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) Objectives

Examine real-world patient cases to understand clinical decision-making in CRSWNP management

Discuss the role of dupilumab treatment in achieving disease control in CRSwNP

Gain insights from expert perspectives on integrating biologics into clinical practice



) Type 2 Inflammation in CRSWNP Is Associated With Severe
Disease and Symptom Burden

IL-4 and IL-13 Are Key and Central Cytokines that Drive

Type 2 Inflammation?-19;

IL-4 A Tissue
Epithelial barrier remodelling
dysfunction

Polyp growth
and recurrence

87% IL-13

Goblet cell hyperplasia

and mucous production

of patients with Ch ror;ic
CRSwNP have type _ : S—— symptoms
2 inflammation’ IL ‘5 Er?j'?r(;l?ﬁhé:(ﬁg'Vatlon
e W
CIRE) ) Smell loss

CRSwNP=chronic rhinosinusitis with nasal polyps; IL=intereukin.

1. Stevens WW, et al. J Allergy Clin Immunol Pract. 2019;7(8):2812-2820.e3. 2. Gandhi NA, et al. Nat Rev Dr.ug Discov. 2016;15(1):35-50. 3. Le Floc’h A, et al. Allergy. 2020;75(5):1188-1204. 4. Stevens WW, et al. J Allergy Clin Immunol Pract.
2016;4(4):565-572. 5. Israel E, Reddel HK. N Engl J Med. 2017;377(10):965-976. 6. Robinson D, et al. Clin Exp Allergy. 2017;47(2):161-175. 7. Hu Y, et al. Laryngoscope. 2012;122(3):498-503. 8. Schleimer RP. Annu Rev Pathol. 2017;12:331-
357. 9. Bachert C, et al. J Allergy Clin Immunol. 2018;141(5):1543-1551. 10. Maspero J, et al. ERJ Open Res. 2022;8(3):00576-2021.



Dupilumab Demonstrated Efficacy in Severe Uncontrolled
CRSWNP in Clinical Trials

- Dupllumab binds to IL-4Ra and inhibits signalling of IL-4 and IL-13, which play central

roles in type 2 inflammation?-3

Key findings from SINUS-24 (N=276) and SINUS-52 (N=448)*

Nasal Polyp Score Rapid N

Approximately Rapid improvement in
nasal congestion, peak

2'p0| nt nasal inspiratory flow, At Week 52 83%

Improvement auoliosslolisgll as 74% fewer patients required
(P<0.0001) sarly as sinonasal surgery with
in nasal polyp score Da 2 4 fewer patients required dupil b gery g
from baseline to y SCS with dupilumab’ up! ‘tjme‘l Cobmf’are
Week 52 compared of treatment compared O placebo

to placebo’ to placebo?

CRSwNP=chronic rhinosinusitis with nasal polyps; CT=computed tomography; IL=intereukin; INCS=intranasal corticosteroid; R=receptor; SCS=systemic corticosteroid.

*The population in dupilumab CRSwWNP trials included patients on background INCS with severe CRSWNP despite prior sinonasal surgery or treatment with (or ineligibility for) SCS in the past 2 years. Rescue with SCS or surgery was allowed
during the studies at the investigator’s discretion. All patients had evidence of sinus opacification on the Lund-Mackay sinus CT scan; 73% to 90% had opacification of all sinuses.!

1. Dupixent (dupilumab) [summary of product characteristics]. 2025. 2. Le Floch A, et al. Allergy. 2020;75(5):1188-1204. 3. Gandhi NA, et al. Nat Rev Dr.ug Discov. 2016;15(1):35-50. 4. Hellings PW, et al. Int Forum Allergy Rhinol.

2022;12(7):958-962.
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Clinical Case Discussion:
Real-World Experience in the Management
of Patients With CRSWNP



Patient Case #1

Surgery-Naive 43-Year-Old Male
with Late-Onset Asthma and Comorbid CRSWNP

sanofi | REGENERON"



) Patient Case #1
Surgery-Naive 43-Year-Old Male With Late-Onset Asthma and Comorbid CRSwWNP

Initial Assessment of Patient in Our Multidisciplinary Setting

Treatment history: Clinical evaluation: Opacification of all sinuses
Temporary relief = SNOT-22: 71
with INCS and OCS = Sniffin’ Sticks: 2/12
courses (anosmic)
= FEV,: 1.5,
37% predicted
Symptoms = ACQ: 3.8
= Uncontrolled asthma
requiring multiple OCS Nasal endoscopy: Lab results:
courses in the past year * NPS: 7 (3+4) = Blood EOS: 0.39 g/L
= Rhinorrhoea  Edema and = Total IgE: 85 IU/mL
= Anosmia rhinorrhoea present

