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• Definita dalla presenza di pomfi e/o angioedema che si verificano

per più di 6 settimane, senza un fattore scatenante specifico

• Condizione comune: che colpisce 0.5-1.5% della popolazione

mondiale, con tendenza crescente nel tempo

• Lunga durata: (2 aa nel 60% dei casi, 5 anni nel 30% dei casi)

• Qualità di vita ridotta: per privazione del sonno, disfunzione

sessuale, limitazioni nella vita quotidiana e prestazioni ridotte sul

lavoro o a scuola

• Patogenesi oscura e mancanza di terapie specifiche, determinano

scarso controllo dei sintomi

Orticaria cronica spontanea (CSU)



International guideline for CSU treatment

H1-AH can be 

maintained 

alongside 

omalizumab or 

ciclosporine A 

treatment)

First Line

Approved dose 2nd generation 

H1-antihistamines (2G H1-AH)

If needed: increase 2G H1-AH dose 

(up to 4x)

Second Line

Add on to 2G H1-AH: Omalizumab

(300mg every 4 weeks)

If needed: increase dose and/or 

shorten interval*

Third Line

Add on to 2G H1-AH: Ciclosporine

Inadequate control on high dose: in 2–4 weeks 

(or sooner if symptoms are intolerable)

Inadequate control: within 6 months (or sooner if 

symptoms are intolerable)

NOTE: Short course (max. 10 days) of 

corticosteroids may also be used at all 

times if exacerbations demand this
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Zuberbier T, et al. Allergy. 2022 Mar;77(3):734-766

AH: antihistamine; CU: chronic urticaria



Antistaminici di seconda generazione (2G H1-AH)

• Somministrazione da circa 40 aa

• Uso associato ad alta efficacia sia a breve che a lungo termine

• Classi speciali: gravidanza/allattamento (loratadina/ebastina) e 
bambini (cetirizina, desloratadina, fenoxifenadina, levocetirizina, 
rupatadina, bilastina e loratadina)

• Fattori predittivi di mancata risposta: UAS7, D-dimero, PCR, VES e 
Paf elevati, eosinopenia, polimorfismi genici, concomitante CIndU

Mancata risposta: >50% dei pazienti



Principi di terapia- Omalizumab

Anticorpo monoclonale umanizzato

IgG1k che si lega a IgE libere umane, 

rappresenta il primo biologico approvato

per il trattamento CSU resistente a 

terapia antistaminica

Meccanismo d’azione:

• Legame alle IgE libere e inibizione

dell’interazione recettoriale

• Downregolazione del recettore FcεRI 

su mastociti, basofili e cellule 

presentanti l'antigene



Principi di terapia- Omalizumab

⚫ Funziona in CSU e Orticaria Cronica Inducibile (CIndU)

⚫ Riduzione di pomfi e angioedema

⚫ Migliora la qualità della vita

⚫ Adatto per il lungo-termine (6aa)

⚫ Efficace nel trattare le recidive dopo interruzione

⚫ Dosaggio standard (indipendente da IgE), che può variare in quantità, 

tempistica o entrambe

⚫ Classi speciali: gravidanza/allattamento e bambini

Mancata risposta: >30% dei pazienti



Posologia: 1 fl. 150 mg x 2 ogni 15 giorni per 6 mesi –

sospensione 8 settimane – eventuale prosecuzione ulteriori

6 mesi di terapia

Principi di terapia-Omalizumab



Terapie attuali

• Poco del 50% dei pazienti con CSU 

rispondono a una terapia H1-antistaminico a 

dosaggio standard, il trattamento di prima 

linea.

• Omalizumab, in uno studio comparativo di 

fase 2, ha mostrato a tasso di risposta 

completo del 26%, rispetto al 30%–51% a 

ligelizumab. 

• Ciclosporina, dapsone, e l'idrossiclorochina 

sono utilizzati off-label. 



