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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.

A big thank you goes to Principle
| nvestigator Dr Ralitsa Madsen, Sabrina Low
(student) Alex Musk (researcher) & Oliwia Mruk
(researcher) from the University of Dundee for
their research update & continued support for us
& their dedication to PROS research.

Dear GoPI3Ks readers,

For some time now, | have really been looking forward to
GNAOAY3T GKAE& &SIFENXa / KNRAAU
opportunity to focus on positives only and to escape, even
if just for a moment, the many distressing news that we are
all bombarded with on a daily basis.

For those of you who may be reading
one of my Christmas updates for the
m first time, | am a Dr Ralitsa Madsen,

| and | lead an independent research
group at the University of Dundee.
Our focus in the lab is on
fundamental principles of cell
communication via the soalled
atLoY aAdylttAay3
biochemical system within all ofur

cells, and it is critical for growth and surviRIK3CAthe

gene that is mutated in PROS disorders, is a focal control
point within this biochemical system. In the lab, we spend a
lot of our time on genetic and cellular engineering so that
we can studyPIK3CAnNd the PI3K signalling pathway in
biological models that are relevant to cancer, PROS or both


http://www.gopi3ks.com/

This year, we are especially pleased to share with you
that we are now finally able to generate an unlimited
source of endothelial cells with and withoBtK3CA
mutations. Endothelial cells form the inner lining of blooc
vessels, and as many of you will know, they are critical
components of the vascular malformations that are so
commonly seen in individuals with PROS. Excitingly, we
can generate specific subtypes corresponding to arterial
and venous endothelial cells. This has been a
breakthrough for us and, once published, it will hopefully
also be of use to the wider community. For me,
personally, | have been dreaming about the prospect of
these models ever since | was a PhD student with Prof
RobertSemple In fact, it is thanks to a continued
collaboration with Pro6empleg and pump priming from
CLOVES Syndrome Commugitizat we could invest in
the extensive work required to generate these models.
This, in turn, helped us secure additional funding from
the Medical Research Council in the UK. As part of a
collaboration that spans three research organisatiqns
University of Dundee, University of Edinburgh and
University College Londaywe are now embarking on a
guest for new therapies for vascular malformations in
PROS, capitalising not only on our new endothelial cell
models but also on complementary zebrafish models as
well as access to human tissue (with thanks to the
patients who have contributed this precious material for
research).

Talking of funding success, there are more good news.
Earlier this year | was awarded a prestigious UK Future
[ SFRSNA CStf2g0aKALI GKFG o
7 years. This will allow us to pursue an ambitious
research programme that aims to develop predictive
GF2NBOFadtaeg 2F oAz2t23A0!If
malfunction. It includes opportunities for identifying
smarter therapeutic targeting approaches thairrect

the malfunction, are likely to be effective lotgrm and
cause minimal sideffects. At the risk of sounding like a
broken record, the only big BUT here is the usual
reminder that fundamental research of this kind takes a
long time before it is translated into clinical benefit



The reality of research is also one where things often do
not turn out as initially anticipated, which inevitably
means that there are disappointments along the way.
We are hopeful, however, that the good news will
outnumber the disappointments! We look forward to
sharing progress with you along the way.

Outside PROS research, the cancer field has seen the
approval of several new drugs that target components
of the PI3K pathway. In addition &pelisib(Pigrayor
Vijoice which many of you will be familiar with, we now
also havdnavolisib(ltovebi) andCapivasertil{Trugap.
These have been approved for the treatment of very
specific cancer types, but the hope is that they can be
repurposed for use in PRQ&s was done foAlpelisib
Whilst these treatments are unlikely to provide a cure,
they are nevertheless a step in the right direction and
may prove beneficial for a significant number of
individuals with PROS. The existence of multiple such
compounds is also advantageous in case a patient
cannot tolerate one of them and is then given the
choice to try another instead of simply terminating
targeted therapy altogether.

CKAa ONAYy3IaA YS (G2 (K&ceSYR
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in the lab where the hard work is about to begin. In the
meantime, we wish you all a lovely festive season with
your loved ones and a Happy New Year!

