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Addressi_ng the Global Bur(?e? of
Atopic Dermatitis:

Navigating Evolving Best Practices
for Diagnosis and Treatment

Hello, my name is Thomas
Bieber. I'm a dermatologist
and allergist at the
University of Bonn in
Germany, and | welcome
you to this series of
presentations, Addressing
the Global Burden of Atopic
Dermatitis.

Navigating Treatment Decision-
making in Adults With AD

Introduction ‘

+ Atopic dermatitis (AD): chronic, pruritic,
Inflammatory skin disease that occurs most
frequently in children but also affects many adults

« Prevalence of adult AD ranges from 1%-10% in
different populations; 7% in United States

o 1in 4 adults with AD report adult-onset disease

+ Complex pathogenesis involving genetic,
immunologic, and environmental factors that lead
to a dysfunctional skin barrier and immuno
dysrogulation

= Pruritus is the hallmark of AD and is responsible
for much of the disease burden for patients and
their families

© Depression, anxiety, and sleep disturbance are
frequent comorbidities

VisitActivity 1 to learn
more sbout AD pathophysiclogy

And today, | would like to
address the treatment
decision-making in adult
patients with this disorder.

| think that, for most of
you, | don't need to present
the clinical pictures of the
phenotype of this disorder,
but | just would like to
remind you the key points,
that is, that this is the most
important and most
common inflammatory skin
disorder globally. It affects
1in 4 adults, particularly in
adult-onset disease. It
affects many more children,
but this will not be the
topic of this presentation.
And we know that this huge
heterogeneity in the clinical
phenotype is somehow
mirroring what happens in
the immune system and in
the skin self. So, the
complex pathogenesis
involves genetics,
immunology, and
environmental factors, and
probably also epigenetic
regulation, that are all
contributing to that highly
itching and particularly
complex disorder. The
disorder itself has a number
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of consequences in terms
of impacts on the quality of
life of these patients, and
particularly also in the
families and the relatives or
caregivers. And | would like
to suggest that you also
visit Activity 1tolearn a
little bit more about the
pathophysiology of this
disorder. That will guide
you a little bit to the
pharmacological
interpretive options for this
particular disorder.

4
Current Management and
Treatment Recommendations
5 Overview: Treatment Algorithm for

Moderate-to-Severe AD’

* Consider compliance and
f therapy has.

diagnosis, i
insufficient effect

sssss

And that’s exactly what we
would like to discuss in the
following minutes, that is,
the current management
and treatment options and
recommendations that are
currently, at least according
to the guidelines, available.

So this picture just shows
you one of the figures of
the most recent guidelines.
Looking at the stepped-tier
plan for adults, in that case,
patients with atopic
dermatitis. And as you can
see here, this is what you
see in all or almost all the
guidelines worldwide,
starting with the kind of
baseline or basic therapy,
which includes, on one
hand, the use of emollients
and other preparations
aimed to address the
barrier dysfunction. Of
course, the avoidance of
allergens, because we know
that in a subpopulation of
patients, allergies may play
a significant role in the
induction of exacerbations.
And also, the educational
programs should not be
forgotten because these
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are extremely important,
particularly because these
patients are always keen to
learn more about the
disorder. And the issue of
compliance is really
something that is relevant
in the management of
these patients. And then as
in almost all the diseases
that we know, we have to
approach these patients
depending on the severity.
So, the treatment
algorithms are different
depending on whether you
are looking at the mild
patients, moderate
patients, or more severe
patients, as shown on this
slide. For the mild patients,
you can afford to treat the
acute flares with topical
steroids in a more reactive
way. While for the more
mild to moderate forms, |
would say the use of topical
steroids and topical
calcineurin inhibitors in a
proactive way is very
useful, in order to better
control the disease on the
long run and to avoid
frequent exacerbations.
And this has been nicely
shown in a number of
studies about a decade ago
in the context of the line
extension of Protopic, for
example. As an add-on
therapy, and | would really
specify that this is not an
alternative, this is not
something which is in
between the topical
treatment and the systemic
treatment. It's just an add-
on, the UVB treatment that
is, | think, extremely helpful
for a number of patients,
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particularly those that
report that the disorder is
improving, typically during
the summer time.
Psychosomatic counseling
is also of importance
because it, again, very
much contributes to an
increased compliance of
these patients. And for the
more severe patients you
have to rely on kind of
systemic treatment and
currently we have, and we
will go to that more in
details afterwards, | would
say the old-fashioned
treatments, like the
immunosuppressive
treatments, like
cyclosporine and
methotrexate,
azathioprine, and the
systemic steroids. While on
the other hand, you have
the more modern
treatment with the
biologics (dupilumab,
tralokinumab), and the JAK
kinase inhibitors
(baricitinib, upadacitinib,
and abrocitinib).

