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1. I membri della «JAK family» 
sono 3?

1.  Sì

2.  No



2. Le JANUS chinasi sono delle 
proteine transmembrana?

1.  Sì

2.  No



üNRTKs: cytoplasmic enzymes associated with 
membrane receptors which regulate their activity1

üOnly 5 NRTKs have a pseudokinaseandkinase domain
present in the same protein: 
ÁGCN2, a serine threonine kinase
Á4 members of the JANUS Kinase family (JAK1, JAK2, JAK3, TYK2)

üThey are involved in cell growth, survival, development, and differentiation of a  
variety of cells but are critically important for immune cells and hematopoietic cells.

NonreceptorTyrosine Kinases (NRTKs)

1. Neet and Hunter. Genes Cells 1996;1(2):147-69.   2 . Hubbard and Till. Annu Rev Biochem 2000;69:373-98. 3.Pesu et al. Immunol Rev 2008;223:132-
42. 4. Haan C et al. In: Jak-Stat Signaling: From Basics to Disease, 2012
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Binding of Cytokine Receptors by Cytokines 
Activates JAK Pathways Signaling

Cytokine binding to its cell surface 
receptor leads to receptor polymerization and 

activation of associated JAKs
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the receptors that dock STATs
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Activated JAKs phosphorylate 
STATs, which dimerize and move to the nucleus 

to activate new gene transcription
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JAKs work in pairs and play a role in a diverse range of biologic functions,
so selective inhibition is a central principle in therapeutic intervention

Cɹ, gamma chain; CRLF2, cytokine receptor-like factor 2; EPO, erythropoietin; GH, growth hormone; GM-CSF, granulocyte-macrophage 
colony-stimulating factor; IFN͊ , interferon gamma; IL, interleukin; JAK, Janus kinase; NK, natural killer; OSMR, oncostatin M receptor; Th, T 
helper cell; TPO, thrombopoietin; TSLP, thymic stromal lymphopoietin; TYK, tyrosine kinase
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1. Clark JD, et al. J Med Chem 2014;57:5023т38; 2. Cornelissen C, et al. Eur J Cell Bio 
2012;91:552т66; 3. Lou H, et al. J Immunol 2017;198:2543т55; 4. Klonowska J, et al. Int J 

Mol Sci 2018;19:3086; 5. Bieber T, et al. Nat Rev Drug Discov 2021;20:1т20; 
6. Wolk K, et al. J Interferon Cytokine Res 2010;30:617т28
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Figure recreated from Bieber T, et al. J Eur Acad Dermatol Venereol. 2022;36(9):1432-1449.

Atopic dermatitis is 
caused by a complex 

dysregulation
of many immune 

pathways



Therapeutic paradigm for incomplete JAK inhibition in ADa

aConceptualschematic, not based on data
AD, atopic dermatitis; IFNɹ, interferon gamma; IL, interleukin; JAK, Janus kinase; TSLP, thymic stromal lymphopoietin 

ά.iologics generally act by binding to individual 
cytokines or receptors and nearly completely
inhibiting an individual cytokinefor prolonged 
ǇŜǊƛƻŘǎ ƻŦ ǘƛƳŜέ1

άJAK signaling is downstream of multiple cytokines 
ΧΦŀƴŘ ǘƘŜǊŜŦƻǊŜΣ ŜŦŦƛŎŀŎȅ Ŏŀƴ ōŜ ƻōǎŜǊǾŜŘ ŀǘ ŘƻǎŜǎ 
that partially and reversibly modulate the signaling
of multiple pathwaysέ1
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1. Clark JD, et al. J Med Chem 2014;57:5023ς38



Itch cytokines Other key AD cytokines

Ex vivo JAKi assays

AD=atopic dermatitis; IL=interleukin; JAK=Janus kinase; TSLP=thymic stromal lymphopoietin; TYK=tyrosine kinase.
1. Chen L, et al. Clin Exp Immunol. 2004;138:375-87; 2. Guttman-YasskyE et al. Curr OpinImmunol. 2017;48:68-73; 3. O'Shea JJ and PlengeR. Immunity. 2012;36(4):542-50.

Cytokines involved in Atopic Dermatitis use the JAK/STAT pathway 

IL-10IL-4 IL-13IL-31 TSLP IL-22 IL-5 IFN-ʴ



Systemic drugs with strong recommendation for patients with atopic dermatitis who 
are candidates for systemic therapya,1

aBasedon expertôs opinion from WollenbergA, et al. J EurAcadDermatol Venereol. 2022 Sep;36(9):1409ï1431. No head-to-head studies have been conducted; bAbrocitiniband Tralokinumab are not approved in AD in Brazil 

AD=atopic dermatitis; JAK=Janus kinase 1. WollenbergA, et al. J EurAcadDermatol Venereol. 2022;36(9):1409ï1431.2.EDF. EuroGuideDerm. Dec 2022. 

https://guidelines.edf.one//uploads/attachments/clbm6smyq07z30d3qmqdl2aiy-5-overview-tables-dec-2022.pdf

Conventional systemic 
treatments

Biologics JAK inhibitors

Ciclosporin Dupilumab Tralokinumabb Abrocitinibb,2 Baricitinib Upadacitinib

Recommendation

Time to response 
(weeks)

1-2 4-6 4-8 1-2 1-2 1-2

Time to relapse 
(weeks, based on 
expert experience)

<2 >8 >8 <2 <2 <2

JAK inhibitors are fast-acting therapies
Strong recommendation

©  2023 Eli Lilly and Company



3. JAK inibitori : 
Uguali ma diversi?

1.  Sì

2.  No



Drug-Drug-Interaction Profiles Differ between JAK Inhibitors
CYP450 Enzymes

1. Baricitinib. Summary of product characteristics. Eli Lilly.2. upadacitinib. Summary of product characteristics. Abbvie. 3. abrocitinib. Summary of product characteristics. Pfizer. .4-12 SmPC Clarithromycin, 
Ketoconazole, Itraconazole, Posaconazole, Rifampicin, Phenytoin, Fluvoxamine, Fluconazole, Apalutamide, Enzalutamide, Efavirenz.