Kind regards,
Dr Madsen andleam

td{d 1'a L Y y2 2y3ISN 2dz
update is accompanied by a short message from a few
of the lab Christmas elves who are excited to find out
what the next year of research has in store for them.
SairaAshraf (first from the left in the above photo) has
just joined us a senior research technician and will
therefore chip in next year!



FROM SABRINA LQ¥WSst from the right in the photo)

HellddH L QY {FoONAYI H LQY FTNRBY {A
year of undergraduate studies, working on my honours project
AY 5NJ al RaSyQa ftlod aé LINR2S
help understand the lonterm effects of drugs used to treat
diseases like cancer and PROS, by doing so, we can predict wt
might happen if patients need to take these drugs for extended
periods. This knowledge could help scientists create safer and
more effective treatments in the future.

FROM ALEX MUS$econd from the right in the photo)

Hellg all' During my #veek rotation project in the Madsen

Lab, | have been focused on the challenge of generating
relevant models to study the impact of altered PI3K signalling. I
involves engineering cells to express a PIK3CA mutant protein
commonly found in PROS patients. The system has been
designed to allow us to control how much of the mutant protein
Is produced, meaning we can investigate how different patterns
of mutant expression, and therefore PI3K pathway activation,
impact the cell. The purpose of this project is to use this model
to look at how these mutations are impacting different cell
types in different contexts. This will deepen our understanding
of the PI3K signalling pathway and hopefully lead to better
treatment options and decisions for those suffering with
aberrant PI3K signalling driven diseases, such as PROS.

FROM OLIWIA MRUKecond from the left in the photo)
DearGoPI3Ks community,

LQY NBFfteé SEOAGSR (2 akl NS
Oliwia(second to the left in the photo above) and | am currently
I t K5 a40dzRSyid Ay wlfAdGgalr al R
beginning my research, | am glad to share that | have started
my work to see how cells with and without PIK3CA mutations
talk to and influence each other when mixed together.
Understanding this is important because individuals with PROS
have a mixture of those cells present in affected areas. What |
do focuses very heavily on looking at cells under the microscop
for long periods of time and then using what | observed to
predict their interactions. As time goes on, | will be working
with endothelial cells increasingly as well, which (as Ralitsa has
reported) we are able to now generate in the lab. Getting to
know how the cells communicate will give us better insight into
how the disease works and will be key to providing more
targeted therapies with less side effects in the future.

And that is it from me | will be looking forward to hopefully
sharing more of my results with you next year!



This year we are also lucky enough to have a
research update from Professor Bart

Vanhaesebroeck & Dr Sarah Conduit, a Senior

Research Fellow at the UCL Cancer Institute.

2024 PROS Research update, s

Dr Sarah Conduit and Prof = ,
BartVanhaesebroeck . Be
University College London .l .

CellSignalling Laboratory ,
University College London L

PROS

[ SG Q& &G NItap 6rAPR®S. This coNditichTs NIB
caused by mutations in the PIK3CA gene which makes the
PI3K protein too active. In PROS, these mutations are only
present in some cells in the regions of the body that become
overgrown. The other cells contain a normal PIK3CA gene
and normal PI3K protein. An ideal drug would only seek out
the cells with the mutation and have no effect on the normal
cells.

Meeting Mandy

Thispiece stated at a scientific meeting in Cambridge in
September 2024 where Mandy described her personal
experience withAlpelisibtreatment for PROS. As some of
you might knowAlpelisibis a drug that inhibits both the
mutated and normal PI3K protein. Mandy initially had a
positive response télpelisibwith a reduction in the size of
her overgrown limbs and increased mobility. Unfortunately
following side effects such as stomach cramps, constipation
and diarrhoea eventually Mandy and her doctors took the
difficult decision to stofAlpelisibtreatment.

Continuing researclefforts

Researchers are working on two approaches for PROS:

The first is to better understand the mechanigfiaction of

PI3K. Scientists like us continue to find new roles for PI3K
which help to understand how PROS develops. Earlier this
&SI N oS F2dzyR GKI G tLoY KSftL
how a cell receives signals from the environment (Conduit et
al., 2024).




Work from Ralitsa Madsen also showed that mutant
P13K corrupts how cells respond to signals (Madsen et
al., 2023).

