N
NEWSLETTER

Genetic Overgrowth PI3K Support
| www.gopi3ks.com
\_ December 2022 J

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 PRDS,
aswell as rareevents & information from the rare community. -

A huge thank you t®r Ralitsa Madsefor her
contribution tothis years newsletter. Thank
you also foryour continued dedication,
research & support of the PROS community

Thank you also t@rofessor Rob Sempler
your tireless work in the scientific research of
PROS.

£ You both give hope to all of us living with &
P/ affected by this condition.

Research and Treatment UpdateDr Ralitsa Madsen

DearGoPBKs/CLOVESMmMunity

Here we go again ¢ another year has taken a turn, and
Christmags waiting aroundthe corner | would lie if | said
it iIs not somewhatstressfulto think about how time just
flies. Onthe other hand, it is alsorewardingto look back
overthe lastyear,which broughtseveralbits of goodnews
and positiveexperiencewith it.

As of scientificnews, one of the first items to mention is
the developmentof noveltypesof pharmacologicaagents
that appearto hit the faulty product of the PIK3CAgene
(that causePROSYithout affectingthe remainingnormal
component (a brief recap on PROSbiology. the PIK3CA
gene defect causingPROSs present on only one of the

two DNAcopiesthat you inherited from your parents the

other copyremainsnormaland givesriseto a productwith

important functionsin a cell, soreallywe only want to hit



http://www.gopi3ks.com/

the faulty one!). Until now, available pharmacological
agents have been hitting both the good and the bad
PIK3CA gene products, in other words they were not
selective Aswith all new researchg and by now, many

of you mayalsoknow my aversionto hypingresultsup ¢
the road is long until any of the new agentsget to a
stagewherethey maybe consideredor clinicaltesting

It is however exciting that such developments are taking
place as key issues with a drug likgray Vijoice(or
Alpelisih relate to the side effects arising from lack of
discrimination between the altered and the normal
product of thePIK3CAene. And while drug
development efforts in this space usually start off with a
cancerheavy focus, we know already that the shared
biology affords subsequent opportunities for-salled

drug repurposing. You can read more about such
repurposing, including important ways in which cancer
and PROS differ from one anotherAn open access
piecewhichl recently ceauthored with Professor

Robert Semple

Earlier this year, | spent three months in my

O2f t I 02 NJ (i eANnIdBaatoyBtHarvad S E
Medical School in Boston. Here, we focused on
completing a particularlyg for us¢ rewarding project
focused on a chemical agent that targets a cellular
component known as AKT. Some of you will know that
rare genetic variants in AKT can give rise to a HIR®S
disease known as Proteus Syndrome. Algkeris an
expert on AKT and while he, too, mainly works on
cancer, he is now also involved in a recently established
initiative by CLOVES Syndrome Community that allows
scientists focusing on PIK3CA, AKT and related
components to meet virtually once every two months to
discuss and advise each other on ongoing research. Suc
discussions, well in advance of formal scientific
publications, are really important as they help speed up
the research progress that is urgently needed by all
patients. | am therefore pleased that prominent cancer
researchers with the relevant scientific expertise are
beginning to familiarise themselves with PROS and are
actively considering ways in which they may be able to
contribute to ongoing research in this space.


https://www.sciencedirect.com/science/article/pii/S1471491422000508

Prof Tokeris also a highly trusted mentor of mine, who has beet
immensely supportive of my scientific career. It is partly thanks
to his support with the above research and efforts to introduce
me to relevant senior scientists at a recent meeting in Canada
that | have a final piece of good news to share. This news is
somewhat more personal, though | hope you will rejoice at the
opportunity for continued basic research of relevance to PROS
in the UK and internationally. The news is that | have been give
the opportunity to start my own, fully independent research
group at the MR@PU in Dundee, Scotland. It is difficult to
convey how important this is, not only for my ability to continue
academic research in general but also for my passion to pursu
novel solutions in the realms of human diseases caused by
geneticPIK3CAlefects. Remembdhat PI3K radid wrote about