Coming back to the
limitations of the historic

6
Limitations of Historic Therapies: TCS

= Mainstay of therapy for moderate-t

severe AD, but may not be sufficient for
certain patients

* Limited by anatomic use restrictions
and local AEs
Skin atrophy, striae, andior application
site reactions

= Systemic AEs: loss likely to occur, but
may develop with prolonged use of high-
potency TCS on thin epidermal regions

may occur with

Inappropriate, prolonged, or frequent

use, particularly with mid-to high-
potency TCS

= Steroid addiction: dependence on TCS

to manage eczema symptoms, leading
to continuous or increasing use

= Can occur due to skin tolerance to the

effects of steroids, leading to a need
for higher doses to achieve the same
symptom relief

Skin atrophy

5

Striae

&
£y
£ NI
TCS withdrawal

s
i

therapies, particularly the
TCS as you see here, you
probably have seen a
number of these patients
who have used topical
steroids for many, many
weeks and months, leading
sometimes to this kind of
steroid addiction situation
as you see on the lower
right part of the slide, in
this kid that has used TCS
for a longer period of time
and then experienced this
withdrawal with acute
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7 Limitations of Historic Therapies:
TCl Immunomodulators

= Pimecrolimus: mild-to-moderate AD
< 1% indicated for patients aged 26 months depending on country

= Tacrolimus: moderate-to-severe AD
0.1% indicated for patients aged >15 years
0.03% indicated for children aged 22 years

= Common AEs: local skin irritation (burning, pruritus, and
erythema) at the application site
< May drive some patients to discontinue TCls prematurely

= Black box warning: although a causal relationship has not been
It rare cases of i (eg, skin and
have been reported in patients treated with TCls

exacerbation of the
disorder.

On the other hand, we also
have the TCls. | wouldn’t
say that these are really
immunosuppressive drugs,
but immunomodulators
topically, but we have two
drugs available —
pimecrolimus and
tacrolimus. Pimecrolimus
clearly is not so efficient as
tacrolimus. And it's
certainly the first choice for
the treatment of patients
with more mild-to-
moderate forms,
particularly in the pediatric
populations. While the
tacrolimus treatment is
very effective in moderate
and sometimes severe
patients that are suffering
from this disorder. But for
both compounds, you
know, and the patients will
report this, this typical local
irritation is a kind of tingling
and burning sensation,
particularly during the first
few days after the first
application. So, you have to
explain to the patients this
kind of side effect and that
the side effect will fade,
most probably, once the
inflammation has been
improved, the barrier
function has been restored
somehow, and the drug will
be much less aggressive, |
would say, in terms of side
effects. You all are aware
about the black box
warnings issued in 2005 in
the context of these two
products. Meanwhile, we
know that there is no
scientific evidence for this
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8 Limitations of Historic Therapies:
Systemic Immunosuppressive Agents

» Cyclosporine A
Disconl tin

AEs of Oral
Corticosteroids

- Increased risk of infction

- Weight gain

- Osteoporosis

- Worsening of diabetes or
hypertension

= Cataracts

- Muscle weakness

- Fluid refention

- Peplic ulcers

- Easy bruising

- Altered mood or

in nearly half of patients dua lo

2 ported or
nepnrotosiiy an nypertension) AEs
= Oral corticosteroids
= Long-term use not recommendad due ta AE profle and risk
of severa rehound flares ater discontinuaton
= Off-label drugs (eg, azathioprine, methotrexate, and
mycophenolate mofetil)
> Often discontinued due to inefiectiveness or AEs
= Long-term effectiveness and safety data are scarce

psychasis

black box warning, and that
both drugs are really safe in
the management of these
disorders.

So, with regard to the
systemic
immunosuppressive agents,
like cyclosporine A, topic
and oral steroids, and off-
label drugs azathioprine
and methotrexate
particularly, we all know
and are aware about the
use of this drug. In Europe,
cyclosporine A is the only
one which is approved by
the European Medicines
Agency, while azathioprine,
methotrexate, and
mycophenolate are not
approved, and | assume will
never be approved for this
indication. And you know
that the use of oral
steroids, according to the
last guidelines, is very much
restricted to very particular
situations. When you have
a patient with a very severe
flare, maybe you can afford
to use oral steroids, but
certainly not for mid-term
or long-term use as we still
unfortunately, we still see
in some patients that are
referred to us. And the
problems related to the
oral steroids are nicely
shown here on the right
side of the slide. You know
all about these steroids’
side effects and | think,
nowadays, we have enough
new drugs available as an
alternative to this kind of
treatment.
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9

; So, this is a typical patient, |

‘9_ 23-YEAR-OLD WOMAN WITH
+=| A15-YEAR HISTORY OF AD
THAT IS WORSENING RECENTLY
~Medical history: asthma, treated with albuterol inhaler

+Current treatment:

- Physical examination: 30% BSA dematts, vIGAAD 4,
Pruritus NRS &

*Reports Ity with daily activilies inoluding decreased work
produciivity and sleep disturbance

to briefly present here and
we will come back to that

patient afterwards. This is a
o i 23-year-old woman that
e has a 15-year history of

atopic dermatitis that
worsened recently. Very
important in the history is
the fact that she's a typical
atopic patient, particularly
suffering from asthma as
another atopic comorbidity,
and she is treated with an
albuterol inhaler. The
current management of the
disorder was tried with
pimecrolimus on the face,
clobetasol on the problem
areas, and triamcinolone to
nonfacial skin twice weekly
for maintenance. What is
interesting is the body
surface area which is 30%,
which is quite a lot and, as
you can see here, the VIGA,
which is 4, which is in fact
implying that this patient is
classified as a severe form.
Not surprisingly, having a
pruritus NRS of 8. And of
course, not unexpected,
this young lady reports
about issues with the daily
activities, particularly the
impact on the working
productivity and the sleep
disturbance. So, thisis a
kind of archetypical patient
that we will come back in a
moment to.
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12

Novel Targeted Therapies for AD

Biologic and JAK1 Inhibitor Therapies
for Moderate-to-Severe AD

A patents whose disease = not
o0 herapies or ‘Ahen nose Mersples are

Biologic Therapy for Moderate-to-Severe AD:
Dupilumab and Tralokinumab

- o @
\ﬁunllmh ,/"// \ A \. \Y/nalok;numnb

FDAIpprOVed Indication

NormalIL.4 signling Norma 1L4 signaling Signaling or
No 13 signaking Decoy?

