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Hello, my name is Emek Kocatlirk
GoOncul. I'm a professor of dermatology
in Kog¢ University Medical School,
Istanbul, Turkey. I'm also a researcher in
Charité University

Fulfilling an Unmet Need in Treating CU:
How Might New and Emerging

Medical School, Institute of Allergology,
Berlin, Germany. So today, I'm going to
speak about my favorite disease,
chronic urticaria, mainly focusing on
current treatment and the future
options of treatment that are seen on
the horizon. First of all, I'd like to start
with a case presentation. The cases we
usually see in our common practices
and which demonstrate that chronic
urticaria sometimes can be very
burdensome, both for the patients and
also for the treating physician.

Case Study

= 38-year-old woman

= Experienced recurrent wheals and angioedema
attacks for 6 months

= Prescribed hydroxyzine 25 mg/d by GP, which
led to sedation

= Then prescribed cetirizine 2 x 10 mg/d by a
dermatologist

= Visits emergency department every 2 weeks for
steroid injections

What should be the next step
in treatment for this patient?

So, this case is a 38-year-old woman.
She was experiencing recurrent wheals
and angioedema attacks for 6 months
and she was prescribed hydroxyzine

25 mg daily. But she said that treatment
led to sedation. And then she went to a
dermatologist, and she was prescribed
cetirizine two times daily. But she says
that she's still visiting emergency
department every 2 weeks for getting
steroid injections to get relief for her
symptoms. So, what should be the next
step in treatment for this patient?
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To get the answers, let's take a look to
the treatment guidelines of urticaria.
The first guideline I'd like to cover is the
European [Academy of] Allergy and
Clinical Immunology guidelines. Let’s
say European guidelines. This guideline
is released in 2022, so it's a new
guideline. And the first step is to start
with standard doses of second-
generation H; antihistamines and if the
patient is refractory to this treatment,
then the guideline recommends to
updose up to four-fold in standard dose
refractory patients. If the patients are
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not responding to even four-fold of
antihistamine treatments, then the
guideline recommends to step up to
omalizumab treatment and combine
second-generation antihistamines with
omalizumab treatment and to stay on
omalizumab treatment at least

4 months before deciding that
omalizumab is not working. And the
third option is immunosuppressive
treatment with cyclosporine. And the
guideline also suggests short-term use
of systemic steroids in case of
exacerbations, maximum 10 days. And
here you see the American Academy of
[Allergy, Asthma, and Immunology]
guidelines. This guideline was released
in 2014. And here | want to make a note
that in 2014, omalizumab was new on
the market for chronic spontaneous
urticaria. So, there were not enough
experience for omalizumab treatment
when these guidelines were written. So,
like the European guidelines, American
Academy of Allergy Immunology
guideline also recommends to start with
second-generation antihistamines, H;
antihistamines, and then updose to
four-fold in the same second-
generation antihistamine. But this
guideline also has other options in the
second step, like adding another
second-generation antihistamine,
adding Hz-antagonists, adding
leukotriene receptor antagonist, and
even first-generation antihistamines to
be taken at bedtime. Here | want to
note that the European guidelines
suggest against using first-generation
antihistamines because of their sedative
and anticholinergic adverse effects. And
the third treatment step in the
American guideline is those
advancements of potent
antihistamines. And if no response to
these three steps, then the last step
includes omalizumab, cyclosporine,
other anti-inflammatory agents, and
immunosuppressive agents.
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So, the next guideline I'd like to
mention is the British [Association of
Dermatologists] guidelines. This is also a
new guideline, which was released in
2022. So, the first step is, again, second-
generation Hi-antihistamines and
updosing up to four-fold. Except
mizolastine because of its cardiac side
effects. And also the British guidelines
added some other options like other
second-generation Hi-antihistamines
and also montelukast to their first step
of treatment. And the second step is
omalizumab or cyclosporine. But they
also added the laboratory workup of
basophil histamine release assay or
total IgE levels to decide on the
endotype of patients or to predict the
patient’s response to the second step of
treatment. Because we already know
that patients with basophil histamine
release assay positivity may be better
responding to cyclosporine treatment
and patients with low total IgE levels
may respond poorly or slowly to
omalizumab treatment. So, it is good to
consider the patient profiles before
starting treatment. So British guideline
also considers this and in patients who
are not responding to omalizumab or
cyclosporine treatment, they
recommend other treatments. These
treatments, of note, these treatments
were not put in the algorithm box in the
European guidelines due to lack of
evidence or not enough evidence.

