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PROCEEDI NGS

MS. BENT: Good norning, everybody. |'m
Robyn Bent in the Ofice of Center Director within the
Center for Drug Eval uation and Research at FDA. | wl|
serve as the discussion facilitator for today's
meeting which is part of an FDA initiative called
"Patient Focused Drug Devel opnent. "

We have a full agenda and |I'mgoing to
briefly wal k you through it. We'll start with opening
remarks fromDr. Ni kolay Ni kolov, Director of the
Di vi si on of Rheumat ol ogy and Transplant Medicine in
the Ofice of Imunol ogy and Information in the Center
for Drug Evaluation and Research here at FDA.

After Dr. Ni kol ov's opening remarks,
we'll hear fromDr. Theresa Mullin, Associate Director
for Strategic Initiatives who will talk about the
FDA's patient-focused drug devel opnent efforts.

We' Il then spend sone tinme hearing from
Dr. Dinesh Khanna fromthe University of M chigan who
wll provide us with the background on system c

sclerosis. Then we'll get into our discussion with
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i ndi viduals who are living with system c sclerosis or
scl eroderma and their |oved ones and Dr. Khanna.

We'll have two sessions. Qur first
session wll focus on the health effects and daily
| npacts of systemic sclerosis that matter nost to
I ndi viduals. Qur second session wll focus on your
t hought s about current approaches to managi ng systemc
scl er osi s.

"1l better explain the neeting formt
and process right before we get into our first panel
session. At first, | want to touch on a few | ogistics
and a few housekeepi ng points.

This neeting is taking place in a
fully-virtual setting and is focused on hearing on
peopl e who have personal experiences with system c
sclerosis. Throughout the day, we'll have polling
guestions and you'll have the opportunity to share
your experiences by using either the chat feature in
the bottomright corner of the neeting screen or by
calling the phone nunber that we will be putting on

the screen throughout the neeting.
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This neeting is being webcast and the
| i ve webcast is being recorded. Both the webcast and
transcripts of today's neeting will be archived on our
websi te.

Wth that, it is nmy pleasure to
I ntroduce Dr. N kolay Ni kolov who will be providing
our openi ng remarks.

DR. NI KOLOV: Good norning, everyone.
Just want to make sure that there is audio and video.

MS. BENT: Yes.

DR. NI KOLOV: Yes. Good norning,
everyone. Welconme to this virtual public neeting on
pati ent-focused drug devel opnent for systemc
sclerosis hosted by the FDA. We're excited to be here
today to hear fromyou; the patients, your |oved ones,
and caregivers about how you think about system c
scl erosis and what you |l ook for in system c sclerosis
treatnents.

The agency, the scientific comunity,
and ot her stakehol ders have recogni zed the significant

gaps in our understanding of this conplex and
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devastati ng di sease fromthe perspective of patients
and their famlies.

| understand we have representations
from patients, caregivers, and advocates and | thank
you all for being here today and being part of this
meeting to share your powerful stories with us.

We are here today to -- you are here
today to educate us about what are the things that are
nost inportant to you as patients, famlies and
caregi vers who deal with this chronic illness and
we're here to listen and try to better understand the
very inportant perspective that patients with systemc
sclerosis and your famlies and the struggles you face
every day.

The FDA has recogni zed the needs to
have all stakehol ders involved and particularly
patients in identifying the key el ements of clinical
devel opnent such as endpoi nts and outcones that would
represent nore accurately the burden of disease. In
that respect, the FDA's commtted to including

pati ents' perspective in drug devel opnent.
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VWil e FDA plays a critical role in drug
devel opnent, we're just one part of the process. W
protect and pronote public health by evaluating the
safety and effectiveness of new therapies, but we do
not devel op drugs or conduct clinical trials. This is
done by other partners and stakehol ders, including
medi cal product devel opers, healthcare providers, and
federal partners who are al so present today.

Today's neeting will give us all an
opportunity -- inportant opportunity to hear directly
from you about the synptons that matter nobst to you,
the i npact the disease has on your daily lives, and
your experiences with current avail able treatnents.

| nformati on provided for this format
can better influence the benefit risk assessnent of
new t herapies, identify areas of unnet need, and help
drug devel opers and regul atory authorities design
programs that are nore relevant to address how
patients feel and function. This has resulted in
patient groups having a significant inpact on drug

devel opnent in recent years.
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Today's neeting is a very inportant
di al ogue and |I hope that this is just the beginning
that will lay the foundation for future conversations.
The system ¢ sclerosis community is very engaged and
eager to participate in this effort which is evident
fromthe inpressive attendance at this virtual
meet i ng.

This neeting is as inportant to us as
it is to you. So thank you for joining us. W really
appreciate this opportunity and are | ooking forward to
a very productive discussion today.

Wth this, I will turn it over to
Dr. Theresa Mullin who will provide backgrounds on the
FDA's patient-focused drug devel opnent efforts. Thank
you.

MS. MULLIN:. Hello. I'"m Theresa Miullin
and |'mthe Associate Director for Strategic
Initiatives at the FDA Center for Drug Eval uati on and
Research and |'mvery glad that you are able to join
us today for this neeting.

" mgoing to give you an overvi ew of
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FDA's patient-focused drug devel opnent initiative
which this neeting is part of. Next slide, please.

And so | want to start with saying a
little bit about FDA's role in nmedical product
devel opment and eval uation. Now FDA's m ssion is to
protect and pronote public health and part of that is
to evaluate the safety and effectiveness of new drugs.
And while we play a critical role in overseei ng drug
devel opnent, we're just part of that process. FDA does
not devel op drugs nor do we conduct clinical trials
for the devel opnment of drugs.

However, our review divisions do
eval uate the result of those trials and we do oversee
and provi de oversite during drug devel opnent,
i ncluding clinical trial oversite and so that's how
we're able to really ensure safety and effectiveness
of the drugs and the integrity of devel opnent process.
Next slide, please.

And so what is patient-focused drug
devel opnent and how does that fit into this? Wl

PFDD is a systematic approach to hel p ensure that

www.Capital ReportingCompany.com
202-857-3376




10

11

12

13

14

15

16

17

18

19

20

21

Public Meeting October 13, 2020

Page 12
pati ents' experiences, perspectives, needs, and
priorities are captured and are neaningfully
I ncorporated into drug devel opnment and eval uati on.

Next slide, please.

The eval uation that we do for new drugs
means that we really need to understand the patient's
perspective and patients are uniquely positioned to
i nform FDA' s under standi ng of clinical context and
regul atory deci sion making. Prior to PFDD neetings, we
didn't really have a lot of mechanisns for collecting
patient info. They were really limted to discussions
that would occur with regard to specific applications
t hat were under review, for exanple, through an
advi sory conmm ttee neeting, and only a few patients
can participate in those neetings and they need to
undergo conflict of interest screening and neet other
criteria.

PFDD neetings provided us with a nore
systematic way to obtain patient's perspectives on the
severity of the condition and the inpact that that

condition on your daily life and their assessnments of
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avail able treatnents, how well those treatnments are
wor ki ng for them Next slide, please.

So this slide gives you a sort of
timeline for how Il ong we've been doing our patient-
focused drug devel opnment nmeetings and bringi ng
st akehol ders together to hear the patient's voice in a
gi ven di sease area. W established this programin
2012 and we've been conducting these neetings since
2013.

As so far, FDA has conducted over 25 of
t hese neetings, and we al so have established
externally |l ed patient-focused drug devel opnment
meeting option to really expand the capacity here to
have nore neetings, because patient groups were
telling us that they really wanted to conduct a
meeting in their disease area.

And so we really value the information
we' ve been collecting in these neetings. It's been
extrenmely in inform ng and giving FDA insights about
what it's like to live with the di sease. Next slide,

pl ease.
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And so this gives you a sense of the
range of the diseases that we' ve been exploring and
heari ng about in patient-focused drug devel opnent
meetings and you can see it's a very wi de range of
di sease area, and yet in every one of these neetings,
we have asked sim |l ar kinds of questions about the
| npact of the burden of the treatnents and the
guestions that worked very well in helping us get a
better understandi ng.

And in addition to these neetings,
we' ve had over 30 at this point and counting
externally-1ed neetings, for patient-focused drug
devel opnment. Next slide, please.

These neetings are sort of set up in a
townhall style of discussion format which is different
fromthe typical public neeting that FDA m ght have.
They begin with an overview of the clinical background
and currently-avail able treatnent typically provided
by one of our senior nmedical staff. And that's
foll owed by a session that's focused on hearing

patients' views on the synptons and inpacts of the
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condition on their |ife.

We begin this with a panel of patients
and caregivers who will give their first-hand
experience about that -- synptons and daily i npacts
and that provides a nice springboard for the
facilitated discussion to bring in nore voices from
ot her people who are participating in the neeting. And
that's followed by a session on the current treatnent
opti ons.

And again, we begin with a small panel
of patients and caregivers tal king about their
experiences and their story, and that provides a good
springboard for the discussion of others' experiences
with treatnments and what the treatnents are able to --
duplications and where they fall short. Next slide,
pl ease.

Each patient-focused devel opnent
neeting is tailored, to a degree, to neet that
specific disease area. And FDA does encourage patient
advocat es, researchers, drug devel opers, healthcare

providers and others to attend these neetings,
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however, our focus is hearing directly fromthe
patients and their caregivers.

And so we ask others to remain silent
and stay in listening node during these discussions so
that we can all hear directly frompatients and
caregivers and patient representatives.

And then after PPFD neeting, a voice of
the patient report is devel oped to sunmarize what we
have heard from pati ents and caregivers during that
neeting. Next slide, please.

So with that, | want to thank you again
for joining us today. We're really looking forward to
heari ng what you have to tell us about what it's |ike
to live with system c sclerosis and we know that it'l|
be extrenely valuable to us in our work going forward.
Thank you agai n.

MS. BENT: |1'd like to thank
Dr. Mullin. Cbviously, I'"'ma bit biased, but | think
these PFDD neetings really hold an inportant place in
| ncorporating the patient voice into the nedical

product devel opnment process.
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And now |I'd |ike to ask Dr. Dinesh
Khanna to unnute and turn on his video to begin his
presentation that will provide us with an overvi ew of
system c sclerosis. Dr. Khanna?

DR. KHANNA: Good norni ng, everybody.
And it is a great pleasure to be here. Now let ne pin
my slides.

So good norning, again. It's a great
privilege and pleasure to be presenting on scl eroderm
and system c sclerosis. | think in a very inportant
nmeeting on the patient-focused group devel opnent for
system c sclerosis. Next slide.

Here are ny appropriate disclosures,
al though 1" m not tal king about any therapeutics today.
Next sli de.

So what is scleroderma? It's an
altering [ph] disease and the word cones fromtwo
Greek words, sclero, neaning hard, and derma, neaning
skin.

There are approxi mately 200,000 to

250, 000 people in the U. S. who suffer from
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scl eroderma. As | show bel ow, scl eroderma can be
divided into localized format that usually affects
young people, and system c sclerosis or systemc
scl eroder ma.

| think with our estinmate, there are
approximately 75,000 to 80,000 people in U. S. who
suffer fromsystem c sclerosis. Next slide.

So this slide is froma review article
that | and Professor Christopher Denton from London
published. And I will walk through this slide.

The upper panel are patients who have
early diffuse scleroderma. What you see is marked skin
pi gment. You see hand contracted in the m ddle and you
see a person who had this diffuse scleroderma. And |
w |l define these term nol ogies. For about 15 years,
you w |l see pinning of the nose and pinning of the
lips.

On the left | ower panel is a patient or
two patients who have |limted scleroderm, sonething
call ed "CREST syndrone," C-R-E-S-T. You see a little

bit of skin thickening in the Panel B, but you al so
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see evidence of what we call "tanglasia"” in the
gentl eman on the left |ower side, sone nail changes
and cal ci nosi s

But what we worry quite a bit as
clinician is the multisysteminvolvenent with the
digital involvenent, Raynaud's phenonenon, digital
ul cers. Unfortunately, anputation, G involvenent in
the m ddl e panel, lung fibrosis, pulnonary
hypertensi on, cardiac involvenent, cardiac fibrosis
and | ower panel renal crisis, disability and
cal ci nosi s.

SO as we tal k about this disease, we
must admt the nultisystem heterogeneous invol venent
of this system c autoi mmune di sease. Next slide.

So I only have one slide on
pat hogenesis of scleroderma. | nust state that over
the last 10 to 20 years, we have made | eaps on
under st andi ng t he pat hogenesis of the disease.

Any aut oi nmune di sease we think about
an environnmental trigger. We think about the role of

your DNAs and your epigenetics w thout the environnment
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of factors that are veritable but do not affect
t hrough DNA sequence, and that |eads to in scleroderm
what we roughly call, "tripartite pathogenesis" or a
"t hree-pronged pat hogenesis."

On the left side I'm show ng you
vascul ar invol venent, vascul opathy. Al nost everybody
with system c sclerosis have Raynaud's phenonenon.
Unfortunately, sone of them develop this digital ulcer
as shown on the left side and marked and remar kabl e
fibrosis of the internal vessels.

There is dysregul ated i nmune system
autoimmunity with scleroderma auto anti bodi es and t hat
results in fibrosis not just of the skin, of the
muscul oskel etal system but also internal organs. Next
slide.

So let's talk a little bit about
epi dem ol ogy of system c sclerosis. |I'mfocusing
| argely on or in United States.

The peak age of onset is 30 to 50 years
with a femal e predom nance of three to five to one. It

Is simlar to other autoi nmune di seases such as
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rheumatoid arthritis and | upus erythematosus. It's a
rare autoi mune di sease and this is the work done by
Prof essor Maureen Mayes in Detroit, M chigan published
I n 2001 where she estimted a preval ence of 276 cases
per mllion.

In Europe, it's a little bit |ess; 88
to 160. And if you |look at that incidents which are
all the new cases every year, there are only about 19
cases per mllion per year.

So here is my calculation. If we
estimate 328 mllion people in the United States --
that's based on the Google search | did -- there are
about approximtely 6,000 new scl eroderma peopl e that
are di agnosed every year. So truly an orphan disease.

It's quite heterogeneous as | showed
you in the slide. And | think as a clinician who runs
a very large scleroderma program |'mrenm nded on a
daily basis the high norbidity and the high nortality
among all rheumatic di seases. Next slide.

So this slide is to classify.

Cl assification is used by epidem ol ogi sts and
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physicians for clinical trial and for epidem ol ogi cal
pur poses to define the preval ence, incidence and ot her
aspects. But the slide is only highlighting that
system c sclerosis is not just skin involvenent.

The first row shows you the skin
tightening, but then there are other aspect: the
fingertip -- the nailfold capillaries, the
t el angi ectasi as around the face and the palm the |ung
i nvol venment, the Raynaud's phenonenon, sclerodernma
autoanti bodies. It's truly a nmulti-system di sease t hat
can affect different organs. Next slide.

So when as a clinician | see a person
wth scleroderma, the first question | ask nyself is
do they have system c sclerosis? | use a
classification criteria to help me, and then | further
di vide people into limted cutaneous, and diffuse
cut aneous scl er oder na.

One thing it's very inportant to
clarify for the audience, |limted does not nean only
limted to skin. Limted as shown on the |left side of

the slide are people who may have finger, veins,
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forearm face, and neck involvenent.

On that -- and that's 60 percent of all
the systemi c sclerosis people that have system c
sclerosis in the U S

On the right side are diffused
cut aneous which have a | ot nore skin thickening of the
upper arnms also and thighs. And there are five to ten
percent of patients who have sine scleroderma. In
ot her words, they do not have any skin thickening, but
t hey have scl eroderma anti bodi es and they do have
I nternal organ involvenment. Next slide.

So ny patients cone to ne, you know, |
spend about 60 to 90 m nutes giving the initial visit,
and it's inportant for us to do that because nobst of
the things that happen in system c sclerosis happen
early in the disease.

Here is a distribution the natural
hi story from University of Pittsburgh cohort provided
to nme by Professor Tom Metzger there and what |'m
showi ng you, the diffuse patient where the skin

t hi ckening is progressing over the first two to five
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years, but nore inportantly, that's when peopl e get
l ung fibrosis also known as interstitial |ung disease,
muscl e i nvol venent, tendon invol venent, contractures,
Raynaud' s phenonenon, digital ischema -- involvenent,
myocardi al invol venent.

And therefore, ny role as a clinician
wi t hout having very effective therapies is to really
educate the patients and nake them be aware that these
conplications may occur and | will go over ny
clinician viewpoint, how | manage these patients. Next
slide.

Wy we differentiate between diffuse
and limted is because people with diffuse di sease
have a higher nortality due to higher and nore
progressive internal organ involvenent. Here's a slide
that shows diffuse scleroderma patients are nore
li kely to have -- and heart involvenent, renal
I nvol venment, large joint contractures and reduced
survival. On the right side of the slide, are limted
to cutaneous patients and the only conbination that

seemto be higher is pulnonary arterial hypertension,
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which is a |later conplication of system c sclerosis.
Next slide, please.

I n our practice, we also | ook at the
aut oanti bodi es, scleroderm autoantibodies and that's
shown on the left side and it help us to prognosticate
that tells ne as a clinician that you are nore |ikely
to devel op pul nonary arterial hypertension. You are
nore likely to develop interstitial lung di sease such
as topoisonerase 1. You are nore likely to devel op
scl eroderma renal crisis such as RNA polynerase I1I1.

| also want you to be aware of the
right side of the slide where we have been | ooking at
t he gene expression. These are the branches that |'m
very, very, you know, excited about that | can -- and
other clinicians can define this from skin biopsy and
bl ood whet her you have fibrotic pathways that are
activated or predom nately inflammtory pathways that
are activated. Next, please.

So here is one slide on a clinician
vi ewpoi nt. You conme to ny office and apart from

education, this is what I'mthinking. | need to screen
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you for early organ involvenent. | cannot prevent
I nternal organ involvenent if possible. Can | reduce
your disability, and can | decrease the progressive
di sease in the heart, lungs, and other organs? That is
what | am thinking as a clinician.

And on the left side are patients with
Raynaud' s phenonenon, active digital ulcers, marked
vascul ar arthrofibrosis of the -- pul nonary
hypertension and we tend to use nedications that are
vasodi | ators, such as cal cium channel bl ockers -- and
all the pulnonary atrial hypertension approved
medi cati ons.

On the right side are patients who have
predom nantly lung fibrosis, skin fibrosis, heart
fibrosis, and we go to non- FDA approved nedi cati ons
such as i mmunosuppressant therapies; nycophenol ate
nofetil methotrexate, anti-fibrotic therapies, a new
FDA t herapy call ed nintedanib, or stem cel
transpl ant ati on.

So this is nmy point of view as | am

talking to you, giving the first year of your disease.
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Can | prevent sonething? Can | screen effectively? Can
| reduce a disability, and nost inportantly, can |
decrease if you have lung fibrosis, can | stop the
progression of the disease? Next slide, please. Next.

So here are two slides that had a big
| npact on how !l tell -- how | think about and how I
change nmy point of view of outcone neasures.

This is a study that we did and we
published in a journal called "Journal of Sclerodernm

and Rel ated Di sorders,” where we asked people with
early scleroderma how they feel. And here's a patient
of mne that really touched nme and he said, "It feels
like all the tinme that | have a mask on and stretched
out of shape, especially over ny chest, |lung, and
expandi ng and not expanding. O ny body, this bit are
the tightest." Next slide, please.

And | want to tal k about the journey of
a person who is diagnosed with scleroderma. The
initial synptons are non-specific fatigue, pain,

constitutional synptons, |osing weight. You start to

have puffy fingers, thickening of the skin, Raynaud's
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phenonenon. And this | eads you to go to your primary
care doctor. Primary care doctor sends you to a
r heumat ol ogi st. Rheumat ol ogi st maybe a orthopedi st
send you to us. So there is a lot of m sinformation.
There is a lot of m sdiagnosis, such as rheumatoid
arthritis and lupus. There's a lot of frustration that
I's invol ved.

On average, patients take about one
year fromthe onset of synptons to conme into our
clinic. There are treatnment that are not FDA approved
and | think | really applaud FDA to have this be a
nmeeting, and you can see what people feel;
fearful ness, exhaustion, pain, unpredictable cause
depression, limting function, conplications that are
associated with the disease. Next slide, which is ny
final slide.

So as a clinician, as a trialist who
has been doing clinical trials for the last 20 years,
these are the | essons that are thought about |ast week
when | was devel oping these slides. | think there is

so nuch ent husi asm anong the sponsors to do clinical
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trials of scleroderma. It's a wonderful tine.

We have | earned so nuch about
pat hogenesis, but it's getting difficult to find
peopl e who qualify because of an orphan disease. It is
difficult to find scleroderma community because | ack
of expertise outside the scleroderma community. There
has been marked heterogeneity in the traditional
out come neasures we use.

You have seen ne pinch the skin, you
have seen us do lung function tests and | think
finally the focus of this neeting is that there's |ack
of patients' voice as primary and provabl e endpoints.

So | thank you for your tine. | have
one nore |ast slide thanking, you know, University of
M chi gan where | work and | | ook forward to this
wonder ful neeting. Thank you for the opportunity
agai n.

MS. BENT: Thank you so nuch,

Dr. Khanna. | think it's really hel pful for us to have
this presentation to set the stage for what we're

about to hear from our panelists and neeting attendees
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who have |ived experiences with sclerodernm.

DR. KHANNA: Thank you.

MS. BENT: Thank you. Moving on, |I'd
li ke to share with you a bit nore of how this neeting
wi Il proceed.

It's been truly an honor to work with
the patient -- or the panelists that you'll neet in
just a nonment, as we've prepared for today's neeting,
and thank you to Dr.'s Ni kolov, Millin, and Khanna for
the really hel pful presentation that give us sone
context to think about this next part of the neeting.
It's really yours.

If you're newto this area of what FDA
does and what nedi cal product devel opnent is, then |
hope we gave you a little bit of background on that
and especially sonme of the key terns and words we'l|
be using today.

Before we kick off this next part of
the neeting for those of you with |lived experiences
wth scleroderma or system c sclerosis or the stars of

the show, | just want to share a bit of information in
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the terms of kind of an orientation to help you
understand the neeting structure and why we set it up
this way because it's very purposeful and intentional.

So for those of you that are here
representing yourselves or your |loved ones with |lived
experiences with system c sclerosis or scleroderm,
you are the experts and have the -- and the expertise
that you have is what we're all here to hear.