Baricitinib1 Upadacitinib2 Abrocitinib3

Metabolization via CYP450 enzymes

<10% by CYP3A4 Mainly via CYP3A4

~53% by CYP2C19
~30% by CYP2C9 
~11% by CYP3A4 
~6% by CYP2B6

Relevance for CYP450 drug interactions No Yes
CYP3A4 inducers or inhibitors can affect 
upadacitinibexposure

Yes
CYP2C19 and CYP2C9 inhibitors or inducers 
can affect abrocitinibexposure

Examples for CYP450 
inducers/inhibitors 

CYP3A4 inhibitors:
ÅClarithromycin
ÅKetokonazole
Å Itraconazole
ÅPosaconazole
ÅVoriconazole
ÅGrapefruit

CYP2C19/CYP2C9 
inhibitors:
ÅFluvoxamine
ÅFluoxetine
ÅFluconazole

Examples of diseases, in which listed 
CYP450 inducers/inhibitors might be 
used

ÅBacterial infections4

ÅFungal infections5-8

ÅTuberculosis9

ÅEpilepsy10

ÅDepression11,12

ÅObsessive compulsive disorder11,12

ÅFungal infections13

ÅTuberculosis9

ÅProstate cancer14, 15

ÅHIV16

ÅEpilepsy10

CYP2C19/CYP2C9 
inducers:
ÅRifampicin 
ÅApalutamide
ÅEnzalutamide
ÅEfavirenz
ÅPhenytoin

CYP3A4 inducers:
ÅRifampicin
ÅPhenytoin



Tolerability across oral JAK inhibitors in AD
PBO-controlled period of JAK inhibitor atopic dermatitis clinical trial programs



4. Una dose di 30 mg di upadacitinib 
una volta al giorno può essere 
appropriata per i pazienti con un 
alto carico di malattia che non sono 
a rischio aumentato di TEV, MACE e 
tumore maligno

1.   Sì

2.   No



Indicazioni terapeutiche
Dermatite atopica, Artrite reumatoide, Artrite psoriasica, Spondiloartrite assiale non radiografica, Spondilite anchilosante (SA, spondiloartrite assiale 
radiografica), Colite ulcerosa, Malattia di Crohn
Upadacitinib è indicatore nel trattamento della dermatite atopica da moderata a severa negli adulti e negli adolescenti di età pari o superiore a 12 
anni eleggibili alla terapia sistemica .

Posologia
Dermatite atopica
Adulti

ÅLa dose raccomandata di upadacitinib è di 15 mg o 30 mg una volta al giorno in base alle caratteristiche cliniche del singolo 
paziente.
ÅUna dose di 15 mg è raccomandata per i pazienti a rischio aumentato di TEV, MACE e tumore maligno 
ÅUna dose di 30 mg una volta al giorno può essere appropriata per i pazienti con un alto carico di malattia che non sono a rischio aumentato 

di TEV, MACE e tumore maligno o per i pazienti con una risposta inadeguata alla dose di 15 mg una volta al giorno. 
ÅPer la terapia di mantenimento deve essere considerata la dose efficace più bassa.
ÅPer i pazienti di età җ 65 anni, la dose raccomandata è di 15 mg una volta al giorno.

Adolescenti (da 12 a 17 anni di età)
Per gli adolescenti di peso pari o superiore a 30 kg, la dose raccomandata di upadacitinib è di 15 mg una volta al giorno 

Terapie topici concomitanti:
Upadacitinib può essere usato con o senza corticosteroidi topici. Gli argomenti inibitori della calcineurina possono essere usati nelle aree sensibili 
come il viso, il collo e le aree intertriginose e genitali.
È necessario in considerazione l'interruzione del trattamento con upadacitinib in qualsiasi paziente che non mostri nessuna evidenza di beneficio 
terapeutico dopo 12 settimane di trattamento.

UPADACITINB: RCP 20.12.2023



Upadacitinibdemonstrates the highest selectivity for JAK1 over other JAK isoforms
in engineered cellular assays1

Å aRelativeJAK inhibitory activity assessed in engineered cellular assays
JAK, Janus kinase; NA, not applicable; TYK, tyrosine kinase

Upadacitinib is a selective and reversible JAK inhibitor. Upadacitinib preferentially inhibits signalingby JAK1 or 
JAK1/3, with functional selectivity over cytokine receptors that signal via pairs of JAK22

>> >

42× more
selective

for JAK1 vs 
JAK2

JAK2JAK1

NAIncreased selectivity of 
upadacitinib for JAK1 

versus other JAK 
isoformsa

JAK3

133×
more

selective
for JAK1 vs 

JAK3

TYK2

194×
more

selective
for JAK1 vs 

TYK2

20

1. Parmentier JM, et al. BMC Rheumatol 2018;2:23ς34
2. RINVOQ SmPC.



Silverberg JI - Presented at European Academy of Dermatology and 
Venereology (EADV) Congress 2023, Berlin, Germany

