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Welcome to the newsletter for GoPI3K$enetic Overgrowth PI3K
Support. Here we will share updates from PROS medical experts,
information on fundraising, how we have helped those living with PROS,
aswell as rareevents & information from the rare community.

Zopiarce\ NEWSLETTER

A big thank you goes Dr Ralitsa Madsen &
her team: Alex Musk, Sweta Swaminathan , Mark
Bekala & Oliwia Mruk for their research update &
continued support for the PROS community &
their dedication to PROS research.

2025 PROS COMMUNITY UPDATE
from Dr Ralitsa Madsen & Team

Dear GoPI3Keaders

As we approach the festive season, | am once again excite
G2 aKINB K with yoi. S/ritiNglEs nelzisIgttér i

Is always one of my favourite responsibilities of the year. It
a chancdo step away from the endless o-list and

reflect on the meaningful progress we

havemade.

Forthose who may be reading one of my updates for the
first time: | amDr. RalitsaMadsen, andny research group
studies the PI3K signalling pathwathe biochemical
systeminside ourcells that is disrupted in PROS. Our
mission is to understand and predict hdK3CAnutations
change the behaviour of cells and tissues, and to use this
knowledge to guidesafer andmore effective treatment
strategies.

Thisyear, | am especially excited to share that we have
reached the final stage of whéaas trulybeen atour de
forceof disease modelling since | started the lab. After
several yearsf hardwork and continuous support fromy


http://www.gopi3ks.com/

mentor and collaboratoProf. RobertSemple wenow

have a comprehensive collection of human induced
pluripotent stem cellsiPSCpscarryinga wide range of
activatingPIK3CAnutations. Thanks td’rof. Semple we
have alsaevived precious patientlerived cells from my
time in Cambridge samplesoriginally donated by
individualsin the PROS community. These are incredibly
valuable resourcesnd weare eternally grateful to the
patients who made this possible

What makes this milestone transformative is that, for the
first time, we are able tonodel PIK3CAnutations in the
correct human cell type; and to do so at scale using the
IPSCsve have generated. We began widmdothelial

cells which form the inner lining dflood vesseland are
central to the vascular malformations so often seen in
PROS. Over thgast threemonths in particular, our team
has seen firshand just how critical it is tetudy PIK3CA
mutations inprecisely engineered, human venous
endothelial cellsWithoutthe rightcell type, some
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knowthey causedebilitating disease. | experienced this
myself during my PhD, when one of tless potent
PIK3CAutations showed no measurable effect in the
IPSC lineageself. Converselyif one uses the nechuman
model systems or does not control carefully foe exact
dosageof each mutation, there is a risk that conclusions
are drawn that do noteflect thetrue biology of the

human condition. Unfortunately, this remains a challenge
in thefield, andit is one of the reasons whyof caution
againstover interpretingscientific studieshat do not

model PROS in a sufficiently realistic way, especially if the
authors donot acknowledgesuch limitations upfront.
Ultimately, no model is perfect but we have gotlie
honestin our reporting about it

Now that we have the appropriate endothelial models,
we can study the true biology tiie many PROS
mutations We can see clear, quantifiable differences that
closelyrecapitulate keyaspects of the human pathology.
This is an incredibly important step forward. Athe

timing could not be better. In fact, the first weeK



December, we will be running ofirst full drug targeting
experimentusing these diseaselevant models. We will
be testing clinicallyapproved medicines, as well as the
Relay Therapeutics drug currentlycimicaltrials. Our
goal is to directly compare how differeRIK3CA
mutationsrespond in thecorrect cellcontextg
something that has never been done systematically
before.