So now let’s speak about
the new therapies.

We roughly have in the
States these four products,
while in Europe we have a
fifth one. So, in the US
situation we have the two
main biologics available,
dupilumab and
tralokinumab. And in the
States, you also have
upadacitinib and abrocitinib
as the typical JAK kinase
inhibitors. In Europe, we
also have baricitinib, which
is a JAK1 and 2 inhibitor
that is available for the
treatment of moderate-to-
severe patients.

Now, with regard to the
mode of action, as you
know, the biologic therapy
for moderate-to-severe
topic dermatitis currently is
feasible by two main
products. Dupilumab,
which has primarily been
approved for atopic
dermatitis, but meanwhile
had a line extension for
other indications like
asthma, chronic
rhinosinusitis, and
eosinophilic esophagitis,
and most recently also for
prurigo nodularis. So the
drug itself is now approved
for a whole range of
patients suffering from this
disorder down to patients
that are aged 6 months and
older. On the other hand,
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Long-term Efficacy

LIBERTY AD OLE STUDY
= Adult I

13 Dupilumab in Adults With Moderate-to-Severe AD:

= Concomiant 15| and T8 pemitied

ey
et e

E, with (A) EASI

during the fi redby

i} TEAES: nasapharyngiis (25.9%), AD {16 B%). up
il Infestions {12.8%), and conjunctivibs (10.3% )

13.3%), herpes

we have tralokinumab,
which is also FDA-approved
for adult patients, but the
approval for adolescence is
currently ongoing. And the
same indication as for
dupilumab — moderate-to-
severe patients that are not
adequately controlled with
the topical prescription
therapy or for those
patients where the therapy
is not advisable. So, let's
have a look at some data of
these different products.

First with dupilumab, and
you are probably aware
about the number of
studies which have been
done. It's really incredible
the phase 3 program that
Regeneron and Sanofi have
started in the context of
the clinical development of
that particular drug. And
this slide just shows you the
long-term efficacy of
dupilumab in patients that
have been exposed, as
shown here, for up to 4
years to dupilumab. And
you see clearly there is, in
fact, nothing that looks like
a kind of escape
mechanism. So, the
patients that are responsive
for this drug, they stay
responsive for a longer
period of time. And | think
this is really good news for
these patients that have
this chronic disorder and
that need a long-term
management. And the slide
shows you, on one hand,
improved easy scoring, on
the left side, and on the
right side you have this
really nice response in
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Erratacil

Real-world Evidence of Dupilumab Efficacy and .

Risk of AEs: A Systematic Review and Meta-analysis

24 PUBLICATIONS COVERING 22 UNIQUE STUDIES AND 3,303 PATIENTS WITH AD FROM ASIA,
EUROPE, MIDDLE EAST, AND NORTH AMERICA

WLl I II! bl o
N ifd i

e e
Dupilumab treatment for AD is effective and well-tolerated in short term, but ocular AEs commenly cccur

i
i

terms of improvement of
the pruritus, starting from a
very substantial scale of 7
points typically, going down
to 2 points, and very stable
response here.

And these are the data
from the phase 3 trial when
you now are trying to look
at what happens really
under real-world
conditions. And we are very
lucky because we have,
really, a high number of
publications reporting the
experience with dupilumab
in many, many different
centers worldwide. We
have now more than 3,300
patients from different
countries, which have been
included in these real-world
studies. And the bottom
line and result of this is that
the data that have been
generated in the context of
the phase 3 trials have
been really nicely
reproduced in the context
of the real world. On the
other hand, as you know, |
think the single issue that
may be related with the use
of dupilumab are — or is —
the conjunctivitis. And not
unexpected, you will see
that in the real-world
evidence reports across the
literature, you will also see
that signal of this eye
problem that has been
reported, and you can see
here on the right side.
Typically, there is a kind of
correlation between the
duration of the treatment
and the proportion of
patients reporting that kind
of side effect.
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Tralokinumab in Adults With Moderate-to
Efficacy—Monotherapy

Tralokinumab in Adults With Moderate-to-Severe AD: .

Long-Term Efficacy

walokinumal vt {week 56 in ECZTEND);

Now, tralokinumab is the
second product that is
currently available for the
treatment of atopic
dermatitis of the moderate-
to-severe form. And these
are the results that are
summarizing the two
endpoints: IGA 0/1 on the
left side and EASI-75 on the
right side. And if you would
take IGA 0/1 as, | would
say, the most stringent
endpoint currently
available, that
approximately corresponds
to an EASI improvement of
90% and more. You see
here that you have an
average response of 20%,
22% of patients that have
reached that IGA score 0/1.
But as you can also see on
these curves, they do not
plateau at week 16.