in a newsletter three years ago now? | am actively working on
dzy RSNEGF yRAYy3 SEIFIOlGté K2g ahA
resulted in substantial progress which | hope to share as part c
a scientific article in Spring 2023. In a nutshell, what | can reve
already is the notion of a much more nuanced understanding C
how components like PIK3CA and AKT enable critical
communication signals to be received and interpreted by our
cells. This, in turn, has allowed me to discern ways in which thi
O2YYdzy AOFUA2Yy 3SGa aO02 NNHzLIG S
a genetic PIK3CA defect. The key question of courskeaw do

we correct it, and will the correction factor differ depending on
the affected tissue or the specifitiK3CAlefect? To use a

simple analogy, it appears that cells witPEK3CAlefect need
O2NNBOilA2Yy 3Jftlraasa G2 aaSSé
remains to be solved, | have much hope in the power of moder
computers and algorithms to help me with the solution. It will
take time and it will take a lot of hard work, but the will has
always been there and now also the opportunity of full
research independence.

So, in summary, | look forward to contributing many more year:
of Christmas newsletter writings to the PROS community. Who
knows, 20 years from now, the above riddle may be solved anc
translated into therapeutic improvements, allowing us to look

back at this and older pieces of research news with much joy

and even more hope for the future. Thus, let me close off here
GAGK Yé 26y OSNEAZ2Y 2F t NBaA
G,Sax ¢S Oly> YR 6S OSNIIFAY

Happy Holidays to all of you!

Dr Ralitsa Madsen (UCL Cancer Institute, London, UK)


https://gopi3ks.com/wp-content/uploads/2020/02/GoPI3Ks-newsletter-2019.pdf

| | [ OUR 2022 FUNDRAISING FOR GOPI3KS

As another year goes by, we musi
say a big THANK YOU to thosew |}
have donated. Your generosity
allows us to continue to be able tc <&
help the GoPI3Ks families

[ FEBURARY 2022

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
~— qift card

This year we were again amazed
by the kindness of people who
helped us raise over £1,000

[ AMAZON SMILE DONATIONS

For those who shopped at
Amazon you have donated

dMdzZon £59.35. THANK YOU. If

youoéd I|Ii ke d
you shop please see how
to later in this newsletter.

You shop. Amazon gives.

[ 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 £1. For
more information please
see:CHARITABLE GIVING



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

§ [ 2022 FUNDRAISING FOR GOPI3KS CONT: |

In May we attended the annual PENDLE
POWERFEST car show where we ran a tombola
& sweet stall. Along with Mandy were 2 of the
other trustees, Sue & Amanda. We raised over

£150.



https://www.pendlepowerfest.com/

{ | [ 2022 FUNDRAISING FOR GOPI3KS CONT: ]

‘ Mandy was able to
share information
online as to what it is
like to live with PROS,
which led to a kind
donation to GoPI3Ks
of over £500

In November we received a donation of £250 from
@MADLcharity: Making A Difference Locally after
our chairperson Mandy Tweeted about the work we
do supporting those living with PROS

- MADL
s=tn gy We had a fantastic response to our random
—
act of kindness giveaway, sadly only 10

causes could win

So on We're pleased to
announce the winners are

r/ SO HOW DOES YOUF

MONEY HELP THOSE
LIVING WITH PROS?

SEE OUR PAGE BELO




GRANTS GIVEN TO PROS FAMILIES IN 2022 ]

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

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

As the cost of living rises
we were happy that we were
able to help one of our
families by giving them a
grant for £1,000 to help with
their energy bills.

One of our families had their holiday cancelled due

to Covid. They received a voucher to book another
trip, but this wasnodot enough
| i feti med holiday. So GoPlIl 3K
the £597 that they needed to secure their holiday.

We were also able to pay for £392 for accommodation

for one of our younger PROS members, so she could

take part in a short documentary focusing on how
disabled people are represented & treatedint oday s 0
society. This also gave her a chance to spend time

with other young people with rare conditions, helping

her to feel more included & accepted.

| feel so lucky to have had this
experience, it was a total dream
come true! It was so lovely to meet
other people with different conditions
and to celebrate it and create
awareness. | made some friends for
life and found a huge love for acting
and film. Thank you for making this
possible for me!



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

GRANTS GIVEN TO PROS FAMILIES CONT: J

We were able to also
help one of our younger
PROS members.