Togive you a sense of what we now have available:
wengineerediPSCsvith H1047Rand E545K
eachlinked to fluorescent reporterso wecan
trackwhen they become endothelial cells
wpatient-derivediPSCsarryingH1047R
E418K and others that are yet to be brought
out of storage
wthe ability to produce arterial and venous
endothelialcells reliably and acale; funding
permitting, this will be expanded upon
comingyears to capture avider rangeof PROS
relevantcell types

We hope to share the first results publicly early next year.
This will open the door tanany followon studies, and

we believe, a clearer path toward more precise and
personalised therapeutistrategies

A major transition for ourlab

Another significant update is that our entire research
group will be relocating to th€RUK Scotlankhstitute
and the University of Glasgowwith the move planned
for mid-January 2026Although this comes at a difficult
moment¢ the University of Dundee has been facing
severe financial challengeghe team has handled the
uncertainty withunwavering resiliencelhe move will
undoubtedly be stressful, but it also brings enormous
opportunity. InGlasgow, we will be joining a thriving
research environment with outstanding facilities

and collaborators.

Oneidea, | am particularly keen to explore, together with
partners in the Ukand internationally is the possibilityf



establishing a secure and ethically goveriRRIOS

patient tissue biobank Many of you have expressed interest in
contributing biopsymaterial to support researghand we want to
develop a practical pathway that ensures sddmations are
meaningful, welpreserved, and maximally valuable for
downstream studies. Thmnnot bedone withoutcareful
infrastructureand will likely require longerm planningand
investment but | am hopeful that it is possible and that Glasgow
will be the place to build it

Looking ahead: more engagement ant/olvement

Once we have settled into the CRUK Scotland Institute, | am keer
to offer quarterly livelab updatesfor anyone in the PROS
community who would like to learn more about owork. These

will be held online and will include the option to see the lab
virtually, meetteam membersand hear what we are working on in
real time. | hope this will make thesearch procesteel less

distant, and offer a window into why rigorous sciergespecially
science thatims to be clinically meaningfqloften takes longer
than we all wish it would.Wwould bekeen to hear from the PROS
Community whether this would be of interest.

Closingremarks

In closing, | would like to thank yawsincerelyc for your patience,
your trust, andyour continuedinterest in our research. The work
we are doing is slow by necessity, but tsr wehave crossed a
critical threshold. We now have the right models, in the right cell
types, andve are finally able to ask the mechanisdiad
therapeuticquestions that matter most

We look forward to sharing much more progress with yo208&6.
Until then, we wish you and your loved ones a very Merry
Christmas and a Happy New Year.

With warmestregardsDr. Madsen and Team

This is us with our lab masco
Oreo. We adopted Oreo from
a nearby farm heren
Scotlandand visithim
regularlyfor a catchup! From
left-to-right (excluding Oreo):
Alex MuskPhD student),
SwetaSwaminathan(PhD
student),Dr. Ralitsa Madsen
(group leade), MarkBekala
(research technicianPliwia
Mruk (PhD student).




Dr Ralitsa Madsen who works researching PROS has won théR®IE
Anne McLarerMedal for outstanding achievements to scientific
research.

Ten individuals from diverse disciplines, including medicine, disease
research, marine biology, law, astrophysics, and machine learning,
attended a reception at the RSE on George Street to receive their awards.
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individuals to recognise their exceptional contributions and achievements

to their field. These medallisisnpactlives all over the world and
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RSE Dame Anne McLaren Medal - Dr Ralitsa Madsen
Principal Investigator, Round 8 Future Leaders Fellow, University of
Dundee

The RSE Dame Anne McLaren Medal is awarded to Dr Ralitsa
Madsen, Principal Investigator, Round 8 Future Leaders Fellow,
University of Dundee, for her advancing knowledge in the quantitative
understanding of the growth-promoting phosphoinositide 3-kinase
(PI3K) signalling pathway, and her endeavour of making knowledge
accessible and useful through public and patient involvement in
research activities. Beyond her formal appointment to serve on the
UK Committee on Research Integrity, Dr Madsen is also an
internationally recognised figure in Open Science and research
integrity, advocating for the latter as a driver for research excellence.