And in a further slide you
will see that, in fact, when
you are looking at the
response of these patients
up to week 52, there is a
further increase in the
response of these patients.
So, in other words, when
you are putting patients on
tralokinumab you have to
explain to them that the
maximum response will not
be reached until | would say
week 20, week 24. So, they
need to be patient and you
need to explain to these
patients that it takes a little
bit longer than dupilumab
in order to reach the
maximal efficacy.
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Tralokinumab in Adults With Moderate-to

Efficacy—Combination With TCS

5 for 16-wocl

-Severe AD: .

for =% yaar, Inadequots esponss Lo tonical medicallars or systsnic Lesirent for AD n the past year
- Flaccho and ks

Wy,
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A ek s . - he I 814 s =431

18
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This efficacy can be
improved, typically with the
combined use with topical
steroids. And this is, by the
way, the same situation for
dupilumab where, in the
so-called CHRONOS study,
they have shown that that
the combo of dupilumab
and TCS indeed provides a
plus, | would say, in terms
of response, of something
like 10% to 15%.

roved in the US, ELL, and Jupin for treatment of acultand pediatric
AD

UPADACITINIE

+ Selective JAKY inhiitor

* Approved In the US, EU, and Japan 1o ISatmant of st and padiatric.
AD

e

B e

POPEMO]
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So now let's switch to the
next class of molecules —
the oral JAK kinase
inhibitors. The oral JAK
kinase inhibitors are of
three different drugs:
Abrocitinib, which is a
selective JAK1 inhibitor;
upadacitinib, which is also a
selective JAK1 inhibitor;
and baricitinib, which is the
JAK1 and 2 inhibitor. All
these products are
approved in the different
countries except baricitinib,
which is not approved
currently in the States for
this indication.

Baricitinib in Adults With Moderate-to-Severe AD:

Efficacy at Week 16715

BeRI2 0123,

P
BREEZE-ADE
B4R 1123

So, let's start with
baricitinib, which was the
first drug, or the first class
approved for the treatment
of moderate-to-severe
atopic dermatitis, in Europe
at least. And as you can see
here, again, based on the
VIGA for the studies looking
at two different doses,

4 mg and 2 mg. You see
here that an average 20%
of the patients have
reached that particular
endpoint, a little bit more
of course for EASI-75. This
clearly shows you that that
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Abrocitinib in Patients Aged 212 Years With

Moderate-to-Severe AD: Pooled Efficacy Analysis

PHASE 2B TRIAL (NCTO2T80167) AND 2 sy e —— s R
IASE 3 cTo

3349060, JADE MIONO-
0-2):

PH,
1; NCTO3575871, JADE MONO-2)

drug, at least compared to
the others (and if you are
doing a kind of network
meta-analysis this will be
more obvious), baricitinib
seems to be less efficacious
compared to, | would say,
the competitors like
abrocitinib and
upadacitinib. But again, as |
mentioned, the
combination therapy with
TCS allows you to have a
plus of at least 10% to 15%
in terms of efficacy. As for
most of the JAK kinase
inhibitors, you will see a
number of potential side
effects; we will come to
that later. But for
baricitinib, particularly the
safety profile was, at least
in my experience, clinically
really acceptable compared
to what | have seen with
other drugs.

Now, abrocitinib is the JAK1
selective inhibitor which is
a really interesting
molecule. It is currently
approved also for
adolescents, which is not
yet the case for
upadacitinib. And as you
can see here again on this
slide, when you look at the
number of patients who
have reached EASI-75
response, which is the
upper left panel of the
slide, you see here 60% of
these patients have
reached that endpoint.
That's really remarkable.
That's really something that
could be classified as a
really excellent response.
And this is also translated in
terms of EASI-90 — that is
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Upadacitinib in Adults With Moderate-to-Severe AD:

Efficacy at Week 52

ANALYSIS OF FOLLOW-UP DATA FROM THE LARGE, GLOBAL, REPLICATE PHASE 3 MEASURE UP 1
AND MEASURE UP 2 RANDOMIZED CLINICAL TRIALS (N=1,609)

nt respanses observed fhrough 52 vesks, both in
were. somired to upadacitini at week 16

in the panel Cjust below
that, with something that's
30% of the patients. That's
really a remarkable
response.

Similarly, upadacitinib
seems to have the same
kind of efficacy, maybe a
little bit better in some
clinical trials, particularly
for the highest dose, which
is 30 mg here. But as you
can see here, and in
contrast to the biologics,
you have quite a rapid
mode of action here.
You’ve reached a plateau in
terms of efficacy already
after 8 to 12 weeks, which
is really in sharp contrast to
what we know from
dupilumab and particularly
tralokinumab. And this is
true, of course, again for
EASI-75 on the left side and
IGA 0/1 on the right side.
One important point, which
is not mentioned on this
slide, is the dramatic
difference between
dupilumab, tralokinumab
on one hand and the JAK
kinase inhibitors with
regards to their efficacy in
terms of controlling the
pruritus. So, the kinetics, in
terms of response for the
pruritus as a symptom, is
really very, it's really
amazing to see how fast the
JAK kinase inhibitors are
inducing a substantial relief
of the pruritus and pain
sensation of most of these
patients. This is, in my
opinion, one of the most
important differences
between these small
molecules on one hand,
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24

* Encourage patients to report any eye discomfort; regularly

* Evaluate for conjunctival erythema at follow-up visits

and the biologics on the
other hand.