We kind of flipped the script on the
type of neeting that nost of us go to where you have a
| ot of medical professionals giving presentations and
havi ng di scussions while you |isten. Today we reverse
t hat .

We' ve heard sone opening remarks from
sone experts in their field. But you are the experts
in your field. You are the ones who know what the
system c sclerosis is like to live with.

So our goal today, as we start this
di scussion portion of our neeting, is to really foster
an open di al ogue of personal experiences and

perspective on system c sclerosis. Qur two main topics
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for discussion are health affects and daily inpacts of
system c sclerosis or scleroderma foll owed by current
approaches to treatnment.

We' Il kick off each session with a
panel of individuals with system c sclerosis. There
are five panelists for the first topic. After the
panelists, we'll broaden the dialogue to include other
i ndi viduals and fam |y nenbers who are joining us on
t hi s webcast.

Anyone who is watching the neeting who
i dentifies as a person with scleroderm, systemc
sclerosis or a famly nenber, |oved one is welcone to
participate. Aside fromthe panelists, we don’'t really
have anyone else identified to speak, so we need al
of you out there to kind of share your experiences in
order for this neeting to be successful.

And t he purpose of the panel
presentations, it's really build -- or the purpose of
the -- of the open dialogue portion, is really to
build on the experiences shared by the panel. And I'l

ask a nunber of foll ow up questions.
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Thr oughout the day, polling will be
done by a conputer or cell phone, and as | nentioned
previously, we're taking comments from online through
the neeting chat feature and via tel ephone if you've
got sonething to add.

So this is your opportunity to really
build on the kind of invitation that the panel wll
create to open up what is really a tough subject
matter and we know that. Just feel -- feel the
enpower nent that you have in this neeting today to be
heard not only by the FDA, but by representatives from
medi cal product devel opers, researchers, and
clinicians about system c sclerosis and what you'd
| i ke to see happen to help those with system c
scl erosi s.

So if you'll please take this
opportunity and we hope that this will be your
invitation to participate with us in the discussion.

So we really encourage you to call in
by a phone to share your comments, and when speaki ng,

you can remai n anonynous. | nmean, you don't have to

www.Capital ReportingCompany.com
202-857-3376




10

11

12

13

14

15

16

17

18

19

20

21

Public Meeting October 13, 2020

Page 34

give us your nane. You may state your nanme if you

want, but we really -- what we really care about is
your experience. And so when you call in, there's a
couple of things that will help us.

One is if you stay on the topic we're
di scussi ng, whatever topic we're tal king about. If
we're tal king about synptons or if we're tal king about
daily inpact. Try to think about what that topic is
and stay as close to that topic as possible.

Obvi ously, there -- you know, in a
fully virtual setting, there's a little bit of a | ag
time, so there's sonme flexibility in that, but if we
can stay as close as possible, that would be -- that
woul d be great.

It's also helpful if you can keep your
points to maybe just on one or two things so that we
can go to as many people who want to speak as
possi ble. And for transparency, we request that at the
time of your first comment that you disclose if you're
affiliated with an organi zation that has an interest

related to systemi c sclerosis or if you have
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significant financial interest in system c sclerosis
drug devel opnent.

If you're submtting coments via the
webcast, you can provi de whatever nane you'd Ilike.
Don't worry about us being overwhel mned by comments. W
can handle it. We'll try to summrize them as nuch as
possi ble. We'll do our best to share the comments we
receive via the web platform

If for some reason we're not able to
read all of the coments out | oud today, your comrents
w |l be incorporated in our final sunmmary report. So
they definitely will be inpactful.

And so now as Dr. Mullin nentioned
earlier, we also have a public docket for this neeting
that will be open until Decenber 15th. W encourage
you to share your experiences and expand on what we
di scussed today through the public docket.

The coments will be incorporated in
our summary report as well. Anyone is welconme to
comment through the docket, whether you're joining us

via the web or you know soneone who wasn't able to
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partici pate today, but you think they have
sonething -- sonmething to contribute. Please encourage
themto submt their conment.

You'll find the link on the slide here
and we'll also email this link to folks after the
nmeeting, to everyone who's registered for the event on
the website.

You can submt your commrents as
anonynous, and | want you to keep in mnd that if you
submt to the public docket, that is -- the word
"public" is there for a reason, and this will go to
the website. So please think about how rmuch personal
I nformati on you want to share.

And we don't need -- again, we don't
really need your personal information again. W don't
care what your name is or where you live. W care
about what your experience is. So please keep that in
m nd that what's inportant to us is really your
experience. So you can just say anonynpus anonynous,

or just | eave the part when you have to put your nane

as enpty.
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So nmoving on to just a few ground rules
for our discussion today. We're here first and
forenost to listen to those with sclerodernma, systemc
sclerosis, and their famly nmenbers. We'll try to
accommodat e everybody who would |i ke to speak.

We' re happy to see over 200 people on
t he webcast today, and some of those who represent
research and drug devel opnent are also registered for
this nmeeting. We believe that the input that you hear
today will be inportant to you as well, and we just
ask again that you stay in |istening node.

FDA staff is really here to listen. W
know t hat you may have questions about drug
devel opment or drug review, and if you have specific
questions, we encourage you to share them via emi
with our FDA staff. OQur contact information is on the
neeting website and we'll get back to you with nore
i nformation follow ng the neeting.

As has been described, our discussion
today is focused first on the health effects of

system c sclerosis and daily inpact and then
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approaches to managi ng those health effects. Qur
di scussi on may touch on sone scientific treatnents,
however the discussion of any specific treatnent
shoul d be done in a way that hel ps us to understand
t he broader issues, such as what health effects are
bei ng addressed and how nmeaningful that it is to
patients and individuals and fam |y nenbers.

The opini ons expressed here are
personal opinions. Therefore, denonstrating respect is
of paranpunt inportant. We very much appreci ate what
conpl ex and personal topics we're addressing in this
public neeting and we expect everyone to share this
appreciation with us.

Qur discussion is going to focus on
health effects and treatnments and we know that this is
a very conplicated issue and there are many concerns
and many questions you have and things that you had to
t hi nk about living with system c sclerosis and getting
the support that you need. These are all inportant.

Today we want to focus on the topics

t he FDA needs nost input on so that we can best
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fulfill our goal in nedical product devel opnent and
deci si on maki ng.

And so while you take in the
I nformation on the slide that outlines how to submt
comments, |I'd like to take the opportunity to ask ny
FDA col | eagues on the FDA panel to turn on their video
and introduce thenselves starting with Dr. Nikol ay
Ni kol ov.

DR. NI KOLOV: Good norning, everyone. |
thi nk you have seen ne already. My nane is Ni kol ay
Ni kol ov. I'mthe director for the Division for
Rheumat ol ogy and Transplant Medicine. | amreally

thrilled to be here and participate in this neeting.

MS. BENT: Rachael, | think you're
mut ed.

M5. GLASER: Thanks. Sorry about that.
Good nmorning. |'m Rachael G aser. I'ma clinical team

| eader in the Division of Rheumat ol ogy and Transpl ant
Medi ci ne at the FDA.
DR. HULL: Hi. I'mDr. Keith Hull. | am

a nedical officer also in the Division of Rheunatol ogy
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and Transpl ant Medicine and | ooking forward to hearing
t he patients' input today.

MR NAIR. Hi. My name is Raj Nair. |'m
an acting team | eader with the Division of
Rheumat ol ogy and Transpl ant Medi ci ne and happy to be
here.

MS. SCHREIBER: Hello. My nane is Shera
Schreiber. I'"'ma nedical reviewer in the Ofice of
Ti ssues and Advanced Therapies within the Center for
Bi ol ogi cs, Eval uation and Research.

M5. ROTHWELL: Hi. |I'm Rebecca
Rothwell. I'mthe statistician and team | eader for the
team t hat supports the Division of Rheumatol ogy and
Transpl ant Medi ci ne. Thanks.

DR. MEJIA: H . I'mMaryjoy Mgjia. |I'm
am nedi cal officer with the Division of Dermatol ogy
and Dentistry.

MR. TRAJOVIC. Good norning. My nane is
Snezan Trajovic. I'ma team | eader in the Division of
Der mat ol ogy and Dentistry.

DR. ILLOH. Hi, everyone. My nane is
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Onyeka and |I'm an acting team | eader in the Division
of Clinical Qutconme Assessnent and the m ssion of our
division is to integrate the vision voice into drug
devel opnment, so |I'mvery happy to be here. Thank you,
everyone.

M5. BENT: Thank you. Fromtinme to tinme
during the neeting, we'll turn back to our FDA
panelists to see if they have any foll ow up questions
or clarifying questions about what we just heard. |
al so want to introduce nmy coll eague, Shannon Col e, who
w |l be keeping an eye out for comments that cone
through the internet. She will be sharing those

comments through the neeting.

She will also be coordinating with our
ot her col | eague, Lyna Merzoug, who you wll speak to
if you call in to provide coments via phone.

So let nme turn to Shannon, allow her to
I ntroduce herself, and then we'll give everybody --
all of our FDA panelists a wave. Go ahead, Shannon.

M5. COLE: Good norning, everyone. My

name i s Shannon Col e, and as Robyn nentioned, | wll
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be nmonitoring the webcast comments during today's
meet i ng.

MS. BENT: Geat. Thanks so nuch.

So we'll have sone polling questions
today and we're using a third-party application,
Mentinmeter, to run our polling. Polling on
Mentineter's site, nmenti.com is anonynous and can be
done via cell phone or on your |aptop or tablet.

Pl ease note that we're not tracking
I ndi vi dual people's answers and we can only see
responses grouped by option.

You can access the Mentinmeter poll in
two ways. You can use your cell phone canera to view
the QR code on the slide which will take you to the
survey, or you can go to www. nenti.com and use the
digital code on the slide to enter the survey.

For sone questions, you'll have one
answer. For others, you nay have nultiple answers.
These polling questions are nmeant to be a di scussion
aid for today and are not a scientific survey.

So |l et ne pause here and just make sure
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t hat everybody has had an opportunity to see the QR
code and make sure that they are able to log into the
survey.

Okay. So with that, let's begin with a
polling question. So please get your cell phones or
conputers ready and we'll nove on to our first polling
guesti on.

| apol ogize. | have nmultiple --
mul tiple screens, so |'mgoing to |l ook to the side to
see the results of the polling questions occasionally,
just so that we can -- we can discuss them

So with Question 1, we're starting with
sone basi ¢ denographic questions, so that you can kind
of get famliar with the polling platform

The Question 1 is one, "Do you live in
t he Washington D.C. netropolitan area, including the
Virginia and Maryl and subur bs?"

And you have two options; we have "yes"

and "no." Al right. And there is a little bit of a
del ay between when we | aunch the survey and when we

are able to see the results, just because it's about a
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15 to 20 second delay. So we're going to give it just

anot her -- another second or two to -- to see the
results comng in and to see -- see how -- howit's
wor ki ng.

Al'l right. So this | ooks great and it
| ooks |ike everything is working. |I'm hoping nobody is
havi ng any chal l enges with the application. It's
usually pretty user friendly -- friendly application.

And | think that what we're seeing is
really kind of one of the -- one of the biggest
benefits of noving to this virtual setting, which is
that nost of the people who are on the call with us
today are -- or on the webinar with us today, are not
fromthe D.C netropolitan area.

Alot of tinmes, we have a little bit of

an overrepresentation in our in-person neetings. But

it's clearly not -- not -- not playing out in our --
in our virtual neeting setting. So that's -- that's
great. And | -- | hope that throughout the day we'l

have additional people kind of maybe nore the west

coast people who thought that seven a.m was a little
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too early to start a neeting will be joining us.

But | understand we have over 200
peopl e on the webinar now and it |ooks like it's just
continuing to grow. So -- so really -- really excited
about the potential for inpact for this neeting. So
t hank you all, and now we're going to nove on to our
next questi on.

So Question 2, "Have you or your |oved

one ever been di agnosed as having system c sclerosis

or scleroderma?" And again, "yes," or "no" are the two
options here.

And we're just going to take a brief
pause while the results come in. Al right. Al right.
G eat .

Ckay. So fromthis point on, we're
going to ask that each polling question be answered
only by individuals with system ¢ sclerosis or sonmeone
who is answering on behalf of a |oved one with system
sclerosis or scleroderna.

And so we'll just give this a brief

nmonent while we're -- while the answers are stil
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comng in before we nove on to Question 3.

Al right. So now let's nove on to
Question 3, and it |ooks |like, as you can see from
this question, Question 2, we do have a really good
variety of people on the neeting today, both patients
and famly nenbers who are -- who are -- who are
living with scleroderma and system ¢ sclerosis and
also a ot of the regulators and nmedi cal product
devel opers and others who are really interested in
heari ng what you've got to say.

And so that -- that -- that's really
great and | think that it really kind of captures what
we're hoping for in -- in the neeting.

So Question 3, "What is your age?" Now
remenber if you're answering for a | oved one, please
answer with their age, and just the -- just the age
range i s perfect.

And the options are "younger than 18,
18 to 30, 31 to 40, 41 to 50, 51 to 60, 61 to 70," and

"71 or greater." And so this is -- this is -- we have

-- we have great diversity in range -- age range. As
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you can see, we have a mpjority of people kind of in
that 51 to 60 area, but 50 -- 41 to 50 is really also
-- also close. And we have -- we have a lot -- good
nunmber of people on the 30 to 40 range and the 60 to
70 range as wel | .

So again, a great -- a great variety. A
great -- a great spread of participation today and |
t hank you guys so nmuch for that.

OCkay. So now we're going to nove onto
our next question, which is, "Do you identify as
mal e" -- or, sorry, as -- "as fenmale, male, or other"?

And again, these questions are
certainly not scientific. It doesn't really -- we're
not using this in a study. It's really just for us to
get an idea of who's participating with us today on
the webinar. It's kind of -- it's kind of hard and a
little anonynous to -- to kind of be in this virtual

setting where you can't | ook out at a roonful of

peopl e and kind of see -- see who's there with you.
So -- so this is kind of -- we're just trying to -- to
decrease that anonymty and kind of -- kind of build a
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community of people all here together with a conmon
pur pose and a conmmon goal behind it. Kind of nove
f orwar d.

And so, but, yeah. Sonme of these
guestions are kind of a little weird, but they're
really -- they're really just hel ping us join kind of
cone together as a community for -- for the duration
of this neeting, because we are going to be tal king
about a lot of -- of personal things and personal
experiences.

It's nice to be able to feel a little
bit connected to the people who are tal king and maybe
hopefully feel a little bit nore confortable sharing
your experiences because of that connection. So -- so
great. We see -- we see a majority of females. W do
see sone mal es, and we do have sonebody who identifies
as ot her.

So again, what a -- what a great kind
of diverse group that we've -- we've got going on here
and | think that's great. And it |ooks like the -- the

20 to 30 second delay, we're kind of catching up with
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that and we're seeing -- seeing nore and nore
responses.

So, so wonderful. And so now we're just
going to nove on to Question Number 5, which is, "What
Is the length of time since your diagnosis?" And the
options here are "less than one year, one year to five
years, five years ago to ten years ago, nore than ten
years ago," or "lI'mnot sure."”

Al right. And right now, it |ooks Iike
the majority of the people have been di agnosed for
nore than 10 years, which, | nean, that -- that's a
|l ong time, but we do have sone people who are recently
di agnosed within the last -- within the |ast five
years and then sone -- about four people who are
saying that they were diagnosed five to ten years ago.

So great. Thanks. Thanks for that. And
t hanks to everybody. W really just have one nore
question before we nove to our first panel discussion.

And this questionis alittle nore
conplicated and I"'mgoing to ask that you let ne read

you the options for the answers because we ran into
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sone technical limtations and couldn't put in nuch
information into the answers as we had hoped.

So I'mjust going to go ahead and read
themto you. The question is, "Wich subtype of
systemi c sclerosis or scleroderma have you been
di agnosed with? Select all or any that apply."”

And so "A," we have is "Diffused,"
which is defined as "Skin tightening or thickening
affecting | arge areas of the body, organ danage,
potentially to a G tract, kidneys, lung, and heart,
pain or arthritis, high blood pressure.”

"B, Limted. Skin tightening or
thickening is limted to fingers, hands, or face,
heart burn, Raynaud's phenonenon, pain or arthritis,
CREST syndrone, red spots on the body as a result of
enl arged bl ood vessels."

Okay. "C'" is "Sine, Synptoms of Organ
Di sease including Raynaud's phenonenon but no skin
t hi ckeni ng. "

"D'" is "systemc sclerosis with overlap

syndrome, which is an overlap of features of other
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system ¢ rheumati c di seases such as systenic | upus,
eryt hemat osus rheumatoid arthritis, polymyositis or
Sj ogren's syndrone. "

"E" is "Other." And "F" is "I'm not
sure.

All right. And it | ooks like right now
what we're seeing is that we have a mpjority of people
with Diffused. A good nunmber of people with Limted.
One person with Sine and about six people with
system c sclerosis with overlap syndrone. So that's
great .

Agai n, we have a range of people
participating today and | think that's what we really
need to hear from W don't need to hear from --
mean we -- we understand that everybody has kind of --
ki nd of their own experiences with everything, and
this will -- this will give us really a -- really a
good kind of big picture idea of what people -- what
people are -- are -- are experiencing and we hope that
t hose of you who are participating in the polling wll

al so participate with us actively in the discussing --
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di scussi on.

So with that, let's start with our

first panel now. And |'mexcited -- excited to hear --
to hear fromthis panel because -- so as we nentioned,
Topic 1 will focus on the health affect and daily

| npact of system c sclerosis and we have the five
panelists who will start off the session by sharing
t heir experiences.
I n about 30 m nutes, when the panel is
done sharing their experiences, we'll nove into the
I nteractive portion of our neeting by asking you about
your experiences. And if there's sonething that you
hear from a panelist that really resonates with you or
you want to share a bit of your experience, please
consi der sharing your comments via the web or closer
to the end of the 30-m nute period. Maybe around
11:15, 11:20, maybe call into 1-800-527-1401 to share.
And you should know that if you call in
to share your experiences and are placed on hold, the
hold music will actually be this neeting. So not

musi c, but this neeting, so you won't nmiss out on
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hearing fromour panelists if you -- if you call in to
speak.

And so with that, | would Iike to start

by inviting Any G etzen to share her experiences. Any?

M5. Gl ETZEN: Hi. Thank you, Robyn. So
really ny experience with sclerodernma has been a
difficult one. I was diagnosed when | was 19, so, you
know, | was really young and just getting through a
typical day with scleroderma and how that really
i npacts ny life is, you know, it can depend on day-to-
day.

So, you know, | have Raynaud's, which
causes a |l ot of pain, nunbness, sensitivity in ny
fingers and in nmy feet. But there's al so weakness and
pain in ny joints and stiffness, making it hard to
bend, to reach things, you know, to stretch, to kneel.

So things like that which really make
It extrenmely hard to acconplish daily tasks. | also
tend to get really terrible ulcerated sores on ny
fingertips and sonmetinmes on ny toes. So they're really

pai nful and bot hersonme and they take forever to heal
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due to the poor circulation from Raynaud's and not
bei ng able to clot ny blood because of the
scl eroderm

So, you know, it's been really hard for
me to kind of get through ny day-to-day |ife. But |
t hi nk, you know, if you have a good support system and
you have people who are willing to help you and you
have that positive drive just to get through each day,
you can find ways that you never would have thought of
to kind of make things happen. You know, |ike using
gadgets or just doing things differently.

So, yeah. | think that that hel ps. You
know, before | was diagnosed, | was really an active
person and | was a dancer for many years. | swam for
many years, and, you know, but with system c sclerosis
and bei ng di agnosed at 19, you know, you start to
realize that you can't really do those things that you
wanted to do and that you enjoyed doi ng.

So danci ng becanme quite difficult for
me. You know, | had -- | had devel oped pul nonary

fibrosis so it was hard to breath and keep ny stan na
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up and, you know, one of ny biggest heartbreaks with
this disease is not being able to finish coll ege.
was going to be a nurse and | just couldn't do it
anynore. | was really tire, fatigued, | had a | ot of
problems with ny hands. So it was a big regret.

You know, a good day for ne would be
just being able to get out of bed and do things nyself
and just kind of being able to go do sonething that |
enj oy, you know, |like shopping with a friend or, you
know, having lunch with sonmebody.

And a bad day would really kind of be,
like, me in ny PJ's all day with nmy cats, watching TV
because it literally hurts to breath, |et al one get
out of bed. So |I think that that's, you know, it --
but it can change over tine.

Li ke, you can have good days, you can
have bad days, you can have things that you once
couldn't do before, you know, or things that you never
did that now you like to do. So | guess it all depends
on what kind of person you are and how you want to get

t hrough certain things.
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You know, for ne, ny disease, the
changes were hard and fast in the beginning. |
devel oped pul nonary fibrosis. | devel oped GERD al ong
wth reflux. Difficulty swallow ng, tightness of ny
skin, especially around ny nouth, el bows, fingers, and
Wri sts.

And that kind of seenmed to even out for
about seven years, however, you know, |'ve never been
synptom free. |'ve never not had -- you know, never
not had an issue. So | know, you know -- |'II| be
reaching ny 20-year -- you know, 20 years of diagnosis
next February, so | think, you know, ny synptons have
al ways still progressed.

Now | have pul nonary hypertension. |
have a | ot of heart issues. | have the telangiectasia,
li ke, fromthe top of ny head to the bottom of ny
toes. So I know | have contractures in nmy hands, which
makes things difficult.

So | started to have synptons, | ooking
back now, when | was probably like 15 or 16, but |

wasn't diagnosed until | was 19. So, you know, it was
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alittle bit of a overlapping gap. Today | would say
my disease is pretty well managed, but, you know, it's
not really slowed down. But | have a really great team
that kind of make sure everything is going according
to plan and | stay really positive and on top of ny
medi cations and ny treatnments and I'mreally an
advocate for nyself and my own body.

So | think that's really inportant if
you're a person living with scleroderma. You need to
be your own advocate and really speak for yourself.
It's your body. You're living in it and you need to
trust yourself in that you know, you know, what you're
doi ng and you really need to be educated on
scl eroderm, because a | ot of people don't know what
It 1s. So thank you.

MS. BENT: Al right. Thank you, Any,
for -- for being the first one to speak, but also,
nost inportantly, for -- for sharing -- for sharing
your experiences. There's a |ot there and | think
we're going to talk about it alittle bit nore -- nore

| ater, but now we're going to nove on to Julie, who is
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going to share -- share her experience. Julie?