Upadacitiniblong term efficacy up to 140 weeks  



Silverberg JI, et al. Oral presentation. EADV 

11ī14 October 2023, Berlin, Germany



Silverberg JI, et al. Oral presentation. EADV 

11ī14 October 2023, Berlin, Germany



Silverberg JI, et al. Oral presentation. EADV 11ī14 October 2023, Berlin, Germany



Upadacitinib safety data up to 5 years of exposure in AD: baseline patient characteristics

Bunick C, et al. Poster 115-1000533 

presented at Revolutionizing Atopic 

Dermatitis (RAD) Virtual Conference; 

December 10, 2023



Upadacitinib safety data up to 5 years of exposure in AD: treatment-emergent AESIs

Bunick C, et al. Poster 115-

1000533 presented at 

Revolutionizing Atopic Dermatitis 

(RAD) Virtual Conference; 

December 10, 2023



Upadacitinib safety data up to 5 years of exposure in AD: incidence rates/background rates

Bunick C, et al. Poster 115-1000533 

presented at Revolutionizing Atopic 

Dermatitis (RAD) Virtual Conference; 

December 10, 2023



AL BASALE

ENTRO

12 SETTIMANE 

DA INIZIO TERAPIA

IN SEGUITO, 

VALUTARE IN BASE ALLA 

GESTIONE ROUTINARIA DEL 

PAZIENTE E ALLE 

LINEE GUIDA

NON INIZIARE O 

INTERROMPERE 

LA TERAPIA

EMOGLOBINA <8 g/dL

NEUTROFILI <1 x 109/L

LINFOCITI <0.5 x 109/L

TRANSAMINASI (AST/ALT)
Aumento di AST/ALT 

indicativo di danno epatico 
da farmaco

LIPIDI
(a 12 settimane)

TUBERCOLOSI Segnie sintomidi TB attiva

EPATITI VIRALI (HBV, HCV)
Segnie sintomidi epatite

virale

ESCLUDERE INFEZIONI GRAVI/ 
OPPORTUNISTICHE

Segnie sintomidi infezione
grave/opportunisitica

ESAME PERIODICO DELLA CUTE 
(in particolarenei pzcon 
aumentatorischiodi neoplasia 
cutanea)

RISCHIO TEV Segni e sintomi di TEV

RCPς Dicembre 2023



5. La dose iniziale raccomandata di 
baricitinib per il trattamento della 
dermatite atopica moderata-grave 
ŘŜƭƭΩŀŘǳƭǘƻ ŝ н ƳƎ ǳƴŀ Ǿƻƭǘŀ ŀƭ 
giorno?

1.   Sì

2.   No



сΦ .ŀǊƛŎƛǘƛƴƛō ŝ ƭΩǳƴƛŎƻ ŀƴǘƛ-JAK 
approvato da EMA per il 
trattamento della dermatite atopica  
a partire dai 2 anni di età

1.   Sì

2.   No



7. I best responders al trattamento 
con baricitinib alla settimana 16 
sono quei pazienti con un NRS 
prurito <7 ed un BSA>40% al 
baseline

1.   Sì

2.   No



Baricitinib posology

Recommended starting dose 

Recommended for:

Å patientsagedҗ ср years*

Å patients at higher risk of major adverse cardiovascular events 
(MACE) and malignancy*

Å patients at higher risk of venous thromboembolism (VTE)

Å patients with a history of chronic or recurrent infections

is also recommended for:

Å patients with creatinine clearance 30ς60 mL/min

Å patients taking organic anion transporter 3 inhibitors with 
a strong potential, such as probenecid

* Baricitinib should only be used in these patients if no suitable treatment alternatives are available
Baricitinib SMPC.

4 mg 

once daily

2 mg 

once daily

Dose adaptability:

2 mg 4 mg 

A dose of 2 mg once daily should be considered for patients who 
have achieved sustained control of disease activity with 4 mg once 
daily and are eligible for dose tapering

4 mg 2 mg 

A dose of 4 mg once daily may be considered for patients who 
ŘƻƴΩǘ ŀŎƘƛŜǾŜ ŀŘŜǉǳŀǘŜ ŎƻƴǘǊƻƭ ƻŦ ŘƛǎŜŀǎŜ ŀŎǘƛǾƛǘȅ ǿƛǘƘ н ƳƎ 
once daily dose

Consideration should be given to discontinuing treatment in patients who show no evidence of therapeutic benefit after 8 weeks of treatment. 



Baricitinib: Selective inhibition of JAK1 and JAK2

Å Baricitinib is a selective and reversible inhibitor of JAK1 and JAK2

Å Baricitinib modulates cell signaling pathways through partial inhibition of JAK1 and JAK2 enzymatic 

activity, thereby reducing the phosphorylation and activation of STAT proteins

IC50=half maximal inhibitory concentration; JAK=janus kinase; STAT=signal transducer and activator of transcription; TYK=tyrosinekinase

Baricitinib [SmPC]. Utrecht, The Netherlands: Eli Lilly Nederland B.V., 2017

Isolated enzyme assays

JAK1 JAK2 JAK3 TYK2

IC50 values (nM) 5.9 5.7 >400 53



Before 
treatment initiation

During routine 
patient management Monitoring at Week 12

Tuberculosis screening a

Hepatitis screening
in accordance with clinical guidelines

Full blood count(ALC, ANC, Hb)

Hepatic transaminases (ALT, AST)

Lipids
b

Laboratory monitoring before and during baricitinib therapy

Avoid initiation or 

interrupt treatment with 

baricitinib if:

ALC <0.5 x 109

cells/L

ANC <1 x 109

cells/L

Hb levels <8 

g/dL

Liver enzyme elevations and 

suspected drug-induced liver injury
Active infection

Treatment can be initiated or 

restarted after levels return above 

specified values, drug-induced liver 

injury diagnosis is excluded, or 

infection is controlled.

aBaricitinib should not be given to patients with active tuberculosis, anti-tuberculosis therapy should be prior to initiation of treatment in patients with previously untreated latent tuberculosis; b12 weeks after initiation of treatment and 

thereafter according to international clinical guidelines for hyperlipidemia. 