Scientistsare also developing new drugs that could help
to treat PROS. As both PROS and cancer share over
active PI3K, research is looking at how drugs developed
for cancer can be applied to PROS.

Why are current PI3K drugs poorly tolerat@d

14 A& Of S NJ T NP XlpetishoaRaaue
challenging side effects in some patients who therefore
need to stop taking the drug. One of the reasons that
Alpelisibcauses side effects is because it blocks PI3K in
both the overgrown and normal cells in the body.

We know that the normal PI3K is essential for the body
to function and therefore iAlpelisibhits too much of it,
some organs will not be able to do their job and side
effects occur. On top of this, some PI3K drugs also have
side-effects that have nothing to do with PI3K.

What can be done to reduce the side effe@ts

One way to reduce side effects Alpelisibis to use

lower drug doses, with the aim to target only the over
active PI3K, while leaving the normal PI3K untouched.
We have heard of some PROS patients receiving
benefits from this approach, allowing them to continue
drug treatment with less side effects.

Anotherapproach that pharmaceutical companies and
biotech have come up with, is a new type of drug called
I WYdbKEyWiDGADS tLoY AYKAOGA
developed to have less side effects by selectively
blocking the ovefactive PI3K and leaving the normal
P13K mostly unaffected.

Theresults of interesting clinical trials in cancer
reported this year have shown that these drugs are
0SUGGSNI G2ft SN SR o0azyidSNEP
iffwhen these drugs will become available to the PROS
community, however, PROS individuals vitawe



vasculamalformations may be the first group to test it.
Outlook

We are hopeful that basic research to better understand
PROS and together with the development of better
tolerated PI3K targeting drugs will provide new treatment
options for PROS in the coming years.

Mandyhas told us that she is ready to use these new
drugs as soon as they become available.

Thejourney for the search for PROS medicines
O2y U AydzSaxX

Bestwishes,

Sarahand Bart (Cell Signalling Laboratory, UCL, London,
UK)
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{ [ OUR 2024 FUNDRAISING FOR GOPI3KS ]

As another year goes by, we must % /
say a big THANK YOU to those WhO"’/ -
have donated. Your generosity ,K,

allows us to continue to be able to *
help the GoPI3Ks adults & families.

ou!

[ FEBURARY 2024 ]

Mandy again ran a birthday online
fundraiser.

Everyone who donated was
entered in to a draw to win 1 of 2
£25 Amazon vouchers that we
could then email directly to the
winner.

amazoncouk
~" gift card

This year we were again amazed
by the kindness of people who
helped us raise over £800

[ Rare Disease Day fundraiser ]

A huge thanks to Lucy
Bridge who ran a
fundraiser on Rare
Disease Day raising an
amazing £1,500

RARE DISEASE DAY®

[ 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

4 [ PAYPAL GIVING FUND ]

Thank you to those who choose

support us when using PayPal. P P '
Your kind gesture donated over ay a

£1,200to the charity. If you woulc
like a sign up to donate as you
shop:PayPal Giving Fund

ADAMOS BRI GHTON MARAT]H(

AdamHockadays K2 Q4 Rl dzZAKGSNJ f A O¢
the challenge of completing the Brighton marathon in
aid of GoPI3Ks. Adam did such an amazing job & raised
over£1,300for us. THANK YOU ADAWbur support

means so much

GHOST HUNT FUNDRAISER ]

In April we attended a ghost hunt at Mill Street Barracks
Cheshire where my friend Jayne Cobban-Hughes ran a
ghostly evening with her team from: Blackgate
‘ paranormal. What a fun evening that was & over £300

was raised for us. Thank you Jayne & the team.



https://www.paypal.com/gb/fundraiser/hub
https://www.blackgateparanormal.co.uk/gallery

In May we attended the annual
PENDLE POWERFEST car show
where we ran a tombola & cake stall.
Along with Mandy & Sue we had
some fabulous volunteers, Vicky &
Silva who we coul d
without, so a HUGE thank you to
them. We raised over £145

In September, Jess who lives with PROS took on the
challenge with her horse Blue to ride 50 miles in 8 weeks.
She absolutely smashed her target through wind & rain &

thankfully some sunny days to raise over £200. THANK YOU
SO MUCH Jess, your support means a lot.