Facial pressure

Treatment Plan
= Continued beclometasone/formoterol and nasal douching with fluticasone

= [nitiated dupilumab: 600 mg loading dose, then 300 mg Q2W

ACQ=Asthma Control Questionnaire; CRSwNP=chronic rhinosinusitis with nasal polyps; CT=computed tomography; EOS=eosinophil; FEV,=forced expiratory volume in 1 second; IgE=immunoglobulin E; INCS=intranasal corticosteroid;
NPS=Nasal Polyp Score; OCS=oral corticosteroid; Q2W=every 2 weeks; SNOT-22=22-item Sino-Nasal Outcome Test.

Actual patient case. Individual results may vary - please consult the relevant SmPC for further information. Case provided by Dr. Marjolein Cornet. Personal Communication (Property of Dr. Cornet, May 2025).



) Patient Case #1
Surgery-Naive 43-Year-Old Male With Late-Onset Asthma and Comorbid CRSwWNP

Dupilumab Improved Asthma and Sinonasal Outcomes

Pre-dubilumab 3 months 6 months 9 months
P post-dupilumab post-dupilumab post-dupilumab

FEV, 1.5 L, 37% predicted 3.96 L, 108% predicted

ACQ 3.8 NR 0.17 NR
NPS 7 (3+4) 2 (1+1) NR 1 (1+0)
SNOT-22 71 26 NR 13
Sniffin’ Sticks 2/12 (anosmic) 10/12 NR 11/12

ACQ=Asthma Control Questionnaire; CRSWNP=chronic rhinosinusitis with nasal polyps; FEV,=forced expiratory volume in 1 second; NPS=Nasal Polyp Score; NR=not reported; SNOT-22=22-item Sino-Nasal Outcome Test.
Actual patient case. Individual results may vary - please consult the relevant SmPC for further information. Case provided by Dr. Marjolein Cornet. Personal Communication (Property of Dr. Cornet, May 2025).



) DUPIREAL Was a Multicentre, Observational, Real-Life Study

Study Design Study Population Study Endpoints

N=648 Median age 56.5% Primary endpoint:
a109r (;:Se:’ﬂzlsy 5 4 years had asthma * NPS reduction
ﬁﬁﬁﬁ = 29.5% |
Severe uncontrolled CRSwWNP =% had NSAID-ERD Secondary endpoints:

» Nasal congestion score

on
300 mg dupilumab, SC Q2W*  SNOT-22
self-administered A.-' « VAS scales for different
e — X symptoms’
Followed for 12 months « SSIT-16
85% received >2 short 91.4%
ﬁ OCS cycles in the last year >1 prior ESS

AlFA=Italian Agency of Drugs; CRSwWNP=chronic rhinosinusitis with nasal polyps; ES S=endoscopic sinus surgery; INCS=intranasal corticosteroid; NPS=Nasal Polyp Score; NSAID-ERD=nonsteroidal anti-inflammatory drug-exacerbated
respiratory disease; OCS=oral corticosteroid; Q2W=every 2 weeks; SC=subcutaneous; SNOT-22=22-item Sino-Nasal Outcome Test; SSIT-16=16-item Sniffin’ Sticks Identification Test; VAS=visual analogue scale.

*As add-on therapy to INCS and prescribed according to AIFA indications. TVAS scales for smell, nasal obstruction, rhinorrhoea, craniofacial pain, and sleep disorders.

De Corso E, et al. Allergy. 2023;78(10):2669-2683.



) DUPIREAL Study Demonstrated Dupilumab Efficacy in CRSwNP Patient
Outcomes Regardless of Surgical History or Concomitant Asthma

Polyp Burden 4 Smell (% HRQoL
J g (NPS, range 0-8) (Sniffin’ Sticks, range 0—18) (SNOT-22, range 0-110)
8 18 120
7 16
100
) 6 6 6 6 14
£ . 112 £ 80
g g 19 5 58 59 58.5
3 4 . 3 60 ' o
o o 8 o
E 3 S E
l 5 E 5 L 40
2 4
1 1 1 1 , 20 12 13 12 12
, 1H I : , 1N Il B
Surgery No surgery Asthma No asthma Surgery No surgery Asthma No asthma Surgery No surgery Asthma No asthma
(n=592) (n=56) (n=366) (n=282) (n=592) (n=56) (n=366) (n=282) (n=592) (n=56) (n=366) (n=282)