ALC=absolute lymphocyte count; ALT=alanine aminotransferase; ANC=absolute neutrophil count; AST=aspartate transaminase; Hb=hemoglobin; MACE=major adverse cardiovascular event; VTE=venous thromboembolism.

Baricitinib [SmPC]. Utrecht, The Netherlands: Eli Lilly Nederland B.V., 2023. 



Summary of adverse events

Note: All-BARI-AD includes BARI 1-mg, 2-mg, and 4-mg.AD=atopic dermatitis; AE=adverse event; BARI=baricitinib; IR=incidence rate; n=number of patients in specified category; N=number of patients in the analysis population; 

PBO=placebo; PY=patient-years; TEAE=treatment-emergent adverse event

Bieber T et al 2022. J DermatologTreat.2023:34(1):2161812



Integrated baricitinib safety over a median of 1.6 and up to 3.9 years of atopic dermatitis
treatment
Most commona TEAEs in the PBO-controlleddatasets

All-BARI-AD
(up to 3.9 years)

Nasopharyngitis

[13.8]

Headache

[4.9]

Blood CPK
increased

[1.9]

Diarrhea

[2.3]

Herpes simplex

[2.6]
Upper respiratory 

tract infection

[4.7]

[1.2]

[3.0][3.1]

[2.3][2.4]

Upper abdominal 
pain

InfluenzaOral herpes

Urinary tract 
infection

Folliculitis Nausea

[1.3]

All-BARI-ADb

(N=2636)
[IR/100 PY] 

aTEAEoccurring in Ó2% of patients in any group in the PBO-controlled dataset  bAll-BARI-AD includes BARI 1-mg, 2-mg, and 4-mg.

AD=atopic dermatitis; BARI=baricitinib; CPK=creatinine phosphokinase; IR=incidence rate; n=number of patients in specified category; N=number of patients in the analysis population; PBO=placebo; PY=patient-years; 

TEAE=treatment-emergent adverse event. Bieber T, et al. J DermatologTreat. 2023;34(1):2161812



Rates of events of special interest reported with baricitinib generally reflect the 
underlying risk of the atopic dermatitis patient population

0.15ï0.635,6 0.18ï0.245,7,8 0.12ï0.855,9,10 0.04ï1.129-11

Baricitinib IRs of serious infections, MACE, DVT/PE and malignancies were within the background rates in AD 

1.1ï2.32-4

IR
/1

0
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MACE

IR per 100 patient-years 

reported in all-BARI AD-datasets1

DVT/PE
Malignancy 

excl. NMSC
NMSC

IR per 100 patient-years 

reported in patients with AD

0,0

0,5

1,0

1,5

2,0

2,5

0.15 (n=7) 0.06 (n=3) 
0.30 (n=14) 

0.23 (n=11) 

IR per 100 patient-years in long-term BARI analysisa,1

Serious Infections

1.8 (n=82) 

aRatesin patients treated with Ó1 dose of baricitinib across 8 clinical trials; 2,636 patients received baricitinib for 4,628 patient-years of exposure (median exposure, 588 days; maximum exposure, 3.9 years).

AD=atopic dermatitis; DVT=deep vein thrombosis;IR=incidence rate; MACE=major adverse cardiovascular event; n=number of patients in the specified category; NMSC=nonmelanoma skin cancer; PE=pulmonary embolism.

1. Bieber T, et al. Oral presentation at: EADV 2022. Abstract 1346. 2. Bieber T et al. J EurAcadDermatol Venereol. 2021;35(2):476-485 3. Wan J, et al. Br J Dermatol.2022;186:664-672. 4. Simpson EL, et al. Am J Clin Dermatol. 

2021;22(5):693-707. 5. Bieber T. et al. Adv Ther. 2022;39(11):4910-4960. 6. Andersen et al. J Allergy Clin Immunol. 2016;138(1):310-312.e3. 7. Meyers KJ, et al. Dermatol Ther(Heidelb). 2021;11(3):1041-1052. 8. SchneeweissMC, et 

al. JAMA Dermatol. 2021;157(7):805-816.9. Arana A, et al. Br J Dermatol. 2010;163(5):1036-1043. 10. Mansfield KE, et al. JAMA Dermatol.2020;156(10)1086-1097. 11. Rubbert-Roth A, et al. RMD Open. 2016;2(1): e000213.



Indicazioni terapeutiche
Dermatite atopica, artrite reumatoide, alopecia areata, artrite idiopatica giovanile
Baricitinib è indicato per il trattamento della dermatite atopica da moderata a severa nei pazienti adulti e in pazienti pediatrici di età pari e 
superiore ai 2 anni che sono candidati ad una terapia sistemica.