]
9&

’(;;:5 "W-Gop13|<
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Al so i n September when Lucy I
school, Lucy raised awareness by sending a letter to the

whole school explaining about PROS. This led to some

really positive feedback from parents and lots of kids have
asked their parents questions and parents have been able

to respond. In conjunction with this Lucy organised a raffle

and raised fabulous amount of £339. THANK YOU LUCY

PIPgenerating ART As part of the PIPGen Art
The Schedule Program’ please See
e el details of this event later
l7.00-]f;(())(:):DPOcC:ire?\th;:Sr?dtcble In the neWSIetter1 a
DL | donation page was set
18.00 — until closure: Award ceremony & mingle Up tO Support both

charities. We received
£77.50



https://www.pendlepowerfest.com/

- 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

L—.‘/‘ We were happy to help

:’ one of our members who

Lﬁ‘ was struggling with their
r~/ mental health by paying
\"‘Wj for 6 months of

- * specialised counselling
from: Rare Minds

We were also able
to help out one of
our families with the
cost of travel to
their hospital
appointmentin
London

Just before school
started we helped a
family take a much
needed break away.

We were able to help a family pay towards securing
& cleaning up their garden so that their little girl
could safely play outside even when her immunity is
compromised due to medication.


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

GRANTS GIVEN TO PROS FAMILIES CONT: ]

We also helped a younger PROS
patient replace his broken AirPods.
These help him with anxiety when he
has hospital appointments & surgery to
pass the time & keep his mind
occupied & distracted.

His parent told us how grateful they were for the help we
gave them by providing these items for her son.

They told us how their finances had taken a hit recently
due to ill health within the family which meant that they
had to cut back on spending so they could not afford the
AirPods.

So for their son to receive these really would make a huge
difference to his life, especially during those long waits at
hospitals and during hospital stays.

We also helped out a
number of families with
their hospital expenses,
including travel, parking,
consultation costs &
blood test costs for
families outside of the
UK.

We were also able
to help some of
our adults with
PROS & families
with children who
have PROS by
offering a small
monetary grant to
45 o help with those
cChl"mll’ﬂ(m assistance help extra costs during

the festive season.

If anyone would like to apply for financial assistance please use
this link to fill out our application fornGoP13Ks funding
application form



https://forms.gle/YddzrvuXAM3ofnrs9

February 2024 ]

In February 2024 we took part in Rare Disease Day by
sharing information on the different aspect of PROS. We
also asked the PROS community:

G2 KFEd Aa 2yS LASOS 2F I ROA
aStFT ANRSAYT dzLJ 6A 0K t wh{K
G2 KFGdG Aa 2yS LASOS 2F | ROA
OKAfR RAI3IYy2aSF ; h{K

Voices off
oarants and

CArQTrS

DAY FEBRUARY 29th 2024

> Whatis one p

» becoming:
S*Doctors need to watch the growth & A :
development to understand the course of Be comf priable with the

treatment unknown

WE SUPPORT RARE DISEASE W
DAY FEBRUARY 29th 2024 »

3

7o try not to worry and take some comfort
in the fact that there are others going
through something similar.

WE SUPPORT RARE DISEASE -
DAY FEBRUARY 29th 2024 ‘

A N ever ever doubt your ”P arent” * Never be afraid to ask questions ufrtil you have
an answer you feel comfortable with and

instincts understand

SUPPORT RARE DISEASE /
DAY FEBRUARY 29th 2024 2




“*Just because a doctor says something
doesn’t necessarily mean they are right

SUPPORT RARE DISEASE W -y

DAY FEBRUARY 29th 2024

*To never accept anything less than
what your child needs

“sBreath - it is easy to get
consumed with worry

*I'would tell myself to try as hard as | did
to get the right care for my baby

“%To make sure that the doctors
respect us along the way

» What is one

oY ‘ have to separate PROS & your child, it's so
important to play & kiss & cuddle like you
would any normal baby.