EAACI/GA?LEN/EuroGuiDerm/APAAACI 2021
Urticaria Guideline'
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So, Id like to make a note on the
European guidelines, that European
guidelines recommend staying on
omalizumab treatment minimally

6 months before deciding that
omalizumab is not working and also
mytorcu managing treatment according to
patient needs. For example, if the
patient becomes symptomatic at the
third week of omalizumab injection,
then we can shorten treatment
intervals in these patients. Or if the
patient is partially responding, partially,
to omalizumab treatment, we can

Up to 800 mgla2w
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increase the dose of omalizumab up to
1200 mg per month, but it is important
to note that this is off-label treatment.
7 So, let's come back to our case study. So

Qase Study

~

After referral to our clinic, her cetirizine dose was
increasedto 4 x 10 mg/d

* CBC and routine chemistry testsin normal She was started on

« Anti-TPOIgG: 1121UimL (>34) A everyduee
= TSH, T4 levelsin nomal ranges « Afterd weeks:
* Total IgE: 340 IU/mL (100) W -« After8weeks:5
* CRP: 30 mg/dL 7« After12weeks: 4
+ Hel 3

What should
be done next
to treat

this patient?

this patient referred to our clinic again
and her cetirizine dose was increased
up to four-fold and a laboratory workup
was performed. The laboratory workup
showed that the patient had higher
anti-TPO levels, and a bit higher total
IgE levels. CRP was elevated, but she
didn’t have any infections, any
psychiatric comorbidities, her thyroid
ultrasound was normal, and we did a
urticaria control test and the urticaria
control test score was 4. That means
that the patient’s disease is not
controlled at time of referral. So, this
patient was started on omalizumab
treatment 300 mg every 4 weeks. And
we were expecting to have higher
scores of urticaria control tests because
the urticaria control test, when it is
higher than 12, then that means that
urticaria is under control. But for this
patient after, even after three injections
of omalizumab, we still have the
urticaria control test score of 4. So,
what should be done next to treat this
patient?

UCT score UCT <12

Control level

Action

2gAH >7-28 days
-On OMA > 3mo

Modification of Treatment

UCT =12-15

Continue
therapy and try
to optimize

So, the European guidelines
recommends the physicians to maintain
treatments based on UCT scores. When
UCT score is under 12, then that means
that the disease is uncontrolled, so we
need to step up treatment. So, if the
patient is on standard dose of
antihistamines, we need to upfold
antihistamine treatment or if the
patient is on omalizumab treatment, we
need to updose omalizumab treatment.
If UCT scores are between 12 and 15,
then the patient is well controlled and
we can continue treatment and try to
optimize our treatment. And if UCT is
16, then that means that the urticaria is
completely controlled and we can start
stepping down the treatment. So, if it's
four-fold antihistamines, we can
decrease to two-fold antihistamines or
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we can start decreasing omalizumab
doses or opening omalizumab intervals.
9 So, in this patient, we increased

Case Study

= Omalizumab dose was increased to
450 mg for 1 month and afterwards
to 600 mg/month?
—UCT score after 6 monthly injections: 8
= Continued systemic steroid injections
on demand
= Omalizumab was stopped and cyclosporine
4 mg/kg (220 mg) was started
—UCT score after 2 weeks: 11

