benefit from 
the involvement of social workers/case managers to aid in access to 
local resources, respite, and support. Most individuals with SPS will require some level of 
developmental and/or behavioral support as they age, so community programs are helpful 
with ongoing assessments for supportive or home nursing services. 

Find caregiver information and resources 
on the ARRE Foundation website: 
• Educational resources & tools 
• Directory of doctors & therapists
• Caregiver support
• Resource Library

Education for healthcare professionals also is available.

Visit arrefoundation.org/resource-library 

Connect & learn more
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