DAY FEBRUARY 29th 2024

RAREDISEASEDAYORS

Voicas of
thosa living
with PROS




I Would tell myself to look in to a keto diet earlier, it may  @SSSSJo\celebrate your difference, to be unique is

have helped to limit my overgrowth areas from getting something special & there is no one quite like you
50 big

It's part of me and who | am, accept it
and get on with it

WE SUPPORT RARE DISEASE W/
DAY FEBRUARY 29th 2024 :

*Don't let the judgement from
friends & family discourage you.

“*Don’t lose hope, answers N *Keep searching on social
will come media for others

“Seek out g specialist & push | “Search out more knowledge
to be referred on your condition

WE SUPPORT RARE DISEASE W/
DAY FEBRUARY 29th 2024 :




" +Don’t be discouraged by the
things you can'’t do

can do

WE SUPPORT RARE DISEASE W/ \
DAY FEBRUARY 29th 2024 Z ¥ DAY FEBRUARY 29th 2024

Whay ara Zeo
tha sy

N

ool
fare conclit

SUPPORT RARE DISEASE W ik
DAYFEBRUARY20h 2024 7 e




Surgery
+ There is a great deal of uncertainty
amongst the community about surgery

+ Willit all just grow back? Will it grow
back worse? Will it cause more problems

“My daughters legs are now of the
same length however. But we have
both suffered so much. Memories of the
Ist operation haunt me, not knowing
that she should have been in a
wheelchair after it, too ill to use her
crutches, trying to carry a grown child

PROS

cornmnuinity

insights

' Mental health

* PROS is associated with significant
mental health burden

+ Anxiety around visual impact,
mobility issues, worries about disease
progression, financial worries

+ Parents worry about their children
and take on the burden of finding
care

+ New mums are particularly
vulnerable and are experiencing grief,
especially if they weren't aware of
any problems before birth. What
special attention could you give to

1

Access to care
+ Both adultsand children found it difficult to
access specialist care

+ When they did get to the right person their
experiences are generally very good

+ Adultsreport being totally unable to access
specialised care in many situations

“I felt totally unsupported...the mental
load on my daughter is huge,
particularly now as a teen” Parent

“When my child was offered
counselling, they refused as they felt
the counsellor wouldn’t know anything
about PROS, so what was the point”

“When my daughter was diagnosed
the doctor said it was great that she
had been diagnosed so early (10
months or so), that was the longest 10
months of my life and | just wanted to

“Shoes are not provided in a timely
enough manner, sometimes are
incorrectly fitting, there are gaps
where our daughter is without
footwear.”

“When visiting the GP we get told to,
“see how it goes,” then you end up
back a week later with a severely

+ ABE is particularlychallengingas doctors there  sick child. They need to trust the

don'tknow what to do, often don'tlisten to

parents.”

patients and can sometimes use it as a learning

experience invitingother doctors to look or

asking to take pictures (not the time or place)

* Orthoticsis an area that many with foot

2 s “Oh I h:
problemsstruggle with, from illfitting, a:k ith

Attending A&E can be tricky - the
Ppatient with PROS was asked about
their condition but the nurse stated
ave never heard of that, so
will the doctor, so lets say

such as nerve damage?

to atoilet on the other side of a service
station, her cries of agony in a public

+ Who should be performing the surgery, is ce”

special expertise required?

* Poor expectation management about

duration of aftercare and extent of pain

(experience of leg length discrepancy
surgery). Because surgery is discussed
i of

DAY FEBRUARY 29th 2024

place.

“I felt extremely lucky when I found a
surgeon who would perform my
amputation, never had any doctor in
that area performed this on someone
with such large lower limbs. | had a

+ Tansiton fromp

Coordination of care

+ Referrals are sent off and disappear
into the ether, huge amounts of
admin to track, follow-up —would be
great to have someone explain the
process upfront

+ Need guidelines or a patient pathway,
we don’t know what should be
happening

+ Confusion and delays in getting the
referral creates anxiety in patients
and carers - it undermines the
clinical care even if this is excellent

“Moving from child to adult medical
care is a minefield. The
patient/family often feel on their
own with no real guidance as to the
process.”

“To be prepared of the numerous
hospital trips which need to be
undertaken would be helpful to
ease the reality of living with
PROS.”

“Have more information to hand. |
was totally reliant on Google
searches etc, a leaflet with details
or an explanation of the condition