M5. JEFFERS: Hi . Good norning.

MS. BENT: Good norni ng.

M5. JEFFERS: Any did a really good
job. And | just want to say |'mnot yet diagnosed. |I'm
trying to be diagnosed. That is incredibly difficult,
but | do participate in some Facebook groups and from
doing that, | have come to know that this disease
affects everyone differently every day. And it's just
really challenging and really difficult.

But there were sone questions that were
asked of us in order to participate, so I'mkind of --
want to go through those.

"Whi ch aspects of system c sclerosis
have the nost significant inpact?" So for ne, | use an
al ternative drug because |I'm having trouble getting
di agnosed and that's called "l ow dose naltrexone and
that controls the skin synptons and -- for ne. So ny
bi ggest problemis fatigue.

Robyn asked ne to concentrate on that

and when | say "fatigue,"” | don't nmean |I'mjust tired.
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| mean it's hard to explain howtired you are. You're
tired when you wake up in the norning. You take a nap
and you're still tired. It's just -- never ends, so
fatigue, G difficulties are significant, the
shortness of breath is very limting. The brain fog is
another thing that's a problem

| get dizzy when | drive. | have pain.

And the next question was about
specific activities that are limted for ne or |I'm
unable to -- for ne the biggest problemis work. And
the fatigue and the brain fog and the pain really
limt ny work. So for nme, | have to limt ny work, |
have to change ny work, | have to really concentrate
hard on nmy work, which makes nme nore tired.

| have to reschedule work. Actually, |
own a business for 23 years and I'mtrying to sell the
busi ness because |I really -- | can't run it anynore.

Ot her things that are -- other
activities that are affected are -- you know, pretty
much everything. Daily tasks, housework is really hard

because, you know, your back hurts. Your joints hurt.
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Everything hurts. Cooking neals, grocery shopping, |I'm
too tired to go grocery shoppi ng.

You know, so on good days, | just want
to say I'mstill tired on good days. | still have to
limt my work. | still have random brain fog. But on
the worst days, | -- 1 -- | have to cut off things. |

have to reschedule things. And | have to say that npst
days are bad days. There's very few what | would cal
"good days."

The next question is, "How has your
system ¢ scl erosis changed over tinme?" Unfortunately,
it's worse. It started a couple of years ago and then
about every twelve nonths, it seens to worsen.

Next question, "Wuld you describe your

system c sclerosis as being well managed?" | use many
things to hel p manage synptons. |'m al ways | ooking for
things to help. | use diet. | use, you know, try to

exercise or stretch, at least. | see a Chinese doctor.

He does acupuncture and cuppi ng. That hel ps. Massage
hel ps. You know, anyt hi ng.

You are just constantly trying to find
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things that will help. Sleep. You have to get rest and
sl eep.

So next question, "What worries you
nost about system c sclerosis?" The heart and |ung
i nvol venent is really, really worrisone. So ..

“If 1 could change one thing about
system c sclerosis, what would it be"? And it would be
that. That heart and lung involvenent. That's -- a
really a worry and, yeah, it's the worst thing of
that. It's just a big, big concern. So thank you.

MS. BENT: Okay. Thank -- thank you so
much, Julie. | think -- | think that it was -- it was
really -- it was really helpful for us to -- to hear
about kind of all of the challenges that you're

facing, particularly the kind of the overall fatigue

and also all of the -- all the conplaints, the things
that -- that you're really kind of concerned about as
you ki nd of work through -- work through the process.

So that was -- that was really hel pful.
Thank you.

Now we're going to go to Rosemary who
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I's going to share her experience. Rosemary?

M5. LYONS: Hello, everybody. Can you
hear me all right?

M5. BENT: Hi, Rosemary. Yes, nmm'am

M5. LYONS: Very good. | may be the
| ongest di agnosed person in this group; alnost 35
years. And so the | ast speaker, Julie, talking about
how it gets worse and worse. For ne, it did get worse
and worse in the beginning, but there were then

peri ods that were good.

But it's still constantly a chall enge
and | call it the "daily nmaze."

Tenperature -- just tal king about how
it is every day to live. So all the things -- all the

deci sions you have to make every day so you can get
t hrough a day.

Cold is a problem | had the terrible
ulcers on ny fingers. | couldn't take the cold. It
just painful. And noved 1,400 mles away from ny
famly fromthe north to the south, because it was

that bad. | had started to | ose part of one finger. |
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was m serable. | couldn’t |eave the house, but | had
to | eave the house.

| al so have overlap syndrone, so | also
have | upus and fibronyalgia. So | also can't take the
sun and the heat. So now | live in a place where
there's sun and heat, so | need to manage that.

| have a problemw th artificial Iight.
So sitting in an office environnent, | would becone
very, very exhausted just fromthe overhead |ights.
had them take out the -- the bul bs over ny desk. O
course, they'd make fun of ne for that. And | al so
have fevers. And that's probably the | upus.

So | never know when |'m going to have
a fever and with the pandemc, nmy -- ny fear is now |
want to go sonepl ace or get out an a plane or do
sonet hing, and they're going to say, "You have a

fever." So that's sonething | fear.

Skin issues, although initially, | had
t he hardening of the skin on nmy arnms and ny hands,
that type of thing, and sone pain just to ny face,

over tinme, that stopped. But my skin is very, very
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sensitive.

So | have to be cognitive of what type
of fabric is touching nmy skin. And | have nassive
allergies: food allergies, skin allergies, all kinds
of things. So | have to only use -- |'ve spent

t housands of dollars trying this soap, that soap, this

makeup, that detergent. Certain bedding, | can't sleep
in a bedif -- if | can't tolerate the bedding. My
shoes, | can't always have on cl osed shoes. So just
getting ready in the nmorning for skin issues, is -- is

a probl em
| may find sonething that works, and

then it doesn't work anynore. So constantly |'m

changing. As far as things that | like to do, going
back to what Anmy was saying, | -- | played the piano.
| was pretty good and I -- | was a dancer and | did
chor eogr aphy.

And -- and that's sonething that had to
go away a long time ago. | painted. | can do that a
little bit. Just putting on jewelry is difficult.

Buttons are difficult, so buying clothing, you have to
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worry about how you clasp it.

Housework, if |I'm having a good day, |
will choose to do sonme housework knowing that | wll
have one to three days of recovery. So | can do the
housewor k, but | can't do the housework.

Food is the biggest problem M biggest
I ssue for about the |last 10 years has been the
gastrointestinal. So initially, it was the terrible
reflux, feeling like |I can't swallow the food. | had a
very limted diet to begin with because of extrene
food allergies. But now, it's the inpaired notility,
the digestion, and also the volune. So | -- | can
really only eat one neal a day. To eat nore than one
neal a day is |like enmergency roomtine. That -- that
bad. Yeah.

The other thing is -- and | was going
to tal k about when | had spoken about it with you
previously, is ny story about sleeping. So when |
lived in the north, to go to bed, | wore pajanmas and a
big, fluffy robe with a hood with gloves, with socks,

with slippers over that, under a bunch of bl ankets,
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plus an electric blanket. And then ny face was still

cold, so | ended up with a bl anket over ny face.

| couldn't sleep. |I've never been able
to sleep. I've had this problemall of nmy |ife. Now
that I"'min the south, I -- on a 90-degree evening, |

can get by with one bl anket and two conforters. But |
don't have to have the robe and the slippers and all
of that. At -- at night, the cold is worse and | get
terrible itching and | guess it's ny bl ood vessels
are -- go into a spasm So sleeping and eating are
gi ant problenms, which, of course, it makes a whol e
cycl e of exhausti on.

| can sit for so long or stand for so
| ong or wal k for so long. Sone days, | can wal k al npst
half a mle, and sonetines, | can't walk at all. That
has a ot to do with the swelling and with the pain.
Lifting is out of the question. Stooping is a risk of
fainting.

As far as social activities, if I'm
going to -- and, of course, | haven't now for seven

nonths, but if I'mgoing to participate in sonething,
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| have to know is it inside or outside, will | have a
place to sit down? | have to eat before | go so that
| -- | don't eat sonething |I shouldn't eat and then
have a situation.

It takes me -- the gastrointestinal
| ssues, three -- it used to be one hour, nowit's
three to four hours per norning to be able to be
dressed and out of the house, because of the issues.

Travel, it's the sanme thing. How | ong
is it going to be? AmI| going to be able to use a
bat hroom on the plane, or is there a bathroom al ong
t he way? How strong am | going to be? And then the
other thing is, is that there are nedications for all
of these different things, but I amallergic to many,
many nedi cations. |t causes sonethi ng nuch worse.

The other thing is when you' ve had an
i1l ness for this |ong, how |long can you stay on sone
of these nedications w thout having an adverse effect
fromthe nedication?

So in addition to that, fainting,

sei zures, brain fog, wild weight differences. At the
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very beginning of -- after ny diagnosis, nmy weight

went down to 94 pounds, but |'ve been up to 145

pounds. So it's -- it's all -- 1 -- 1 think I've
evened out now. So |I'm doing pretty well. But overall,
the nose bleeds, | -- | don't know There's -- there's

a lot of things.

But | would say for anyone who is nore
new y di agnosed, you have the internet. My diagnosis
was before Google. Sonmeone said to me, "I think
sonebody who has what you have is in People Magazine."
That was in the late '80s and that was all | had.

| went to the library. | couldn't even
find anything on it. One of the first physicians | saw
said, "Tell nme about it. I've never seen this." So
there -- there -- there's a lot nore as far as
resources and, you know, and -- and | guess the
positive thing I'd want to say is after 35 years, |I'm
still here.

MS. BENT: Great. Thank you so nuch,
Rosemary. And -- and we're -- we're all -- we're all

very glad you're here. Both here and here at this

www.Capital ReportingCompany.com
202-857-3376




10

11

12

13

14

15

16

17

18

19

20

21

Public Meeting October 13, 2020

Page 69
neeting. So -- so thank you -- thank you so nuch
for -- for sharing your experiences, and really for
sharing, kind of, a little bit -- alittle bit of

endi ng on kind of a hopeful note, because | hope

that -- | hope that, you know, that -- that things
wll continue to -- to get -- continue to get better,
SO -- so thank you.

And now we're going to hear from Any
Har di ng.

M5. HARDI NG  Good norning, everyone.
|’ m happy to be part of this discussion today. |1'd
like to share with you sonme nore significant health
effects and daily inpacts of having system c sclerosis
that | have experienced.

| was diagnosed with scleroderma in
1998. | started having synptons about a year before |
was di agnosed. My prinmary synptons were starting with
my hands swel ling and constant aching of ny finger
joints and ny wists.

| though maybe perhaps had carpa

tunnel, because | worked on a conputer a |lot, but the
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bl ood work proved it was scl erodernma instead.

Initially the pain in ny hands and
ot her joints, such as ny knees and shoul ders,
tightening of my skin, digital ulcers, heartburn, and
sensitivity to the cold had the nost inpact on ny
life. Twenty-two years later, | nust say the
calcinosis that | get in ny fingers, ny el bows, ny
toes, ny ears tops any of the prior synptons.

Al'l other synptons have been nmanageabl e
t hrough nmedications for the nost part. Any activity
i nvol ving the use of my hands has becone nore and nore
difficult. Opening jars is al nost inpossible. Typing,
| don't know how many tinmes | have to correct a word
or two because | added an extra "M or a "N' or sone
other crazy letter in there.

Bending at ny knees is not easy and |
find nyself, I'mvery cautious at when | do it,
because |'"'mafraid that 1'mgoing to fall over and
potentially break sonething.

Dent al appointnents are extrenely

stressful. | recently had two dental appointnments in
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t he past nonth. | thought that my nmouth was going to
rip apart, because it's nmuch smaller than it used to
be. I can't open ny jaw very w de. Fortunately, | did
have a very good dentist that were, you know, aware of
nmy situation and they were very kind doing the work.

Const ant exhaustion. That has had a
huge inpact on ny daily life. Heartburn -- daily
heartburn limts what | can eat. The pain in ny hands
makes sinmple things |ike washing dishes difficult.

Occasionally, | have really good days,
but it's difficult to figure out why yesterday was so
good and today is so lousy. | just have never been
able to get to the bottom of that.

On the worst days, depression really
kicks in for me. | suffer fromchronic depression and
do take nedication for that, but on ny worst days, |
don't want to interact with anyone. | nostly want to
sleep so ny mnd shuts down and | don't have to deal
with the realities of scleroderma.

There is good news, though. |'m happy

to say at 57 years old, | have very few winkles
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because there is so nmuch collagen in my skin. Skin
ti ghtening, though, has tapered off quite a bit. |
don't experience digital ulcers like |I did in the
first 10 years of ny disease. My Raynaud's and
heart burn have gotten worse and the cal ci nosis just,
for me, just puts it over the top.

| feel ny scleroderma is managed as
well as it can be. My nultitude of synptons are being
managed wi th nmedication. Oher things |ike cal cinosis,
" mjust hoping and praying for some sort of treatnent
or cure for that real soon

My biggest worries about having
scl eroderma are not being able to take care of nyself
and dying young. If | could change anything about ny
system c sclerosis, it would be the constant pain and
t he uncertai nty about whether or not a new synptom
will present itself today or tonmorrow or the next day.

Thank you for your tinme and |' m happy
to be here again.

MS. BENT: Thank you -- thank you so

much, Any. And that was -- | nean, you raised sone
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synptons that had not been nentioned before, and I

think that it will be really -- really good for us to
ki nd of explore as -- as we nove forward in -- in the
panel .

Now we're going to go to our final
panelist for -- for this session, Kinberly.

So Kinmberly, if you wouldn't m nd going
ahead and sharing your experiences, that would be
great. Thank you.

MS. BENNETT- EADY: Certainly. Good
nor ni ng, everybody. | just want to take a quick
noment. Thank you so much to the other panelists for
sharing. |I've heard so nuch of ny own story in yours
and we're all connected. And | just want to thank you.
Sorry.

| can't renenber living a day w thout
pain. For the last 24 years of ny life, every single
day |'ve experienced varying degree of pain. My self-
exam nation, |'ve been living with pain |onger than
wi t hout it.

| can renmenber the onset of ny synptons
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began when | was just 19 years old and a junior in

college. It all started with what | thought was

system c virus. | was assured that | would feel better
soon as | was hydrated and rested. | never felt
better. |If anything, | began to feel worse. And it is

wth every passing day it just got worse and worse.

And the travesty, | know there was
sonething in ny pain had al so changed. The magnitude
of ny pain only intensified over the years and as ny
chronol ogi cal age increased, ironically, my pain did
t he sane.

This alarnmed me. | knew that whatever
was happening to ne, it had to be terrible. | just
couldn't put ny finger on it and neither could any of
the providers | visited. | was often dism ssed,

i gnored, or belittled when explaining nmy pains. |
heard things like, "You' re too fat. You're just
depressed. It's in your mnd." But if you know ne,
then you can attest to the fact that |I |love finding
solutions to problens.

So | spent the better part of another
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six years trying to find answers and the synptons that
pl agued nme never di mnished. |If anything, they had
beconme nore acute.

| kept the severity of ny pain to
nyself for as long as | could. | never communi cated
wth ny |oved ones about the full extent of the
tornment | was experiencing. | felt alone in isolation,
and | al nost believed the disparaging remarks |
received fromthe cul mnation of sone of those
doctors' visits. | started to doubt nyself and |I even
shoul dered it in silence for fear of receiving further
trivializing remarks fromthose closest to ne and |
just couldn't do that, so | kept it to nyself.

However, nmy pain was that bad. It was
pal pable. It was tangible. It was tethered to ne. |
knew that it was very, very real and after a traumatic
experience of |ocking up in nmy bathtub for a half hour
by nyself -- | lived alone -- | finally reveal ed ny
truth regardi ng ny pain.

By opening up and speaking out, |

recei ved a hel pful key puzzle piece to help nme close
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t he searching chapter of nearly nine-year quest of
trying to find out what's happening to ne. | was told
| needed to see a rheumatol ogi st and request an ANA
test based upon the synptons that | had descri bed.

And just 10 days before ny 20th
bi rt hday, ny bel oved rheumatol ogi st granted ne the
gift of knowi ng. | received ny answer, | was di agnosed
with system c scl erosis.

| was a shell of who | used to be. My

skin was taut, discolored, itchy, shiny. My novenents
were so stiff. My fingers had curved, and ny dexterity
was conpromn sed.

In the nearly nine years | went w thout
bei ng di agnosed, | m ssed out on vital treatnents.
| rreparabl e danage had been done to ny body. My | ungs.
My lungs are attacked aggressively. And at that visit
where | received ny initial diagnosis results, ny
r heumat ol ogi st deci ded to show ne an X-ray of ny
| ungs.

Well, nmy lungs were not visible.

| nstead, there were two nurky cl ouds and they had

www.Capital ReportingCompany.com
202-857-3376




10

11

12

13

14

15

16

17

18

19

20

21

Public Meeting October 13, 2020

Page 77
t hese, like, random ni ckel -sized hol es that resenbl ed
bul | et wounds. That's what was | ooking back at ne. And
at this current juncture of nmy life, ny lungs have
continued to betray ne.

" m now in need of suppl enental oxygen.
Oxygen is being forced into nmy nose through this not-
so-subtl e cannul a and -- because ny |ungs can no
| onger wor k independently.

This is a synbiotic relationship. Wo
am | kidding? I"'mreliant upon this thing. Wthout it,
|"d be like a fish out of water, gasping for air.
Portabl e oxygen is ny sustenance.

My lungs often cause nme to feel full,
so | no |longer get hungry in the traditional sense.
usually have to force nyself to eat or be pronpted.
And the constant coughi ng has made nme quite fearful of
eating a lot of the time. I'mfearful of aspirating
into my lungs for fear of infection or regurgitation.

My chronic cough has interrupted way
t oo many engagi ng conversation and ability from

expressing nyself at any given nonent. It's so
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vi ol ent. Because of how suddenly and the inpact of the
assault of coughing, which in turn causes ny body to
writhe in pain, | swear |I've injured and bruised a few
ri bs because of this cough.

Most days | don't feel well, but not
everyone can detect that. Sadly, | masked ny pain so
| ong with an unassum ng smle, people don't know that
behind the smle is agony. There's intense |evel of
pain that | can't control at all, and nost days, |
don't take any pain nedication.

So | go throughout ny entire day with
horri ble pain, and yet I'"'mglad to be alive, so the
joy in nmy spirit cones through and I think that's what
people tend to see.

But then there are sone days, oh, ny
god, where |I'munveiled. Like, there is no mask to
don. Those days are hardest for nme. | stay to myself.
Pretty much bedridden and would be able is Iike
folding into what | can only describe as a hibernation
type of deep sleep. It's ny body's natural defense

response to help ne endure the extrenely intense pain.
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| never know what the day will bring,
not until | make it to the next day. And when | do, |

open ny eyes and ny first thought is, "Ww, | nade
it," and |'m super excited about that. |'mgrateful,
because | no |longer have to live in survival npde. |I'm
going to live every day for it is; a gift. Thank you.

M5. BENT: Ww. So thank you so nuch,
Kimberly. And there's a lot to unpack in these
experiences and | think we really need to thank Any
and Julie and Rosemary and Any and Kinberly for
sharing their experiences.

And they did it -- did it really to
hel p us nove the field of system c sclerosis forward.
And so -- so thank you guys so nuch for that. And
for -- for those of you that would like to comment or
submt comments to be shared, as a rem nder, here --
here is -- here is howto -- how to do that.

And so | guess now |'d ask, |ike, how
many of you heard your | oved ones own experiences
reflected in the comments shared -- shared by at | east

one of these speakers? In a virtual setting, it's not
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really possible for nme to see you noddi ng or
applauding in the way that we usually see in sonme of
our PFDD speaki ng neetings. So we're going to use sone
nore polling questions to get feedback fromall of you
who are online -- who are joining us online. And
again, polling is limted to participants who have
| i ved experiences with system c sclerosis either as
users or as famly nenbers and | oved ones.

And if you have thoughts to share
related to di scussion questions on screen, please

submt themvia the web or over the phone. And so |

think if I -- if | recall, Shannon, do we have -- do
we have anybody who wanted to cone in and -- and
share -- share sone of their experiences as well?

| think if | recall, we have a cal

froma caller in New York. Is that correct?

MS. COLE: Yes, we do. W& have an
anonynous caller from Mayfi el d, New York. And they
woul d like to discuss overall health effects and daily
| npact s.

MS. BENT: All right. So please --
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pl ease go ahead, Caller.

UNI DENTI FI ED SPEAKER: Hel | 0?

MS. BENT: Hello? Ckay. So |I'm not --
"' m not show ng that we can hear the caller, so why
don't we give our producers a little bit of tine to
ki nd of straighten out -- straighten out the audio
| ssues. And what we can do is, Shannon, did you -- did
you nention that -- that we had sonme -- received sone
comments online that you m ght need -- m ght be able
to share with us?

M5. COLE: Yes. We have received a few
comments online, so I'll go ahead and ki nd of
sunmari ze what |'m seeing here.

We received a comment from Ri ck who has
had system c sclerosis for 10 years and he -- he
beli eves he's past the worst synptons, but he
continues to have flare-ups and contractures in his
hands.

We al so received a coment from Susan
and she -- she had a rapid onset when she was 50 years

old. It began with Raynaud's, which she didn't
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understand at first, and then she experienced horrific
pain and swelling in her hands and fingers. It took
al nost a year for her to get diagnosed and during that
time, she had skin tightening over her entire body and
so nuch pain that it was difficult to work.

She was working full tinme in a
demandi ng career and becane so di sabl ed that she
eventually had to quit. Her arns, hands, stomach, |egs
were -- were hard |like a rock, and she had
contractures in her hands. She also had very bad
fatigue.

Her face becane so tight that it was
hard to eat and swal |l ow, and she eventually had such

dental 1ssues that she had to have nine teeth

extract ed.

SO -- so that's -- that's pretty nuch
what we're seeing on -- on the web right now and
really hearing -- hearing people's experiences with

their synptonms and many comments kind of discussing
t hose -- those contractures in the hands as well as

fatigue.
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M5. BENT: Great. Thank you, Shannon,
and thank you to those of you who are -- are sharing
comments via the web.

At this point intime, | wuld like to
turn to nmy FDA coll eagues and just see if -- if they
have any foll ow up questions on anything that they
heard from-- from our panelists.

Go ahead, FDA panel, or FDA col |l eagues,
pl ease.