Safety Considerations of Novel
Targeted Therapies for AD

Safety Considerations of Biologic Therapies for .
Moderate-to-Severe AD: Injection Site Reactions

* Like all biologics administered
subcutaneously, dupilumab and
tralokinumab may be associated with
injection sita reactions.

* Can include, but are not limited to,
injection site swelling, pain, and bruising

Safety Considerations of Biologic Therapies

for Moderate-to-Severe AD: Conjunctivitis

evaluate patients for ophthalmologlc complaints

Patients with a history of eye discomfort may be at higher

and monitored more closely

risk for developing conjunctivitis and should be counseled - -
= Al patients reporting ocular symptoms should be ;
dlagnosed and treated adequately; consider referral to an -

st for further and

So, let's look about the
safety considerations that |
already have mentioned a
little bit before.

So of course, for the
biologics, we are all aware
about the side effects,
particularly related to the
injection site. And this is
something that you can see
in almost all the products
that are injected; whether
these are biologics or
something else, this doesn't
make any difference.

The difference is made by
the side effect that |
mentioned already, which
is the conjunctivitis. So, the
conjunctivitis is reported in
10% to 11% in the first
phase 3 trial with
dupilumab and the highest
rate was reported in one
particular real-world
evidence report, where this
high frequency has been
quite uniquely reported in
that publication. So, | think
it's important also to
mention that typically in, at
least in our experience
clinically, if a patient
already had conjunctivitis,
which is quite frequent in
atopic dermatitis, before
you start with dupilumab,
there is a substantial risk
that this symptom will be
even exacerbating during
the treatment with
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26

Safety Considerations of Biologic Therapies

for Moderate-to-Severe AD: Conjunctivitis (cont)

= Toplcal treatment options for biolegic-associated
con lude tear subs| d several

Formulation of Oily Cyclosporine 1% Eye Drops

R (NAF 1227

Safety Considerations of Biologic Therapies for
Moderate-to-Severe AD: Helminth Infections

= Helminth infections can co-occur with AD and should
be treated before initiating biclegic therapy

= Can be common in tropical and subtropical regions
and disproportionately affect resource-limited areas

= If patients become infected while receiving biclogic
therapy and do not respond to anti-helminth tr
discontinue biologic therapy until the infestation
resolves

dupilumab. It must not be,
but there is a risk for
exacerbation of that
particular symptom. Very
rarely, you will see
cicatricial ectropion as
shown on the right side of
the slide — a very rare
complication of the use of
dupilumab in these
patients.

So, this is something that
we know from the daily
practice. However, at least
in my routine and
experience empirically, |
have only a limited number
of patients that require
stopping the treatment
because of that side effect.
In most of the cases it
remains mild-to-moderate,
and most importantly it can
be treated by either topical
or eye drops containing
steroids, or by eye drops
containing cyclosporine A,
and the formulation is
shown on the right side of
the slide. And there are also
some options for treating
this with an eye ointment
which contains tacrolimus,
but this is an off-label use,
of course.

As you know, dupilumab
also blocks IL-13, which
makes sense to control the
inflammation in the skin, as
| mentioned, but also
blocks IL-4. And IL-4 is well
known also to be important
for the fight against
parasites. So, if you see
patients that have a
helminth infection that
occurs during the
treatment with AD, you
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should think about this and
also maybe transiently stop
the treatment, focus on the
treatment of the helminth
infection, and then you can
restart the treatment. |
know from colleagues in
South America, that not
seldomly when they are
starting the treatment with
dupilumab they are even
giving some systemic
anthelmintic treatment in
order to avoid any kind of
complication related to the
initiation of the treatment
with dupilumab.

27 Safety Considerations of Biologic Therapies for . So, with regard to further
considerations of the

biological treatment,
something that is
frequently asked by the

] patients, particularly in the

Moderate-to-Severe AD: Risk of Infection With Live Vaccines

recommended by current immunization guidelines prior

Consider completing age-appropriate vaccinations as
to initiating treatment with biologic therapy

context of the COVID
infection and vaccination
strategies, | think it is wise
before you start the
treatment to recommend
the vaccinations to be
done. Because you never
really know what the
potential interference could
be, and particularly avoid
the use of live vaccinations
during the treatment with
biological therapy. But this
is also the case, by the way,
for the JAK kinase

Avoid use of live vaccines in patients treated with
biologic therapy

inhibitors.
28 Now, in terms of safety
Safety Considerations: JAK Inhibitors (US) . .
profile for the JAK kinase
AEs COMMONLY REPORTED BLACK BOX WARNING inhibitors, we knOW, and

this is the situation for the
US, that there is a black box
warning that has been
issued by the FDA based on
the safety profile. And this
black box issue mentions
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29

Safety Considerations: JAK Inhibitors (EU) .

