
What is HNRNPH2 Related Disorder? 

Gaby’s Journey 

Gaby is the youngest of three siblings and since 
birth has dealt with health problems, including 
intellectual disability, hypotonia, and ataxia 
among others.  These health problems were 
brought on by what was initially an unknown 
condition that took eight years to diagnose. 
Since receiving the HNRNPH2 Related Disorder 
diagnosis, one of only 100 in the world, we as a 
family have found a support group composed 
of other families impacted by this problem, to 
share experiences, treatments, and knowledge 
of what to expect, which will help to improve 
Gaby’s life.  

HNRNPH2 is a gene found on the X chromosome. Genetic mutations on the HNRNPH2 
gene result in a neuro-developmental phenotype. Mutations most frequently occur 
spontaneously and are not typically hereditary. This was first identified by Dr. Jennifer 
Bain and Dr. Wendy Chung, with the first publication identifying six patients with the 
disorder in the American Journal of Human Genetics in September 2016.  Since then, 
approximately 100 patients have been identified in 17 countries worldwide. The most 
recent paper, Detailed Clinical and Psychological Phenotype of the X-linked HNRNPH2-
Related Neurodevelopmental Disorder, was published in February 2021 and expands 
on the clinical phenotype of the disorder in 33 patients.  Signs and symptoms include: 

• Neurological issues (including seizures-42% and difficulty with coordination-70%) 

• Sensory issues (including hypo- and hyper-sensitivity to pain, temperature, and touch) 

• Sleep disturbance (18% with severe sleep disturbance) 

• Psychiatric diagnoses and concerns (67% experience anxiety and 34% have an ASD diagno-

sis) 

• Gastrointestinal issues (97% have feeding difficulties / 60% experience 

chronic constipation) 

Our Mission 

The Yellow Brick Road Project is a 
charitable foundation whose mission is 
to fund research to identify, under-
stand, treat, and ultimately cure those 
impacted by HNRNPH2 mutations.  We 
do this by: 

• funding initiatives to identify more 
individuals with HNRNPH2 muta-
tions 

• connecting families impacted by 
HNRNPH2 in order to contribute to 
the understanding of the disorder 

• raising awareness of HNRNPH2 
mutations in the general public and 
scientific communities 

• funding research into HNRNPH2 
mutations and potential treatments 

Barriers to Diagnosis: 

Variants in the HNRNPH2 gene were only first discovered as causative for the condition in 2016. Children were often previously 
clinically diagnosed with autism, atypical Rett Syndrome, CP, or developmental delay. Referrals to genetics vary depending on 
geographic location, access to specialists, access to insurance, and mindsets of providers. This is especially of concern for individu-
als who are older and who may have exhausted testing in early childhood. Providers may not understand why an accurate diagno-
sis matters and may be hesitant to provide a referral. Waitlists to access genetics services can be lengthy, and some families expe-
rience barriers in travel or time away from work to attend appointments. Payers such as Medicaid or insurance companies may 
require proof of medical necessity for those seeking updated testing. Whole exome sequencing is not widely available in all parts 
and has been historically cost prohibitive.  Furthermore, when a child receives a diagnosis of autism or CP, they are rarely referred 
for genetic testing.   

Clarke’s Journey 

Diagnosis is very important to me because I want 
to connect with other parents who have children 
with similar needs.  Parents can provide the best 
information, and offer support to meet the needs 
of newly diagnosed children and their families. My 
son Clarke was diagnosed at 20 years old. That 
was 20 years of no one really understanding  what 
we were experiencing.  I felt like we were wander-
ing here and there looking for information.  Now 
there is some clarity!   

Boris’ Journey 

Getting the diagnosis was and IS a chance to change 
Boris' life. Before, we did everything we could: medi-
cations, exercises - we continued these after diagno-
sis too, but the thing that changed is hope. When we 
got the genetic test result I was scared, but after a 
couple of hours of googling I found a community, 
persons who already KNOW about my son's disease 
even more than doctors! That was so encouraging! I 
really believe that one day there will be a cure, so 
I'm definitely "pro" genetic testing if 
you think that something is wrong, because only if 
you know something - you can try to change it.  

• Endocrine/growth issues (including weight issues and/or failure to 

thrive) 

• Orthopedic issues (including scoliosis-33% and hip dysplasia-21%) 

• Vision and hearing issues (including CVI-33% and hearing deficits-28%) 

Amber’s Journey 

Amber was born healthy, but wound up with a 
diagnosis of developmental delay until age 7 when 
she received an atypical Rett Syndrome diagnosis. 
While this seemed to fit somewhat, it wasn't a 
perfect fit. After a 2-year wait to access updated 
genetic testing, at 23 years old Amber finally re-
ceived her true results of HNRNPH2 Related Disor-
der. Receiving the correct diagnosis allowed us to 
learn about the various symptoms related to this 
condition that we weren't aware of, including 
cortical visual impairment.  Amber has also shown 
incredible growth in her communication in just one 
year after making modifications now that we have 
a better understanding of how to help her.  