DR. MEJIA: H . This is Joy fromthe
FDA -- from Dermat ol ogy and Dentistry. The first
panelist, Any G etzen, you had nentioned that you use
gadgets to kind of help with the daily function.

M5. Gl ETZEN: Yeah.

DR. MEJIA: |'mjust wondering what
t hose gadgets were, how they assisted you, and if the
ot her panelist had, you know, work arounds throughout
t he day, you know, ways to function better.

MS. Gl ETZEN: Yeah. For sure. Amazon is
a wonderful place. But, you know, | -- ny hands had a

| ot of self-anmputations fromsores. | don't know if
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you can see.

So | needed stuff to be able to do
t hi ngs i ndependently because for nme, | still wanted
t hat i1 ndependence. So ny dad, he's really great. He
hel ped me find, like, little gadgets to open pop cans
or jars. We found, like, alittle gadget to help ne
| oop buttons into the buttonholes. You know, stuff to
put your shoes on, to reach things up high if you
couldn't reach them He -- we -- we changed all the
knobs, like, in our kitchen and doors to those ones
where you just push down so | was able to open them
i nstead of the turning knobs that | couldn't do.

So | think you just have to work wth,
like | said, finding ways to still keep that
I ndependence and just kind of think about things in a
di fferent way.

MS. BENNETT- EADY: Yes, | agree with
Any. Gadgets are your friend. There are reachers that
| have to use to grab stuff. There are automatic jar
openers. | call themny "fancy-capable tools."” Like if

you want to open a soda can, it's -- the ones that
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hel p you open pill bottles. There's so nuch. And you
also, like -- it's, like, ingenuity, right? So you get

a straw, you put sone tape on the end, you try to pick
up that coin off of the ground because we can't grab
It wwth our fingers and it's just amazing how

I nnovative we are.

M5. BENT: Geat. Geat. Thank you,

guys, for -- for answering that question.
Dr. Mejia, did you have -- have nore
guestions or -- or -- or perhaps Dr. -- Dr. Nikolov

has a question as well?

DR. NI KOLOV: Yes. Hi. Thank you for

this -- for these noving stories. | think we're
| earning from-- fromall of you and this is kind of
t he purpose of -- of this neeting.

| have one question. | think Any
Har di ng nmenti oned that she has calcinosis. | just
wanted to find out how does that inpact her -- in what
way ?

M5. HARDING  Sorry. Had to do a little

work to get nyself unnuted there.
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Calcinosis, | primarily get it in ny
hands. Twice, two years ago, | had to be hospitalized

because | was in such pain with it and, you know, they
put me on sone intravenous antibiotics and that sort
of stuff to make sure that | wasn't getting an

I nfection or anything |ike that.

But when | get it, it's really hard to
explain. It -- it's like this -- this little rock is
com ng out of your fingers. And if you accidently
touch it or hit it on anything, the pain just sends
you t hrough the roof.

| mean, literally, | actually have
becone quite good at getting the calcinosis to get to
the surface. | either soak ny hands or I wap themin
bandages with either Vaseline or, |ike, Neosporin, and
then eventually | can pull the calciumout, which
sounds kind of gross, but it's better out than it is
i n.

And | pulled out sone pretty big pieces
where it has actually brought ne to ny knees and put

me in tears. It hurt so bad.
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M5. Gl ETZEN: Any, have you had them
surgically renmoved? Like |I've had sone on ny forearm
that they had to kind of take out and then stitch back
t oget her.

MS. HARDI NG  Yeah. | had this thunb, I
had some surgically renoved. Wwuld | do that again? |
don't think so. Not that | can bend ny fingers a whole
heck of a lot, but this, you know, has -- | can't bend
it at all. It's still alittle bit nunb.

And | don't blane that on the surgeon
or anything. | knew what | was getting into. And |
still get calcinosis in that thumb anyway. So it only
took it away for, you know, nmaybe a couple, two or

three years at the nost.

M5. G ETZEN:. Yeah. They can still cone
back, like this will grow back, so it's -- it's like
a, you know, a -- waging a losing battle 'cause --

M5. HARDI NG  Exactly.
MS. G ETZEN: Yeah.
MS. HARDI NG The worst case | did

have, though, was in nmy -- nost recently was in nmy big
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toe. | thought for sure that | had gout, although I'd
never had gout in ny life, but nmy big toe got really
swol l en and red and hot and it ended up being
calcinosis in ny toe. | couldn't put ny shoes on. |
could hardly wal k. It was, yeah, just unbelievable.

And | don't know --

MS. BENT: And | think -- Sorry. Go
ahead.

M5. GIETZEN: | was going to say, |
don't know if | answered the Doctor's question or not,
but that's what | go through.

DR. NI KOLOV: No. Absolutely. You know,
this is what we want to hear. You know, how -- how al
of these different synptons that -- or how all of
t hese mani festati ons you have affect you or inpact

you, your quality of |ife and functioning. So that was

very hel pful.

M5. BENT: Yeah. And | think Rosenmary
m ght have just a brief something to -- sonmething to
add regarding the calcinosis as well, so let nme -- let

me turn briefly to you.
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M5. LYONS: Thank you. The first time |
was aware of it, | -- | didn't even know what it was.
| went to the doctor because | thought | had hurt ny
back, picking up nmy son. But | actually had it under
nmy shoul der bl ade, and it was very painful.

So I've had it in my hand since then. |
have it right now near my thunb. | also have three
smal | spots in ny kidney that | think that's what it
I's, too. But, yeah. The first tine was the shoul der
bl ade. It hurts.

MS. BENT: Thank you, Rosemary. So |
understand that we -- we have sonebody -- sonebody on
the line. | believe Isais -- do we have you on the
line so that you can share your experiences?

| SA: Hello? Hell o?

MS5. BENT: Hi. We can -- we can hear
you, but if there's a way to -- that the audi o can
become a little bit louder, | think it would be
hel pful for -- for everybody. I'"'m-- |I'mnot asking --
" m not asking you that. I'mwondering if it's -- the

studi o people can -- can work on that a little bit.
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| SA:  You guys there?

M5. BENT: Yes. Can you hear us?

| SA:  Hell o?

MS5. BENT: Yep. We have you on the
line --

| SA:  Yeah. |I'm here. Can you guys hear
me? | can't hear you guys.

MS. BENT: W're going to play the
t el ephone gane, then, | guess. Lyna, if you could ask
Isa to just go ahead, we will -- we'll -- we'll just
go with that.

| SA: Can you guys hear nme?

MS. BENT: Yes.

| SA: Okay. Sorry. Yeah. | have been a
patient for five years and one of the things that |
kind of live with on a daily basis is whenever | need
to see a physician for general things; an exanpl e,
this fall, | had a really bad cough, and I knew it was
from-- 1 was in a farmand and it was from allergies
and | needed sone allergy nedication.

So | called the |local doctor's office
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and asked to be seen. An ny doctor was out, so | was
going to see his PA. And when the PA got ne the
appoi ntnment, they immedi ately called nme back within a
hal f hour and said, "Oh, ny gosh. You have such a rare
condition. | don't feel confortable treating you. You
need to go to the energency room"

So for sonething very sinple that |
knew | just needed general care for, | had to go to
the emergency room which led to a COVID test and a
chest X-ray and bl ood work and actually thousands of
dol l ars of expense because the doctors are so
unconfortable -- general practitioners -- treating us
that | spent all this noney for themto say, "Yeah. |
think it's allergies. Here's the allergy nedicine.
Here's the prescription.” And several hours later, |
was able to go hone.

My doctor in Chicago -- | see sone
wonderful, great specialists at Northwestern, but I
can't wait three hours for allergy nedicine. And so
this often can be a problem when we have to go into a

ER for a common thing or see a dentist or doctor, an
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eye doctor. They don't want to treat us.

And so the lack of know edge day to day
by the general medical population | find |I'm educating
them on ny di sease, and often, kind of |eading them
when asking themfor the treatnents that |'m needi ng,
which is a really awkward situation to be in.

MS. BENT: All right. Thank you. |
think that that really -- that that echoes, | think,
ki nd of sonething that Amy Hardi ng was touching on
ear| i er about when she was tal ki ng about going to --
to the dentist and really having a specific denti st
who understood the condition and kind of understood
the -- the challenges that kind of went -- went wth
t hat .

And it sounds like -- it sounds |ike
now, particularly with COVID, it's kind of added an
entirely new dynam c as far as the chall enges of
receiving -- receiving routine care.

And | suspect, based on the nunber
on -- on the backside of the neeting, | can kind of

see our panelists who have -- who have their videos on
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and there was a lot of -- a lot of head nodding
during -- during your -- during your -- your -- your
kind of telling us about your experiences. So |
suspect that this -- this is a -- an experience that

really resonates with probably a | ot of people out

her e.

And just based on kind of ny survey of
five faces that | see now, and the anount of head
noddi ng that we've gotten. So -- so -- so thank you so
much for -- thank you so nuch for -- for sharing that.
It was really -- it was -- it was inportant for us to
hear and -- and | appreciate you -- you calling in.

Just to everybody el se who's on --
who's on the line, we're -- we're | ooking at the
comments that are -- that are comng in and we're

| ooki ng at the phone calls. If there are any comments
that we are not able to get to as part of -- part of
the -- the neeting, we will absolutely include them
all in the Voice of the Patient Report so that
everything that you contribute will be captured and

ki nd of nmenorialized as an inportant conponent of this
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nmeet i ng.
Now before we nove on to our -- our
pol ling question, or our next set of polling
questions, so get your -- get your cell phones ready,

| wanted to turn briefly to Kinberly, who | think also
wanted to nmake a comment about cal ci nosis or share her
experiences very briefly -- briefly about that.

So Kinmberly, can | turn back to you?

MS. BENNETT- EADY: Yes. Thank you so
much, Robyn. | was just going to share that at any
given tine, five of ny fingers are affected. And | use
nmy fingers every day, all day, because I'm a visual
desi gner -- X-designer, and | have to type.

And | find ways to, you know, use sone

of the fingers that are working relatively well, but
Band- Aids, | have to rely on them |ike, sonetines
doubling themup so the cushioning, like, | don't feel
the full inpact of the pain. But, of course, there's
still pain, but it's -- it's just very hard to do what
| do and -- when |'mdesigning and -- | -- | push past
it. I don't really realize it in the nonent, but at
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the same time, it's |ike, oh, my gosh, like, | can't
believe that | amusing literally five fingers just to
do ny worKk.

And | think so many of us can
under stand t hat .

MS. BENT: Yes. Thank you, Kinberly. |
t hi nk kind of putting it into context in a daily kind
of inmpact is -- is really kind of -- it kind of brings
home kind of the visual -- the visual of what the
actual inpact is.

So | think these -- and | am | swear,
|"mgoing to get to the polling questions, but | do

t hink that we have one nore question from one of our

FDA panelists before -- before we -- we nove on. So
let me -- let me turn to our FDA panelist and see
what -- what question you m ght have.

DR. TRAJKOVI C. Yeah. This is Snezan
Trajovic. |'ve noticed that npost of you conpl ai n about
pai n.

Can you describe this pain? Is it a

pain that is all over the body or if it is in certain
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areas? | understand you have a | ot of pain and
di sconfort in your hands, but are there any areas
where you have pain? Can you describe that pain? Is
t here sonething that makes it better or worse or --
and how you deal with it?

MS. BENT: Go ahead, Any G etzen.

MS. G ETZEN:. So | think for myself --
| can't speak for the other |adies, but for nyself,
it's alnmost like it -- I"m-- you know, |'m 38 but I'm
living in sonebody's body who's, |ike, 85. So | have
the joint pain, nuscle pain, stiffness, which causes
pain, and then if | overuse ny hands too nuch, there's
pain. And it's like -- it feels |Iike an achiness
li ke -- like your body's worn down type of pain.

And |'ve tried a | ot of pain nedicine,
you know, but that doesn't really make the pain go
away. It just kind of makes you not really care that
it hurts. Especially when you get digital ulcers, that
pain is like a pain that is indescribable. It is
alnost like a nerve pain as well as if you got |ike a

little blow of air on it, it is excruciating.
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So, | nmean, | think it differs for
everybody, but | think it's just like a constant achy
stiffness of feeling |like your body is just worn out.
MS. BENNETT- EADY: For ne, it feels
like -- to add onto what Any's saying, it is an ache,
but the pains vary. So sonetines, it's nuscle and bone

pain. Sonetines it feels |like bone and only, or just

muscl e pain, 'cause you're so inflanmed, |ike, you can
actually see your skin, |like the raises, the

i nflanmation, like if you're having an extrenely bad
day, you can touch it and you can feel the -- like the

| umps of your tissue. It's excruciating.

So t hi nk about when you have the flu
and how everything hurts and you just -- the fatigue,
t he pain, everything associated all at the sane tine,
but magnify that by, like, a gazillion, and that's
what it feels like.

M5. BENT: | -- so thanks. Yeah. | was
going to ask if anyone el se had anything to add, so
Any, please go -- yeah. So | was nuted when | started

to ask, so sorry about that.
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M5. HARDING  That's okay. | -- | agree
with the two | adies. For instance, what hurts ne the
nost, you know, | used to have all the nuscle pains
and all that, but now, | have a lot of pain in ny
hands. It's as if all the skin that was on nmy hands to
cushion the bones is no |onger there and it's |ike
you're hitting your raw bone on sonethi ng
accidental ly.

Like if | reach into a cupboard and I

hit the shelf accidentally, it -- the painis -- it
makes you want to scream It's just so -- it's hard to
explain. There are -- there are no words to explain

It. It just radiates throughout nmy hands and up nmy arm
and -- and, you know, it'll stay like that for, you
know, a good five m nutes and |'m dancing around the
kitchen trying to shake ny hands so they feel better.

So it's just -- it's just an enornous,
enor nous anount of pain that we live wth.

DR. TRAJKOVI C. Thank you very mnuch.

MS. BENT: Thank you, |adies. And |

suspect that we'll be back to you in just a nonent,
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but | did want to at this tinme kind of nove on to a
polling question, which is -- whichis "OF all of the
synptons you' ve experienced because of your systemc
sclerosis, which do you consider to have the nost
significant inpact on your daily |ife?"

And so for this question, as the

pol ling question, please feel free to choose up to
three answers. The first one -- option being, "A
hardeni ng or tightening of patches of skin. B, skin
thickening. B -- or C, digital ulcers, D, painful cold
sensitivity in hands or feet, Raynaud's phenonmenon, E
heartburn or difficulty swall owi ng, F, digestive
synptons such as cranps, bloating, diarrhea,
constipation, G arthritis, H fatigue, or |, other
synpt ons not nentioned."

And for our panelists, if you want to

| ook down at your cell phone and -- and participate,
that is -- that is perfectly fine as -- as fine as
wel | .

Let me -- let ne kind of go over here.

Sorry, | ooking away so | can see the results.
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And it looks like -- it |ooks |ike what
we're seeing is -- is that we have about 20 percent of

people with -- who are -- who have identified
Raynaud' s phenonenon as one of the nost significant
| npacts. 16 percent of -- or, sorry, 18 percent of
peopl e | ooking at digestive system 16 percent

fatigue. And so |I think that that is -- that sounds

consistent with what we heard from both Dr. Khanna at

t he begi nning and al so our panelists who are -- who

are tal king about it.

But it also |ooks like there is a --
broad range across of -- which are the npst
significant -- which synptons have the nost

significant inpact.

And so with that, while you guys are
finishing up the polling questions, | know that we
have a caller on the |line, Laura, who would like to
share kind of sonme of her experiences and things, so
let me -- let ne turn now to Laura.

Pl ease go ahead.

L AURA: | was out of the bell curve

a
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age-wi se for receiving this diagnosis of the diffuse
system ¢ scleroderma. | was 60. And before | started
havi ng synpt onms, about four or five nonths before this
di agnosis, | didn't have any healthcare providers
caring for me. | was on no nedication. And within a
very short period of tinme, fromthis diagnosis, | have
the interstitial lung disease. | had to go on oxygen
24/ 7 at 4 liters. My skin is tightening. My hands are
becom ng deforned. | have all the internal organ
I ssues that we're hearing fromthe other panelists and
fol ks calling in.

M ne have gotten so severe with the G
tract and ny bl adder that | have incontinence with the
bl adder and the bowel, so that dramatically changes
your quality of life and confines ne to ny hone a | ot
of days when I'mdealing with those types of issues.

And with system ¢ scl erodernma, what |
haven't heard from anyone is how -- besides the
typi cal other autoi munes that we deal with Raynaud's
and Sjogren's and stuff, our medications that we have

to take just to stay alive and just the disease

www.Capital ReportingCompany.com
202-857-3376



10

11

12

13

14

15

16

17

18

19

20

21

Public Meeting October 13, 2020

Page 102
process in itself of the sclerodernma, we can have
ot her very serious di seases happen to us as well.

And this sumrer | was diagnosed with
mul tiple nmyel oma, which is cancer of the bone marrow
and nmy kidneys. So | amdealing with those chall enges
as well now.

So this disease is so nulti-diverse and
with some of the support groups that I aminvol ved
with on social nmedia, | find that those folks that are
not in a large community where they m ght have access
to university nmedical centers or nulti-specialty
facilities, that you have physicians that have never
seen our type of problem And we are very chall enged
with getting diagnosed and getting on the nedication
sooner rather than later so that we can help avoid
sone of the progression of the disease.

| have not had to deal with that, but |
was in a very -- ny career was a very rewardi ng one.
worked in the medical field for 49 years. | had to
medically retire fromthat after getting this disease

and getting so ill. | also had a private practice for
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19 years as a nmssage practitioner, seeing patients
with life-limting diseases, and | had to cl ose that
practi ce.

The governor appointed nme to work with
the Departnment of Health for two terns for the State
of Washington. | was also an instructor in nmassage,
and | had to -- to resign fromall of these positions.
| also worked at a national level and | had to resign
fromthat position. My body, | do not have the energy
or the strength or the stamna to do these types of
things that | so thoroughly enjoyed before.

It has just conpletely devastated ny
career in every aspect, and | have had to nove in with
one of my children who has hel ped when I am needing it
because of this disease.

M5. BENT: Ww. Thank -- thank you,
Laura. That was -- that was -- I'msure -- | think
that that really kind of picks up on the thing that we
heard, that it's not just the health synptons. Its'
kind of all of -- all of the inplications that the

health synptons kind of lead to and the limtations
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that -- that -- that we're hearing from-- from our
panel i sts and ot hers.

So it's nore than just the health
I npacts. So thank you for that.

And now | would like to turn to Sheri
who we -- is also on the line to kind of share sone of
her experiences and thoughts.

SHERI: Hi. My nane is Sheri and |I'm
from-- can you hear nme?

MS. BENT: Yes. Yes. Sorry. Thank you.

SHERI: |'m from Farm ngton, M chigan
and | actually am bl essed to have ny scl eroderma. |
have limted scleroderma which nostly affects ny -- |
| ove the term"limted,"” first of all. Wen you say
"l'imted" to someone with scleroderma, they just don't
feel like that does it. | hate the word "limted."
It'"'s limted to ny fingers, obviously, ny G tract,
but what everybody is saying today is just such an
i nspiration to ne.

| do get ny care at the University of

M chi gan, where Dr. Khanna spoke earlier, and if it
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wasn't for that university, | don't know where | would
be with ny heal t hcare.

Laura, | could really hear what you

were saying. You need to get quick health, and |
actually noved from Ari zona to be under this unbrella
of conprehensive scleroderma clinics that -- | don't
know where |'d be without it.

But what | wanted to tal k about was ny
Raynaud's. Raynaud's to sonme people, if they don’t
have scleroderma, is just this blue, pink, white
change of finger color. But if you have scl eroderm
with Raynaud's, it's nmuch nore crippling than what it
sounds i ke.

Obvi ously, you're not getting the bl ood
flow to your fingertips. | get calcinosis under ny
nails and it feels like you hit your finger with a
hamrer, and you need to al nost drain that bl ood.
That's what woul d happen to a nornmal person.

Well, | get that with every flare-up of
calcinosis that I get. And although the nedical staff

hates this, | drain it just so |l -- | believe Any was
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saying -- and | drain it nyself because if | go into
the ER with this pain, nobody wants to touch a finger
that looks like it's infected. They don't know t hat
it's liquid calcinosis that | ooks |ike toothpaste. So
| just do it at hone, and it saves everybody a | ot of
time.

The other thing | do to inprove ny
Raynaud's is | get an IV infusion -- it was called
Fl ol an, the nedication, but now | believe it's --

And | believe Europe has it already in
effect, and | don't know if the FDA has approved it
here, or how it all works. But anyways, | checked
myself into the hospital and get the infusion of --.
They have a 30-hour infusion now and it's given
t hrough an I'V. | don't have a port for it. And nost
people can do 30 hours and it's fine.

For sonme odd reason with this very
I ndi vi dual disease, | had to go for the five-day
i nfusi on where you just do, |ike, six hours a day. And
w th COVID, nobody wants to be in the hospital for

t hat many days.
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So |'ve been going without and | know
my neuropathy is terrible. You don’t know how many
di shes | have broken, and ny husband is just, I|iKke,
"Forget it. I'll do the dishes for you, honey." So
that's a pro, right? Right there.

But buil ding your social -- sonebody
was tal ki ng about your support system And you know, |
think all of us with this immune -- autoi mmune di sease
that's life altering, we not only need to find what
our new normal is, but |I think you would agree that we
have to get a support systemthat really will give us
what we need to nake it through.

And we're part of a peer nentoring

programat U of M | don't know if other places have
It or not, but | hear a lot of you saying you're on
Facebook group as well. And Laura, I'mwth you, |

need soneone to tell me that they have incontinence.
When | pooped nyself at 40 | ooking for

my child' s first bathing suit for his swi mneet, which

|"mstill going to do, | want to know that there's

sonmeone el se out there that did this. You know? And
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that just helps us nentally nove on.

| could talk for hours about this
di sease. If you saw ne, | don't |ook sick, but what |
dois find ny new normal. | find the support | need
and the nedications that we need, and | al so agreed
w th soneone else. What if | take the small purple
pill for 40 years? What's that going to cause, right?

So anyways, | just wanted to thank all
the panelists. | wanted to share a little bit about ny
experience and | put in another question about bone
grafts. So if sonebody finds that, I'"mjust curious if
anyone has had bone grafting in their nmouth and if
they could share that experience.

Anyways, have a great day. Be bl essed.
Thanks.