[] Median score at baseline [} Median score at 12 months

Significant changes were observed between baseline and Months 1, 2, 3, 6, 9, and 12*

CRSwWNP=chronic rhinosinusitis with nasal polyps; HRQoL=health-related quality of life; NPS=Nasal Polyp Score; SNOT-22=22-item Sino-Nasal Outcome Test.
*Number and timing of surgery did not affect the observed data trend.
De Corso E, et al. Allergy. 2023;78(10):2669-2683.
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) DUPIXENT Was Well-Tolerated in DUPIREAL

DUPIREAL Real-World Study

At study end, only

~1% of patients 3% of patients
discontinued DUPIXENT due discontinued DUPIXENT due
to major adverse events to a lack of treatment response

6 out of 648 patients withdrew due to:

Arthralgia or Hypereosinophilia

De Corso E, et al. Allergy. 2023;78(10):2669-2683.



Patient Case #2

34-Year-Old Male
with CRSWNP and Asthma
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Patient Case #2
34-Year-Old Male With CRSwWNP and Asthma

October 2016

November 2016 April 2017

FESS Postsurgical infection with Treatments
! a positive nasal swab for = Eradication after a long-
Pseudomonas aeruginosa term antibiotic treatment
Age: 34 years Tissue EOS: 30 eos/hpf | = Prednisone 25 mg twice a
Gender: Male | week
Bronchial asthma

: . : Target antibiotic treatment
diagnosed in childhood with OCS

CRSwWNP=chronic rhinosinusitis with nasal polyps; EO S=eosinophils; eos/hpf=eosinophils per high-power field; FE SS=functional endoscopic sinus surgery; OCS=oral corticosteroid.
Actual patient case. Individual results may vary - please consult the relevant SmPC for further information. Case provided by Dr. Carlotta Pipolo. Personal Communication (Property of Dr. Pipolo, April 2025).



N, Patient Case #2
34-Year-Old Male With CRSwWNP and Asthma

—» September 2017 » October 2017 » December 2017

Prick test: Esophagogastroduodenoscopy Current therapies:
= Dermatophagoides (++) with duodenal biopsy: = Mepolizumab 100 mg Q4W
= Aspergillus fumigatus (+++) = Chronic eosinophilic gastritis = Inhaler (budesonide/formoterol
intraepithelial lymphocytosis 320/9 mcg twice daily)
Immunologic-allergologic evaluation: with dubious correlation to = Montelukast for allergies
= Eosinophilic granulomatosis with celiac disease (antibody- :
polyangiitis suspicion (antinuclear specific negative) !
antibody positive, p-anti-neutrophil = Controlled pulmonary
cytoplasmic antibody and C-anti- = Blood EOS: 900 cells/uL respiratory symptoms
neutrophil cytoplasmic antibody = Asthma control maintained
negative) not confirmed by biopsy and without OCS use
evaluation » Multiple exacerbation of CRS

Patient has type 2 phenotype and endotype

CRS=chronic rhinosinusitis; CRSWNP=chronic rhinosinusitis with nasal polyps; EOS=eosinophil; OCS=oral corticosteroid; Q4W=once every 4 weeks.
Actual patient case. Individual results may vary - please consult the relevant SmPC for further information. Case provided by Dr. Carlotta Pipolo. Personal Communication (Property of Dr. Pipolo, April 2025).



Patient Case #2
34-Year-Old Male With CRSwWNP and Asthma

» “ » May 2021: First ENT Evaluation at My Clinic »—

» Underwent decompressive laminectomy for a = SNOT-22: 55
D12 vertebral fracture - ACT: 24

= Vertebral cellular bone matrix findings = Sniffin’ Sticks: 8/16
compatible with severe osteoporosis = Nasal cytology: 15 eos/hpf

= |nitiated therapy with teriparatide, = Blood EOS: 80 eos/uL
denosumab, and vitamin D

. " Current therapies:
Patient exhibited adverse effects . Mepolizumag 100 mg Q4W
related to OCS use = Intermittently self-initiates OCS

for olfactory symptom control

ACT=Asthma Control Test; EOS=eosinophil; ENT=ear, nose, and throat; OCS=oral corticosteroid; Q4W=once every 4 weeks; SNOT-22=22-item Sino-Nasal Outcome Test.
Actual patient case. Individual results may vary - please consult the relevant SmPC for further information. Case provided by Dr. Carlotta Pipolo. Personal Communication (Property of Dr. Pipolo, April 2025).