Dr Ralitsa Madsen said, il t i s a
tremendous honour to be awarded the
RSE Dame Anne McLaren Medal 2025.
This recognition would not have been
possible without the support of my
mentors, students and family along the
way i | am deeply grateful to them all. |
hope this recognition will also inspire
many other early-career researchers to
pursue science with passion, integrity,

and a commitment to public benefit. For me personally, it is a huge
motivation to keep pursuing my mission to crack the quantitative and
highly contextd e pendent Pl 3K signalling


https://rse.org.uk/outstanding-endeavours-recognised-by-2025-rse-medals/
https://rse.org.uk/award/rse-dame-anne-mclaren-medal/

"" | [ OUR 2025 FUNDRAISING FOR GOPI3KS ]

As another year goes by, we must
say a big THANK YOU to those who -
have donated. Your generosity
allows us to continue to be able to
help the GoPI3Ks adults & families.

[ BIRTHDAY FUNDRAISER ]

/.
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Mandy (our chairperson) again ran
a birthday online fundraiser.
Everyone who donated was entered
in to adraw to win 1 of 2 £25 amazoncouk
Amazon vouchers that we could ~— gift card
then email directly to the winner.
This year as it was a big 50t
birthday we were overwhelmed by
the kindness of people who helped
us raise over £1,000

We are also very grateful to other
supporters who were kind enough
to make GoPI3Ks their charity
choice for their birthday Facebook
fundraiser

PIPGEN DONATION ]

Last year wédnad the pleasure of

working with a team aPIPGenPIPgen PIP]”

on their PIPGeneratingrt project. _C';E“N(-ERAT
As part of the event people were able A}
to donate to us & we received nearly \[m

£90 15

[ CHARITABLE GIVING / PAYROLL GIVING ]

Payroll Giving is a simple
and tax efficient way of
donating to#charity!
Donations are taken from
your pretax pay so a £5
donation only costs a
standard taxpayer £. For
more information please
see:CHARITABLE GIVING



https://twitter.com/hashtag/charity?src=hashtag_click
https://www.charitablegiving.co.uk/individuals
https://pipgen.eu/about/

A [ PAYPAL GIVING FUND ]

Thank you to those who

choose to support us when P P ’
using PayPal. Your kind ay a
gesture donated nearly £50 to T ‘
the chatrity. If you would like a

sign up to donate as you shop:
PayPal Giving Fund

[ MONTHLY DONATIONS J

Did you know you are able to donate monthly to us
at GoPI3Ks. We are lucky to have a monthly
donation from one of our supporters.

__

If you would like to do this, then please click on the
link to our donation site and you can set this up:
https://donorbox.org/gopi3ks

[ ] donorbox

L DONATIONS }

A huge THANK YOU goes to those who wanted

to support us when they heard of the work we do

to support those living with PROS. We received
over £500

NEW BANK ACCOUNT DETAILS J

We recently changed Account name: GOPI3KS
our banking details. For ~ Accountnumber: 17811341
anyone that would like Sort code: 0100-04

to donate directly these  |BAN: GB15NWBK01000417811;
are our new details: BIC: NWBKGB2L



https://www.paypal.com/gb/fundraiser/hub
https://donorbox.org/gopi3ks

[ Thomas & friends fundraiser J

Thank you Thomas & friends for organising such a fantastic
fundraiser, you are all amazing J

Hi, | am Thomas. Me and my friend raisaer £600for GoPI3Kat my
mum'sbirthday party in under 4hours. Weput temporary tattooson
guestsfor a donation. Andny hairdressegave me a giftard for awash
and blowdry. | ran anauction forthis an it raised 800 becauseany mum
has crazyriendsJ -

syt e et

My good friend Vicky took part in a 66-
mile bike ride around Loch Ness in
April. It was a challenging route which
included a 4.8-mile-long hill right in the
middle of it! There was also a time limit
on the ride as the roads are closed to
traffic for 5 hours and 38 minutes and re-
opened after this time, which meant an
average speed of 13mph was

required. She smashed it like we knew
she would raising over £850 for us.
THANK YOU SO MUCH VICKY

[ Susandos Ki |t wal k foﬂ

Susan raised an amazing £1,647.80 by doing an 18mile
Kilt-walk in Aberdeen.