MS. BENT: Ckay. Thank you so nuch. And
| -- I would like to just touch on the fact that the
reason that these panelists did not speak a | ot on
treatment is not because they don't have extensive
experience with nmultiple different treatnments, but

because we asked themto kind of focus -- stay focused

www.Capital ReportingCompany.com
202-857-3376




10

11

12

13

14

15

16

17

18

19

20

21

Public Meeting October 13, 2020

Page 109

on the Topic 1 Session that were really focusing on

the health effects and daily inpact.

I n our second session, wll be -- wll
be treatnment, and so -- so | guess | just wanted to
put that out there so -- so that you know t hat

obvi ously, everybody who is here on this panel

certainly has kind of extensive thoughts and -- and
experiences with the -- with the -- with the
treatments, but -- but -- but we're just kind of --

that's our post-lunch, kind of, conversation.

So with that being said, | didn't know

if I can -- | can turn back to you guys on the panel
and see if you had any experiences with -- with
what -- with what Sheri was asking about or -- and

then | do think that one of our FDA panelists also
has -- has a -- has a follow on question.

So anybody have any -- any thoughts
related to what we heard from Sheri?

Okay. Go ahead, Any G etzen.

MS. Gl ETZEN: Yeah. | think she was

correct in saying, like, it's amazing to have a
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support system | have ny parents who are amazi ng and
my dad's retired, so he's kind of |ike nmy travel
buddy. But, yeah, | work really closely with the
Scl eroderma Foundation and | do a | ot of virtual
support groups with young adults and I work very
closely with a bunch of other organizations, with the
SPI' N organi zati on out of Montreal.

You know, | think it's really inportant
to find support where you can, whether it be on
Facebook, whether it be your |ocal scleroderma support
groups, whether it be seeing a therapist. | think, you
know, you need sonebody to talk to, even if it's
anot her patient that you kind of just connect wth.

It's so inportant to be able to be --

feel like you' re being heard and |i ke sonebody is
t aki ng your -- your truth or your journey into
consi deration. You know what | nean? Like | think

that's so inportant.
MS. BENT: Okay. Thank you. Thank you.
So let ne -- let me turn now to our FDA paneli st.

Onyeka, did you have -- did you have a foll ow up
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question that you wanted to -- to touch -- ask our
panelists while we -- while we still got then?

DR. |ILLOH: Right. Yes. Thank you,
panelists, for sharing your inputs and this is so
informative. So | guess ny followup question is in
ternms of Raynaud's attack, are there other stressors
that will trigger a Raynaud attack for you guys ot her
than cold? So |I"mjust curious if you guys have any
ot her stressors that will trigger that.

And then the other question | have is
for some of your synptons, for exanple, fatigue,
would like to knowif -- in terns of the frequency of
occurrence of the synptons, are there days where the
severity of your synptons spi ke up and ot her days
where it's better? So just wanted to know how, you
know, if there is fluctuation in the occurrence of
sonme of your synmptons, for exanple fatigue or pain.
Thank you.

MS. BENT: Go ahead, Rosenary.

MS. LYONS: Sorry. The unnute didn't

want to work.
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As far as the spikes in the fatigue,
once that starts, there's nothing you can do. And you
never can predict it, or at |least | cannot predict it.

So | can be having a good day and it
hits me and that's it.

And the first part of her question
was -- because | had a comment on that, too, but |
al so have a brain fog.

M5. BENT: So that was the Raynaud
syndronme and whether it was just triggered by cold or
If it was triggered by other -- other items or --

MS. LYONS: Oh, no. No. It's
definitely -- because | left the cold world to cone to
the tropical world and extrenme stress, an energency,
anger, lots of things. | can actually see it happening
and | don't always realize it's happening and sonebody
el se sees it. They can see ny hands turning col ors and
t hi ngs happening to ny hands.

| al so have things happen to ny face.
| -- on and off, | have the lupus rash for ny face,

but no, it's not just the cold. Al types of stressors
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can set it off and just put nmy hands into total spasm

MS. BENT: Okay. Thank you. Did
anybody -- did anybody el se have anything they wanted
to -- to comment on in response to -- to the question
or else we can nove on. We will nove on. Kinberly?

MS. BENNETT- EDAY: Yeah. | just wanted
to add if | had too nmuch caffeine or too nuch sugar,
that will also cause, like -- |like nore pain.

MS. BENT: Okay. Thanks, Kinberley. And

| see sonme -- | see sone nodding with sonme of the
ot her panelists, so it mght be that that is a -- that
I's a shared experience as well, so -- so thank you.

Did you -- sorry. Sorry. Did you have
any -- any other followup questions or --

DR. | LLOH: No, that's it. Thank you
very much. Thank you.

MS. BENT: Great. Thanks so nmuch. So
ri ght now, we're going to nove on to our next polling
guestion and follow ng that polling question, we're
going to -- we're going to go to sone of the comments

that we've received online, because we have received a
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| ot of comments and | want to be able to share them
with you.

So noving on to Question Nunmber 8,
which is sonewhat simlar to -- to the -- to the
previ ous question, but there's -- there's a little
bit -- there's a little bit of a difference in that
this one is asking for you to focus on the single
synptom t hat you consi der the nost bothersone.

And | suspect that we may have m ssed a
few of -- few of the synptons that are -- are
bot hersonme to peopl e based on the conversations so
far, but -- but anyway, let's do the questions.

"So for all of the synptons that you
have experienced because of your system c sclerosis or
scl eroderma, which single synptom do you consi der the
nost bot her some?"

And again, the options remain the sane

as for the previous question, with "A" being

“hardeni ng or thickening of patches of skin," "B"
being "skin" -- I'"'msorry. First it's "hardeni ng or
ti ghtening of patches of skin." "B" would be "skin
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t hi ckening." "C'" would be "digital ulcers. D, painful
cold sensitivity in hands or feet, Raynaud's
phenonenon.” "E" would be "heartburn or difficulty
swal l owm ng." "F, digestive synptons |ike cranping,

bl oati ng, diarrhea, constipation, G arthritis, H,

fatigue," and "I, other synptons not nentioned."

And so | ooking -- |looking at -- | ooking
at that, it looks like -- there we go. So it's --
sorry. I'mstill -- the digital ulcers seemto be a
very bothersonme synptom | -- | feel |ike bothersone

Is really kind of an understatenent of the inpact
of -- of that, but so digital ulcers seemto be -- be
a large -- larger percentage of people find those the
nost bot hersonme. Digestive synptons about the sane
wth the arthritis and the Raynaud's phenonenon al so
bei ng significant.

Now we -- we understand that obviously
asking you to pick one of off a bunch of hugely
i npactful synptonms is -- is difficult to do and it's
certainly not to discount kind of the -- the

chal | enges of all these synptons together as well.

www.Capital ReportingCompany.com
202-857-3376



10

11

12

13

14

15

16

17

18

19

20

21

Public Meeting October 13, 2020

Page 116

But | ooks like that's what we're
seei ng. Raynaud's phenonenon is now up to 10 to 15
percent. And so while we're waiting to get sone
addi ti onal feedback on this polling question, let ne
turn to -- to ny coll eague Shannon and ask her to
provide us with a idea of kind of the comments that
we're seeing online frompeople who are participating
t hrough the webchat. So Shannon?

M5. COLE: Thank you, Robyn. As I
mentioned earlier, we are planning to incorporate all
of the webcast comments into the -- the neeting
sunmary report. But | wanted to quickly sunmarize sone
of the key thenes that we're -- we're seeing in a |ot
of these comments, such as difficulty sl eeping and
Raynaud' s phenonenon.

One participant nentioned that air
conditioning and stress can trigger their Raynaud's.
' mal so seei ng comments about gastrointesti nal
| ssues, such as heartburn and bl oating and -- and al so
sonme synptons involving the nouth, such as a dry or

shrinking mouth and the roots of the teeth are
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r eabsor bi ng.

Partici pants are al so speaki ng about
fatigue and the excruciating pain of calcinosis. W're
al so hearing about the inportance of early diagnosis
as well as extrene pain in the joints and the nuscles.

One participant also nentioned that
wal ki ng has becone difficult because it -- the cushion
in their feet has deteriorated and it feels |ike

they' re wal king on bones. And | wanted to just read

one -- one comment that kind of catches all of these
key things in one -- this -- this anonynous
participant is -- has had system c sclerosis for 24

years. They have G invol venent, pul nonary fibrosis,
Raynaud's, calcinosis, dry nmouth and eyes, fatigue,
skin tightening and occasi onal joint and nuscle pain.
Raynaud's is the worst synptom and has
been on five different nedications at a tinme, but they
still do not feel that their condition is well managed
at this tinme. They have frequent digital ulcers, which
take forever to heal and have caused per manent damage,

pitting, and scar tissue on their fingers. And they
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say that the inpact is cunulative. It's inpacted
their -- their job and -- and their lifestyle and
that the calcinosis nakes it extrenely difficult to
use their hands as any pressure put on their fingers
causes nerve pain.

They al so talk about G synptons,
difficulty swallow ng. They need to drink after every
bite of food. And they eat small anounts throughout
the day, and can't eat a regular-sized neal because
t hey have del ayed gastric enptying. Also difficulty
not feeling hungry and having reflux after they eat a
| ar ger neal .

So those -- those are kind of the --

the things that we're seeing on the webcast at this

tinme.

MS5. BENT: Great. Thanks so nuch,
Shannon, and | think that that was -- that was really
conprehensive, and | feel |ike maybe that kind of
hel ped us understand it's again, one of the -- one of

the frustrations of the virtual setting is that we

have about ni ne percent of people who have identified
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"Other" as the synptons that are -- are nost
bot hersome, and | don't really know that we have a way
of getting feedback from people. | nean, if you did

identify "Other" and you can type into the chat what

you -- what you would consider "Other," that would
be -- that would be really -- really hel pful for us.
Let ne turn briefly to -- to the

panelists and see if they have any thoughts, if there
was anything that -- if they have any thoughts or if
t hey woul d have chosen "OQther"” if they -- what "Other™
woul d have neant to -- to them

So -- solet ne -- let ne -- let ne
turn there again. Oop. Sorry. My office is falling
apart. Apologies for that. But so let nme -- let ne
turn to you guys. Do you have -- do you have any
t houghts on these results? Do you think that these
results really are reflective of kind of your
experiences for those of you who are involved in
support groups? Do they -- do they seem ki nd of
reflective of the experiences that you -- that you

know of from-- from ot hers?

www.Capital ReportingCompany.com
202-857-3376




10

11

12

13

14

15

16

17

18

19

20

21

Public Meeting October 13, 2020

Page 120

MS. Gl ETZEN: Yeah. | think so. | think
that if | had to pick -- if | picked the "Other," for
me it would probably be ny pul nonary i ssues,
difficulty breathing, things like that. It's not
al ways just about the skin, but I know with
scleroderma, the main focus really kind of is the
skin, because it's a big issue.

But, yeah, it would be ny -- ny
breat hi ng and then | have had sonme cardi ac i ssues

where |'ve had extra beats or |'ve gone into

tachycardia from-- fromfibrosis in the heart. So
that would be a -- one that | would probably consi der
"Ot her."

MS. BENT: Ckay. Thank you. That's

really -- that's really helpful and I think that with
that, actually, | -- it turns out that it is

actually -- it is 12:15 and we have actually kind of
made it through -- or | don't want to say made it

t hrough, because this is really a val uable session. |
kind of wish we had -- we had -- we had given it a

l[ittle bit nore tinme. But | feel |ike the -- | want to
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make a quick plug for our docket comments rem nder as
well as the comments that you guys are submtting on
the web, because | think we really -- | nean, it's
clear that we've really just barely scratched the
surface as far as the daily inpact and get what you
guys are experiencing day to day.

So for those of you who are online, if
you want to submit comments either through the webcast
comment or if you want to submt themto the -- to the
federal docket, the public docket, to expand upon kind
of what you've heard, that would -- that would be --

t hat woul d be wonderful .

And | would just like to take this
opportunity to very, very nuch thank our -- our
amazi ng panelists who really took their tine today and
took their time, really, over the |last few weeks to
prepare all of their remarks and -- and really think
about this and really just open thenselves up to kind
of -- kind of help us have a better understandi ng of
this.

And thank you to all of you who have
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participated online thus far and with that, | just
want to say thank you and we have a 30-m nute break
that's probably now going to be a 28-m nute break in
order for everybody to go and kind of take a little
bit of the break. Hopefully get a little bit of |unch
or at least a sip of -- a sip of water and we'll be
back here at 12:45 eastern tinme. So thank you so nuch
and | will see you shortly. Thank you, everybody.

M5. Gl ETZEN: Thanks, Robyn.

MS. BENT: All right.

(OFf the record.)

MS. BENT: -- had a -- a good break. W
have limted time, so we're going to nove straight
into Topic 2.

As we nentioned, Topic 2 will focus on
current approaches to treatnent of system c sclerosis
or sclerodermn, your experiences and your perspectives
on that, what you'd like to see in an ideal treatnent,
if future treatments could be better, how could they
be better.

And we have five panelists who w |
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start off the discussion by -- by sharing their
experiences and their thoughts. Before we |aunch into
our panelists' experiences, | want to |let you know
that our first question for the open discussion
session is actually three sets of questions, and it's
"What are you currently doing to treat your systemc
scl erosis, how has your treatnment regi mnen changed over
time and why, and what synptoms would you |i ke npst --
woul d you like to be inmproved or resolved by
treatnent."

So now we're about 30 m nutes away from
people sharing their answers, but if you' re interested
I n responding to that question, please consider
sharing it via the internet or by calling into the 1-
800-527-1401 nunber.

So now | would like to start by
inviting Monica to share her experiences. So Monica,
go ahead.

MS. CI CCHETTI: Hello, everyone. Can
you hear ne?

MS. BENT: Yes. If we could just have
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our other panelists nute their phones right now.
Perfect. Go ahead, Monica. Thank you.

MS. CI CCHETTI: Thank you, Robyn.
First, I would Iike to thank the FDA organi zers for
giving me the opportunity to be heard. | was di agnosed
wth scleroderma three years ago. Twenty-two years
before that, ny father had passed away of scl eroderm.

Through this tine, | |earned that there
is alot | can do that will determ ne the quality of
my life. So | decided to focus on |lifestyle. First on
t he physical level, | noved to change ny diet, sleep,
and exerci se.

We all know that diet is inportant and
| needed to find one that would be good for ny G
synptons. After trying many, many different types of
diets, | ended up taking parts of many diets and
maki ng one that my body would Iike.

Pl anni ng nmeal s, shopping, cooking from
scratch, cleaning, these are tine consum ng, but none
of it would make a difference if | would not get

relaxed in ny mnd while eating. | becane a

www.Capital ReportingCompany.com
202-857-3376




10

11

12

13

14

15

16

17

18

19

20

21

Public Meeting October 13, 2020

Page 125
prof essional chewer. | really chew on food very well.
If I would not do that, | would not be able to swall ow
my food very well, ny digestion would be |ess
efficient, I would have serious problens absorbing
food nutrients.

So no nore driving while eating in
downtown L.A. for ne. Instead, | pray. | feel grateful
for having adequate food, healthy food on ny table.

Anot her change in ny lifestyle, sleep.
Even though |I cannot fully control if I'"mgoing to
wake up at night because of synptons, | can control
the time | go to bed. When | don’t sleep well, |
literally feel like | amdragging ny feet uphill al
day long. My thinking, mnmy speech are not clear and |
get so tired that | get irritable.

So | often conprom se in not spending
the the tinme around the TV at night with my husband,
for getting nore sleep, and it pays off.

And exercise. | have a wide variety of
exercise routines that | can practice. | can go out

for hikes or walk for Tai chi in good weather. If not,
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| stay home, and | practice yoga. And if | amtoo weak
for yoga, then I can do chair yoga. And | al so
practi ce yoga breathing exercises which can increase
noi sture in ny nmouth, in ny eyes.

By the tinme | am done, | feel good,
wth nore energy, which is precious when you have an
aut oi mmune condition. Now if | lose focus, | don't
exercise regularly, ny joints will give nme a reni nder.
| can't -- | get to a point where doing anything feels
li ke a chore. So | have to keep noving all the tine.

Ment al and physical health go hand-in-

hand. So another partner in ny life is nmy nental

wel | being. My enptions. | attended wor kshops for
stress, anxiety managenent. | recently had counseling
during COVID quarantine. | also practice being patient

and m ndful regularly.

It is not that easy at first, but if
you press on and you do not try too hard, it gets
easier with tinme. You can be m ndful while walking,
observing nature, and whil e eating.

If I stop all practice, ny mnd starts
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wondering, it works overtine. | start to worry about
the future, and | don't like that. The sinple act of
breat hi ng deeply pronotes salivary secretion, supports
self -- factor helps our inmune system reduces stress
and inflammtion as Dr. Sander -- found in his
research book.

Last, | would like to talk about ny
spiritual life. |I found that a deeper way of dealing
wth stress, anxiety synptons and the way of having a
nore neaningful life is by living in peace with God,
with nyself, with others. Practicing neditation,

m ndf ul ness, getting closer to nature, and prayer gave
me that peace.

This is one of the best things that |
hope that | could have done in ny life for nyself and
ny | oved ones. | was sure that if you would |like to do
sonet hing for yourself, you should | et soneone in. And
if you would Iike to do sonmething for others, you
shoul d better yourself as a person.

Finally, | would like to share that |

amgrateful to have a mld type of scleroderma and |
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do not take nedications, although | take suppl enents
to support ny nutrition. So | have the |uxury of
managi ng nmy synptons with lifestyle and I do not have
to take any risks related to nedication or treatnent
si de effects.

Agai n, thank you so nmuch for this
opportunity. Blessings to you all.

MS. BENT: Thank you so nmuch, Monica
for sharing your thoughts and experiences. And we're
now going to nove on to -- to Dem.

We are having a few audi o issues, so
we're going to see if -- if Dem's audio is -- is
great, and then if not, then we m ght nove on to Anita
and conme back to -- cone back to -- to Dem . But go
ahead, Dem . W'II|l give you a -- we'll give you a --
the audi o a chance. Do you want to unnute? Yeah. There
we go. Go ahead.

M5. TRICE: The aspects of ny sclerosis
that inpacts nmy life the nost is a --

MS. BENT: St op.

M5. TRICE: Can you hear nme?
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MS. BENT: [It's a little rough. Maybe

i f we could have you log off, like, fully and | og back
in and we can maybe nove to -- nove to Anita, because
| really want to nake sure that everybody can -- can

hear your experiences and your story and |I'mafraid
that with the audio issues, it mght just -- we m ght
not be successful .

So Anita, is it okay if we can nove to
you and then kind of, Dem, if you don't mnd, kind of
conpletely logging off and | oggi ng back on to see if
that -- that will help the audio. That will be -- that
woul d be great.

TRICE: Okay. Thank you.
BENT: Sorry about that. Thank you.
TRI CE:  Sure.

BENT: Thanks so much, Anita.

I

DEVI NE: Thank you. As an

I ntroduction, ny nane is Anita DeVine and | was

di agnosed with diffused system ¢ sclerodernma 14 years
ago. Professionally, | had a doctorate in pharnmacy,

whi ch has greatly aided in ny knowl edge of ny di sease
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and ny treatnents.

My di sease course has run a ganut of
acute inmmune crisis in which | was very clearly ill to
now havi ng scleroderma as a chronic debilitating
di sease. So therefore, when | think about treatnent,
the treatnments have changed through the different
types of scleroderma that | have experienced.

Currently, my treatnents have included
medi cations that will control synptons only, but
unfortunately, they are not curative in intents. My
medi cation list includes high dose -- for severe
gastric and esophageal reflux, enalapril for renal
preservation, sildenafil [ph] to increase perfusion
and al so hopefully aid in pul nonary hypertension,
| evot hyroxi ne and PRN opi oi ds for pain.

| rarely take them thank goodness,
but I will be discussing that a little bit later. | do
have to take a | ot of Loperam de for ny gut and ny --
my synptons are quite severe in my gastrointestinal
tract and there are days that | can hardly | eave the

house wi thout the Loperam de. | also take vitam ns.
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| previously had been on antineopl astic
and anti-inflanmtory agents to try to stemthe course
of ny di sease. However, unfortunately, the disease did
not abate.

My non-nedi cation treatnents have
I ncl uded maj or hand surgery. There was one mjor and
fifteen m nor hand surgeries. You can see the effects
of it. They were not wonderful, and it was extrenely
difficult surgery.

| have been on dialysis because of
renal failure, which was due to ny scleroderma. |
el evate ny head at night to abate my reflux synptons.
| use heat for |localized pain. | have been on frequent
bouts of physical therapy. My diet, | amon a | ow
sodi um di et, because of ny kidneys, and | exercise as
much as possible to maintain whatever linb function |
have left.

Unfortunately, ny current treatnent
regi men does not affect the progression of ny
scleroderma. The anti-di arrheal nedication stops the

| ssue tenporarily, but doesn't change the onset of
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synptons and activities of daily living are extrenely
difficult due to the lack of ny gut function.

My profusion is slightly better on
sildenafil. | was a failure on other treatnents that
were given to ne, such as cal cium channel bl ockers.

| do want to spend a m nute on pain
control. | do experience quite a bit of pain on a
daily basis and unfortunately, for soneone |ike ne who
has ki dney di sease, nmany options are not available to
me. And | amforced to end up taking opioids. And the
opioids are a very, very difficult medication to
obtain froma physician as well as you don't want to
be on it for long periods of tine. So it is a
difficult thing to control ny pain and | generally
have to try and grin and bear it.

Thankfully, I'"mon nostly oral
medi cations, and that nakes ny life a | ot easier. But
t he down sides of ny therapy include cunbersone
regi mens, costs of ny therapies, and pain control, as
| said before.

If I was to choose ny ideal treatnment
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with scleroderma, it would include cost effective
t herapi es for disease and synptons controls. The
t herapi es would have | ow or no toxicities. It would be
a sinple reginen. Costs would be within reason, and
| nsurance coverage and peer coverage woul d be
acceptable to ne. And | also would Iike to make sure
that it -- the therapy is easy to obtain.

Sonetinmes they make you go through
hoops to get nedication or other nodality, and it's
not al ways easy to obtain nmeds. The other thing I
consi der before starting a therapy is the risk that
could fall back of the treatnent.

| think about various things such as
potential val ue, conparison to other options and
t herapies that are out there, cost, again, side
effects again, how severe are those side effects, how
is it going to inpact nmy quality of |life and what are
the effects on ny famly?

| also want to know what is the history
of the treatnment? Has the drug been out for fifty

years, or has it been out for six nmonths? That m ght

www.Capital ReportingCompany.com
202-857-3376




10

11

12

13

14

15

16

17

18

19

20

21

Public Meeting October 13, 2020

Page 134
make a difference to ne.