RISK OF SIDE EFFECTS WITH JAK

TO
INHIBITORS FOR INFL

= Use inthe following patients only if no suitable treatment alternatives are available:
5 Those aged 265 years
« Those atincreased risk of major cardiovascular problems (such as heart attack or stroke)
= Those who stiioke of have done so for a long time in the past
« Those at increased risk of cancer

h caution in patients with risk factors for blood clots in the lungs and in deep veins (VTE)

Ise with cas
other than those listed above:

= Reduce doses in patient groups who are at risk of VTE, cancer, or major cardiovascular problems,

where possible

the serious, the potentially
serious infections. Mortality
was extremely rare in the
clinical development
program. Malignancies
have been rarely reported.
Major adverse
cardiovascular events and
thromboses are potentially
a risk, but it's all about the
selection of the right
patients to be treated with
this particular kind of drug.

The safety profile has also
been an issue of discussion
within the European
Medicines Agency and the
competent PRAC, which is
the committee which is
working on the
pharmacological and the
risk assessment. And just
work that has been
completed a couple of
weeks ago, this committee
has decided to include
some recommendations for
the prescription of JAK
kinase inhibitors in patients
with inflammatory
disorders, not only atopic
dermatitis, but it also
considers rheumatoid
arthritis, IBDs, and others.
And the restrictions or
recommendations are quite
simple to be considered:
Those patients who are
aged 65 and more; those
who at increased risk for
major cardiovascular
problems, particularly at
the heart — heart attack or
stroke in the history; active
smokers or patients who
have a long history, a long
time smoking in the past;
and particularly those
patients who have an
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Monitoring and Routine Care of Patients
Taking JAK Inhibitors

Priar to starting JAK inhibitar treatment

At 4 weeks

TB {PPD, Quantiferan, TB-Gold)
Fasting lipids, CMP, CBC with differential

LFTs, CBC with differential

Al 12 weeks

Every 3-6 months (or sooner after dose increases)

Fasting lipids

LFTs, CBC with differential

OTHER GARE:

quidelines (eg, h
- Skin checks iy,

= Age-appropriate cancer screening

other skin cancers

avaid use of |ive vaceines

increased risk or history of
cancer are those patients at
high risk. And you should
reconsider the treatment of
these patients, if you think
about starting with JAK
kinase inhibitors; the same
also, by the way, for
patients who have
particular risk to develop
thrombosis and preliminary
embolism.

So, what kind of routine
work should be done
before treating patients
with JAK kinase inhibitors?
Prior to starting the
treatment, you have a little
bit of lab work. You have to
look at virus infections like
HIV, hepatitis. Of course,
you have to exclude
tuberculosis and you have
to look at lipids and to do a
CBC in order to be sure that
these patients do not have
any kind of underlying
disorder. After 4 weeks,
minimal work to be done
with the CBC, and looking
at the lipids again after 12
weeks, and then every 3 to
6 months a little lab work in
order just to control that
everything is OK. As |
mentioned, the
vaccinations per guidelines,
very important, and to
avoid the live vaccinations.
Skin checks should be done
for nonmelanoma skin
cancer. And of course, for
all patients, always
advisable: the age-
appropriate cancer
screening.
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32

Targeted Therapies for Atopic
Dermatitis

Evaluating Patient Eligibility and Personalized Treatment Approaches

Step-Up Care:
When Does AD Warrant Systemic Therapy?

So now, with all these drugs
available and the multiple
options and the multiple
kind of disease situations
and the heterogeneous
phenotype backgrounds of
all these patients and not
only the kids, but
particularly in the adults,
let's discuss a little bit the
option of the target therapy
and the so-called shared
decision-making process
thatis involved here in a
modern management of
these patients.

So, the first question of
course, is: Among all these
patients that you are taking
care of with this particular
disorder, when do you
advise or when do you
discuss with the patient
that he warrants a systemic
therapy? And | would urge
you to look at this paper by
my colleague Eric Simpson,
published in 2017, where
we tried to collect all, let's
say, the evidence, the pros
and cons, and suggesting
this kind of, let's say,
decision tree that would
guide you to the decision of
deciding a systemic therapy
for a particular patient. And
again, | would like to
highlight here that the
phototherapy is not an
alternative, in my opinion,
for any kind of treatment. It
can only be considered as
an alternate, as an add-on
option, either for topical or
for systemic therapy.
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AD: Goals of Treatment .

Relieve symptoms: rcol
refief anal improve GOLfor the patient

ce tening, dermatiis, and INTAMMAtion ta provice:

nt

Prev e
laini

incl
treatments as présoined

measures fo prevent fare-ups,
ing skin hydration, and using lopical

ef:) | Restore skin bamier function: repair and protect
) | tiansspicermal water loss and minimize tha risk of

the skin bamer to reduce.
skin infections

i ensure t
safe and efiective, while minimizing the risk of AEs

© @) (=) @)

used to manage AD are

So, what are the goals of
the treatment when you
see this kind of patient and
you discuss with him clearly
what you would like to
reach together with him in
the context of this
treatment? First, of course,
to relieve the symptoms,
particularly itching. But you
also would like to prevent
exacerbation. Which is an
issue which is, in many
patients, really relevant and
sometimes also related to
some kind of provocations,
but not only sometimes
related to skin care which is
not appropriately done,
and many other things. And
this brings me to the issue
of the restoration of the
skin barrier function, which
is absolutely mandatory. So
the baseline treatment, the
basic therapy using
emollients, is absolutely
mandatory in the
management of this
disorder. And last, but not
least, you always have to
minimize the treatment
risk, and here | come back
to the issue we just
discussed before, when it
comes to discuss with the
patients the pros and cons
of each kind of treatment,
biologics and particularly
JAK kinase inhibitors. And
that's what we would like
to do now in the next
exercise, in the next couple
of minutes.
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Patient Case 1, Revisited