With overgrowth of the
lower limbs & feet, it can
mean that families need
to buy 2 pairs of
shoes/trainers to fit
comfortably. We were
more than happy to help.

e
i
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As winter sets in & energy p
anyone to struggle. So we were able to help one of

our families to keep their home warm during this

winter with a grant of £800

In May we held

2 dzNJ FANER G
[ KFEG®dg 1 L]
those living with
PROS, parents &
carers to come
together to chat.

If this is

something you
would be
interested in

doing more of
please let us

know as this is
your group.




In February 2022 we
again took part in Rare
Disease Day by sharing
information cards on
rare disease statistics &
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MUTATIONS
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| [wmovmanowm DISORDERS #ReraDicsaseDay

ARE FOUND WITHIN PROS?
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WHAT OVERGROWTH DISORDERS
ARE FOUND IN PROS?
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IS THERE A TREATMENT |
FOR PROS?

THE PROS COMMUNITY |
WORKING TOGETHER

overgrowth spe

Contrib

ARE PROUD TO BE FRIENDS & SUPPORTERS
OF RARE DISEASE DAY FEBRUARY 28™ 2022
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MENTAL HEALTH & WHHEING

We understand that living with a rare condition
&/or being part of a wider family network, where

someonei s

rar e snot a l

This year we have updated our resource page to
include many mental health websites, pages &

information. Here are a few examples, but please

visit our resources page for more:GoPI3Ks

KI’ESOUYCE page

ways
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ADVICE FROM RARE DADS

TOP TIPS FOR

PARENTS

GUIDANCE FROM DAVID ROSS AND ADAM JOHNSON:
HOW TO NAVIGATE PARENTHOOD AND LIFE WITH A RARE DISEASE

Time as a parent

Having a rare disease can take over your life in
many ways, things can be challenging but you
are still you. It is important to make quality time
to just be a parent with your child and remember
they don't see your disease they see their Dad or
Mum.

Feel the feelings

There are so many corresponding emotions and
feelings that go along with chronic illness and
rare diseases. Give yourself permission to feel all
of them when they arise. Sometimes writing down
what you are going through can help to express
your feelings.

Ask for help

Asking family and friends for help can feel like you
are failing or you may feel you dont want to
burden them, but it is really important to reach out
if you are struggling physically or mentally. If you
want to find support outside of your family, unit

are charities and communities to help you.

But if a family memb
is offering you help with

it because they want tol

ommunicat

hildren are. otten Ore

REVOLUTION

David Ross and Adam Johnson

afraid to let piET children know about

Allow time to adjust

Just as you have needed time to adjust to living
with your rare condition let your children process
the information you give them. Don't be worried
if they don't express their thoughts straight
away, it can be a lot to take in and time is
needed to process this.

Go with the flow

If you can't do the activities you used to do with
your children, go with the flow and find ways to
tweak things so you can still have fun and spend
time with them even if this time looks different to
how it once did.

Pace yourself

Somedays may be tougher than others. Don't try
to do too much, your family will understand that
you need some time to recoup and rest before
jumping back into the full swing of family life.
They won't judge you $o don't judge yourself.

through the same thing
and strategies for copi
of before! Take the

(ab)


https://gopi3ks.com/resources/

MENTAL HEALTH CO

T:

A RARE MUM'S ADVICE

TOP TIPS FOR

PARENTS

GUIDANCE FROM REBECCA PENDER ON HOW TO NAVIGATE
PARENTING A CHILD WITH A RARE DISEASE

It's ok to feel relieved

If you have fought a hard battle to get to this
point you may be overwhelmed with relief. You
trusted your own voice and kept going until you
got answers. It is ok to have more questions after
receiving a diagnosis. You now have a direction
you can research in and connect to find answers.

It's ok to grieve

You are not grieving for your child but for the
picture you initially had in your head of what your
life would look like. I's ok to have those feelings
just don't let them weigh you down and carry
them forward. They can prevent you from seeing
all the joy that is to be had.

Become the expert

Don't expect professionals to have all the answers
- it's not their fault, the likelihood is, especially
with rare conditions, they have simply never come
across the condition before. Become the expert
on both the condition but also what it means for
your child. Work WITH professionals, not against
them. It's important to form a coalition with them
and redress any imbalance of power.

Connect

Join Facebook groups and patient support groups
and connect with other families with the same
condition, they are a treasure trove of
information, lived experience, love support and
guidance. It is so important to find your tribe and
feel that you can go to them for advice and
anytime you are worried or just need a chat.