Posologia
Dermatite atopica
Adulti
La dose raccomandata di baricitinib è 4 mg una volta al giorno. 
Å Una dose di 2 mg una volta al giorno è raccomandata per pazienti ad alto rischio di TEV, MACE e neoplasia maligna, per pazienti di età җ 65 anni 

e per i pazienti con storia di infezioni croniche o ricorrenti. 
Å Una dose di 4 mg una volta al giorno può essere considerata per pazienti che non abbiano raggiunto un controllo adeguato ŘŜƭƭΩŀǘǘƛǾƛǘŁ della 

malattia con una dose di 2 mg una volta al giorno. 
Å Una dose di 2 mg una volta al giorno deve essere presa in considerazione per i pazienti che hanno raggiunto un controllo persistente ŘŜƭƭΩŀǘǘƛǾƛǘŁ 

di malattia con un dosaggio di 4 mg una volta al giorno e sono eleggibili per una riduzione della dose
Bambini e adolescenti (di età pari o superiore a 2 anni)
Å La dose raccomandata di baricitinib è di 4 mg una volta al giorno per pazienti di peso pari o superiore a 30 kg. 
Å Per i pazienti di peso compreso tra 10 e meno di 30 kg, la dose raccomandata è 2 mg una volta al giorno. 
Å Una riduzione a metà della dose deve essere presa in considerazione per i pazienti che hanno raggiunto un controllo persistente dell'attività di 

malattia con la dose raccomandata e sono eleggibili per una riduzione graduale della dose.
Terapie topiche concomitanti:
Baricitinib può essere usato con o senza corticosteroidi topici. [ΩŜŦŦƛŎŀŎƛŀ di baricitinib può essere aumentata quando somministrato con 
corticosteroidi topici. [Ωǳǎƻ di inibitori topici della calcineurina è consentito, ma dovrebbe essere limitato alle sole aree sensibili, come viso, collo, 
pieghe e genitali.
9Ω necessario considerare ƭΩƛƴǘŜǊǊǳȊƛƻƴŜ del trattamento nei pazienti che non manifestino evidenza di beneficio terapeutico dopo 8 settimane di 
terapia.

BARICITINIB: RCP 30.10.2023



The objectiveof this post-hoc analysiswas to identify and characterizepatients who are likely to
benefitmost from baricitinib4-mg, usinga machinelearningapproachon datafrom the Phase3 TCS
combinationtherapytrial BREEZE-AD7, andto proposeaclinicaltailoringapproachwhichaccountsfor
uniqueADphenotypes.

Response to BARI 4-mg at Week 16 was defined as achieving: 
ǅEASI75 
ǅ9!{Lтр ƻǊ LǘŎƘ bw{ җп-point improvement from baseline



Baseline Variables Included in the Machine Learning Model to Predict 
EASI75 and EASI75/Itch 4-Point Response1

TCS Combo

Male/female

Baseline age

Race

Baseline BMI

Baseline EASI

Baseline Head/Neck EASI score

Baseline BSA derived from EASI

Baseline SCORAD

Disease severity variables Demographic variables

AD=Atopic Dermatitis; BMI=Body Mass Index; BSA=Body Surface Area; DLQI=Dermatology Life Quality Index; EASI=Eczema Area and Severity Index; EASI75=Ó75% Improvement in Eczema Area and Severity Index; IgE=Immunoglobulin E; 

NRS=Numerical Rating Scale; POEM=Patient Orientated Eczema Measure; SCORAD=SCORingof Atopic Dermatitis. 

1. Thyssen JP, et al. Adv Ther2023.

AD disease duration

Atopic comorbidity (yes/no)

Prior systemic therapy (yes/no)

Prior cyclosporine use (yes/no)

Tobacco use (yes/no)

Alcohol use (yes/no)

Disease characteristic variables Baseline POEM

Baseline DLQI

Baseline Itch NRS

Baseline eosinophil count

Baseline IgE levels

Patient-reported outcomes

Laboratory parameters



EASI75 Response Rate over 16 Weeks Across Identified BSA/Itch NRS Subgroups1

TCS Combo

*p<0.05; **p<0.01 all compared to PBO.

BARI=Baricitinib; BSA=Body Surface Area; EASI75=Ó75% Improvement in Eczema Area and Severity Index; n=Number; NRS=Numerical Rating Scale; PBO=Placebo; TCS=Topical Corticosteroids. 

1. Thyssen JP, et al. Adv Ther 2023.
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tŀǘƛŜƴǘ ƴŜŜŘΥ άƎŜǘ ōŜǘǘŜǊ ǎƪƛƴ ǉǳƛŎƪƭȅέ1

Baricitinib 4-mg demonstrated higher proportion of EASI 75 score vs placebo within two weeks

BARI=baricitinib; EASI 75=eczema area and severity index Ó75% reduction; IR=inadequate responder; NRI=nonresponder imputation; PBO=placebo; TCS=topical corticosteroid

1. Augustin M, et al. J Eur Acad Dermatol Venereol. 2020;34(1):142ï52.2. Reich K, et al. JAMA Dermatol. 2020;156(12):1333ï43.

TCS-IR

PBO + TCS (n=109) BARI 2-mg + TCSBARI 2-mg + TCS (n=109) BARI 4-mg + TCSBARI 4-mg + TCS (n=111)



LǘŎƘ bw{ җп-Point Improvement Response Rate over 16 Weeks Across Identified 
BSA/Itch NRS Subgroups1

TCS Combo

*p<0.05; **p<0.01; ***p<0.001 all compared to PBO.

BARI=Baricitinib; BSA=Body Surface Area; n=Number; NRS=Numerical Rating Scale; PBO=Placebo; TCS=Topical Corticosteroids. 