O
+=| 23-YEAR-OLD WOMAN WITH
+Z | A15-YEAR HISTORY OF AD
THAT IS WORSENING RECENTLY
~Medical history: asthma, treated with albuterol inhaler

+Current treatment:

- Physical examination: 30% BSA dematts, vIGAAD 4,
Pruritus NRS &

*Reports Ity with daily activilies inoluding decreased work
produciivity and sleep disturbance

Biologic therapy {tralokinumab)

| come back to that lady
that | have presented
before. And as you
remember, this lady has a
more severe form of the
disorder, with a quite
substantial body surface
area which is affected, 30%.
But obviously, and most
importantly, she has
asthma, which is important
in this history to be
collected, because this will
guide you first in the
treatment option. So, if you
ask the question, “Which of
the following would be the
most appropriate next step
for the patient?” Either, just
starting to treat with
ruxolitinib topically, JAK
kinase 1/2 inhibitor. By the
way, only available at least
in the US, not so far
available in Europe,
unfortunately. Or you
provide, or you advise the
patient to use a biologic like
“dupi” or “tralo,” or an oral
JAK kinase inhibitor, or
potentially the use of oral
prednisone. And here,
obviously, | think the choice
is quite easy. | would advise
to prescribe or to initiate a
treatment with dupilumab,
not so much with
tralokinumab, because this
patient has asthma, and as
you know, asthma is
another indication for
dupilumab. So, dupilumab
would be my first choice,
not tralokinumab. With
dupilumab you would have,
for this particular patient,
I'd say, according to the
motto, “buy one, get two
indications treated,” and
this would be the optimal
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Patient Case 1, Revisited .

O

v =| 23-YEAR-OLD WOMAN WITH

+= | A15.-YEAR HISTORY OF AD

THAT IS WORSENING RECENTLY

~Medical history: asthma, treated with albuterol inhaler
*Current lreatment

= Pimacrolimus cream on faca

< Clobstasol 0.05% to problern areas involving other body sites

<@ Triamcinolone ta all non-faclal skin, twica weekly for
mairtenance:

- Physical examination: 30% BSA demattis, vIGAAD 4,
Pruritus NRS B

«Repoars difficulty with daily aciivilies inoluding desreased work
produciivity and sleep disturbance

|7

What I the patient exhibits
needle aversion and prefers to
have an oral option?

Consider an oral JAK

36

Patient Case 2 .

v=| 55-YEAR-OLD MaN WITH
¥ | A 10.YEAR HISTORY OF AD
~Current treatment;

= Crisaborols 2%
+Praviausly tried medium-potency TGS,
Tl

+Physical examination; BSA 45%
dermatifis. VIGA-AD 4. and Pruritus
NRS9

=Seeking an alternative solution to control
his symptoms

7

Which of the following would be the
most appropriate next step for this
paient?

Ruxalitinib cream 1.5%

Biologic therapy (dupilumab or
tralokinumab)

Oral JAK inhibitor {abrocitinib,
upadacitinib, or baricitinib)

Oral prednisone as needed

situation for this particular
patient.

However, if the patient
exhibits needle aversions
and prefers to have an oral
option, what would be the
option that you would
choose? She's a young lady.
She has severe atopic
dermatitis, obviously not
really controlled by the
topical treatment. So, she
is, in that case, a candidate
for an oral JAK kinase
inhibitor, clearly. And you
have the choice between,
in Europe, baricitinib,
abrocitinib, and
upadacitinib or just “abro”
and “upa” in the States.

Another patient, 55 years
old, a man with a 10-year
history of atopic dermatitis.
The current treatment
crisaborole 2%, which |
think is nonsense, to be
honest, with regards to the
severity of this patient. A
body surface area of 45%, a
VIGA of 4, so clearly a
severe patient with a high
pruritus score of NRS 9. So,
it doesn't make sense at all
to try crisaborole in that
particular patient. So,
which of the following
would be the most
appropriate next step for
this patient? Trying another
topical treatment with
“ruxo.” Or switch to a
biological therapy with
“dupi” or “tralo.” Or an oral
JAK kinase inhibitor like
“abro,” “upa,” or
baricitinib. Or again trying
to control the disease, but
only at the short term, with
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Patient Case 2, continued

v = 55-YEAR-OLD MAN WITH
¥ = | A 10-YEAR HISTORY OF AD
~Current freatment:

= Crisabarale 2%
~Previal
Tl

tried medium-potency TOS,

“Physical examination; BSA 45%
dermatiiis, VIGA-AD 4, and Pruritus

NRS 9

~Seeking an allernative solution to contro
his symploms

7

‘What if the patient
extensively for

Gonsider an oral JAK inhibitor

38
Patient Case 2, continued

v=| 55-YEAR-OLD MaN wiTH
v = | A 10.YEAR HISTORY OF AD

~Current treatment;

= Blologlc tharapy + TCS
~Praviausly tried medium-potency TOS,

7

Wihatif biologie: therapy daes nol
symptoms?

onsider switching to
an oral JAK inhibitor

a shot of oral prednisolone.
I think again in these
patients you should first
start with the biologic
treatment. And in that case,
| think you can have the
choice between dupilumab
and tralokinumab, because
the patient is not suffering
from asthma, so you can
have the option of using
tralokinumab, but you have
to explain to the patient
that this takes a little bit
longer in order to fully
control the disorder.