*«’—‘,&RM» : -“ £

Susan s somalof ypamnsay
know, my granddaughter was
diagnosed withi PROSO0 AT
this trying time GOPI3KS
supported Annabelle & her family
greatly & they will continue to do
sooverthey e a r swvould lik@ |
to give something back as
GOPI3KSisasmallc har i ty



Anni eds knitted gno]m

A supporter of the charity, Annie Boothman has been
knitting gnomes to sell to raise money for GoPI3Ks.
So far she has raised a fab £35. THANK YOU ANNIE

| L Abigail and Davinac”)s]P

Earlier in the year my friends Abigail and Davina held a night of
entertainment, selling pride related items and a raffle.

With only two weeks of organising they hosted this event that
raised an amazing £960 for us.

Thank you so much to you both for such a wonderful
fundraising event.

CONDITION




I'm raising £500 to support two amazing charities;
GoPI3Kand Great Ormond Street Hospital by
completing a 5000mwimathon

My name is Amelia and | am
almost 10 years old and | was
diagnosed with PIK3@alated
overgrowth spectrum (PROS)
when | was just one years old.

| have had over 40
appointments at GOSH since m
diagnosis and | have a great
team of consultants who help
and monitor my health

GoPI3Kss a special charity that support me and my
parents as living with a rare condition can be really
hard sometimesAmelia raised fantastic £652

What an amazing achievement, thank
you so much Amelia, you are a star

Li ndads Chri st mas Fayr}e

A huge thank you to Linda
Robson whoos
granddaughter has PROS.

She organised 2 Christmas
fundraisers where she made
homemade gifts for people to
buy.

They made over £200

; 'Y
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GRANTS GIVEN TO PROS FAMILIES IN 2025

- THANK YOU to everyone that has donated, this is how YOUR
| money i s helping & making a diffe

Remember, we are always here to help, here is our grant
application form for anyone who would like to apply: GoPI3Ks
Application form

This year we were able to help
a family living outside of the
U.K meet a shortfall in their
insurance so that their child
could continue with
medication that was helping
with their PROS symptoms.

We helped several
number of families
over this year with
travel to & from vital
hospital
appointments.

Earlier this year we were able to fund for a new pair
of bespoke shoes to be made for one of our younger
members. Megan was over the moon with these &
was happy to show you her brand new shoes


https://docs.google.com/forms/d/e/1FAIpQLSfWu-A84FIlR6WqMdCIeQvhoJw_WkPc9IxLu0RpAj9nuN7wzQ/viewform

GRANTS GIVEN TO PROS FAMILIES CONT: ]

With the cost of living continually
increasing, we have been able to help
one of our families with their rising
costs. This gave them some breathing
space during a difficult time.

We have been able to
help a family from
Singapore with medical
bills, including: blood
tests, doctors
consultation's, injections
& medication,

We helped one of our
members who struggles
to buy clothes due to
how PROS affects them.
So we were able to help
them purchase a sewing
machine so they can now
make their own clothes
that fit more comfortably.

We were also able
to help some of
our adults with
PROS & families
with children who
have PROS by
offering a small
e 2 monetary grant to
4 sl help with those
GChr 1atmas assistance h.elpo extra costs during

the festive season.

4 If anyone would like to apply for financial assistance please use
this link to fill out our application formGoP13Ks funding

.- application form
| . ’



https://forms.gle/YddzrvuXAM3ofnrs9

February 2025

J
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Voicas of
parants and
carers

Shock, a feeling of loneliness, we knew no one else with
this diagnosis. Confusion as to who we should talk to,
what we should do.

» When my daughter was first diagnosed it was a
feeling of fear and the unknown. Lots of what ifs

and many tears.