= Wants to stop because of adverse effects

omalizumab dose, first up to 450 mg
per month, then to 600 mg. And we
continued injection 6 months, and she
had a total of nine injections of
omalizumab, but her UCT score was still
8 and she told that she was continuing
systemic steroid injections on demand.
So, in this case, omalizumab was
stopped and cyclosporine 220 mg was
started. She was starting to get relief of
her symptoms, because UCT score went
up to 11 at 2 weeks. But the patient
complained of having some adverse
effects and wanted to stop treatment
because of fear of having serious side
effects. So, this is the point where the
guidelines fail, because we don't have
any other evidence-based treatment
options to give for this patient. So now

One'in 3 Patients Still Are Not Under Control

With Available Treatments

UCT Groups

% of CSU patients

0
Baseine  Month3  Month 12 Month 24
n= 2104 1645 1254 936
n=227 2174 1647 1278

Month 2¢
<2 212
209 667
P rep———— | lod (UGT <12) and wol-<ontrolios (UCT 12) patirts

10 what we are going to do? At this point, |
Question want to ask you a question. What do
> - you think is the percentage of patients
What percentage of patients with chronic urticaria are unable to with chronic urticaria that are unable to
achieve satisfactory symptom relief with current treatments?
A 15% achieve satisfactory symptom relief
B. 30% with current treatments? A. 15% B. 30%
C.50% C. 50% D. Uncertain. So, the answer is
D. Uncertain 30%.

11 And this result is from AWARE study,

which was published in Clinical and
Experimental Allergy in 2020. In this
AWARE study, the patients were given
guideline treatment options, but at the
end of 24 months, 28.7% of the patients
were still not controlled. They had a
UCT score of below 12.
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When Guideline Opt

Conventional Medications Biologicals Drugs Under Investigation

Dapsone Mepolizumab BTK inhibitors
Hydroxychloroquine Reslizumab Barzolvolimab (c-KIT inhibitor)
Sulfasalazine Secukinumab Tezepelumab (anti-TSLP)
Colchicine Rituximab Benralizumab (IL-5Ra blocker)
Phototherapy (UVA, PUVA, NB-UVB) Vig Dupilumab (anti-IL-4/13)
Azathioprine TNF-alpha antagonists Lirentelimab (Siglec-8)

Methotrexate Mepolizumab (anti-IL-5)
Mycophenolate mofetil

So, what can we do when guideline
options fail? We seem to have a lot of
options, but when we look at the
conventional part of this table, we have
a lot of anti-inflammatory and
immunosuppressive treatments, which
have serious side effects and also which
need close laboratory monitoring,
which are difficult to monitor. So, we
have dapsone, hydroxychloroquine,
phototherapy, azathioprine,
methotrexate, and mycophenolate
mofetil. And we have some biologicals,
which have shown effects in case series,
and we have biologicals that are under
investigation.

13

Emerging Treatments for CU
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So here we see the options in the
pathomechanism slide of urticaria. The
red ones are the molecules that are
under clinical trial for chronic urticaria.
We see dupilumab here, BTK inhibitors
here, anti-IL-5s here, c-KIT inhibitor
here, and Siglec-8 here, and TSLP
monoclonal antibody here. And also we
have some other molecules that have
been shown to be effective in case
series, such as TNF-alpha blockers,
secukinumab, IL-17 blocker, and a CD20
monoclonal antibody rituximab has
been shown to be effective in case
series. And also we can have in the
future some other targets such as H4
receptor blocker, C5a blockers,
natalizumab, alpha 4 integrin
monoclonal antibody, or MX2 receptor
blockers can be options in the future.
So, let's dive into treatments that are

14

Dupilumab as a Novel Therapy for Difficult-to-Treat

Chronic Spontaneous Urticaria

Characteristics of all 6 patlents who y to for y CSU?

under investigation for chronic urticaria.
So, the dupilumab is an IL-4 blocker,
and there have been increasing reports
of chronic urticaria patients, many
subtypes of chronic urticaria that
responded well to dupilumab treatment
and one of these reports is here, was
presented by Lee JK in JACI Practice
Journal. And they presented six cases of
patients who had both atopic dermatitis
and chronic spontaneous urticaria.
These patients did not respond to
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omalizumab treatment, but nicely
responded to dupilumab treatment.
15 So, dupilumab is under investigation for