Endotipi CSU

Tipo I della CSU autoallergica, caratterizzata 

da anticorpi IgE diretti agli auto-antigeni 

(chiamati anche autoallergeni)

Tipo IIb, l'ipersensibilità è caratterizzata da 

un processo anticorpo-dipendente in cui 

anticorpi IgG specifici si legano agli 

autoantigeni 

Una sovrapposizione tra i 2 endotipi sono 

stati recentemente segnalati



I due endotipi condividono la manifestazione clinica e patogenesi a valle dell'attivazione dei 
mastociti (vasodilatazione, stravaso, attivazione sensoriale nervosa, reclutamento delle cellule 
infiammatorie)

• Tipo I della CSU autoallergica

• Più comune, associata ad allergie

• IgE anti TPO

• Risposta a omalizumab veloce e completa

• Tipo tipo IIb 

• 10% dei pazienti, sesso femminile, malattie autoimmuni (tiroidite, vitiligine)

• Sintomi notturni, baso- e eosinopenia, bassi livelli di IgA, IgG anti TPO, bassi IgE

• CSU resistente e risposta a omalizumab e antistaminici scarsa; risposta buona a Cya

• Miscellanea

Endotipi CSU…..

………….STESSO FENOTIPO



Terapie attuali ed emergenti per CSU



Cascata 

BTK  in 

Cellule B e 

Mastociti



Remibrutinib (LOU064) is a novel, highly selective, potent, 

covalent, oral BTK inhibitor
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Remibrutinib binds to BTK to block mast cell degranulation, regardless of the cause of FcRI activation

• Remibrutinib enters the cell and

binds to BTK, suppressing the

downstream cascade of information

and release of granule mediators

including histamines and pro-

inflammatory cytokines1

• BTK is also active on the BCR, hence,

inhibition of BTK may lead to lower

secretion/ production of antibodies

including IgE in B cells2

Fc𝜺R1
Degranulation

BTK

IgE

Remibrutinib

Allergen

CSU, chronic spontaneous urticaria; H1-AH, H1-antihistamines; RCT, randomized controlled trial; UAS7, weekly Urticaria Activity Score.

1. Maurer M, et al. J Allergy Clin Immunol. 2022; 150(6):1498–1506.e2; 2. Angst D, et al. J Med Chem. 2020;63:5102–5118.



BTK inhibitors have potential efficacy in both type I 

and type IIb CSU

14

Figure source: Mendes-Bastos et al. Allergy. 2022;00(1):12

BCR, B cell receptor; BTK, Bruton’s tyrosine kinase; CSU, chronic spontaneous urticaria; IgE, 

immunoglobulin E; IgG, immunoglobulin G; MC, mast cell. 1. Maurer M et al. World Allergy Organ 

J.2020;13(9):100460. 2. Maurer M et al. Allergy. 2017;72(12):2005-2016 3. Mendes-Bastos et al. Allergy. 

2022;00(1):12 

AAb, antithyroid autoantibody; CSU, chronic spontaneous urticaria; 

FcεRI, Fc epsilon RI; IgE, immunoglobulin E 

1. Kolkhir P, et al. J Allergy Clin Immunol. 2017;139:1772–1778; 2. 

Maurer M, et al. Int Arch Allergy Immunol. 2020;181(5):321–333 
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Disclaimer

This material, and all contents cited within, is intended to provide free medical information for physicians, who have contacted Novartis with medical requests.

The objective is to share scientific data allowing each HCP to draw autonomous conclusions and make autonomous decisions from the material provided.

This material may contain recommendations outside the approved labeling of Novartis products, but it is not intended to promote or recommend any indication, dosage, regimen or any claim not covered in the licensed product information 

(SPC).

Any data about non-Novartis products are based on publicly available information at the time of realization of this slides.

Lo studio di fase 2b per la determinazione della dose ha 

dimostrato che remibrutinib è un trattamento efficace 

per la CSU nel complesso range di dosaggio testato 

(da 10 mg una volta al giorno a 100 mg due volte al 

giorno [b.i.d.]), con una rapida insorgenza d'azione e un 

profilo di sicurezza favorevole fino a 12 settimane in 

pazienti con CSU non adeguatamente controllata con 

antistaminici H



Study design: A dose-finding, multicenter, randomized, double-blind, 

placebo-controlled phase 2b study for up to 18 weeks
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*Eligible patients rolled over 

into the extension study at 

Week 12 or at Week 16, 

following roll-over criteria 

defined in the extension 

study protocol and 

dependent of HAs/EC 

approval from participating 

countries. Background 

therapy was a 2nd

generation H1-antihistamine 

at a locally approved 

licensed posology that had 

to be administered daily with 

a stable treatment regimen 

throughout the study. 

