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What is PIK3CA-Related Overgrowth Spectrum (PROS)1?
The PIK3CA gene provides instructions to produce a subunit of proteins called phosphoinositide 3-kinases (PI3Ks).2 PIK3CA mutations can affect the structure and
function of PI3K proteins, resulting in cells growing abnormally. PIK3CA gene variants can cause different ‘levels’ of symptoms in each individual.
PIK3CA-Related Overgrowth (PROS) is an umbrella term covering many rare overgrowth disorders caused by PIK3CA mutations.

Managing symptoms

Trial participation

Cellulitis causes a rash that can
spread, and flu-like symptoms
that can last weeks. This had a
dramatic effect on my quality of
life. I had to forego social events
and have spent many weeks in
bed resting over a period of
13 years.”

“Physically moving around every day when parts of my
body are constantly growing and increasing in weight can
cause fatigue and a sense of mental exhaustion and
frustration. It sometimes feels like life is passing me by.”

Managing Symptoms3
PROS has poor long-term outcomes and high mortality rates.
The varied symptoms include: abnormal and unpredictable overgrowth of fatty tissue, muscles,
organs and the spine; misshapen blood/lymph vessels, increasing blood clots and internal bleeding
risk; gradual disfigurement, disability, paralysis, and weakness; reduced mobility, eventually
requiring wheelchair or mobility aid; enlarged fingers or toes; hypotonia (low muscle tone); seizures;
severe and chronic bone and soft tissue pain; respiratory distress and chronic lung disease;
recurring cellulitis, a hard-to-treat skin infection; abnormal kidney structure and function.
Many symptoms of PROS require medical intervention and constant monitoring, often increasing
living costs and decreasing quality of life. Symptom management can vary widely depending on
the areas of the body affected.

Burden of therapy

Burden of Therapy and
Life Lost
It is hard to find healthcare professionals who understand PROS. Historically,
treatment usually involves imaging and invasive surgeries such as tumour removal,
de-bulking, and amputation. Severely affected patients may undergo up to
50 surgeries in their lifetime.
There has been some recent success using signal-blocking drugs such as
sirolimus.4 However, the therapeutic benefit is usually short term. The cancer drug
alpelisib5 has also been shown to reduce pain and tissue growth. However, success
varies and access is only possible through clinical trials or compassionate use.6

Trial participation

“The desire to live a life like others, to own a home,
to work, to have a family, to be in a relationship…
These things feel out of reach when you have the
uncertainty of a progressive condition.”
“Receiving verbal abuse, comments and stares…
can be a daily experience.”
“For parents, it’s difficult to see your child go through endless medical
appointments, tests, surgeries, knowing you are not able to stop, not
knowing what the future holds.”
“A feeling of being out of control of your own life, that your body is in
charge and only treatment can possibly help.”

Trial Participation
We need companies to invest more time and money conducting clinical trials of PIK3CA-targeting drugs specifically in patients with PROS.
Patients’ quality of life depends on treatment access. Sometimes there is a long wait to access trials, so symptoms continue while patients
wait months or years for help.
We hope for new treatments and interventions that can help with the extensive symptoms of PROS.

Hopes and aspirations,
paragraph 1

Hopes and Aspirations
• Quality of life can be improved through wider access to genetic testing,
alternatives to biopsies for diagnosis, improved transition to adult care,
centralised care to reduce duplication of tests and appointments, improved
communication and awareness in doctors, and an easier application process
for compassionate use cases.

Hopes and aspirations,
paragraph 2

Hopes and aspirations,
paragraph 3

• Awareness and acceptance in society without verbal abuse, bullying or
stares, which lead to anxiety, depression and isolation.
• Pharma can help by setting up dedicated teams and education to improve
diagnosis and specialist care, facilitating early treatment access programs,
and working more closely with patient groups to better understand patient needs.
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