Research

By all means, research the condition and get
involved in research and connect with others with
the same condition and share stories. BUT don't
define your child's future by others' development.
Guides, while useful, don't account for love,
tenacity, stubbornness, nurturing, encouragement,
happiness, strength and determination. RARE

Produced by

Learn your no

Summon your inner strength. It's not a straight
road, there are twists and turns, conserve your
energy for the battles that really count. Don't
waste time on prisoners. If a path or treatment
doesn't align with your family's best interest, look
for alternatives. Stay true to yourself.

Communicate

You may find that certain friendships end but
also that your life becomes completely enriched
by your new friendships and connections. Talk to
your child like they understand everything. They're
listening and feeling everything you do together.
Make your world a better, more inclusive place
for your child and speak your truth.

Involve your family

Letting children know their sibling has a rare
condition is important. They will be the ones who
exude acceptance automatically as they grow
into the world. Use child-friendly language and
encourage them to share with their peers. | love
the book “Chromosome Kids like me” by Annette
Fournier, it's easy to follow rhyme makes
explaining complex genetics easy for children.

Ask and accept help

People tell me that | am supermum and they
couldn’t do what | do daily. While it comes from a
good place, all this does is perpetuates the myth
that we all need to be strong and 100% in control
of our mental health at all times. [t's unhealthy
and leads to emotions and inner turmoil. Feeling
like we can't express or we may appear weak.

It's OK to not be OK.

Find breathing space

No one ever truly prepares you for sleep
deprivation and fatigue in the first few years of
parenthood. Add a child with a rare condition
into the mix and this can be overwhelming. Make
time for you. It doesn't have to be outlandish or
kept to a strict routine. A quiet coffee, a guided
meditation on your phone or a day away. It all
helps reenergise and refocus us.

- A Rare Disease Collaboration on behalf of Rare Revolution

Magazine www.rarerevolutionmagazine.com eRareRevolutionMagazine

5 Mental Health Resources to Help Rare
Patients & Families Feel Less Alone

Asst ated by Al Il
surprising that having or caring for
someone with a rare disease may have
an i mpact on oneos
glimmer of hope, however, is that mental
health is becoming a greater part of the
conversation among the rare disease
community and its su
ATo help contribute |
conversation, compiled five of these rare
disease-specific mental health resources
that may help you fe

Strip

m



https://www.allstripes.com/blog/5-mental-health-resources-to-help-rare-patients-families-feel-less-alone
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& WELLBEING

Visit your hospital through
your phone!

ALIittle Journey
children and their families
before, during and after . .
healthcare interactions, c thtle

reducing anxiety through the

use of our multi-award winning
smartphone App.
To take a look at their website
& app please click here:
http://www.littlejourney.health/

Journey”

For children Mental Health videos for

In these fun sessions for children, 3
Diana Thornton will introduce m
children to what happens in their
brain and body when they
become anxious and will

Great resource videos

introduce some ways to deal with from MPSSoci etyU K
stress and anxiety drawn from her . :
work as a counsellor and a fOCUSIng on helplng
mindfulness teacher. Parents ad u |tS , C hil d ren & yO un g
must be there at the start to . .
ensure that children access the peop le with their mental
appropriate video and should be health & wellbein g.
nearby to offer support if required.
For young people
Mental Health V|deOS for Anxiety can someﬁmes be
younq peop le difficult to break away from. It can

also be worrying when you
experience it until you understand

Great resource videos wZat is "a"ge{;‘”? tohyour brainf
. and to your body. In this series o
from M PSSoci ety_ UK videos, Diana Thornton will

focusing on helping demystify what is happening to
: you physically when anxiety kicks

adults , C h ild ren_ & yound in and will teach you some tried
peop le with their mental and tested techniques to help get
: it under control. Parents must be

health & wellbein g. there at the start and should be

nearby to offer support if required.