Rescue therapy was a 2nd

generation H1-antihistamine 

at a locally approved 

licensed posology that 

differed from the 

background H1-

antihistamine, is eliminated 

primarily via renal excretion, 

and could only be given to 

treat unbearable symptoms 

(itch) of CSU on a day-to-

day basis

b.i.d., twice daily; CSU, 

chronic spontaneous 

urticaria; EC, ethics 

committee; HA, health 

authority; n, number of 

patients included in each 

group; q.d, once daily

10 mg Remibrutinib q.d (n=44)

35 mg Remibrutinib q.d (n=44)

100 mg Remibrutinib q.d (n=47)

Placebo (n=43)

10 mg Remibrutinib b.i.d (n=44)

25 mg Remibrutinib b.i.d (n=44)

100 mg Remibrutinib b.i.d (n=45)

Background therapy: 2nd generation H1-antihistamine

Rescue therapy: alternative 2nd generation H1-antihistamine

Double-blind treatment period (12 weeks) Treatment-free

Follow-up

(4 weeks)

Screening

(2 weeks)
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Primary EndpointRandomisation

(NCT03926611)

Baseline

1

Primary objectives:

Efficacy and Safety of a range of remibutinib doses. The dose-response was investigated according to UAS7 change form baseline at week 4.

Key secondary endpoints: efficacy in terms of UAS7 change form baseline at week 12 and over the time and proportion of complete responde 

(UAS70) and well-controlled disease (UAS7<6)



Urticaria Activity Score (UAS)

• Sistema di punteggio basato sulla valutazione

dell'intensità del prurito e del numero di pomfi

• Viene documentato dal paziente, una volta al

giorno per sette giorni, rivelando l’attività di

malattia durante la settimana

• La somma dei punteggi crea l'UAS settimanale

(UAS7) con un punteggio fra 0-42.

• I punteggi UAS7 vengono quindi classificati in

intervalli che descrivono gli stati di salute della

CSU

• Recentemente è stata introdotta la misura del

pomfo più largo (0-3 [>2,5 cm])

The EAACI/GA 2 LEN/EDF/WAO guideline for the definition, classification, diagnosis, and management 

of urticaria: the 2013 revision and update. Zuberbier, et al, Allergy 2014 

Miynek.A. Allergy 2008



Urticaria Activity Score

Strumento utile e valido per misurare l’attività

di malattia e la risposta alla terapia in pazienti

con CSU (follow-up e monitoraggio) nei trial e

pratica clinica

Limiti maggiori:

• Strumento prospettico

• Dimenticanza da parte del paziente

• Non include angioedema

• Specifico per CSU

• Non misura il controllo della malattia



Remibrutinib showed rapid and significant improvement in 

baseline UAS7 up to 12 week vs. placebo
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Change from baseline in UAS7 at 
Week 12 for each study arm

Treatment arm LS mean change (SE)

Remibrutinib 10 mg q.d. (N=44) -18.1 (1.9)

Remibrutinib 35 mg q.d. (N=44) -18.0 (1.9)

Remibrutinib 100 mg q.d. (N=47) -15.3 (1.9)

Remibrutinib 10 mg b.i.d. (N=44) -17.7 (1.9)

Remibrutinib 25 mg b.i.d. (N=43) -20.2 (2.0)

Remibrutinib 100 mg b.i.d. (N=45) -17.4 (2.0)

Placebo (N=42) -7.9 (2.0)

b.i.d., twice daily; CI, confidence interval; LS, least squares; N, number of patients; q.d., once daily; SE, standard error; UAS7, weekly Urticaria Activity Score

Maurer M. et al J Allergy Clin Immunol. 2023 Feb;151(2):579

Secondary Endpoints (1 of 2)

▪ UAS7 improved from baseline up to Week 12 in all remibrutinib doses compared with placebo

▪ A rapid improvement in UAS7 was observed as early as at Week 1, which was maintained up to Week 12



More patients achieved UAS7=0 and UAS7≤6 with 

remibrutinib doses vs. placebo up to Week 12 

20

b.i.d., twice daily; CI, confidence interval; mg, milligram; N, total number of patients; q.d., once daily; UAS7, weekly Urticaria Activity Score