The problem is that
biologics have to be keptin
the fridge, and if you have a
patient that due to his work
is extensively traveling, you
have a problem, because
the patient will ask you,
say, “I'm sorry | cannot use.
| cannot bring with me all
this stuff. You know the
syringes and the biologic
because this is too
cumbersome to be put in
my luggage and to keep it
cool” and all these kind of
things. So, what could be
the other option? And
clearly here this would be a
candidate for an oral JAK
kinase inhibitor, provided
that he is not a patient at
risk.

And the question of course
is, here, if nothing works
with the biologics? Or
something else? So, you
have to consider to switch
from the biologic to the JAK
kinase inhibitor. So,
imagine you have a patient
who was on the biologics or
under an off-label
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treatment, and it is not fully
controlled. You may be
considering switching to an
oral JAK kinase inhibitor.

But now comes the

" o
Patient Case 2, continued L )
atient -ase £ continte situation: He is 55 years

old; he may have a risk for

e, 9 cardiovascular disorder
e ey T8 T because he potentially
igusy v madun. osncy TGS, e s already had, let's say, a
=Physical examination: BSA 45%

dermatltis, VIGA-AD 4, and Pruritus T T Stroke ora hea rt attack, SO

measures, an alternato non-JAK

Eocokinaan BiEs A e lsoktioniic sontro inhibitor therapy, or 2 clinical trial

his symptoms

he's certainly not the best
candidate for JAK kinase
inhibitor. But you have to
consider this, you have to
discuss this intensely with
the patient and try to find
something else. Maybe
coming back to an off-label
use. Maybe to an intense
treatment with UVB plus
topical treatment or even
include him in a clinical
trial. But again, with the
clinical trial, you will
potentially face the issue of
the compliance if he is
traveling very often; so this
is really a very difficult case
to manage.

40 . So now comes the point,
already, that is you need to
discuss all these issues with
your patients. So shared
decision-making now is, |
think, in my experience, the
most powerful way to find
out what is the optimal
treatment option for a
given patient. You have to
assess not only the severity,
to be honest, you have to
look at other dimensions.
You have to look at the
impact on the quality of
life, for example. You have
to ask about the
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comorbidity. Think about
asthma. Recently, | had a
patient who had asthma
and EOE and chronic
rhinosinusitis, and he came
with atopic dermatitis, so
he was the ideal candidate
for dupilumab, because this
drug is approved for all
these different kinds of
atopic comorbidities.
Psychosocial factors —
important to be considered
in the management. The
medication history, as |
mentioned before, you
know, you have to know
what are these patients
taking. Please also think
about the drug—drug
interaction issues,
particularly when you are
using small molecules like
the JAK kinase inhibitors
that may potentially
interact with other drugs,
particularly in older
patients. And do not forget
the patient education and
counseling. This is so
important to increase the
compliance of these
patients, that's absolutely
mandatory, and | think we
need to spend some time. |
know that in daily practice,
time is probably the thing
that is lacking for most
dermatologists. But in the
context of the care of
patients with atopic
dermatitis, you need to
spend some time to explain
to the patients what it is
about and what is the best
therapeutic option for this
patient.
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Importance of Patient-Clinician Partnership’ .

Deseribe problem —

42

So, this is a little bit, you
know, the kind of process
that you should go within
your brain in order to find
out what is the optimal
treatment for a given
patient that you are taking
care of. You have to
describe the problem, to
look at the
recommendations, to
choose among the options
that are available. Maybe
to try out some clinical
recommendations and to
refine the therapeutic plan.
That's something that is
part of your daily practice.
You have to look at all
these points when it comes
to finding the optimal
treatment for a given
patient.

Engaging Patients in Care
and Shared Decision-making

Empowering Inviting Active Using Decision A
Patients Participation “hids ]
Preferences
o

Encouraging
Collaboration

And the shared decision-
making with the patient is
based on these five pillars:
Empowering the patients.
Inviting for active
participation, and here
again the compliance is
extremely important. Using
decision aids: There are
currently a number of
documentations and
brochures, videos, and
online tools that are
available for this kind of
decision aids. Addressing
values and preferences,
that's a very individual
issue, whether the patients
have particular kinds of
concerns. And finally,
encouraging the
collaboration. You can only
reach that final goal of
having the optimal
treatment option when, in
fact, the patients are
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working with you,
understands to weigh the
benefit and risk of the
different options that you
have discussed with this
patient. | was, | hope | was
able to give you a little bit
an insight on the current
therapeutic options
available for the treatment
of moderate-to-severe
atopic patients, adult
patients by the way. The
management of kids with
atopic dermatitis has been
addressed in another
presentation.

43

Again, thank you very much
for your attention.
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