Patient Case #2
34-Year-Old Male With CRSwWNP and Asthma

First Visit to My Clinic

"

Second Visit to My Clinic

= NPS: 7 (4+3)
= Mucin+ crusts . )
= SNOT-22: 55 adherence with the patient = SNOT-22: 45, other parameters stable

= NPS: 5 (2+3)

Discussed the importance of treatment - Reduced mucin+ crusts

CRSwWNP remains uncontrolled

CRSwNP=chronic rhinosinusitis with nasal polyps; NPS=Nasal Polyp Score; SNOT-22=22-item Sino-Nasal Outcome Test.
Actual patient case. Individual results may vary - please consult the relevant SmPC for further information. Case provided by Dr. Carlotta Pipolo. Personal Communication (Property of Dr. Pipolo, April 2025).



) Patient Case #2
34-Year-Old Male With CRSwWNP and Asthma

INITIATED DUPILUMAB 300 mg Q2W FOLLOWING MULTIDISCIPLINARY DISCUSSION INVOLVING
PULMONOLOGY, ALLERGY, AND ENT SPECIALISTS

3 Months Post-Dupilumab 6 Months Post-Dupilumab

Pre-dupilumab | Post-dupilumab
55 12

SNOT-22:

NPS: 5 (2+3) 2 (1+1)
ACT: 24 24
Sniffin’

Sticks: 8 12

ACT=Asthma Control Test; CRSwNP=chronic rhinosinusitis with nasal polyps; ENT=ear, nose, and throat; NPS=Nasal Polyp Score; OCS=oral corticosteroid; Q2W=every other week; NR=not reported; SNOT-22=22-item Sino-Nasal Outcome Test.
Actual patient case. Individual results may vary - please consult the relevant SmPC for further information. Case provided by Dr. Carlotta Pipolo. Personal Communication (Property of Dr. Pipolo, April 2025).



Real-World Evaluation of the Impact of Switching Biologics in
Patients With Severe CRSwWNP and Severe Asthma

Study Design

N=94

3 European countries®

Patients treated with a biologic for

CRSwNP and asthma that sequentially or
simultaneously used >1 biologic

1 5 months

mean period before
switching from first biologic

Reasons for Switching to Another Biologic

60%

g 50%
Q9

g 40%
Y
[e)

o 30%
o
8

S 20%
o
Q

a 10%

0 21% 54% 14%
(o]
Uncontrolled Uncontrolled Uncontrolled Severe adverse
asthma' CRSwNP* CRSwWNP effects
and asthma'#
>1 reason could have applied to a patient

ACQ=Asthma Control Questionnaire; ACT=Asthma Control Test; CRS=chronic rhinosinusitis; CRSwWNP=chronic rhinosinusitis with nasal polyps; FEV,= forced expiratory volume in 1 second; NPS=Nasal Polyp Score; OCS=oral corticosteroid.

*Countries included Italy, Germany, and the Netherlands. fUncontrolled asthma on biologics was defined as persistent chronic OCS use, 21 exacerbation/year, FEV,; <80% predicted, or ACQ >1.5 or ACT <20. *Uncontrolled CRSWNP on
biologics was defined as persistent severe CRS symptoms including anosmia, a bilaterial NPS of 21 (on both sides), and either continued need for OCS or need for surgery.

Otten J, et al. Expert Rev Clin Immunol. 2023;19(8):1041-1049.



) Dupilumab Effectively Controlled CRSwWNP and Asthma in Most
Patients Following Biologic Switch

Switch: Anti-IL-5/IL-5Ra B Dupilumab Anti-lgE ) Dupilumab

Proportion of patients

90% o—— with controlled ——o

CRSwWNP and asthma
after switch

71%

For CRSWNP, consider dupilumab as the first choice when switching biologics

CRSwWNP=chronic rhinosinusitis with nasal polyps; IgE=immunoglobulin E; IL=interleukin; R=receptor.
Otten J, et al. Expert Rev Clin Immunol. 2023;19(8):1041-1049.