1. Thyssen JP, et al. Adv Ther2023.
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p-value vs. PBO

**pÒ0.01; *pÒ0.05
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tŀǘƛŜƴǘ ƴŜŜŘΥ άōŜ ŦǊŜŜ ƻŦ ƛǘŎƘƛƴƎέ1

Baricitinib 4-mg demonstrated clinically meaningful improvements in itch severity

BARI=baricitinib; IR=inadequateresponder; n=numberofpatientsin thespecifiedcategory; NRI=non-responderimputation; NRS=numericratingscale; PBO=placebo; TCS=topicalcorticosteroid

1. Augustin M, et al. J EurAcad DermatolVenereol. 2020;34(1):142ï52; 2. Reich K, et al. JAMA Dermatol. 2020;156(12):1333ï43 

TCS-IR



ΨLǘŎƘ-5ƻƳƛƴŀƴǘΩ tƘŜƴƻǘȅǇŜ /ƘŀǊŀŎǘŜǊƛǎǘƛŎǎ1

TCS Combo

ΨLǘŎƘ-ŘƻƳƛƴŀƴǘΩ 
subgroup

Mean BSA 
affected by AD

30%

Mean EASI21

35%
of patients had EASI >21, 
reflecting severe ADwith EASI 
values reaching up to 30.5

Mean Itch NRS8

15

BSA 10ς40%/ Itch NRS җт

AD=Atopic Dermatitis; ADSS=Atopic Dermatitis Sleep Scale; BARI=Baricitinib; BSA=Body Surface Area;DLQI=Dermatology Life Quality Index; EASI=Eczema Area and Severity Index; HADS=Hospital Anxiety 

and Depression Scale; NRS=Numerical Rating Scale.

1. Thyssen JP, et al. Adv Ther2023.

Mean DLQI

Patients with Itch NRS Ó7 tended to have higher scores for DLQI 

in addition to higher values for ADSS Item 2 and HADS



Efficacy And Safety of Baricitinib In Combination With Topical 
Corticosteroids In PediatricPatients With Moderate-to-severe Atopic 
Dermatitis With An Inadequate Response To Topical Corticosteroids: 
Results From A Phase 3, Randomized, Double-blind, Placebo-
controlled Study (BREEZE-AD PEDS)

1Department of Dermatology, Hospital InfantilUniversitario Niño Jesús, Madrid, Spain; 2Diamond Clinic, Kraków, Poland; 
3Dermatology Service, Hospital Italiano de Buenos Aires, Buenos Aires, Argentina; 4Departments of Dermatology and 

Pediatrics, Northwestern University Feinberg School of Medicine, Chicago, IL, USA; 5Department of Dermatology, New Taipei 

Municipal TuChengHospital, New Taipei City, Taiwan, 6Department of Dermatology, LinkouChang Gung Memorial Hospital, 

Taoyuan, Taiwan; 7Eli Lilly and Company, Indianapolis, IN, USA; 8University of California San Diego and Rady Children's 

Hospital, San Diego, CA, USA

Torrelo A1, Rewerska B2, Galimberti M3, Paller A4, Yang CY5,6, Prakash A7, Zhu D7, Filho 

MAGP7, Wu WS7, Eichenfield LF8

Home

TorreloA, et al. Br J Dermatol. 2023;ljad096. doi:10.1093/bjd/ljad096.



Methods
Study Designa, BREEZE-AD-PEDS - Randomized, Double-blind, Placebo-controlled Study

BARI 2-mg equivalent QD (N=120)

PBO QD (N=122)  

BARI 4-mg equivalentb QD (N=120)

Screening

BARI 1-mg equivalent QD (N=121)

Double-Blind Treatment Period

W0 W16W -5

R
1
:1

:1
:1

aFiguredoes not present full study, only the double-blind, placebo-controlled period is shown; bPriorPK results showed that PK exposure at BARI 4-mg in 10 to <18-year-old patients was comparable to exposure in adults with AD treated 
with BARI 4-mg, and PK exposure at BARI 2-mg in 2 to <10-year-old patients was comparable to exposure in adults with AD treated with BARI 4-mg2; cUseof low- and medium-potency TCS, and TCNI, and PDE-4 inhibitor was 
permitted as background treatment. Full list of abbreviations and references are available in the speaker notes.

N=483

2 to <18 years

Patients who 

complete Week 16 

can enter the LTE 

for up to 4 years

Primary endpoint: 

vIGA-AD® (0,1) with Ó2-point 

improvement from baseline

Topical treatments 

permittedc

10 to <18 years:4-mg

2 to <10 years: 2-mg

10 to <18 years:2-mg

2 to <10 years: 1-mg

10 to <18 years:1-mg

2 to <10 years: 0.5-mg



Outcome Measures

AD=Atopic Dermatitis; ADSS=Atopic Dermatitis Sleep Scale; AE=Adverse Event; BARI=Baricitinib; CDLQI/IDQol=Childrenôs Dermatology Life Quality Index/Infantôs Dermatitis Quality of Life Index; DFI=Dermatitis Family Impact; 

EASI=Eczema Area and Severity Index; EQ-5D-Y=European Quality of Life-5 Dimensions-Youth version; NRS=Numeric Rating Scale; PBO=Placebo; PGI-S-AD=Patient Global Impression of SeverityïAtopic Dermatitis; POEM=Patient-

oriented Eczema Measure; PRISM=Parent-reported Itch Severity Measure; PROMIS=Patient-reported Outcomes Measurement Information System; SCORAD=SCORing Atopic Dermatitis; TCS=Topical Corticosteroid; WPAI-AD-

CG=Work Productivity and Activity Impairment Questionnaire: Atopic Dermatitis-Caregiver; vIGA=validated Investigatorôs Global AssessmentTM. Torrelo A, et al. Br J Dermatol. 2023;ljad096. doi:10.1093/bjd/ljad096.