Dupilumab and Urticaria: CUPID Study Program

Status  Study Titl Phase/Study Name  Condition interventions
femionct . Chlinergic Uricaia ~ Effiacy of Dupilmaly  Phaso 2/CHED Cholinegic wlicaria

walment of Chionic

Phase 31 IBERTY-

i in Pafients Wha i
matic. Despte the Use of H1-  CINDU CUFADS ol rieans

Chronic spontaneous
wrlicaria
Compiete  Dupiumab In Chronc Spontaneous. Uicaria  Phase 2IDUPICSU
Recurrant
angioedoma
Dupilumab for the Treatment of Chronic
Actie, nat

Phase JLIBERTY-  Chronic spontaneous o

rectuiling CSU CUPID

Trial Identifier

NCTOI749148

NCT04681720

NGIO3749135

NCTO04100408

chronic urticaria, both for chronic
spontaneous urticaria and also cold
urticaria and cholinergic urticaria.

Drug OtherNames Manufacturer/Developer Condition Phase Trialldentifier (status)
2

NCTOS014438 (completed)

Branebrutinio  BMS-988195  Bristol-Myers Squibh NCT04186871 (completed)

AD

AID,pSS, RA, SLE
NCT03137089 (completed)
NCT03893625 (terminated)
NCT02808100 (completed)
NCT03926611 (completed)
NCT04109313 (completed)

Fenebrutinb  GDC-0853  Genentech

Remibrutinib  LOU0B4 Novartis csu

NCT
csu NCTOS107115 (recruiting)
19G4-related disease
Atopic dermatits
Ono csu
PharmaceuticalGilead  Pemphigus

Rilzabrutini  PRN1008 Principia

Biopharma/Sanofi NCT04520451 (recruiting)

NCTOS018808 recruting)
NCT04827588 (withdrawn)

Tiabrutinib  GS-4059 JapicCTI-184231

PR NNONGBNN NN

NCT05032157 (active, not recruiting)
NCT05048342 active, not recruiting)

16 So, in the LIBERTY-CSU CUPID Study A,
138 patients who are aged over 6 were
included in the study. And at the end of
the study, there was 63% reduction in
itch severity in patients who were
treated with dupilumab versus 35% of

reduction who were treated with

T placebo. And urticaria activity reduced

#1395 age 25 e s CU v emaned sympromac despe veamen in, reduced by 65% in patients who

o g s g oy o were treated with dupilumab versus

o ks ot N 37% who were treated with placebo.

~ :AE — — . And as we already know, dupilumab has
:sj'(;”mmw fora(11%ckphuna, 19254 pacal been used for years in treating atopic
oo S - dermatitis patients, and this is a safe
R ot b gl L medication. And as a parallel, the

adverse effect rates were comparable
with placebo, and the most common
adverse events were injection site
reactions. Conjunctivitis was not seen
and serious adverse events were even
higher in the placebo group.

17 So other options of treatment are the

BTK inhibitors. They, the BTK inhibitors
— the Bruton kinase inhibitors — are
gaining a lot of attention in the
treatment of autoimmune disorders in
recent years. So, and one of these
diseases is chronic spontaneous
urticaria. So there are
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18 studies ongoing with BTK inhibitors. So,
what do BTK inhibitors do? BTK is a
signaling molecule that is found in mast
cells, basophils, and B cells. And they

B s o the vay: help |.n transdt_Jcmg th(? S|gnaTI. And.then
BTK Inhibitors by this way, with the signal link, this
' ' leads to degranulation of mast cells and
= Work in CSU through .
decreased signaling a Mast col basophils. And, also, when BTK works
of FceRl in MCs ) /
and basophils then B cells are able to produce
immunoglobulins. And when they are
blocked, mast cells and basophils do not
activate or release mediators and B cells
do not produce immunoglobulins. So
this shows the dual effect mechanism
for chronic spontaneous urticaria. So,
you can both inhibit production of
immunoglobulins and also inhibit mast
cell and basophil degranulation.