EVEREST Was the First Head-to-Head, Phase 4 Trial Comparing the
Efficacy and Safety of Dupilumab and Omalizumab

Study Population (N=360) Study Endpoints

= Bilateral nasal polyps (NPS =5) with symptoms of nasal congestion and loss
of smell Primary endpoints

= Change from baseline to Week 24 in NPS and
UPSIT

» Physician-diagnosed asthma for 212 months, treated with low-, medium-, or
high-dose ICS, and inadequately controlled (ACQ =1.5)

. Secondary endpoints
Study Design = Change from baseline to Week 24 in SNOT-22,

Multicentre, randomised, double-blind, Phase 4 trial LoS, NC, TSS, PNIF, rhinosinusitis VAS*
4-week run-in 24-week 12-week off-treatment Other endpoints
el M follow-up = Change from baseline to Week 24 in FEV,,

ACQ-7, AQLQ, ADSD, exacerbations,

MFENS daily; SCS/NP surgery per need surgery/SCS use, HCRU, FeNO*

Dupilumab
300 mg SC Q2W

Omalizumab
as per approved dosing regimen

*Endpoints not included in multiplicity adjustment hierarchy; P-values are nominal.

ACQ-7=seven-item Asthma Control Questionnaire; ADSD=asthma daytime symptom diary; AQLQ=Asthma Quality of Life Questionnaire; FeNO=fractional exhaled nitric oxide; FEV1=forced expiratory volume in 1 second; HCRU=healthcare resource utilisation; ICS=inhaled
corticosteroids; LoS=Loss of smell score; MFNS=mometasone furoate nasal spray; NC=nasal congestion/obstruction score; NP=nasal polyp; NPS=nasal polyp score; PNIF=peak nasal inspiratory flow; Q2W=every 2 weeks; R=randomisation; SC=subcutaneous; SCS=systemic
corticosteroids; SNOT-22, 22-item Sino-Nasal Outcome Test; TSS=total symptom score; UPSIT=University of Pennsylvania Smell Identification Test, VAS=visual analogue scale.

De Corso E, et al. Presented at The European Academy of Allergy and Clinical Immunology Congress; 13-16 June 2025; Glasgow, United Kingdom. Session L-OAS-CT3.



EVEREST
) Dupilumab Demonstrated Improvements Over Omalizumab in
~ Nasal Polyp Size and Sense of Smell

Mean change from baseline in NPS* (co-primary endpoint) Mean UPSIT Scoret (co-primary endpoint)

Improvement as 1.60-point Improvement as _ 8'p?|2<to o0
early as Week 4 improvement (P<0.0001) early as Wegk 4 Icr:rc:fnro;,r:rgfgoinal' ' mab)
compared to omalizumab 4 compared to omalizumab compared to omalizumab p izu
: : i :
E E 30 : 1
o -0.5 L 071 E :
= . +— ~1.05 | 325 : 4
w 3 10 i ‘{ < : —— Anosmia
<8 : g0 A _threshold
=¢ 19 : E (UPSIT
9 N ',7_, 15 1 score = 18)
%) qd; -2.0 E o 10
z 2 = ;
] A
g '25 : 5 H :
o | | |
3.0 - d 0 ] !
BL 4 12 24 BL 2 4 12 24
Week Week

-8- Dupilumab -+ Omalizumab
*NPS ranges from 0-8. TRange 0-40.

BL=baseline; LSM=least squares mean; NPS=nasal polyp score; SD=standard deviation; SE=standard error; UPSIT=University of Pennsylvania Smell Identification Test.
De Corso E, et al. Presented at The European Academy of Allergy and Clinical Immunology Congress; 13-16 June 2025; Glasgow, United Kingdom. Session L-OAS-CT3.



EVEREST
) Dupilumab Demonstrated Improvement in Disease-Specific
~ HRQoL Compared to Omalizumab

Mean change from baseline in SNOT-22 score* (secondary endpoint)

0
o £ -10
I
= 8 20
Q -
=
~ O
Nu: -30
-
o
5 & 0
(&)
50
BL

N\

Improvement as

early as Week 4
compared to omalizumab

-0- Dupilumab -~ Omalizumab

12.7-point

improvement (P<0. OOO1T)A
compared to omalizumab

-31.9

12
Week

ﬂ -44.6

24

*Range 0-110. TNominal.

BL=baseline; HRQoL=health-related quality of life; LSM=least squares mean; SE=standard error; SNOT-22=22-item Sino-Nasal Outcome Test.
De Corso E, et al. Presented at The European Academy of Allergy and Clinical Immunology Congress; 13-16 June 2025; Glasgow, United Kingdom. Session L-OAS-CT3.