Helping Children Cope With
Medical Examinations

Our Friends at Italian
Macrodactyly and PROS
Association:
https://www.associazione
nazionale
macrodattilia.org/english/ &
https://www.aibws.org /

B & Youlube L2



http://www.littlejourney.health/
https://www.mpssociety.org.uk/post/mental-health-and-wellbeing-videos-for-children-anxiety-and-children
https://www.mpssociety.org.uk/post/mental-health-and-wellbeing-videos-for-teens-dealing-with-anxiety
https://youtu.be/fdePXnl1HIc
https://www.associazione-nazionale-macrodattilia.org/english/
https://www.aibws.org/
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WELLBEING CONT:

How to nuntune o
child's mental health

0O ©0@

Actively listen Be patient ‘s;‘:."n;;'%‘,“"d Tell the truth el heatthy

before offering validate theirs behavior

your advice
CD ' )“Y ?(ﬂenral
Be consistent and

Surround them follow through
with healthy adults with what you

promise
Teach them

Believe them
how to be safe and in them

Use open i Practice
ended quesﬁons relaxation
exercises

Have scheduled |t electronic _ Reach out togethar

lI family time time for everyone and hug them
Recogniz
Model @ posmve choices

forgiveness

Rospond calmly
when t View their Make pioy
emotlons ore behavior as a and exercise
elevated window to their a requirement
needs and feelings

Set and respect
Be present boundaries

2012 Mental Fills Counseling Store

Self-Care & Mental Health

for Kids

Shar your own
» Find social groups

feelungs to
encourage fl';a: h:;p them feel
self-awareness. ike they GHISNED
Set aside time for
low=-stress or
solo activities.
Ag) © Practice self-care
6 9 Encourage for yourself to
Focus on  sournaling set the standard.
arf:cu.la‘hng and diaries.
feelings.
"l am angry. " %
"1 am sad. Encourage your Establish
child to focus self-care
on the moment. routine.

Recognize Hoxie
d 'evenfs. Cultivate in@fs

BlessingManifesting  4nd hobbies.




MENTAL HEALTH & WHEING FOR ADULTS
LIVING WITH A RARE CONDITION:

: | Greatresource
Menta! hea!th and | video from
wellbeing videos for adults MPSSocietyUK
- dealing with anxiety focusing on

pdated: Nov 18, 2021 helpingadults
A series of seven videos aimed to help you with their mental
deal with anxiety, stress and worry. Diana health &
Thornton is a counsellor and mindfulness We”being: Me—ntal
teacher and these videos will give you tips Hea|th & We”.

and techniques to use and help you when b . .
eing Videos For
you feel anxious. / g

Adults

Advice & guidance

This section is full of self-help and guidance for adults and young
people living with a visible difference, as well as for parents of
children who look different.

Self Help & Guidance For Adultsis website has
contains numerous sections for adults living with a
rare condition. From confidence, selfteem,
relationships & social life, as well as coping with
LIS2 LI SQa NBIFOUA2Z2yaod

& STARE

When People Point and Sta@ur chairperson Mandy

opened up about how her mental health has been
effected over the years by reactions from the general
public to her physical differences.



https://www.mpssociety.org.uk/mental-health-wellbeing
https://www.changingfaces.org.uk/advice-guidance/
https://www.allstripes.com/blog/mandy-sellars-pros-reaction-physical-differences

HOW WE CAN HELP YOQU

WE UNDERSTAND THAT I T | SNOT AL W/
ASK FOR HELP, BUT AS THE COST OF LIVING
RISES FOR US ALL, WE WANT TO HELP YOU &
YOUR FAMILY DURING DIFFICULT TIMES.

GoPI3Ks Grant Application Form

* « THE COST TO TRAVEL TO SEE
FAMILY

« AND MORE

.
5
\

e



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

&

[ ALPELISIB NE -

L | GET QUITE A LOT OF MESSAGES & EMAILS FROM
PEOPLE ASKING HOW THINGS ARE GOING TAKING
ALPELISIB. SO HERE IS MY LATEST VIDEO (12

MONTHS AFTER STARTING THE DRUG) )
o

Mandy's Update On Takin&lpelisibDecember 2022I



https://youtu.be/Wsz6URNXifU

As some of you may know, GoPI3Ks have partnered
with https://www.allstripes.com/program/pros to
help advance research for PROS. If you would like to
know more please see videos from some of the PROS
ambassadors below answering some important

questions about joining:

AllStripesPROS
Ambassador Kelsie
 yag SNHoesi| 2 4
AllStripeskeep my child's
data saf& €
Kelsie'sAllStripesvideo