WE SUPPORT RARE DISEASE
DAY FEBRUARY 28th 2025

In February 2025 as always we took part in Rare Disease
Day by sharing information on the different aspect of PROS
We also asked the PROS community:

dWhat was yeur firstithought/s whenyyoulyourcehildwas

0K twh{KE

AWhat are your thought/s now of living withPROS oras a
bdkeNIS ¥ dhild Uv2ig whith FOKA f R

tAQAY3 ¢

"+ Relief at finding a name for the symptoms.

/  WE SUPPORT RARE DISEASE
" DAY FEBRUARY 28th 2025

~» Bewilderment when our home doctors didn’t understand
what this was and always said they couldn’t help.

=

WE SUPPORT RARE DISEASE
DAY FEBRUARY 28th 2025

* When my daughter was diagnosed (aged 5) | felt
elated that we finally had a genetic diagnosis and a

)

/_ WE SUPPORT RARE DISEASE
DAY FEBRUARY 28th 2025

~* I'mso proud of her. She has been so brave. She has
achieved so much. She doesn’t let anything stop

her.

0, 'WE SUPPORT RARE DISEASE
DAY FEBRUARY 28th 2025



there is still a worry of changes and progression but a lot of pride. |
‘always see her and what she's overcome and now we turn these feelings
into strength and advocate for betterment in care and have new mums
get in touch with us for support.

WE SUPPORT RARE DISEASE
DAY FEBRUARY 28th 2025 \><C

"« She has struggled with her confidence due to “looking
different to everyone else”,

WE SUPPORT RARE DISEASE @
DAY FEBRUARY 28th 2025 ,

* Asa parent it's tough. It has affected income, it affects
siblings, you have to travel to medical appointments,
procedures, for us difficulties don’t seem to end.

WE SUPPORT RARE DISEASE @
DAY FEBRUARY 28th 2025

termined yet after all these battles. She has a heart of
and says that she hopes to help others with her condition in
some way in the future, perhaps by starting a blog.

WE SUPPORT RARE DISEASE @ -
DAY FEBRUARY 28th 2025

Voices of
knose living

wikn PROS

* Yet at the same time she has suffered. She has
suffered bullying due to shoe raises, due to being in
a wheelchair or using crutches after operations.

WE SUPPORT RARE DISEASE @
. DAYFEBRUARY 28th 2025

« She has suffered PTSD as a result of fear around her
operations, it resulted in such extreme emotions and had
to have counselling.

WE SUPPORT RARE DISEASE @
DAY FEBRUARY 28th 2025

" We now have the anxiety of waiting for a review as 2 of

her leg operations.

/  WE SUPPORT RARE DISEASE @
© DAYFEBRUARY 26th 2025 |

' were told that she wouldn’t be able to do any sport. Post

" diagnosis she went on to compete around the UK in gymnastics,

and made it on to an international dance team.

WE SUPPORT RARE DISEASE @
DAY FEBRUARY 28th 2025

1 was first diagnosed with macrodactyly in 2022 during
my second pregnancy as | began to experience growths
affecting the right side of my body.

WE SUPPORT RARE DISEASE @
DAY FEBRUARY 28th 2025




Being given a medical term to be able to describe my
fingers, gave me so much power back and really
positively impacted my self-esteem.

WE SUPPORT RARE DISEASE @
DAY FEBRUARY 28th 2025

-« After 31 years of knowing something else, |
resented something completely different.

W WE SUPPORT RARE DISEASE @
~”  DAYFEBRUARY 28th 2025

1990’s genetic testing ruled that diagnosis out. |
was devastated actually. Being told | had
Hemihypertrophy wasn't a relief .

WE SUPPORT RARE DISEASE @
~ DAY FEBRUARY 28th 2025 \

116 | connected with a woman on line, who was the first person with
my condition | had ever spoken to. It was she that pointed me in the
direction of the NIH genetic testing for PROS. I received my diagnosis from
them when | had de-bulking surgery.