EVEREST
Dupilumab Demonstrated Improvements in Asthma-Related Lung
Function Compared to Omalizumab

Mean change from baseline in pre-BD FEV, (other endpoint)

Improvement as 150 mL
early as Week 4 improvement (P=0.003*)
A compared to omalizumab compared to omalizumab A

o
N

-- Dupilumab -+ Omalizumab

S S Lo

0.14

o
w

Pre-BD FEV, (L), LSM (SE)
change from baseline
o o
- N

©
o

BL 2 4 8 12 16 24
Week

*Nominal.
BL=baseline; CRSwNP=chronic rhinosinusitis; LSM=least squares mean; pre-BD FEV=pre-bronchodilator forced expiratory volume in 1 second; SE=standard error.
De Corso E, et al. Presented at The European Academy of Allergy and Clinical Immunology Congress; 13-16 June 2025; Glasgow, United Kingdom. Session L-OAS-CT3.




EVEREST
) Safety Profiles of Dupilumab and Omalizumab Were Comparable

Treatment-emergent adverse events, n (%) Dupilumab (n=179)* | Omalizumab (n=173)*

Any 115 (64.2) 116 (67.1)
Study intervention-related TEAE 35 (19.6) 37 (21.4)
Any serious TEAE 3(1.7) 7 (4.0)
Any TEAE leading to death 0 (0) 0 (0)
Any TEAE leading to permanent discontinuation of the 5(2.8) 2(12)

study intervention

Safety profiles of dupilumab and omalizumab were comparable and were consistent with those

previously reported in CRSWNP and asthma indications

*Safety population; following randomisation, 2 patients in the dupilumab group and 6 in the omalizumab group did not receive treatment and were notincluded in the safety population.
CRSwNP=chronic rhinosinusitis with nasal polyps; TEAE=treatment-emergent adverse event.
De Corso E, et al. Presented at The European Academy of Allergy and Clinical Immunology Congress; 13-16 June 2025; Glasgow, United Kingdom. Session L-OAS-CT3.



Patient Case #3

51-Year-Old Male
with CRSWNP After Multiple Surgeries
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Patient Case #3

# 51-Year-Old Male With CRSwNP After Multiple Surgeries

Age: 51 years

Gender: Male
Occupation: Senior
executive

Hobbies: Cooking, jogging
Years since CRSwWNP
onset: 214

Comorbidity: Asthma

"

2008

= First sinus surgery

» Reported negative
experience postoperatively,
including discomfort with
nasal tamponade removal
and suctioning, described
as very unpleasant

CRSwWNP=chronic rhinosinusitis with nasal polyps; ICS=inhaled corticosteroid; SABA=short-acting beta-agonist.
Actual patient case. Individual results may vary - please consult the relevant SmPC for further information. Case provided by Dr. Martin Wagenmann. Personal Communication (Property of Dr. Wagenmann, May 2025).

"

Symptoms:
= Nighttime coughing, repeated episodes
of wheezing, and chest pain during

jogging

Evaluation:

= Cardiological examination: Normal

» Pulmonary function test: Abnormal
lung function

= Diagnosis: Asthma

Current medications:
= |CS
= SABA




Patient Case #3
91-Year-Old Male With CRSwWNP After Multiple Surgeries

BT+ BT BT

Patient changed ENT provider | |

|
Continual renewed worsening of Revision surgery: i L
symptoms reported since 2014 = |nitially noted significant Sslsoi:?/\(/jajrorr?g:nc;go;o(jlﬁir;:zd
= Nasal obstruction improvement in nasal '
= Nasal secretions obstruction and secretion g
= |ncreased loss of smell = Sense of smell returned - Diagnosis: Recurrent
= Increased asthma necessitating intermittently polyposis ]
therapy escalation
" Reported loss of enjoyment in Patient declined recommended
cooking and altered wine taste revision surgery

Patient declined recommended revision surgery :

= Multiple OCS courses

= Bilateral nasal polyps noted

= Multiple OCS courses

CRSwNP=chronic rhinosinusitis with nasal polyps; ENT=ear, nose, and throat; OCS=oral corticosteroid.
Actual patient case. Individual results may vary - please consult the relevant SmPC for further information. Case provided by Dr. Martin Wagenmann. Personal Communication (Property of Dr. Wagenmann, May 2025).