Bosi
= Potential for efficacy @,
in CSU due to 0;*
— Inhibition of BTK-mediated h
degranulationin MCs
—Autoantibody production
in B cells

URTICARIA|

19 So, the first BTK inhibitor which was
tested in chronic spontaneous urticaria
was fenebrutinib. And fenebrutinib
demonstrated improvement in weekly
hive itching and UAS7 scores in the
New Treatments on the Way: phase 2 trial, and it was also found
BTK Inhibitors—Fenebrutinib . . . . .
T highly effective especially in patients
with IgG autoantibodies. These patients
has the autoimmune 2B type chronic
spontaneous urticaria. Because there
were greater reductions in IgG-anti-Fc-
Wi s Aok poser e er epsilon receptor 1 associated with great
S it h Kt ¥ e oo o e decreases in UAS7 scores. But,
e de unfortunately, there were significant
increases in transaminases, especially
with the 200-mg dose. Fenebrutinib did
not continue the studies in chronic
spontaneous urticaria, so it’s not under
development now.

=

S

=

= Demonstrated improvement in weekly hive,
itching, and UAS7 scores

« Was found highly effective especially in pts
with IgG autoantibodies (greater reductions in

Well-controlled responder (UAS <6)

o N & 0 ®

20 But what is under development is the
remibrutinib and it has late-stage trials
New Treatments on the Way: ongoing at the moment for chronic
BTK inhibitors—Remibrutinib . .
T spontaneous urticaria. In the phase 2
e studies, there was rapid improvement
Moot common adrrc events e hdche, asephanngis,mfctons,and in UAS7 scores as early as at week 1.
sas_suioy e b P ot And 60% of the patients reached UAS7
zero, which is a really good
’ e achievement. And most common

3 NCTOSUS031!

adverse events were headache,
nasopharyngitis, infections, and skin
subcutaneous tissue reactions. And not
very serious adverse events occurred.

3 NCTOS032157
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New Treatments on the Way:

Tezepelumab—Anti-TSLP Human mAb

+ MCs express TSLP receptors

- TSLP is markedly upregulatedin the wheals of patients

with CSU

« Tezepelumab is efficacious for the treatment of patients

with asthma

— Decreases blood eosinophil counts and total serum IgE levels |
—Most common AEs associated with tezepelumab in asthma

studies were pharyngitis, arthralgia, and back pain

Status  Study Title

fcsie (vt Study
tecuutng)  (NCEPTION)

to Fushiste Terepetimsb o Adiks Wih Chcnic Spertansrus Litcara

£ Tsurr

sz’ K90

X |
TRZEPELUMAB |

So, another treatment that is under
development is the tezepelumab, which
is an anti-TSLP human monoclonal
antibody. TSLP is markedly upregulated
in the wheals of patients with CSU, and
so this is the originating mechanism of
action that will be identified if it will be
effective in patients with CSU or not. So,
it's under clinical trial, but no results

have been posted yet.

22

New Treatments on the Way:

C-KIT Inhibitor (CDX-1059, Barzolvolimab)

=21 ColdU, 10 SD patients
=Single IV infusion 3 mg/kg

= Complete response by provocation testing:
—100% of CaldU patients
—80% of SD patients

=Response sustained 77 days in ColdU, 57 days in SD
*Marked depletion of skin mast cells and serum tryptase
= Well tolerated:
—Reversible hair color changes and taste disorders
due to inhibition of KIT signaling in other cells.
Status Study Title

Recrifng A Phasa? S

" KIT & SCF are key for differentiation, maturation, and survival |

Survs
LI Feri Tl ForR g MRGPRX2 g

Interventions Phase Trialdentifier

NCTOS%8285

2 NCTOS406660

And the other option is the really
dramatic treatment of c-KIT inhibitor
barzolvolimab, which led to dramatic
achievements in patients with inducible
urticarias in the phase 1b study. So, this
treatment leads to mast cell depletion.
So, and it’s associated with very good
results. The study included 21 cold
urticaria patients and 10 symptomatic
dermographism patients. These
patients were given single IV infusions.
And complete response by provocation
testing was reported by 100% of cold
urticaria patients and 90% of
symptomatic dermographism patients.
And the response sustained 77 days in
cold urticaria and 57 days in
symptomatic dermographism patients.