Maurer M. et al J Allergy Clin Immunol. 2023 Feb;151(2):579

Secondary Endpoints (2 of 2)

▪ Compared with placebo, more patients receiving any remibrutinib dose achieved a complete absence of hives and itch 

(UAS7=0) and well-controlled disease response (UAS7≤6) over the 12-week treatment period

▪ From Week 2, these responses were maintained (UAS7≤6) or gradually increased further (UAS7=0) up to Week 12 

Complete response (UAS7=0) over time during the 

treatment period (non-responder imputation) 

Well-controlled disease response (UAS7≤6) over time during the 

treatment period (non-responder imputation)



Remibrutinib had a favorable safety profile across

the entire dose range

Maurer M. et al J Allergy Clin Immunol. 2023 

Feb;151(2):579

• Remibrutinib had a favorable safety 

profile  across all doses, with no 

apparent dose –dependent pattern

• 58.1% (155/267) of patients 

receiving any remibrutinib dose 

reported at least 1 AE (mild-38%, 

moderate-16%, severe-2% of 

patients)
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Remibrutinib demonstrates favorable safety

profile and sustained efficacy in chronic

spontaneous urticaria over 52 weeks

Start Treatment Follow-up
Primary objectives:
Safety, occurrence of treatment-emergent adverse events (TEAEs), including serious adverse events (SAEs).
Efficacy, change from baseline in UAS7 and the proportion of patients achieving complete response to treatment (UAS7 =0) and well-controlled 
disease (UAS7 <6) at week 4 (no background H1 antihistamine was allowed up to week 4) and over time up to 52 weeks.
UAS7 values range from 0 to 42, with higher scores indicating greater severity



Jain V, et al. J Aller Clin Immunol 2023 in press

Remibrutinib demonstrates favorable safety

profile and sustained efficacy in chronic

spontaneous urticaria over 52 weeks

Change from baseline in UAS7 at week 4 and over
time. At week 4, the mean change from baseline in UAS7 was -
17.6, in the absence of background H1 antihistamine medication, 
which was not permitted up to week 4 of the treatment period. 
Clinical improvement was rapid, with reductions in UAS7 from 
baseline as early as week 1 (-14.8) that continued to decrease until 
week 52
Complete response at week 4 and over time. Complete response 
(UAS7=0) was achieved in 27.3% of patients at week 4;  UAS7=0 
response  was 28.2% at week 4 and 43.4% at week 12 and 
continued to increase further, with 55.8% of patients achieving a 
complete response at week 52 
Well-controlled disease response at week 4 and over
time. Well-controlled disease response (UAS7 <6) was achieved in 
51.0% of patients at week 4, the UAS7 <6 response increased
further and was maintained through week 52 .



Overall safety. Overall, 71.6% (139/194) of patients reported
at least 1 TEAE. The majority of TEAEs were mild to
moderate, with 35.1% (68/194) of patients reporting at least one
mild or moderate. Severe events were reported in 4.1% (8/194) of 
patients and included CSU and upper abdominal pain, appendicitis, 
COVID-19 pneumonia, muscle strain, muscle spasms, osteonecrosis, 
and nephrolithiasis
Laboratory investigations and vital signs: no significant findings
Change in immunoglobulin levels: changes from baseline
in total serum levels of IgE, IgA, IgG, and IgM observed over
time with remibrutinib
11% patients discontinued study treatment due to SAEs
No deaths occurred in the study.

Remibrutinib demonstrates favorable safety

profile and sustained efficacy in chronic

spontaneous urticaria over 52 weeks



Conclusioni

• Il profilo di sicurezza e tollerabilità e l’efficacia
prolungata con remibrutinib 100 mg bid per 52 
settimane supportano lo sviluppo del farmaco in 
pazienti con CSU non controllata con 
antistaminici

• Remibrutinib potrebbe quindi essere una nuova
opzione di trattamento orale, per il rapido
controllo della malattia e il profilo di sicurezza
favorevole

• Gli studi clinici di fase 3 mirano a confermare e 
valutare ulteriormente l’efficacia e la sicurezza di 
remibrutinib in pazienti adulti affetti da CSU



Grazie