Patient Case #3
51-Year-Old Male With CRSwNP After Multiple Surgeries

_» 2022: First Visit to My Clinic

Nasal endoscopy
with NPS

Current medications:
= |[CS/LABA, INCS, 3 OCS courses in
the past year

Evaluation:

= SNOT-22: 70

= VAS: 8.7

= Smell test: Anosmia

= ACT: 17

= Blood EOS: 1310 cells/uL

» Endoscopic findings: Pronounced recurrent
polyposis bilaterally with thick secretions

= NPS: 5 (3+2) Treatment Plan

> Increased INCS to 2x2 > Initiated nasal lavages

ACT=Asthma Control Test; CRSwNP=chronic rhinosinusitis with nasal polyps; EOS=eosinophil; ICS=inhaled corticosteroid; INCS=intranasal corticosteroids; LABA=long-acting beta-agonist; NP S=Nasal Polyp Score; OCS=oral corticosteroid;
SNOT-22=22-item Sino-Nasal Outcome Test; VAS=visual analogue scale.

Actual patient case. Individual results may vary - please consult the relevant SmPC for further information. Case provided by Dr. Martin Wagenmann. Personal Communication (Property of Dr. Wagenmann, May 2025).



Patient Case #3
51-Year-Old Male With CRSwWNP After Multiple Surgeries

» 8 Weeks After First Visit »

No significant change in nasal symptoms

Referral to pulmonologist

= FEV,: 72%

= Indication for biological therapy
established

Treatment plan
= Initiated dupilumab 300 mg Q2W
= Continued INCS and ICS/LABA

CRSWwNP=chronic rhinosinusitis with nasal polyps; ICS=inhaled corticosteroid; INCS=intranasal corticosteroids; LABA=long-acting beta-agonist; Q2W=every 2 weeks.
Actual patient case. Individual results may vary - please consult the relevant SmPC for further information. Case provided by Dr. Martin Wagenmann. Personal Communication (Property of Dr. Wagenmann, May 2025).



Patient Case #3
51-Year-Old Male With CRSwNP After Multiple Surgeries

Dupilumab Improved and Sustained Sinonasal and Asthma Outcomes for 2 Years

Start of
WRgMP + Can smell again Missed dupilumab dose
Anosmia * Hyposmia for 5 weeks prior
8 ~* QoL improved \ 4
7 § * No CRSwWNP or  Pressure in face
5 N\ -+ Normalised nasal breathing asthma symptoms * Increased nasal secretion
. ; \\ . Normosmia * Dry, intermittently :
o « No asthma symptoms bloody nose
a4 z « FEV,: 93% predicted _-N
Z S~ - - : - PN
3 T T T e e — e __ :
2 - - e e
1 ——NPS = = SNOT-22
0
Baseline 2 6 18 21 24
Months
Blood EOS 5, 4539 1360 1100 930 NR
(cells/uL):
ACT: 17 NR 25 NR 20 24

ACT=Asthma Control Test; CRSWNP=chronic rhinosinusitis with nasal polyps; EOS=eosinophils; FEV,;=forced expiratory volume in 1 second; NPS=Nasal Polyp Score; NR=not reported; QolL=quality of life; SNOT-22=22-item Sino-Nasal

Outcome Test.
Actual patient case. Individual results may vary - please consult the relevant SmPC for further information. Case provided by Dr. Martin Wagenmann. Personal Communication (Property of Dr. Wagenmann, May 2025).
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) AROMA Is a Phase 4, Prospective, Global Registry Study

Study Design Study Population Study Endpoints

Disease measures:

N=691 Median age 69.2% = FeNO = Spirometry
across 6 countries 53 years had asthma = LMK-CT = UPSIT
O 00O o = PNIF
/
QQQQ = 23.2% = Sniffin’ Sticks
Uncontrolled CRSWNP on @» had NSAID-ERD
dupilumab

(dosed according to recommended

- L Patient-reported outcomes:
country-specific prescribing

information) o, = ACQ-6, AR-VAS, eDiary (LoS,
‘A'=“ NC, TS_SS), EQ-5D-5L, global
physician assessment,
Followed for 36 months o HCRUQ, mini-AQLQ, mini-
65.8% recsived sCSin 74.1% RQLQ(S), POEM, SF-12,
the last 2 years for CRSWNP prior sinonasal SNOT-22, WPAI-CRSWNP,
concomitant medications, AEs

surgery

ACQ-6=6-item Asthma Control Questionnaire; AE=adverse event; AR-VAS=Allergic Rhinitis Visual Analogue Scale; CRSWNP=chronic rhirosinusitis with nasal polyps; EQ-5D-5L=European Quality of Life 5-Dimensions, 5-Level Questionnaire;
FeNO=fractional exhaled nitric oxide; HCRUQ=Healthcare Resource Utilization Questionnaire; LMK-CT=Lund—Mackay computed tomography; LoS=loss of smell score; mini-AQLQ=Mini Asthma Quality of Life Questionnaire; mini-RQLQ(S)=Mini
Standardised Rhinoconjunctivitis Quality of Life Questionnaire for patients >12 years of age; NC=nasal congestion; NSAID-ERD=nonsteroidal anti-inflammatory drug—exacerbated respiratory disease; PNIF=peak nasal inspiratory flow;