And lastly, if the drug is still
i nvestigable. Did -- include patients |ike nme? Did
t hey include patients who were in ny age group, ny co-
norbities, treatnment after the trial has ended? WI I
there be a cost to ne in a trial? Testing --

Lastly, is there confidentiality in a
trial? | was actually a participant in a
I nvestigational study years ago and the data was
conprom sed, and my confidentiality was breached. And
so | just want to make sure that that never happens
agai n.

Now on a personal |evel, when treating
nmy di sease, | would accept sone side effects if the
gain was control of disease progression and increase
the overall quality of life. | would be willing to
accept sone side effects if organ preservation
resulted. This is maybe the nost debilitating issue to
me in the [ong run.

|"malso wlling to accept different

treatments, depending on nmy di sease state. \When sicker
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with |ife-threatening scleroderma systens, | m ght be
nore willing to take riskier treatnments if it inproved

my chances of survival

Now during the nore prom nent phase of
my illness, ny present status, | would be less willing
to accept the nore severe or |lifelong debilitating
treatment. Having a slower, chronic decline for the
di sease, to nme, would be preferential to having an
acute life-threatening product which I would have to
t ake.

However, if | felt that | could live
satisfactorily with the risks that are incurred by the
medi cations, if they were acceptable or treatable
risks, I would be willing to take the nmedicati ons or
treat ment.

Thank you for allowing nme to speak.

MS. BENT: Thanks so nuch, Anita. So
let's try and go back to -- to Demi and see if we've
resol ved our audi o issues.

Dem ?

M5. TRICE: Can you hear ne?
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MS. BENT: It sounded |ike sonething we

are dealing with the sane audio i ssues. | wonder if
maybe we could -- we could figure out a way to maybe
have you call in via the phone instead of -- instead
of online, because |I think that m ght be one of -- one
of the -- the chall enges.

So while --

M5. TRICE: Ckay.

MS. BENT: Yeah. Sorry about that.

Let's nbve on to -- to Jackie as --
while we -- while we continue to work on -- on
Dem's -- Dem's audio issues and -- and we will cone

back to her.

But Jackie, if you wouldn't m nd
sharing your experiences with us, we really appreciate
it.

MS. LATKA: Sure. Ckay. So ny nane is
Jackie Latka and |"'mgoing to start with just alittle
bit of background so you can understand ny story.

| was diagnosed with system c diffused

scleroderma in 2011 and | was put on a nedication
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called "Cell Cept"” that | took for about six nonths
with ny synptons continuing to progress.

After six nonths, | started having sone
breat hi ng i ssues and was di agnosed with sonme secondary
| ssues; Raynaud's syndrome, interstitial |lung disease,
and borderline pul nonary hypertension.

Not only did I have these secondary
| ssues, but the disease continued to progress and
started to make ny nobility deteriorate. | could not
sit or stand for nore than 15 mnutes. | could not be
in a straight position. My body had to be bent for
nore than 15 mnutes, or it was very painful.

| could no |onger go upstairs. | used a
wal ker. | was in a wheelchair. | needed assistance
wth daily tasks that nost people take for granted,
such as bathing, getting dressed, fixing sonething for
nmyself to eat, opening a bottle of water.

When the di sease continued to progress
so rapidly, my doctors decided that | should take sone
chenot her apy, Cytoxan infusions. However, nobody coul d

get the Vs in ny arnms because the skin was so tight.
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So we noved to a daily, oral dose and | took it for
four nonths, until | started to get side effects of
the Cytoxan, wi th bl adder issues.

So at this point, nmy doctors were kind
of at a loss for where to go with nme because ny
di sease was progressing so rapidly. | did sone
research on my own and found a rheumatol ogi st very
well known in the scleroderma community, that |
travel ed outside of ny state to go and see what their
recomendati on was.

And within 10 m nutes of being in the
office, the recomendation -- and the only
recomendati on she had for ne was a stem cel
transplant. So in 2013, | went and had a stem cell
transplant as ny treatnent, and currently, continue to
be on nmedications to maintain a status quo of ny
health and where it is fromthe transplant and the
medi cations that |'ve taken over the years.

| also take sonme non-prescriptions,

i ke calciumand Vitam n D and do exercises and stuff.

My treatnment has changed a little bit because of the
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transplant. Just different nedications. | still take
an i mmunosuppressant. | still take sonmething for ny
| ungs. | take sonething for ny gastrointestinal, and

several other nedications.

| did see inprovenent in ny nobility
and in ny lungs after nmy transplant. And | continue to
see what | call ny baby steps and nmy new normal to
maki ng nore positive changes forward fromthe
transpl ant.

| was able to retire ny -- sonme of ny
medi cal equi pment, but | still continue to use sone
smal | er equi pnent and gadget-type things |ike grippers
and door openers, et cetera.

So as | nentioned, ny lungs did inprove
fromthe transplant, however, they're still in a
conprom sed position and I do wi sh that they woul d get
better. And one of the things that | would say that
i's, | guess, just annoying -- a little bit annoying to
me is all the nedications that | continue to have to
take on a daily basis.

But in order for nme to maintain ny
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status quo and not have to catch back up with the
di sease, | continue to take nedications. But | always
have the questions of worrying if another nedication
I's introduced, howit wll affect nme, nmaking sure |
don't rel apse, and worrying about any new synptons.
In choosing treatnents, | take into
consi deration who's in charge of the treatnent, how
know edgeabl e are they about scleroderma, do |I have
any other options that | need to research, and what

are ny healthcare providers and ny fam |y recommendi ng

to ne.

And if the treatnment were to make a big
difference in the -- and would inprove ny synptonmns,
and preserve ny organs, | would consider it. | would

have to outweigh the risks and the benefits, for
exanple, like | had to do with my transpl ant.

The risk of the transplant was very
hi gh, however, in order to save ny |life and continue
living, | felt the option was to do the transpl ant.

I n | ooking at bothersome synptons and

things that are less inportant to nme than are nore
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i nmportant, | look at, |ike, ny hands. My hands are
curved like this, like a | ot of scleroderma patients,

and | can't straighten them But to ne, they're
functioni ng hands. They're normal hands. |'mused to
t hese hands, and | can live ny life with these hands.
So I wouldn't risk the possibility of doing a surgery
to straighten themout and go to through the side
effects of that surgery.

However, if nmy |lungs deteriorated, |
woul d consider a treatnent that possibly has risks if
for the greater good of nme and ny lungs, it's going to
hel p and get the |lungs better.

| think I"ve had a |ot of high-risk
treatment in doing the scleroderma, and |'ve | ooked at
the benefits and risks and that's the main thing that
| ook at when |I look at my condition. If there's a
| ong-term factor, but ny life will be nmuch nore
functioning, then it would be worth it to ne.

You know, in a perfect world, our
treatment woul d be safe and we have positive results

or a cure, but | guess | |look at all the treatnents
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and if nmy sclerodernma synptons started to decli ne,
woul d have to weigh all of the options at the tine
that 1'"'min, looking at the risk and benefits of them
and what ny heal thcare providers would be
recomrendi ng.

So thank you to everyone. And that's a
bit about treatnment and scl eroderna.

MS. BENT: Thanks so nuch, Jackie. |
think that we -- | -- | appreciate that and |
appreci ate kind of the unique perspective that you
bri ng, having -- having gone through the -- gone
t hrough the transplant and also really kind of your
t houghts on -- on risk and benefits. That's really --
that's really hel pful for us to hear.

And | think we're going to hear
hopefully fromnore of you on the |ine about your --
your thoughts and your experiences with treatnent as
we nmove forward.

Ri ght now, we are still working on
Dem 's audio, so Susan, if you wouldn't m nd us kind

of turning -- turning to you for -- for your -- your
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t houghts and your -- your experiences, we would -- we
woul d really appreciate that.

MS. NYANZI: Definitely. Again, thank
you for having ne. So |I've had scleroderma for 45
years, and it took three years and three different
countries to finally get a diagnosis.

At the tinme, | didn't fit the standard
patient. I was a child, and I was African living in a
tropical country. For about 20 years, the scleroderm
was in rem ssion, but three years ago, things changed,
and | had to figure out what | could do to go back to
a normal life.

Just to lead an ordinary life, all ny
medi cati ons, prescriptions, and over-the-counter neds
must be conpounded, because | have intolerances to the
bi nders and fillers that are now used to make al
medi cations. The food intol erances are a side effect
of SIBO, small intestinal bacterial overgrowth.

And because of this, | develop skin
rashes that won't go away, constant nausea, constant

aches and pains, and foggy-brain episodes. Once |
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changed ny diet and pulled that gluten, dairy colon
ni ght shades, all the synptons di sappeared, and ny
energy | evels skyrocket ed.

To be able to function throughout the
day, | nust put nyself in TPN, total parentera
nutrition at night for 10 hours, because 70 percent of
my nutrients come fromTPN as | can't absorb
nutrients.

Al t hough TPN has given ne life, it also
has its downside. | get sepsis infections when the
PICC line gets infected. This usually results in a
ni ne-day stay in the hospital. The hospital stay is
gruesone, because many of the physician and nurses
don't know how to take care of scleroderma patients.

| have nutrition limtations; can only
eat four foods. | have nedication limtations, so |
must bring nmy own nedications and bl ood draws need to
be limted, otherwi se | devel op hospital -acquired
anem a that's treated with a bl ood transfusion.

Currently, there are mniml treatnents

for patients with intestinal problens. Once you've
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gone through the standard treatnent, then your
r heumat ol ogi st and gastroenterol ogi st have to becone
creative in finding solutions that will work. W need
medi cations that treat the intestinal tract; those
t hat address SIBO, those that address |ack of or
limted -- and those that address | ack of absorption.

We additionally need nedications that
address secondary Raynaud's that many of us devel op.
Al t hough nitroprusside is recommended, it has side
effects. A less aggressive nedication is needed.

Many of us scleroderma patients are
usually in sone type of pain nost of the time. So a
medi cation that can | essen that pain and protect our
organs woul d be ideal. One hears of too many stories
where sone scleroderma treatnents result in rare
cancers. And we actually have a scleroderma warrior
that is currently going through this.

In the long term aggressive treatnents
that work well and have the potential to danage our
organs are not prolonging life or inproving on quality

of life. They are causing nore hardship.
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We need treatnents that work wel |,

protect our organs, and prolong life and quality of

life.

Thank you.

MS. BENT: Thank you so nuch, Susan. |
think that that was -- that was really very -- very

well said and | think that it is sonmething that we
really -- we need -- we need to think about as a -- as
a whol e and appreciate that.

Now we're going to turn back to Dem .
We believe we have fixed the audio issues, but of

course, on a live webcast, we can't test it. So we're

going to -- we're going to cross our fingers and hope
that third time is the charm So Dem, if you want

to -- if you want to go ahead, we wll -- we'll --
we'll cross our fingers.

M5. TRICE: COkay. Yeah. That's better.

The aspects of ny systematic sclerosis
that inpact ny life the nost is the tightening of ny
skin. My skin on ny arnms, |egs, hands, and face are

significant. The skin has tightened so nuch that it
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causes ne to have limted uses of ny |inbs.

| al so have Raynaud's, making ne
extrenely sensitive to cold environnents. | continue
to suffer fromdigital ulcers which cover many of the
areas of ny body. | also have cal ci um deposits.

Due to all of these issues, | now
suffer from anxiety. Before being diagnosed in 2001,
was a very active person. Now |I'munable to wal k for
| ong periods of tinme. | no | onger can put on socks,
conb ny hair, or open up items. My left hand is
contracted, and ny right hand has three parti al
anputations. My feet hurt constantly and I have had
one toe renoval

Al of this has greatly limted ny
activities. On ny best days, I'mstill unable to
conplete sinple tasks |li ke eating w thout adaptive
equi pnment. | still need a lot of assistance, which can
be very frustrating.

On ny worst days, the fatigue is
overwhelmng. I'"'mso tired | literally can't get up

and take care of ny daughter. I'mforced to cal
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famly in to make sure ny child eats and to stay
entertai ned.

Over tinme, my scleroderma has gotten
worse. | now mainly focus on dealing with the
cal cinosis, which is extrenely painful and
unconfortable. | don't have as many conplications that
cause nme to lose digits anynore. It seens ny body is
at a point where it is adjusting to the trauma it has
experi enced.

| have | earned copi ng nmechani sns t hat

seemto be working for ne. |I've had scl eroderma since
2001, but | still can't define ny sentence as being
wel | -managed. | just learn tricks to make it

tol erabl e.

The issue of premature death concerns
me the nost about systematic sclerosis. If | could
change one aspect of the disease, it would be the |oss
of ny digits. | wuld like to have all ny fingers and
toes. The loss of ny fingers has been a traunmatic
event for me and has caused nme to suffer from

depression that | now have to be treated for.
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To treat ny scleroderma, | currently
use several nedications that only are preventative.
For exanmple, Lorvas. It's prescribed to ne to nmake
sure ny esophagus isn't damaged. | al so use non-drug
t herapi es and over-the-counter products. One product
that | find the nost helpful is Vaseline. | also use
chair yoga to relax and stretch ny |inbs.
My treatnment regi nen has changed over
time alot. | used to take every nedication a
physi ci an prescribed. But | only found that my doctors
were experinmenting and are not sure what can hel p ne.
Sonme of the neds cause nme to suffer so nmuch that |
began pi cking and choosi ng which ones |I -- that works
best for me. | no |longer trust physicians as nuch. Now
| ask nore questions and advocate for ny healthcare
pl an.
The synptons | would |like to be
| nproved or resolved by treatnent is the skin
ti ghtening. The severe | ack of blood flow causes nore
synptons |ike the loss of ny teeth.

Ri ght now, the only treatnent that
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i nproves ny abilities to do specific activities is
pai n managenent. VWhen I'mnot in pain, I'mable to
function nore normally in every-day activities. I'm
able to participate, which is nore of an enjoyabl e
life.

The significant downsides are pl anning
my life around doctor's appoi ntnents, surgeries, and
home care visits. My ideal treatnment would be to take
five or less prescription nedications, to qualify for
nore clinical trial opportunities. Also having one or
two physicians trained and capabl e of conducting the
majority of ny care, instead of me having to see
several different doctors.

Facts | consider when sel ecting
treatnent options are the physician's reviews, the
medi cation reviews, and the side effects. Also ny
personal feelings of the results after treatnent.

Anot her extrenely inportant
consideration is the physician's bedsi de nmanners. Wen
| think about treatnent risk, and treatnent risk and

| mproving nmy synptons, | would |like to preserve ny
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organ functions. That would be worth the risk.

But I"'mnot willing to have a treatnent
with cancerous-issue risk. If |I had to chose between
two products, | would prefer a safe product that works
sonewhat, giving ne sone |evels of real relief.

On a lighter note, I"'msurviving with a
smle on ny face and a determ nation to be an
enj oyabl e person and have an enjoyable life. And I
want to thank you for listening and thank the FDA for
hosting a public neeting.

M5. BENT: Wow. Great. Thank you so
much, Dem , and thanks for your flexibility as we --
as we kind of trouble shot the -- the audio -- audio
| ssues.

So as you guys can hear, these are all
sone really conpelling and diverse experiences on both
the treatnents and with the sclerodernma and systenic
sclerosis. And | want to thank all of our panelists:
Moni ca, Anita, Jackie, Susan, and Dem for sharing
t hem

And so as | nentioned before, the
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di scussi on questions for this session are first --
first two questions are questions for the group. What
are you currently doing to treat your systemc
sclerosis, how has your treatnent regi nen changed
over -- over time, and why, and what synptonms would
you like to see nost inmproved or resolved by -- by

treat nent ?

And so -- so right now, I -- | think
that -- | don't think we have anybody on the |line, so
let ne -- let ne take a nonent and turn to the FDA

panelists to see if they had any foll ow up questions
for -- for our patient panelists.

s there anything fromthe FDA
perspective that you wanted to clarify or -- or -- or
maybe follow up on?

DR. NI KOLOV: Robin, this is N kolay --

MS. BENT: Hi.

DR. NI KOLOV: Hi

MS. BENT: Yes.

DR. NI KOLOV: Thank everyone for

sharing your stories. Again, this pretty nuch what we
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wanted to hear, and | think that the purpose of this
afternoon topic is nostly to think about how to think
about the benefits and the risks of therapies for
system c sclerosis. And | wanted to probe a little
bit. Some of the comments that were shared and ask the
group, for new products that we may not know about the
| ong-term potential benefit, say for disease, for
educational, for slowng the progression of the
di sease, but, you know, it's possible that based on
t he mechani sm of action and understanding, it may --
of action.

The question is, how nuch safety or
toxicity would you be willing to take with a product
| i ke this? For exanple, if it causes cancer also, or
If it causes heart disease or, you know,
cardi ovascul ar di sease down the road, so these are
some of the uncertainties that we have that we woul d
want you to -- to share with us how you think about
products like this.

MS. BENT: Jackie, you want to kick it

of f?
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MS. LATKA: Sure. | can add that | --
It would depend on ny health at the tine. So for
I nstance, one of the things that ny rheumatol ogi st had
me take when ny di sease was progressing so
aggressively was the chenot herapy Cytoxan that does
have a side effect of cancer.

And in | ooking at the cancer, you know,
it's going to be a possibility and not necessarily a
yes, that you're going to for sure get it.

So | think I would, you know, at the
time of nmy disease and where | was sitting, it was
really nmore of a answer of if | don't try this, I'm
probably not going to live.

So at that point, the benefit of
possi bly getting the cancer was a snmall side effect
for where | was at with ny di sease.

MS. BENT: All right. Thank you,
Jackie. Let's just kind of go in the order I see on ny
screen with Susan and then Anita and then if Monica or
Dem wants to add anything, I'Il -- I"Il1 -- we'll go

t here.
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So go ahead.
M5. NYANZI: And so actually when | was
younger, ny sclerodernma was pretty bad and | was
di agnosed and treated in England. That's where | was
first diagnosed.
And so they did give ne a nedication

that was part of a cancer treatnent. It was called

“chl oranbucil™ at the tinme. But they had to nonitor ne
very closely, because again, | was still a child and |
was still grow ng.

And so at that tinme, because, again, |
was progressing fast, that was the only option they
had at the tine.

So I'"'mkind of conflicted with this
ri ght now. So the scleroderma has kind of cone back
now after 20 years and | think at this point in ny
life, I wouldn't risk taking something that could
additionally cause cancer.

And you hear a | ot of these worries
happening. As | had nentioned in nmy notes, we do have

soneone who's going through that right now But I
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think with advances that have been taking place, |'m
confident scientists can find alternatives that are
| ess risky, and that will prolong |life and give a
better quality of life.

M5. BENT: Great. Thank you. Anita?

M5. DEVINE: | would say that if the
treatment is going to cause ne nore problens, and nore
severe problens, and nortality issues that | would be
reticent to take it.

Ri ght now, living with scleroderma is
not easy, but I"'mliving. And so I think that, you
know, truly say that | m ght have such cardiac affects
that nmy heart m ght be severely conmprom sed or that ny
ki dneys will conpletely fail, they're close to that
now, | don't know that | would be willing to accept
that. So now that's pretty nmuch my personal feeling.

MS. BENT: Great. Thank you. The -- the
audi o i ssue seens to be back a little bit. |'msorry.

M5. TRICE: Can you hear ne?

MS. BENT: Yes. Perfect.

M5. TRICE: Okay. | -- | would kind of
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like to echo with Anita. | also wouldn't want to have
extra trauma done to ne. | -- ny body's already went
t hrough enough. | don't feel like it would be

necessary to try sonething that would just make it
worse. So that's pretty nmuch what | want to say.
M5. BENT: Okay. And Monica, | just --

| don't want to put you on the spot if you don't

want -- if you don't -- | nean, you kind of spoke
to -- spoke to this a little bit earlier, but if you
had anything else to add, | want to give you the

opportunity.

M5. CI CCHETTI: Well, you know, when
was recently diagnosed, | tried a couple of
medi cations and the side effects were horrible. And so
at that point, | -- | decided to try without and --
and thank God I'mstill being able to do it. So |
really cannot agree with rmuch in ternms of nedication.
Thank you.

MS. DEVINE: | would like to add one
thing, and that is if the side effects were treatable,

| think we're willing to take a risk. So | think
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that's an inportant thing to say.

DR. NI KOLOV: Thank you, everyone, for
sharing your thoughts. | nean, we get the inpression
that these are not easy decisions to nmake for patients
or for prescribers, but this is sort of a mutual
decision and I -- and | think we on our end al so have
to think about how to incorporate these considerations
and how we assess the benefits and the risks of
treatments. Thank you so nmuch for sharing.

M5. BENT: Great. Thank you. And let ne
turn to Shannon to get -- | think we have one comment
in -- fromthe -- fromthe one who submtted a coment
onl i ne.

And so |l et me maybe have her -- have
her share that share that comment. And then -- and
then we'll -- we'll turn back -- we -- | think we
m ght have a few ot her questions from our FDA
panel i sts.

So Shannon, do you want to share
that -- that one comment that we got so far?

M5. COLE: Sure. Thanks, Robyn. So we
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did receive one comment froma patient who was
describing the treatnents that they're currently
using. So they are -- they're using a variety of
medi cations for GERD, high bl ood pressure, severe
Raynaud's, digital ulcers, and sonme neuropathy pain.
And they -- they try not to take sone of these
medi cati ons because the side effects are not being

able to sleep, itching, and -- and -- but sonetines

the -- the side effects are better than being in pain.

They' ve al so tried BOTOX and have al so
used a hyperbaric chanber several tines to help with
anput ati on peel, and sone |aser |ight therapy which
seens to also help the pain and ulcers to heal.

And they also stress that their
treatnment regi nen can change according to their
synptons, so it may not be the sanme thing every day.

MS. BENT: Great. Thank you, Shannon.
know t hat we do have sonme nore questions from our FDA
panelists, but I'mgoing to get everybody kind of --
don't want to say up and novi ng, because answering a

polling question is not really aerobic activity, but

www.Capital ReportingCompany.com
202-857-3376




10

11

12

13

14

15

16

17

18

19

20

21

Public Meeting October 13, 2020

Page 160
let's -- let's turn briefly to -- to the polling
questions to get sone feedback fromthose of you who
are online.