And there were marked depletion of
skin mast cells and serum tryptase in
these patients. It was well tolerated.
However, there were reversible hair
color changes and taste disorders due
to inhibition of KIT signaling in other
cells. So, the phase 2 program is
ongoing with barzolvolimab with
chronic spontaneous urticaria and also
chronic inducible

23

New Treatments on the Way:

Siglec-8 mAb (Lirentelimab)

+ Siglec-8 is an inhibitory receptor
selectively expressed on MCs and
eosinophils and, to a lesser degree,
basophils

« Siglec-8 engagement by antibodies has
been shown to inhibit MC activation and
induce apoptosis in eosinophils

« Lirentelimab (AK002), is humanized,
nonfucosylated IgG1 mAb against
Siglec-8

Siglec-8 mAb/
» A

e/
A S
!

ADCCICall Doath Inhibition

® @

urticaria. The other option is the mast
cell silencing lirentelimab, which is a
Siglec-8 monoclonal antibody. Siblec-8
is an inhibitory receptor which is found
on mast cells and also on eosinophils.
So, when a monoclonal antibody targets
Siglec-8, then mast cells and eosinophils
get silenced and do not activate. So,
there was
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New Treatments on the Way:

Siglec-8 mAb (Lirentelimab) Phase 2 Study

CR at Week 22:
= Omalizumab-naive, 92%
(95% CI, 64%-100%)

An open-label, proof-of-concept study of ® en
i i for antihi: i i chronic
spontaneous and inducible urticaria

= Omalizumab-refractory, 36%
(95% Cl, 11%-69%)

= CholU, 82% (95% ClI, 48%-98%)

= SDerm, 40% (95% Cl, 12%-74%)

= Most common adverse events were infusion-related reactions (43%), nasopharyngitis (21%),
and headache (19%)

csu Cindu
Parameter Omalizumab-naive Omalizumab-refractory Omalizumab-naive and -refractory| ~ CU SDerm

UCT score change from 3

1 24 1 10
baseline.n

a phase 2 study on lirentelimab which
included omalizumab-naive and also
omalizumab-refractory patients and
which showed nice improvement in
both with more refractory patients, and
also cholinergic urticaria and
symptomatic dermographism patients.
And most common adverse events were
infusion-related reactions,
nasopharyngitis, and headaches. So, it is
also a promising

25

Promising Treatments for CU: Summary

Dupilumab Remibrutinib Barzolvolimab Benralizumab _ Lirentelimab

Target IL4 and IL-13 BTK KT IL-6Ra Siglec-8

Anti-KIT AntiLS Anti-Siglec-8

monoclonal receptor monocional
antibody antibody

3 2 2 2

Mechanism  AntiIL-4Ra monoelonal
of action antibady

Oral selective covalent BTK
Inhibitor

Phase

6521, NCT03749148, NCT5170724, NCT
1729, NCTO3749135 NCTO5048342, NC
0480 NCTOS030311

NCT0S360205,  NCT0D183024,
NCT05405680  NCT04612725

Trial —
NCT05528861
Identifier(s) NCT05528¢
In @ phase 3 rial in patients refractory
fo omalizumab, did not reach
stanstical Significance n an inferm
analysis!
Resuts from & phess 3 sl in
biclogic-newve pafients showed
significanty reduced ich and hives
compared to standard of care?