Å Primary objective of the study: 

o demonstrate the superiority of each dose of BARI (1-mg, 2-mg, and 4-mg equivalents) plus TCS versus PBO 

plus TCS in the treatment of patients with moderate-to-severe AD, as measured by the proportion of patients 

achieving a vIGA-AD of 0/1 with Ó2- point improvement at week 16

Å Key secondary objectives of the study:

o compare the efficacy of BARI doses with PBO in improvement of signs and symptoms of AD through 16 weeks 

as measured by EASI, SCORAD and Itch NRS, a PRO in patients aged Ó10 years

Å Other endpoints included assessment of: 

o itch severity in patients aged 2 to <10 made by the parent/caregiver using the PRISM, effect on sleep in 

patients aged Ó10 years using the ADSS, TCS use over 16 weeks, and 

o Other measures include: PGI-S-AD, Skin Pain NRS in patients aged Ó10 years, POEM, PROMIS for depression 

and anxiety, DFI, CDLQI/IDQol, WPAI-AD-CG and EQ-5D-Y

ÅClinical laboratory tests, vital signs, growth assessments, physical examination and AEs were evaluated 

at scheduled study visits



Baseline Patient Demographics

PBO 

(N=122)

BARI 1-mg 

equivalent

(N=121)

BARI 2-mg 

equivalent

(N=120)

BARI 4-mg 

equivalent

(N=120)

Age, years 11.8 (4.0) 12.4 (4.1) 11.8 (3.7) 11.9 (3.8)

tŀǘƛŜƴǘǎ ŀƎŜŘ җмл ȅŜŀǊǎΣ ƴ ό҈ύ88 (72.1) 88 (72.7) 86 (71.7) 88 (73.3)

Patient aged 2 to <10 years, n (%) 34 (27.9) 33 (27.3) 34 (28.3) 32 (26.7)

Patient aged 2 to <6 years, n (%) 14 (41.2) 9 (27.3) 8 (23.5) 9 (28.1)

Patient aged 6 to <10 years, n (%) 20 (58.8) 24 (72.7) 26 (76.5) 23 (71.9)

Female, n (%) 64 (52.5) 62 (51.2) 63 (52.5) 53 (44.2)

Race, n (%)

White 94 (77.0) 94 (77.7) 93 (77.5) 88 (73.3)

Asian 16 (13.1) 18 (14.9) 18 (15.0) 21 (17.5)

Black 3 (2.5) 2 (1.7) 5 (4.2) 4 (3.3)

Geographic Region, n (%)

Europe 46 (37.7) 46 (38.0) 43 (35.8) 46 (38.3)

Japan 9 (7.4) 10 (8.3) 10 (8.3) 9 (7.5)

Rest of the Worlda 67 (54.9) 65 (53.7) 67 (55.8) 65 (54.2)

Data are presented as mean (SD) unless otherwise indicated . aRest of the world included Argentina, Australia, Israel, Russia, Taiwan, Brazil, India, and Mexico. BARI=Baricitinib; SD=Standard Deviation. Torrelo A, et al. Br J Dermatol. 

2023;ljad096. doi:10.1093/bjd/ljad096.



Baseline Disease Characteristics

PBO 

(N=122)

BARI 1-mg 

equivalent 

(N=121)

BARI 2-mg 

equivalent 

(N=120)

BARI 4-mg 

equivalent 

(N=120)

Age at AD diagnosis, years 2.6 (3.6) 2.6 (3.9) 2.5 (3.5) 3.0 (4.0)

Duration since AD diagnosis, years 9.2 (4.4) 9.8 (5.1) 9.4 (4.2) 9.0 (4.1)

vIGA-ADa, n (%)

3 74 (60.7) 75 (62.5) 74 (61.7) 75 (62.5)

4 48 (39.3) 45 (37.5) 46 (38.3) 45 (37.5)

EASI Score 27.0 (10.3) 26.6 (10.0) 26.8 (9.0) 25.3 (9.5)

% BSA affected by AD 41.3 (19.1) 42.4 (19.5) 41.2 (16.8) 40.4 (17.7)

Itch NRS Scoreb 4.9 (2.5) 5.7 (2.4) 5.7 (2.6) 5.7 (2.7)

SCORAD 61.5 (11.9) 63.6 (12.7) 62.4 (11.8) 60.7 (13.1)

Prior TCNI use, n (%) 98 (80.3) 107 (88.4) 102 (85.0) 105 (86.7)

Prior TCS use, n (%) 122 (100) 119 (98.3) 120 (100) 117 (97.5)

Prior systemic therapy, n (%) 53 (43.4) 47 (38.8) 56 (46.7) 49 (40.8)

POEM 14.5 (6.8) 15.5 (7.1) 15.7 (7.2) 15.1 (6.9)

CDLQIc 8.4 (5.5) 9.3 (6.5) 9.3 (6.5) 8.7 (6.3)

IDQOLd 14.3 (7.3) 23.0 (3.6) 10.0 (n/a) 11.0 (1.4)

Data are presented as mean (SD) unless otherwise indicated. aOne patient in the BARI 1 mg equivalent dose group was inadvertently randomized and discontinued from the study prior to receiving the first dose of study drug and was included in the intent-to-treat population but not the safety 

population, and not all baseline efficacy measures were collected. bMeasured for patients aged Ó10. cMeasured for patients aged 4 to <18 years. dMeasured for patients aged 2 to <4 years.AD=Atopic Dermatitis; BARI=Baricitinib; BSA=Body Surface Area; CDLQI=Childrenôs Dermatology Life 

Quality Index; EASI=Eczema Area and Severity Index; IDQOL=Infantôs Dermatitis Quality of Life Index; NRS=Numeric Rating Scale; PBO=Placebo; POEM, Patient Oriented Eczema Measure; SCORAD=Scoring Atopic Dermatitis; SD=Standard Deviation; TCNI=Topical Calcineurin Inhibitor; 

TCS=Topical Corticosteroid; vIGA-AD=Validated Investigatorôs Global Assessment for Atopic Dermatitis. Torrelo A, et al. Br J Dermatol. 2023;ljad096. doi:10.1093/bjd/ljad096.