Again, polling kind of remains limted
to the participants who have those experiences with
system c sclerosis or scleroderm, either personal
experience or as a famly nmenber or -- or |oved one.

And, too, our panelists who are participating still

for -- for the neeting, please feel free to pick up
your cell phones or your other -- and -- and share
your -- your responses with us as well.

And so this is where you're going to
find ny enbarrassing ability to pronounce nedi cations.

So "Have you ever used any of the
follow ng" -- sorry. | just want to make sure I'm --
all right.

"Have you ever used any of the
following interventions or nedical products, drug
t herapi es, or nedical devices to treat your systenic
scl erosi s?"

And you can check all that applies for
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this one. And so the the first are "Medications to
nodi fy blood flow, such as N fedipine." "B" is
“Medi cations that suppress the i mune systemto
prevent organ rejection or to treat arthritis such as
cycl osporine or Azathioprine." "C' is "antifibrotic
medi cations for interstitial lung di sease such as
ni nt edani b." "D, course steroids for skin and
arthritis synptons such as Prednisone.” "E, Proton

punp inhibitors for digestive synptons such as

oneprazole."” "F, Pain killers such as Vicodin,
Percocet, oxycontin." "G Bone marrow or solid organ
transplant.” "H, O her nedical products or

I nterventions not nentioned,"” or "I, |'mnot using any

medi cal products or interventions."”

So I'"'mgoing to be honest, that was the
guestion | was worried about all day for ny
pronunci ati on. So apologies if | got those w ong.

Al right. So looking at this -- and it
is -- it isalittle bit difficult to see, which is

why you can see that we kind of shortened the --

the -- the answers on the survey question, so it |ooks
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| i ke the nmedications to nodify blood flowis -- is
ki nd of 22 percent of people. Medications to suppress
the i mmune system about 10 percent. Two percent are
using the antifibrotic nedications for interstitial
| ung di sease. We have steroids at about 17 percent.
Proton punp inhibitors for digestive synptons, the
onmeprazol e and such, at 19 percent. 14 percent for
pain killers. Not a huge nunber of people with bone
marrow or solid organ transplants. And we have 15
percent of people using others or -- other nedical
products or interventions not -- not nentioned.

And that -- that is -- that is hel pful
for us to know and we will get, in our next polling
guestion we're not going to quite yet, we wll get to
ki nd of questions about all -- you know, about
physi cal therapy and di et nodifications and counseling
and other therapies and -- and over-the-counter

medi cations and things |ike that.

So but right now, this is -- this is
just really to kind of give us -- give us an idea of
the -- of the treatnments that -- that are bei ng used.
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And | think that that actually kind of |eads us right
into -- into one of the questions that one of our FDA
panelists had about -- let me -- let me turn to
Dr. G aser, because | think you had sonme questions
about -- about G synptons, and maybe neani ngf ul
| nprovenent ?

DR. GLASER: -- get both audio and
video at the sanme tine.

So |l wll echo ny coll eagues in
t hanking all of you for taking the tine to speak to us
t oday and descri be your experiences living with
system c scl erosis.

One thing that we've heard quite a bit
about today |I think are the different G
mani festations fromdifferent panel nenbers.

| was wondering what G manifestations
woul d be nobst inportant to develop treatnents for? And
then sort of a Part B question to that is what would
be a neani ngful inprovenent in those synptons for you?

M5. DEVINE: Well, do you want ne to

start?
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MS. BENT: Oh, sorry. | was having a
great conversation that was deep and profound wth

nysel f, because | forgot to unmute, so apol ogies for

that. Yes. If you want to -- Anita, if you want to
kick it off and then we'll nove on to -- to Susan, who
| know touched on this during -- during her talk as
wel | . But go ahead. Thank you.

MS. DEVI NE: | think, you know, a | ot

of the issues that have been discussed are esophageal
reflux, difficulty swallowi ng. The problenms with -- of
the gut and overgrowth of bacteria and all of those
resultant in, you know, diarrhea that is so severe
that it can be debilitating.

So all of those things would be of
Interest to nme, personally in finding sonme things that
woul d be beneficial. | would | ove that.

The nuscul ature in the gut is sone
I npai red that, you know, that's another issue that
hopefully that could be alleviated as well. Thank you.

M5. BENT: Geat. And before --

before -- before | have Susan kind of |aunch into
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that, so Anita, would you maybe tell us or maybe give
us an idea of what you think would be -- would be an

| nprovenent ? What woul d be a neani ngful inprovenment

that would make it worth kind of taking -- taking a
medi cation naybe on a daily basis or -- or sonething
i ke that.

Qbvi ously, absent the ability to stop

t he checked probl ens altogether, would you -- what
woul d you think would kind of -- I'mneaning, like, a
decrease of |like 50 percent in the reflux, or, like,

reflux only on 50% of days.

| don't want to put words in your
nmout h, but just kind of -- kind of thinking about what
you -- what would be a -- a goal for treatnent that
you woul d think, "Okay. This is worth -- worth kind of
t aki ng. "

MS. DEVI NE: You know, we do have sone
treatnments now, but part of the problemis, you know,
the proton punp inhibitors to help a little bit with
the reflux, however, the side effects long termare

scaring ne, and so we are -- we're taking very high
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doses.

So, you know, when | step down therapy
and | try to decrease doses, the reflux is untenable.
So basically, I'd be lIooking for sonething -- even if
it was a 50 percent decrease as Robyn said, or 50
percent of daily episodes, that would be neaningful to
me. |'d be thrilled.

|"d be also | ooking for sonething that
doesn't have, you know, |ong-term side effects that,
you know, have been reporting nost recently Type |
Di abetes. Al these proton punp inhibitors and, you
know, all kinds of other issues that are being
reported in the literature over the years on high-dose
proton punp therapies.

So, yeah, | would -- | would love to
see sonme new therapies. Thank you.

MS. BENT: Thanks. Okay, Susan, go
ahead. Sorry. | -- | didn't nmean to cut you off.

MS. NYANZI: No, no, no. That's okay. |
woul d definitely like to see treatnents for the

i ntestinal tract. Currently there are really no

www.Capital ReportingCompany.com
202-857-3376




10

11

12

13

14

15

16

17

18

19

20

21

Public Meeting October 13, 2020

Page 167
treatnments for the intestinal tract. Wth SIBG
there's a series of five antibiotics you can go
t hrough to get the gas down due to the SIBO But once
you' ve gone through those nedi cations, you know,
several times and then they stop working, there really
Isn't anything el se that can be done. So your
r heumat ol ogi st and your gastroenterol ogist need to
work together to kind of finesse and figure out what
el se can work for you.

So we definitely need nedi cations for
the intestinal tract. Tablets or anything el se that
can get that gas down, you know, 50 percent, that --
that would be great. And then also we have | ack of
absor pti on.

So | have that. Seventy percent of ny
nutrition is comng fromTPN. TPN pretty nmuch saved ny
life. Other rheumatol ogists couldn't figure out what |
had, but ny rheunmatol ogi st at UCLA, who is a
specialist in scleroderma, figured that out. And
that's how | ended up on TPN. Oherwise, | really

woul d have lost -- | had already | ost 50 pounds. And |
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don't think I would have been -- | would be here
telling you ny story if he wasn't thinking about that.

So we al so need nedication that can
help with absorption for those of us who don't -- who
can't absorb any nutrients. So those are ny points.

M5. BENT: Okay. Thank you. Did -- did
anybody el se want to -- to comment?

MS. CICCHETTI: | would like to say
sonet hi ng about it. Thank you, Robyn.

My point of viewis fromthe holistic
type of treatnent. | -- | do see doctors regularly and
| make -- and | nake sure that |I'mdoing all that
they're asking in turn, but at the sane tine, | --
my -- my focus is a lot on -- on lifestyle.

And it is interesting we have this
parasynpat heti c nervous systemwhich is also called
"rest-and-di gest system"™ And this is the part that
strengthens our inmmnity.

Before ny diagnosis, | was working two
j obs and going to school. And I literally never

st opped Monday through Sunday. And so, you know, after
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scleroderma, | started to value ny sleep and to have
sone nore of a peaceful |life. And nmy digestive

probl ens i nproved a |ot.

And there's many tricks that [|'ve
| earned. Regarding diet, I am-- | observe ny diet
very closely. But for instance, there are -- in foods
that | eat and give nme heartburn. And | found out that
if | eat sonething that gives me heartburn in a enpty
stomach or wi thout any other food, then |I have nore
pr obl ens.

But | -- | got to understand nore ny --
my body and |l earned that if |I have this together with
this other type of food, and usually try -- conbi ning
protein and veggies and carbs. And if | get a bal ance
that ny body likes of this food -- types of food, then
ny heartburn goes way down al nost to nothing. So that
-- that can al so hel p.

Antibiotics. | did try antibiotics for
SIBO first. The problemw th antibiotics is that
they -- they kill the bad guys and the good guys in

your -- so it's a doubl e-edged sword and I -- | tried
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anot her alternative.

M5. BENT: Great. Thank you -- thank
you so nmuch. | think that that's -- that's hel pful
And | think that -- it sounds |ike you're going to
have a lot to kind of add to when we get to your next

pol | ing question that those tal k about kind of the

nore -- the -- the non-nedical -- or the non-
medi cati on ki nd of based -- based treatnent.
So at this point, I would like to --

I"d like to kind of turn to Shannon and see if she can
give us kind of a summary or a overview of the
comments that we're receiving fromthose of you who
are participating and providing comments through --
t hrough the web comments.

Al so, this would be a great opportunity
for me to put in a plug for those of you who woul d
like to give us a call and kind of share your thoughts
to -- to do so. So let me -- let me turnto -- to
Shannon. Shannon?

M5. COLE: Thank you, Robyn. So we are

getting several comments about treatnent options
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that -- that participants are using. One partici pant
said they're using Flolan and Veletri infusion for
Raynaud's and a hi gh bl ood pressure nedicine for bl ood
flow.

They're al so using Cynbalta for nerve
pai n and depression as well as Botox injections for
Raynaud's in their hands.

A few participants also nentioned
proton punp inhibitors and -- and one of themsaid
that the fact that proton punp inhibitors inhibit the
absorption of calciumis a huge issue for wonen. A way
to have a treatnment with proton punp inhibitors
w t hout the side effects of less cal cium absorption
woul d be great.

We al so received a comment from soneone
who -- who was using G systens and strategies to deal
with fecal incontinence. And sone other recomended
i festyl e adaptati ons.

In addition to medication, one
participant listed they -- they did not eat |ate at

ni ght. They have sonme dietary changes and are doing
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their best to keep their core as well as extremties
warm for Raynaud's. And in -- in their current
condition, they would be wary of a |ong-term
medi cation that dramatically increased their chances
of cancer or cardiovascular issues. But if they're in
a bad situation, they're -- they're viewpoint on that
may change.

MS. BENT: Thanks so nuch, Shannon.
That was really -- that was -- that was hel pful. And
thank you to all of you who are providing conments
via -- via the web.

At this point, I'd kind of like to --
we're going to -- we're going to take a little bit of
a turn. I'"'mgoing to go back to sonmething we -- we
heard a little bit earlier in the day from-- from our
first panelist, which really, the chall enges of
dealing with kind of fatigue.

And we heard it fromyou guys as -- as
well. There's -- there's a lot of -- lot of fatigue
that comes with it. And so let nme turn to one of our

FDA panelists, Dr. Hull, to really kind of -- to
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ask -- to ask his -- a question that | think we're
all -- we're all kind of interested in -- in hearing
your -- your thoughts on. So, Dr. Hull?

DR. HULL: Yeah. Hi. | would also Iike

to start by thanking all of the panelists for joining
today. This has been a -- very hel pful from our point
of view for review ng.

One thing that we comonly reviewin a
| ot of different applications, including scleroderns,
is fatigue. And we hear a | ot about patients with
fatigue.

One of the problenms we have is how do
you assess it? Someone just saying it, so my question
to you -- and it's been a comon thenme for all the
patients, is how do you assess fatigue? For instance,
Is it every day you're kind of running at half
battery, you know, half full, or does it cone in
waves? It's only a couple days out of the week?

And if you were in a clinical trial
how woul d you assess that? Wuld it be, you know,

gquestionnaires? How do you feel fromday to day, and
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do you think you benefit from how you feel | ooking
back at a week?

Just give us an idea so that if we
could do sonething as series as fatigue that we could
see that there was a clinical need for inprovenent in
it. Because --

MS. BENT: So if you -- Anita, | see
you unnmuted, so -- so |I'massum ng that neans you'd
like to -- like to answer the question. So we would --

we real ly appreciate your thoughts on this.

MS. DEVINE: | -- you know, | do suffer
fromchronic fatigue. It is a daily issue. | fight it
tooth and nail as best | can. | try to -- but you know

what, if the fatigue is scleroderma, it's like you hit
a brick wall.

|'"'ma Type A personality. | have al ways
been extrenely busy. And there -- you know, the
scl eroderma has caused such problens for ne that just
about every -- |'m done.

And, you know, | would like to be able

to say that, you know, we had a | onger day, not
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fatigued. | would like to wake up not tired. | would
like to feel rested after a week. None of that occurs
for mand | -- | imagine it's probably --

MS. BENT: Okay. Thanks, Anita. |'m not
sure if you're still speaking. I'mfinding there's
a -- |1 think you're having a little bit of an audio
I ssue and you're a little frozen. So -- so |'m going
to move on to -- | think Susan has unnuted and is
going to -- going to speak, and we'll cone back to you
if you -- if you have anything else to say after Susan
I s done. But Susan?

M5. NYANZI: Yes. So | go through bouts
of tiredness, so kind of go through what everybody is
sayi ng. You know, you can sleep for 10 hours, but then
wake up tired. And you're dragging throughout the
whol e day, from norning, |unch, dinner at night.

You' re just dragging throughout the whol e day.

And so | used to have this, nost of the
time, for a whole week. And so it can come on and off.
For me, it used to be part of ny diet, so | changed

that. But | know with scleroderma, you can have really
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bad fatigue. And |I've experienced that as well.

So | think, you know, you're talKking
about in a clinical trial and how you can neasure that
meani ngfully, and | think assess it during a whole
week and see how people feel or have them descri be
what they're going through when they're going through
the fatigue.

So it isn't just regular fatigue. |
mean, you are really drained. Your whole body is
drai ned. You know, even just going to get sonmething to
eat fromthe kitchen, that is draining to do. So
everything you' re doing is draining.

| hope that makes sense.

DR. HULL: | had one other question and
it's is there a synptomatic difference between fatigue
and the brain fog that you nentioned, or is that kind
of a combination of the two?

MS5. NYANZI: Oh, no. It is different.
Brain fog, you can definitely see that one. That's
when you can't think what -- | didn't say that

correctly.
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But you have difficulty thinking, so
cognitive function is going to be down, and then
trying to put concepts together, that is hard. Hard to
do. So, yeah, brain fog is definitely different from
fatigue.

And also with the brain fog, you can
forget what you were doing and don't renmenber why
you' re doing what you're doing. So if you're working
in a work environnent, that's very challenging to do,
to keep your work doing and -- and think appropriately
at the tasks that you are asked to do.

MS. BENT: Thank you, Susan. Anita, |
want to kind of circle back to you and see if you had
anything else to add or if you had conpl eted your
t houghts when -- when | -- when | |ost your audio.

MS. DEVINE: Did you say "Anita"?
Sorry.

MS. BENT: Yes.

MS. DEVINE: Ckay. | guess the one
thing I would add for Dr. Hull is that when you're

trying to neasure outcones and -- and whet her or not
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sone things actually helped, | guess |I'd be |ooking at
t he ampbunt of fatigue experienced daily and are you
able to acconplish the things that you have set out to
acconpl i sh.

In other words, quality of daily
i ving. Have you been able to have acceptable quality

of living, which was nearly rated because you had | ess

fatigue.

So that would be mpjor to ne.

MS. BENT: Thanks, Anita. Very hel pful.
| -- did anybody else want to add -- add sonet hi ng?
Moni ca?

M5. CICCHETTI: Yes. In ny case, | find
t hey both happen at the sane tine. Many tines when |

wake up tired and |'mtired all day |long, at night

it's unsustainable. I -- and that's when | -- | have
brain fog and I -- | can't talk. | can't find words.
can't think clear. It's really bad. I -- | cannot

stand wi thout holding nyself on a chair or a table,
sonething -- a wall, because | get dizzy. So it's

real ly bad.
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MS. BENT: Okay. Thank you. And Dr.
Hull, | don't know if you want to circle around,
or

DR. HULL: Thank you, all for those
answers. That was great.

M5. BENT: Great. Thank you. And so
Shannon, | wanted to turn to you because | think that
we're getting sone comments from-- fromour online --
| guess everybody's online, but from-- fromour --
fromour online comments about -- about this.

Did you want to share a little bit with
us?

M5. COLE: Yeah. So we are receiving
sone comments online about the brain fog and fatigue
and one participant phrased it as "Brain fog i s when
you know t hat you know t he answer, but you can't
access it."

And anot her -- another partici pant
menti oned they measure fatigue in spoons -- so the
spoon theory. They never know until they wake up how

much energy they'll have for the entire day and their
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energy can tank out at any tine.

Sometinmes it's just from physi cal
activity. Sonme of it is fromover-stinulation. Sonme of
it is fromenotional fatigue and sonme of it is anxiety
rel at ed.

And this person said they usually
expect that after doctors' appointnments they will need
to rest. They said that anti-depressants can help
reduce fatigue and cut through brain fog a little bit,
but never conpletely.

M5. BENT: Great. Thank you. And so |
wanted now to -- to turn to the phone and I think we
have -- we have two callers on the phone who want to
share sone experiences with us.

Let's start with Noel, and |I'm not sure

whet her you're from Los Angel es or Loui siana, but

we'll -- we'll get -- we'll start with you and then
we'll -- we'll nove on. So thanks so much for calling
us.

NOELLE: H . My nanme is Noelle and | am

fromLos Angeles. | went from diagnosis with diffused
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system c scleroderma to a oncol ogi st told ne about a
stemcell transplant in five nonths.

| was progressing aggressively and
about two and a half years after ny transplant, | had
a severe allergic reaction to an injectable m graine
medi cine that put ne into kind of a tailspin that I'm
in right now, and | am progressi ng once agai n.

| ama young -- | ama nother with five
ki ds, four young kids still at home. | know -- |'ve
| istened to the panelists and | know a | ot of them
have tal ked about their -- their hesitance to have
nore risk, but as a young nromwith -- especially with
a child that | have that has a rare disease hinself
with only about 355 cases in the U S. | am-- | need
to be around for ny kids. | need to be around for ny
famly.

And so, you know, |'ve had scl erodermn
renal crisis. | have interstitial |lung disease. |I've
got -- pain now, that turns it on that is extrenely
pai nful , maki ng everyday living difficult. But |'m

willing to take risks if there is a nedicine out there
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or if there is something in the pipeline that's
com ng, even if it has nore risks than what others
m ght be able to -- to do.

So I"'mjust -- nmy question out there
I's, besides, you know, Cell Cept, the Rituxan, the
Cytoxan, is there anything else out there that wll
sl ow the progression of this disease?

Thank you for allowing me to share.

MS. BENT: Okay. And thank you -- thank

you for calling in, and | think that that's a --

that's a great question. And -- and so now we're goi ng
to -- we're going to nove on to a caller from San
Di ego. Kristina? Yes. Kristina, so that she can -- she
can share sone of her experiences as well. | think
we're -- we're tal king about brain fog and -- and

pain. Right Kristina?

KRI STI NA: Yeah. Yeah. So | -- | was
actually the one that sent in the comment about spoon
theory. And it's, like, you know, every day we -- we
woul d think that we would start the day with a certain

amount of energy. Unfortunately, we never know and so
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soneone actually stated this a while ago, where if
they, like, using up a certain anount of energy, we
call that a spoon.

And so there will be days that we get
to where we've used up all of our energy. It m ght
only be three o'clock. And that's it. You know, we are
down for the rest of the day.

But sonmething else | -- that | say is

that like frombrain fog, there's also pain fog and

pain somia. So, you know, |'ve been -- |ast year,
|" ve been di agnosed for about 14 nonths now. | spent
nost of |last year with pericarditis. | have ny

hospital stays. The nedical bills are out of control.
That is one thing.

Li ke, we do need care that is not going
to bankrupt us all, you know, and that's -- that's
really what's hard and heart breaki ng about |iving here
in the United States.

But, |ike, we -- you know, | was in and
out of the hospital for nost of |last year with cardiac

| ssues before we even found out that | had

www.Capital ReportingCompany.com
202-857-3376



10

11

12

13

14

15

16

17

18

19

20

21

Public Meeting October 13, 2020

Page 184
scl eroderma, before that diagnosis even cane in.

And | didn't realize, because, you
know, | was trying so hard to keep up ny life. Like,
was an audiologist. | was trying so hard to nake it to
wor k every day, that that's what your entire household
revol ved around, was getting ne to and from work for
t hose eight hours, and part of it is because that's

where ny insurance was conmng from

And al so because | |oved ny job, |
| oved ny patients. And -- and so, you know, | | ook
back and | honestly don't -- there's a |ot of days
that are very -- |I'Il put it that way -- there are a

| ot of days that that pain level is so high that if

you | ook back at it a year later, you're like, | don't
know. | -- | just don't know.

And -- and some of that conmes fromthe
brain fog; some of that comes fromthe pain. | think

the pain also can result in nood changes. So you can
end up being a lot shorter with people and irritable
with people when normally that's not your personality

and that's not how you are and that's a really hard
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thing to experience, too, because you don't want this
condition to change who you are as a person at your
core.

And | think, you know, spending that
time being mndful and neditating and bei ng, you know,
outside as nuch as you're able or spending tine with
friends and | oved ones and your support group is
really inportant to keep those changes from happeni ng.

The other problemis the insomia. So
when you are in so nmuch pain that it keeps you from
sl eeping. And not sonething that, you know, it's --
it's really hard to regulate and now, it's -- it's not
very common that | get through a day w thout a nap,
you know.

And that's not sonething that's
conduci ve to working an eight-hour workday in nost --
nost jobs. Like, I'm 35, you know, and so the
expectation is, oh, yeah, you're going to be at work.
You know?