POEM=Patient-Oriented Eczema Measure; SCS=systemic corticosteroids; SF-12=12-item Short-Form; SNOT-22=22-item Sino-Nasal Outcome Test; TS S=total symptom score; UP SIT=University of Pennsylvania Smell Identification Test; WPAI-
CRSwWNP=Work Productivity and Activity Impairment Questionnaire for CRSWNP.

Peters AT, et al. Oral presentation #579 presented at: American Academy of Allergy, Asthma & Immunology/World Allergy Organization Joint Congress; 28 February—3 March 2025; San Diego, CA, USA.



) Dupilumab Improved Sinonasal Symptoms With Sustained
Efficacy Through 2 Years in AROMA

3.0 7 NC 35 - LOS 80 - SNOT'22
] a 304 -
9-;2.5 7] 3.0 gAGO |
D20 1 c 257 fa)
s . .| 8 2.0 - » 8
g 15 £ § g4
£ ~ 1.5 4 1 @©
1.0 - () = o
g g 10 1 S E
3 0 @ 05 A )
(7] (72}
N I I T T T S S A A ol = L
0.5 05- 0 3 6 12 18 24 0 3 6 12 18 24
Month Month Month
n= 609 521 488 326 175 76 n= 609 521 488 326 175 76 n= 552 443 366 224 134 95 60 29
8 TSS
Q7
o
p 6
Q5
¥
g3 - Dupilumab improved Patient Global Assessment of Symptoms and
» 2 Physician Global Assessment with improvements sustained through 2 years
& 1
0 | | | | | |
0 3 6 12 18 24
Month
n= 609 521 488 326 175 76

NC=nasal congestion; LoS=loss of smell; SD=standard deviation; SNOT-22=22-item Sino-Nasal Outcome Test; TSS=total symptom score.
Peters AT, et al. Oral presentation #579 presented at: American Academy of Allergy, Asthma & Immunology/World Allergy Organization Joint Congress; 28 February—3 March 2025; San Diego, CA, USA.



The Safety Profile of Dupilumab in AROMA Was Consistent With
Data From Clinical Trials

20.7% of patients experienced 21 TEAE in first 6 months
following dupilumab initiation

Most common TEAEs through 6 months Total (N=691)

(20.5% incidence)

Arthralgia 21 (3.0)
COVID-19 10 (1.4)
Injection-site reaction 9(1.3)
Headache 7 (1.0)
Upper respiratory tract infection 6 (0.9)
Injection-site erythema 5 (0.7)
Sinusitis 4 (0.6)
Arthritis 4 (0.6)
Back pain 4 (0.6)

TEAE=treatment-emergent adverse event.
Peters AT, et al. Oral presentation #579 presented at: American Academy of Allergy, Asthma & Immunology/World Allergy Organization Joint Congress; 28 February—3 March 2025; San Diego, CA, USA.



} PRESENTACION, PRECIO Y CONDICIONES DE PRESCRIPCION Y DISPENSACION:

Dupixent 300 mg solucién inyectable en jeringa precargada — 2 jeringas precargadas de 2 ml con
protector de aguja (CN 718735.6)

*} Dupixent 300 mg solucion inyectable en pluma precargada — 2 plumas precargadas de 2 ml (CN
758028.7)

PVP notificado: 1.267,45 €, PVP IVA notificado: 1.318,15 €.

Medicamento sujeto a prescripcion médica. Diagndstico hospitalario. Financiado por SNS. Dispensacion

hospitalaria sin cupén precinto.
Puede acceder a informacion detallada y actualizada sobre este medicamento escaneando con su teléfono

movil (smartphone) el cédigo QR.

CONSULTE LA FICHA TECNICA COMPLETA ANTES DE PRESCRIBIR ESTE MEDICAMENTO.

[=] ¥t [m]

[]

Dupixent 300 mg pluma
precargada

Dupixent 300 mg
jeringa precargada

Dupixent esta financiado en Espaiia de acuerdo con los criterios establecidos por el SNS.

Ver ficha técnica DUPIXENT® 300 mg solucién inyectable en jeringa precargada
Ver ficha técnica DUPIXENT® 300 mg solucién inyectable en pluma precargada
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