PBO 

(N=122)

BARI 1-mg 

equivalent 

(N=120)

BARI 2-mg 

equivalent 

(N=120)

BARI 4-mg 

equivalent 

(N=120)

Any TEAE 61 (50.0) 60 (50.0) 63 (52.5) 61 (50.8)

TEAE severity

Mild 33 (27.0) 36 (30.0) 40 (33.3) 36 (30.0)

Moderate 22 (18.0) 22 (18.3) 22 (18.3) 23 (19.2)

Severe 6 (4.9) 2 (1.7) 1 (0.8) 2 (1.7)

Serious adverse events 5 (4.1) 2 (1.7) 1 (0.8) 1 (0.8)

Study drug discontinuation due to AE 2 (1.6) 1 (0.8) 0 1 (0.8)

Infections 35 (28.7) 36 (30.0) 32 (26.7) 31 (25.8)

Data are presented as n (%). AE=Adverse Event; BARI=Baricitinib; PBO=Placebo; TEAE=Treatment-emergent Adverse Event. Torrelo A, et al. Br J Dermatol. 2023;ljad096. doi:10.1093/bjd/ljad096.

Safety Summary (1/2) 



Safety Summary (2/2) 

PBO 

(N=122)

BARI 1-mg 

equivalent 

(N=120)

BARI 2-mg 

equivalent 

(N=120)

BARI 4-mg 

equivalent 

(N=120)

¢9!9ǎ ǊŜǇƻǊǘŜŘ ƛƴ җн҈ ƻŦ ǇŀǘƛŜƴǘǎ ǿƘƻ ǊŜŎŜƛǾŜŘ .!wL п-mg equivalent dosea

Abdominal pain 3 (2.5) 3 (2.5) 5 (4.2) 6 (5.0)

Acne 5 (4.1) 3 (2.5) 4 (3.3) 6 (5.0)

Headache 10 (8.2) 7 (5.8) 11 (9.2) 6 (5.0)

Diarrhea 2 (1.6) 1 (0.8) 2 (1.7) 5 (4.2)

Nasopharyngitis 6 (4.9) 4 (3.3) 5 (4.2) 5 (4.2)

Upper respiratory tract infection 1 (0.8) 3 (2.5) 4 (3.3) 5 (4.2)

Upper Abdominal Pain 1 (0.8) 2 (1.7) 2 (1.7) 4 (3.3)

Bronchitis 1 (0.8) 6 (5.0) 1 (0.8) 3 (2.5)

COVID-19 4 (3.3) 5 (4.2) 5 (4.2) 3 (2.5)

Decreased appetite 0 0 0 3 (2.5)

Gastroenteritis 0 0 2 (1.7) 3 (2.5)

Data are presented as n (%). Note: There were no venous thromboembolic events, arterial thrombotic events, major adverse cardiovascular events, gastrointestinal perforations, malignancies, cases of tuberculosis, or confirmed 

opportunistic infections. aNausea was reported in < 2% of patients receiving the BARI 4 mg equivalent dose [one (0.8%) patient in the PBO group, no (0%)patients in the BARI low-dose group, two (1.7%) patients in the BARI medium-

dose group, two (1.7%) patients in the BARI high-dose group]; conjunctivitis was reported in < 2% of patients receiving the BARI4 mg equivalent dose [two (1.6%) patients in the PBO group, no (0%) patients in the BARI low-dose group, 

one (0.8%) patient in the BARI medium-dose group, one (0.8%) patient in the BARI high-dose group]. BARI=Baricitinib; PBO=Placebo; TEAE=Treatment-emergent Adverse Event. Torrelo A, et al. Br J Dermatol. 2023;ljad096. 

doi:10.1093/bjd/ljad096.
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EASI 75 and EASI 90
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et al. Br J Dermatol. 2023;ljad096. doi:10.1093/bjd/ljad096.
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Å The ongoing double-blind, phase III, longterm
extension trial BREEZE-AD3 (NCT03334435)
investigates the maintenance of efficacy and
safety in patients who respondedto baricitinib
treatment in BREEZE-AD1, BREEZE-AD2 and
BREEZE-AD7.

Å To determine the feasibilityof a flexible dosing
regimenwith baricitinib, a substudyof BREEZE-
AD3 wasdesignedto evaluatethe maintenance
of responsewith downtitration (from baricitinib
4 mg to 2 mg or from baricitinib 2 mg to 1 mg)
or treatment withdrawal (placebo) compared
with continuousdosingwith baricitinib 4 mg or
2 mg.

Å At Week52 of BREEZE-AD3, substudyeligibility
wasassessedandre-randomizationoccurred.

Å Outcomeswere evaluated 16 weeks after re-
randomization

Å Relapsing patients (vIGA-ADTM җ3), were
readministeredtheir originalbaricitinibdose

W52

Eligible for 
Substudy

Re-randomization�6 Ĭ

N=526

BARI 4 mg
cohort
N=252

BARI 2 mg
cohort
N=274

PBO (treatment withdrawal)

BARI 2 mg (down titration)

PBO (treatment withdrawal)

BARI 1 mg (down titration)

R
 1

:1
:1

R
 1

:1
:1

BARI 4 mg (continuous dose)

BARI 2 mg (continuous dose)
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