And that's not the reality. And

especially nowwth COVID. Like, | had to resign from

www.Capital ReportingCompany.com
202-857-3376




10

11

12

13

14

15

16

17

18

19

20

21

Public Meeting October 13, 2020

Page 186
nmy job because of the high risk. And there were no
contingencies for those of us with scl eroderm and
ot her high-risk conditions or how are we going to
support you and help you through this by the
governnment, and | think that part, for nme, was really
upsetting.

Li ke, everybody that is high risk is
not necessarily over 65. There are high risk people
t hat they don't have di abetes, they don't have high
bl ood pressure. You know? There are other forns of
high risk, and | think nore people need to recognize
that, and recognize that this is a disabling disease.

It's rare and it is very difficult to

live with, |ike all of our panelists have -- have
explained. And it -- just it can conme on fast and hard
and you don't know what is going on until it's already
set in.

And that takes a while to wap your
head around and accept, and so there needs to be a | ot
nore support. And | think doing things |ike this now

are wonderful so you all can understand our day-to-day
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is extrenely difficult. And we need nore people to
know t hat and hel p accommodate that, because that is
going to keep us in nore of the social nodel of
disability as opposed to just the nedical nodel of
di sability. Thank you.

M5. BENT: Thank you. And | think -- |
t hi nk what you're speaking to is really what -- what
we're all kind of -- | mean, for -- for those of us
who are not patients with system c sclerosis and naybe
those of us who are -- are not experts in the field,
and | clearly put nmyself in -- in that. |I'm not one of
the reviewers fromthe medical division.

| think what you're stating is really
what's becom ng very clear to those of us who are not
experts, which is -- you guys are doing an amazing job
ki nd of getting through -- through the -- through the
days, trying to -- like, with -- not letting us see

all of the challenges of this disease, but it's really

becom ng, | nean, it's -- it's obvious that this
has -- this disease has - this condition has -- has
huge inplications for -- for -- for you and the -- the
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quality of your life and how you' re able to get
t hrough -- through your days and so | -- | really -- |
really -- | really thank you guys all for -- all for

calling in and kind of sharing these experiences with

us as well as our -- our panelists who are really kind
of setting -- setting the stage for -- for everybody.
At this point, | would like to -- |
would like to turn to Dr. Schreiber from-- one of our
FDA panelists who | think she wanted to -- to ask us a
guestion. And so let me -- let ne turn to her and --

and go ahead.

DR. SCHREIBER: All right. Thank you so
much. | want to echo what all of ny coll eagues have
said, which is to thank panelists for participating.
It's very informative.

So | know we heard from Noell e and
Jacki e who had shared their experiences with stem cel
transplantation, but it didn't appear as though any of
the other responded to the poll has reported
transplant as a nedication option they had undergone,

and | was curious as to the reason for this.
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s this because it hasn't cone up in
di scussions with your rheumatol ogists? Is it because
they didn't know that it was an option, or because
your di sease state wasn't severe enough, or if it had
been presented to you as an option, is it sonething
that you didn't want to pursue or is it because the
benefit risk profile didn't seem sufficiently
favorable to you?

Thank you so mnuch.

MS. BENT: So let nme -- let nme --
first, let me ask people who are online if you have
comments on this, please give us a call or -- or type
in -- type in your comnments.

And now et nme turn to our panelists

and see if any of you who have not undergone a

transpl ant have -- have any thoughts or want to --
want to share any of your -- your thoughts on -- on
t hat .

Agai n, you certainly don't have to
share thoughts if you don't -- don't want to, but if

you have t houghts, please |et us know.
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Dem, did you -- did you want to
unnute? Sorry. | didn't nean to put you on the spot.

MS. TRICE: Yeah. | unnuted.

MS. BENT: Okay. Good.

M5. TRICE: | have not undergone that
treatnent. The reason why | didn't undergo that
treatment is because |'ve heard from other people it's
| i ke a 50/ 50 where sonme people it hel ps, sonme people
It doesn't help, and because |I'm already in enough
pain, | didn't want to risk putting nyself in a
situation where | could have additional pain or
addi ti onal conplications.

So | didn't even attenpt to try to get

MS. BENT: Okay. Thank you. Did anybody
el se have -- have any thoughts?

MS. LATKA: Can | just add one thing
al so on that, even though I've had one? So | had
mentioned -- so | have |ocal doctors here, |ocal
r heumat ol ogi sts and they were very nuch agai nst ne

getting the transplant because | had nentioned it to
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t hem as an opti on.

And then when | did go see the other
doctor in another state, and that was the only option
she gave ne, they were a bit nore open to it, but
very, very leery of it because of the nortality rate
at the tine.

And one other thing, too, is | think
that -- or at |east what | have been told and in ny
research what | found out is there are certain
requi renments that you have to have in order to get the
transplant. | don't know specifics on all of the
requi renents, but at |east one for nyself was your --
your DLCO of your lungs could not go bel ow 40 percent
in order for you to survive the transpl ant.

M5. BENT: Okay. Thank -- thank you,
Jackie. Before we nove on to the polling questions,

l et me just stop and say is there anything anyone el se
would like to add or else we'll -- we'll nove on to
our -- to our next set of -- of polling questions.

So all right. So it |ooks |ike for

t hose of you online who have thoughts on this, whether
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it's why you chose a transplant and -- or why you
didn't chose a transplant, if you want to share those
with us in the coments or nmaybe if you feel open to
t al ki ng about as part of your subm ssion to the
federal docket, we would -- we would really -- we
woul d appreciate that.

But now we're going to nove on to

our -- our next polling question, so -- and we're
going to do two sonmewhat in -- in kind of rapid
successi on because we are -- we are com ng kind of up
on the -- the tail end of our neeting, and | want to

get through -- get -- get kind of everybody's thoughts
on t hese.

So the first -- the first question is
"For medi cal products or interventions that you
use" -- wait. Sorry. Okay. Sorry. | skipped -- |
ski pped one. Sorry. Ckay.

"Besi des the nedical products or
i nterventions nentioned previously, what else are you

doi ng to manage your system c sclerosis?" And this is

al so a check all that apply with "A" being "Over-the-
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counter nedications such as ibuprofen or

acet am nophen." "B, Lotions or noisturizers." "C,

Physi cal therapy and exercise." "D, Diet nodification

such as the keto diet, the paleo diet, vegan diet, et

cetera."” "E, Counseling or psychol ogical treatnment."
"F, Oher therapies not nentioned." O "G |'m not
t aki ng any therapies to nmanage ny system c sclerosis

or sclerodernma.”

And so let me see. Okay. And | think

that this kind of -- this | ooks to be pretty
consistent with what we -- we heard so far from --
fromthe -- fromthis -- fromour panelists and from

our callers as far as nobst using over-the-counter
medi cations and noisturizers, physical therapy and
exercise as well as dietary nodifications.

And | know we |isted very specific
diets and | know that from what we heard today, it
sounds |i ke everybody kind of has -- has found the
diet that works for themand it m ght be a hybrid of
multiple different diets that -- that really kind

of -- kind of work for them
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But it |looks like we -- we are
seeing -- seeing a lot -- a lot of use of the over-

t he-counter nedi cations, noisturizing, physical

t herapy, diet nodifications. Sonme -- sone counseling
or psychol ogical treatnent and then other -- other

t herapi es not nentioned.

And so let nme turn to -- to Shannon and
see, Shannon, did -- do we have any comrents about
ki nd of the other therapies?

MS. COLE: Yes. So we did receive one
comment froma participant who i s using other
therapies and listed a few, such as the warm-- a warm
wat er therapy pool, massage, pelvic floor therapy,
wat er aerobics, building a strong support system
having a different nental outl ook, and kind of taking
qual ity over quantity. Asking for hel p when they need
it, learning to |l et things go, yoga and stretching,
and bible tine.

MS. BENT: Excellent. Thank you. Thank
you. And so now let's nove on just -- just kind of

to -- to the next polling question, which is "For the
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medi cal products or interventions that you use, what
styles of treatnent bothers you the nost?"

And maybe this is kind of a |eading
questi on because we're asking you what bothers you.
Qbvi ously, there are benefits for the treatnents, or
you woul d not be using them but -- but in this case,
we're just trying to figure out what -- what are --
what are the things that are -- are the things that
bot her you the nost.

And you can choose up to three answers
for that with "A" being "How the nedication is
adm ni stered, such as a topical cream an injection,
or an oral nedication." "B, The treatnment only

provides m ni mal benefits.” "C, The treatnment is

effective only for a short term" "D, Bothersone side

effects of the treatnent.” "E, Concerns about serious

risks of the treatnent.” "F, Uncertainty about | ong-
termeffects of treatnent.” "G Difficulty in
accessing the treatnent, such as insurance or
physician referral." O "H, O her negative inpacts not

menti oned. "
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Okay. And so -- so | ooking here, it
seens |like the -- the mpjority of challenges are that

the treatnent provides mniml benefits, the side
effects can be bothersonme, and there's sone concerns
about -- about the risk of -- of the treatnent.

And, of course, we have heard from - -
from peopl e who have called in already today and from
our panelists about some of the challenges. Did we
| ose a response? Okay.

So | ooks |i ke maybe we | ost one of the

responses, but -- but that's okay. This will -- this
wll still give us a good -- good information. It
still looks like the treatnent only provides m ni mal

benefit and the concerns about the serious side
effects are -- are helpful to -- helpful for us to
know.

And so | don't know if anybody wants to

give us a call and kind of share some thoughts with us

about -- about this or maybe share sonme conmments
online. I know we are -- we are comng up to -- to the
end of -- of -- of the neeting, and I did want to kind
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of nove the -- into kind of our final -- our final
polling question, which is really a hypothetical
scenari o.

And we've talked a | ot about this, but
| think it would be hel pful for us to just kind of put
this all into context and kind of wap everything that
we' ve tal ked about during this session today into --
into this final hypothetical scenario, and | think
that | have to read the entire hypothetical scenario
to you -- oh, no. | don't. Excellent.

Sol will read it, but it |looks like --
we wanted to put a lot of checks in again, we found
out we had sone technol ogi cal challenges with that, so
here's the hypot hetical scenario.

"So imagi ne that a new self-injectable
medi cation indicated to treat system c sclerosis has
recently been approved by FDA. Your doctor believes
t hat you may be a good candi date for this nedication.
IN the clinical trials that were conducted, the
medi cati on was shown to reduce the synptom that nopst

significantly inpact your daily |life when injected
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once weekly.

More common side effects of this
t herapy may include headache, diarrhea, nausea,
stomach or abdom nal pain, and wei ght |oss. Rarer, but
it's nore serious side effects may include infection,
sei zures, trouble breathing, fever, general feeling of
di sconfort or illness, and risk of bl eeding.

And so given these risks, would you
take -- would you take this nedication?"

And so your options are, "Yes, No," and
"Maybe. "

And so -- so | think that one of the
things that we're going to -- that I -- | want to kind
of ask about is does your acceptance of potenti al

safety risks go up with potential effectiveness of the

product ?

And so -- so, okay. So we're seeing
t hat about -- I'mjust going to give it a second,
because | know there's a -- there is that 20 second
delay in -- in getting the responses. But we're
being -- 1've had half of the people give or take are
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on the yes side. Maybe about -- all right. So -- so

it's flip-flopping between yes and maybe. We don't

have sone -- sone absolute no's, and | think that
that -- that's really -- that's really hel pful --
hel pful for us -- us to -- to understand, and | think

t hat Susan really kind of touched on this earlier,
because | think we're tal king about are we treating
synptons or are -- or are we actually, you know, is
this -- is this going to -- is this going to work on
synptonms, or is this going to actually work on the

di sease itself.

And so | think that that -- that --
that m ght -- that m ght kind of inpact the -- the
decision as well. So let me -- let me kind of turn
to -- to our panelists and maybe ask a qui ck question

right as we're kind of wrapping up, which is |ike, can
you guys share with nme any idea of what an ideal
treatment m ght |ook |ike for you?

What would -- what would an -- what
woul d -- what would an ideal treatnent kind of be?

Wuld it be sonmething oral? Would it be sonmething |V?
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Wuld it be sonething that you took once a nonth or
once a day? What would it treat? Maybe just give us a
little idea of -- absent a cure, which, of course,
woul d be -- would be wonderful, but what would -- what
woul d an ideal treatnent kind of |ook |ike?

| don't know if any of you have -- have
any thoughts on that that you haven't already shared?
Dem , go ahead.

M5. TRICE: For ne, once a week or once
a nonth treatnent would be good. That would help. |
have a famly, so |I'mconstantly on the nove and
constantly have to be active, and | volunteer a | oot.

So I would like sonething that woul d be
conveni ent. The easier, the better. If I could self-
admnistrate, it wuld be better. Going to the
doctor's office, having another appoi ntment woul d not
be sonething that |'d be |looking to do, but |I would do
it as long as it didn't have anything that woul d be
like a fatal result fromthe treatment, | would be
wlling to take it.

M5 BENT: Okay. Thank you. Anita?
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MS. DEVINE: | would be looking if
possible to an oral nedication. | think that many of

us with sclerodernma have very bad veins and |IVs are
pretty traumatic for us, so that is an issue as wel
as, you know, the fact that you have to go in to get
the I'V. An inconvenience.

|'"d al so be I ooking at the reginen. Is
it multiple tines a day, is it once a day, because
t hat does i npact conpliance and -- and ability to
really be successful. So that's my thought.

M5. BENT: Great. Thank you. Susan?

M5. NYANZI: |'m open to nedicati on,

tabl ets and now that |1've been with the PICC |line for

four years, I'"'mopen with infusion as well. Again, if
that can be self-adm nistered at hone, | have to cl ean
my PICC line every -- every day, twice a day. | would

be open to that.

M5. BENT: Great. Thank you. So can
| -- I"'mgoing to go a little off script here, but it
woul d just be hel pful for me, too, because | don't

know -- | didn't really -- | didn't tal k about this,
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but I'm-- I'ma nurse, and so | was wondering, when
you guys are -- have tal ked about the |IVs and the

difficulty of getting IVs and things, do you -- do you
experience the sanme degree of difficulty of simlar

degrees of difficulty when you're getting just a

regul ar blood draw, or is it really -- is it really
the -- or is the IVreally the -- the nore -- nore
chal | engi ng? And so just -- go ahead.

M5. TRICE: Really, it's just any of
it. The bl ood draws, sonetines | have to get stuck
five tinmes. Sonetinmes ny veins won't allow the tubing
to go through because of the tightening, so it's any

of it. So it's not necessarily just one way; it's both

ways.
| don't even |like to go get ny bl ood

drawn anynore. | try to have themdo all tests at one

time so that | don't have to be subject to that Kkind

of pain again.
MS. BENT: Okay. Thank you. And | think
that that's really sonmething that we -- we -- you

know, as people are designing clinical trials, and
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obvi ously we need -- there needs to be nonitoring for
safety and things |ike that, but -- but your conmment

about kind of trying to cluster the bl ood draws or --

so that they're -- they're really the -- you know,
it's as -- as few as possible, really, I nmean, it kind
of -- it kind of resonates with me and so | hope that
it resonates with sone of the -- the rest of -- of the

peopl e watching as well because | think that this is

where we have the opportunity to hopefully do -- do
our -- do our best to make things as -- as sinple as
possi bl e for people who are -- are -- are
participating in -- in -- in research and things |ike
t hat .

So let ne, as kind of ny -- let ne
first of all thank all of you so much for -- for your
t houghts and your -- your -- your feedback and |
just -- | want to turn in the last nonments -- and |

know | ' ve gone a few m nutes over, so | apol ogize --
t o Shannon, who has a few nbre comments from onli ne,
and then we will turn to -- to Dr. Nair for -- for his

cl osing remarks. Shannon?
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MS5. COLE: Yeah. So we have received a
few comments about the hypothetical scenario and one
participant said that they are willing to try a new
drug as long as they can stop taking it if the side
effects outwei gh the synptom managenent.

And anot her partici pant nmentioned that
tablets are a challenge with sclerodactyly hands.

And t hen another -- another participant
mentioned that they -- they would appreciate if the
treatment decreased or mnimzed their fibrosis. And
t hat woul d be what they would | ook for in an ideal
treat ment.

We actually just got another comment
about your question, Robyn, for the blood draw. And
this participant said a single blood draw for ne is
fine, but when a longer termI1V is needed, they have
had to have a guided wire IV, which is horrible, and
t hey ask for an ultrasound-guided usually fromthe IV
t eam

MS. BENT: Excellent. Excellent. Thank

you so nmuch, Shannon, and again, thank you -- thank
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you to our FDA panelists who -- who are here and to
our -- of course, our patient panelists both for the
first and second sessions. And -- and to, again,

Shannon and Lyna who have done all the work behind --
behind the scenes while |'ve been on this canera.

So let nme turn this over nowto -- to
Dr. Nair who is going to provide us with sonme closing
remar ks. Thank you.

DR. NAIR: Good afternoon, and thank
you for the opportunity to share closing renmarks of
what we heard today. The perspectives and insights you
have shared allow ne to approach nmy role with a better
| dea of conpl ex needs of the scleroderma patient
communi ty.

We fromthe FDA are often tasked with
review of different neasurenents to assess scl eroderm
di sease activity and studies to evaluate treatnents
for scleroderma. It is critical for us to better
understand the patient perspective when assessing the
outconmes for systemc sclerosis that appropriately

capture the patient's perspective.
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Scl eroderma is a conpl ex nedi cal
condition that affects so nmany organ systens, and
consequently can affect so many aspects of people's
i ves. Thank you for participating today in this
meeting and for sharing your stories and experi ences.

We heard the stories today of how
scl eroderma can decrease the ability to participate in
activities such as the ability to play the piano or
participate in dancing. We heard how life plans have
to be changed, including stopping a business, losing a
j ob, or having to stop college in order to take care
of scl eroder na.

We heard about how Raynaud's col d
I ntol erance and pain is severe and patients physically
have to relocate to warnmer |ocations in hopes of
maki ng the synptons better, but know ng that the pain
will not conpletely go away. W heard about how
paralyzing the pain fromcalcinosis is and that there
are very few options in being able to alleviate the
pai n.

Many activities that people take for
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granted on a day-to-day basis have to be pl anned
carefully, including social activities, food to eat,
and planning for travel in order to avoid
conplications of scleroderm

We heard about using ingenuity to work
around the issues conplicating scleroderma, including
straw and tape to pick up coins, nodifications to door
knobs, and net hods to extract cal ci nosis.

We heard about how the fears of
devel opi ng new synptonms and dying earlier are nmgmjor
concerns with this disease and we heard about how
support groups and educati on about scl eroderma have
been very hel pful in cooping with scl eroderm.

Patients are experts in their
condition. The ability to hear what is npbst inportant
to patients with regards to synptons, daily inpacts,
and currently available treatnments for scl eroderma can
hel p FDA and ot her stakeholders to facilitate nedical
product devel opnment as well as understand how patients
view the benefits and risks of therapies and devices

for sclerodernn
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You all have identified a |lot of key
| ssues today. Anpbng them we heard that pain is a
significant issue with scleroderma, which can be from
mul ti pl e sources. These include nuscle and/or bone
pai n, excruciating pain caused by cal cinosis and pain
caused by digital ulcers.

Digital ulcers have been a problemin
t hensel ves because they can also |lead to | oss of
fingers and toes. We have heard about digestive
synptonms, which limt the types of food that can be
eaten and al so the anmount of food. We heard about only
being able to eat once a day. W heard about how
reflux requires significant nedical intervention just
to keep under control. W heard about issues with
mal absor ption and i nconti nence due to scl erodernm
conplications.

The fatigue is unpredictable and can be
severe | eading to days where it is inpossible to get
out of bed and can |limt activities that were
previously routine.

Ot her key issues include shortness of
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breat h, requirement of oxygen, and damage t hat
scleroderma inflicts on organs |ike heart, Kkidneys,
and | ung.

As FDA continues striving to
| ncor porate patient perspective nore broadly into
medi cal product devel opnent, neetings such as this
scl eroderma neeting you have participated in help
enhance our understanding of the patient perspective
and assist in noving the science of patient input
f orwar d.

This input is valuable for FDA's drug
revi ew because it hel ps provide the underlying
clinical context about the severity of the disease and
currently available treatnents. This context is
necessary to take into account when assessi ng whet her
drugs benefit outweighs its risk.

This kind of dialog is extrenely
val uabl e, not only for FDA, but also industry,
academ a, and ot her nedical product devel opers in the
room and on the web. The perspective shared today can

hel p stakehol ders identify areas of unmet need in the

www.Capital ReportingCompany.com
202-857-3376




10

11

12

13

14

15

16

17

18

19

20

21

Public Meeting October 13, 2020

Page 210
pati ent popul ation, identify or develop tools that
assess benefit of potential therapies, and al so raise
awar eness and channel engagenent within the patient
conmuni ty.

I nvol ving patients through the direct
drug devel opnent process has the potential to
strengthen the process and i nprove the science.

Once agai n, thank you for your
partici pation and sharing your perspectives with us
t oday.

In addition, I would like to thank
everyone involved in planning this meeting. Thank you.

(Wher eupon, the neeting concluded at

2:32 p.m)
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CERTI FI CATE OF NOTARY PUBLI C

I, JANEL FOLSOM the officer before whomthe
f oregoi ng proceedi ngs were taken, do hereby certify
that any witness(es) in the foregoing proceedi ngs,
prior to testifying, were duly sworn; that the
proceedi ngs were recorded by ne and thereafter reduced
to typewiting by a qualified transcriptionist; that
said digital audio recording of said proceedings are a
true and accurate record to the best of nmy know edge,
skills, and ability; that | am neither counsel for,
related to, nor enployed by any of the parties to the
action in which this was taken; and, further, that |
am not a relative or enployee of any counsel or
attorney enployed by the parties hereto, nor
financially or otherw se interested in the outcone of

this action.
@Wp& . “MJ&? om/

JANEL FOLSOM
Notary Public in and for the

State of Maryl and
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CERTI FI CATE OF TRANSCRI BER

I, ANI TA CURNETT, do hereby certify that
this transcript was prepared fromthe digital audio
recordi ng of the foregoing proceedi ng, that said
transcript is a true and accurate record of the
proceedi ngs to the best of nmy know edge, skills, and
ability; that | amneither counsel for, related to,
nor enployed by any of the parties to the action in
which this was taken; and, further, that | amnot a
relative or enployee of any counsel or attorney
enpl oyed by the parties hereto, nor financially or

otherwise interested in the outcone of this action.

:::\::lh-ﬂ."..\_h I'\-\_ - SIS p o

ANI TA CURNETT
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