Showed

acy
n all 3 torms of
antih
resi

Arapid mprovement in UAS
WA opserved @S early 85 At
wosk 1 in phass 2b bial

Study results

phaso 2a ia®

treatment option. So as a summary, the
most important upcoming treatments
are shown in this table and the first one
is dupilumab. Which is on phase 3
development. In the phase 3 trial in
patients refractory to omalizumab, it
did not reach its clinical significance. In
an interim analysis, but the results from
the phase 3 trial in biologic-naive
patients showed significantly reduced
itch and hives compared to standard
dose of antihistamines. And remember,
remibrutinib is a BTK Bruton kinase
inhibitor, and it's an oral selective and
covalent oral drug in phase 3 clinical
trials. And it showed repeat
improvement in UAS7 as early as at
week 1 in phase 2B trials. Barzolvolimab
is an anti-KIT monoclonal antibody
which is in phase 2 trials. It showed
sustained and high efficacy in inducible
urticarias in phase 1B study.
Benralizumab is an anti-IL-5 receptor
antibody which is on phase 2 clinical
trials; it showed improvement in UAS7
and chronic urticaria quality-of-life
scores in phase 4 studies. Lirentelimab
is an anti-Siglec-8 monoclonal antibody,
which is under development phase 2; it
showed efficacy in all three forms of
antihistamine-resistant chronic urticaria
in phase 2a trial.
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Comprehensive Care in
Context of Emerging Treatments

Avoidance of triggering factors

Offering clinical trial
enrollment when appropriate

Good communication skills and
having enough time for patients!

Treatment of comorbidities?

UCARE

So, it is nice to see that we have these
new treatment options on the horizon
coming and we are excited to be able to
use these options. But there are some
other factors that we should not forget
to consider, while managing our chronic
urticaria patients. We need to make
some discussions and talks with these
patients and ask about the triggering
factors, such as some forms of inducible
urticarias. We need to ask about cold or
hot weather or sports or pressure, or
symptomatic dermographism, like
stroking the skin. So, we need to ask
about inducible urticarias and also
about nonsteroid anti-inflammatory
medications — if they lead to
angioedema exacerbations or urticaria
exacerbations. And also stress,
infections, and also vaccinations can
cause exacerbations in our patients. So,
we need to give information to our
patients on these topics. And also we
need to find out comorbidities,
especially Hashimoto thyroiditis is very
common in chronic spontaneous
urticaria patients, so we need to be
aware of this. We can check anti-TPO
levels and also they may have other
autoimmune disorders and also
psychiatric comorbidities. In one-third
of the patients we find depression,
anxiety, panic attack, so it's important
to consider. And also sometimes
chronic infections or chronic
inflammation such as gastritis or tooth
infections. So, we need to be aware of
them and ask about the symptoms of
these conditions and give available
appropriate treatments for these
patients. And of course, while we have
that many options under development,
so we need to also invite patients to
enroll in clinical trials if appropriate. So,
good communication skills and having
enough time for patients is also
important, because when we speak and
give time for these patients, then these
patients become more connected to us
and continue our treatment and that
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really makes importance, that really
makes some sense for these patients to
follow the treatment you give.
27 So, what are the key takeaways from

remain unmet clinical needs for effective
management of the disease

= Advances in our understanding of the pathogenesis

of CU have led to the development of more effective
and targeted treatments for CU

= Promising treatments include mAbs targeting

IL-4Rq, IL-5 or IL-5Rq, KIT, or Siglec-8, as well as
small molecule oral BTK inhibitors

= Ensuring comprehensive and multidisciplinary care

is crucial for achieving best possible patient
outcomes

Key Take-Aways

= Despite the prevalence and impact of CU, there

urticaria
rocroma e AY

my presentation? So, we saw that still
there are patients that do not respond
to available treatment. So, it's evident
that we need some new treatments and
by advances in the treatment of
urticaria, then we have new
pathogenesis pathways. So, we are
discovering more about chronic
urticaria. The promising treatments
include monoclonal antibodies targeting
IL-4, IL-5, c-KIT, Siglec-8, as well as small
molecule oral BTK inhibitors. But
however, ensuring comprehensive and
multidisciplinary care is crucial for
achieving best possible patient
outcomes in chronic urticaria
treatments.

28

Thank You!

Thank you for your attention.

Emek Kocatirk, MD

English Page 12 of 12