WE SUPPORT RARE DISEASE @
DAY FEBRUARY 28th 2025 _

Relief, as I finally had confirmation after 50 years,
of what my condition was.

" WE SUPPORT RARE DISEASE @
DAY FEBRUARY 26th 2025 :

* | was excited as | never thought a diagnosis would

be found

W WE SUPPORT RARE DISEASE @
" DAYFEBRUARY 28th 2025

* | was initially diagnosed with a rare type of
Neurofibromatosis for most of my life.

WE SUPPORT RARE DISEASE @
DAY FEBRUARY 28th 2025 ;

With Hemihypertrophy there was no information, no
research, no support groups, no prognosis or treatment
plan. 2016 was to change this.

WE SUPPORT RARE DISEASE
DAY FEBRUARY 28th 2025

» As | was born with it, having a diagnosis made no
difference really, but did give me an opportunity to start
on a trial drug which has been amazing.

WE SUPPORT RARE DISEASE @
DAY FEBRUARY 28th 2025 :

* | was a bit worried as a mutation in this gene is

responsible for the growth of many cancers

WE SUPPORT RARE DISEASE @
~ DAYFEBRUARY 26th 2025




[ had a lot of questions & until a simplistic
explanation given to me that I could understand
and process. (Never goggle!)

. WE SUPPORT RARE DISEASE ‘
DAY FEBRUARY 28th 2025 |

» Then I searched the name online and saw people
who looked just like me for the first time in my life.

W WE SUPPORT RARE DISEASE @ 4
*  DAYFEBRUARY 28th 2025

lfeel very proud, it isn’t all of me but it makes me
ME!

/_WE SUPPORT RARE DISEASE @ »
DAY FEBRUARY 28th 2025 ‘

R extended family & having this support has made

such a difference in my life.

WE SUPPORT RARE DISEASE @
DAY FEBRUARY 28th 2025

IS,

WE SUPPORT RARE DISEASE @ -
DAY FEBRUARY 28th 2025 ‘

s At first, | didn’t believe the doctor who diagnosed
me after 22 years of searching

WE SUPPORT RARE DISEASE @ |
¥ DAY FEBRUARY 28th 2025 :

WE SUPPORT RARE DISEASE @
~ DAY FEBRUARY 28th 2025

ow I have a community of people going through

the same experiences.

WE SUPPORT RARE DISEASE @ »
DAY FEBRUARY 28th 2025 :

living with PROS | am in a happier place as
there is now information available regarding the
condition.

WE SUPPORT RARE DISEASE @
DAY FEBRUARY 28th 2025 .

'« Sadly, getting help medically has become a little

harder, due to NHS failures with appointments etc.

/_WE SUPPORT RARE DISEASE @ ~
 DAYFEBRUARY 28th 2025




ck of medical help has been quite distressing as I've slowly been
oming more symptomatic and distressed during this time, but |
couldn’t face seeking help as | would be met with dismissive and
stigmatising comments about my mental health being more of a
priority.

WE SUPPORT RARE DISEASE @
~ DAYFEBRUARY 28th 2025

symptoms in my leg have yet to be addressed &
my GP has been refusing to refer me for further
investigation of my leg for the past 6 months.

WHAT IS THE

had one appointment with a new GP, who made me feel

L ke DEFINTTION
OF PROS?

I'm feeling hopeful again, but I've learnt not to get my hopes up, self-
advocacy is so draining and it's not a linear process!

WE SUPPORT RARE DISEASE @ |
DAY FEBRUARY 28th 2025 .

WE SUPPORT RARE DISEASE |
DAY FEBRUARY 28th 2025

WE SUPPORT RARE DISEASE
DAY FEBRUARY 28th 2025

WHAT 15
e ] PROS?

DAY FEBRUARY 28th 2025

_ WE SUPPORT RARE DISEASE
DAY FEBRUARY 28th 2025

WE SUPPORT RARE DISEASE
DAY FEBRUARY 28th 2025







