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2. Le JANUS chinasi sono delle
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NonreceptorTyrosine Kinas¢NRTKSs)

U NRTKs: cytoplasmic enzymes associated with
membrane receptors which regulate their activity

U Only 5 NRTKs havepseudokinaseandkinase domain
present in the same protein:
A GCNZ2, a serine threonine kinase
A 4 members of the]ANUS Kinase fami(gAK1, JAK2, JAK3, TYK:

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

1. Neet and Hunter. Genes Cells 1996;142):127 Hubbard andArilhu Rev Biochem 2000;6928.73esu et al. Immunol Rev 2008;223:132
E 'E 42. 4. Haan C et al. In:Salk Signaling: From Basics to Disease, 2012
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JANUS KINASE STRUCTURE

JAKSs use ATP to phosphorylate substrates

Pseudokinase
Kinase

E .E D.M.Schwartegt al. Nature Reviews Rheumatology. Vol.12 .JANUARY 2016
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Binding of Cytokine Receptors by Cytokines
Activates JAK Pathways Signaling

AN
Cytokine binding to its cell surface
receptor leads to receptor polymerization a
activation of associated JAKs
A
Activated JAKs phosphorylate |<T: |<T:
the receptors that dock STATs cIT) 5

Activated JAKs phosphorylate o
STATs, which dimerize and move to the nucleus —> Gene Transcription

to activate new gene transcription MHWW

e SCUOLA DERMATOLOGICA o
PER RISPONDERE meeter.ltlyon Py s Dermatology Update Ygs)

collegati con il tuo smartphone a:

ROMA 17-18 Maggio 2024

@ CONTEST

3° INCONTRO



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

Type 1
IL-2, 114 IL-6
(14, - IFNs, IFN = EPO, TPO,
i s IL-10, Il TSLP, 53 GM-CSF, GH,
IL-21 IL-31, 11-35 20 122 IL-31 IL-3, 15
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AGrowth/maturation ANaive T cell AAnti-viral AAnti-viral Alnnate immunity AErythro/
lymphoid cells differentiation (Kinflammation |  {Alnflammation i ADifferentiation/ myelopoiesis
ALymphocyte AT cell homeostasis RAntitumor AAnti-mycobacterial proliferation of AMegakaryocyte/
proliferation and CAInflammation i Th17 cells platelet production
. \ U { : ‘I
hc_Jmeost_as.ls e i Alnflammation i AGrowth
ADifferentiation/ AMammary
homeostasis of development
T cells, NK cells

AB cell class switching
{ Alnflammation

1C, gamma chain; CRLF2 c,¥t

1. Clark JD, et al. I Med Chem 2014;57:50238B; 2. Cornelissen C, et al. Eur J Cell Bio
r ) okine receptelike factor 2; EPO, erythropoietin; GH, growth hormone; GMCSF, granulocytemacrophage
colony-stimulating factor; IFN', interferon

. \ ﬁamma; IL, interleukin? JAK. Janus kinase; NK, natural KIIBSMR, oncostatin M receptorth, T 2012;91:552r§6; 3. Lou H, etal. J_Immunol 2017;198:25485; 4. _Klonowska J,etal. IntJ
E E helper cell; TPO, thrombopoietin; TSLP, thymic stromal lymphopoietin; TYK, tyrosine kinase Mol Sci 2018;19:3086; 5. Bieber T, et al. Nat Rev Drug Discov 2021;20(,
X r o Do 20-A

Wolk K, et al. J Interferon okine Res 2010:;30:6PB
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Non lesional skin Acute lesional stage _

Allergens ° I\/(IiScrobiomt)e
Itch o (S aureus . o
% + + Keratinocyte Discomfort / Sorenes A ooogo w
r o o = A
= /7 o™ -« Disrupted ke’ Sensory neuron  Barrier disruption " & Cytokines
z % parrier TARC BEI'If;z;erm'a“O” & Chemokines
2 - D Other barrier proteins Increased IFN-9,
- - - - LlJ 1
Atopic dermatitis is J— TNF release
7~ hyperplasia
caused by a complex :
dysregulation 22

of many immune - _-‘

pathways

DERMIS

IgE class

Y.( switching Mast cell Eosinophil

DC=dendritic cell; IDEC=inflammatory dendritic epidermal cell; IFlg§Enitenfercoglobulin E; IL=interleukin; ILC=innate lymphoid cell; LC=Langerhans cell; Mixtivethcraphagme; TARC=thymitaCavatieregulated chemokings F
helper cell; TRM=T resident memory; TSLP=thymic stromal lymphopoietin.
Figure recreated frBmaber T, et dl Eur Acad Dermatol Vene?€a@R;36(9):143249.
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Therapeutic paradigm for incomplete JAK inhibitiokh

A&JAK signaling is downstream of multiple cytokines
XOFYyR GKSNBET2NBE>X STFAOI O@
that partially and reversibly modulate the signaling

a iologics generally act by binding to individual
cytokines or receptors and neardpmpletely
inhibiting anindividual cytokinefor prolonged

Biologics LISNA2Rat 2F GAYSE JAK of multiple pathwayst*
inhibitors
40 60 40 60
\ / \ /
20 B0 ) 20 Sy N\ ¥

\\\ \\\ \\ \\ \\

\ \ \ \ \

\ \ \ \ \ \

O_ — N P - . 100 O N lf-\ L L.\ .|\ I\ 100
. . ( &~ TN ¢ ¢ @ ¢ o - O ¢ @ @ ¥ ¢
Min aCtIVIty ‘ ¢ \/ IL-4  1-13 IL-31 TSLPIL-22 IFN Max aCtIVIty Min aCtiVity 1/ 7 I-4 113 131 TSLPIL22 IEN Max aCtiVity
113 Nearcompleteinhibition ‘:f\\ JAK \ Incompleteinhibition of signaling
~ inhibitor of asingle gtokine - inhibitor — activity of multiple cytokines

\\

aConceptuakchematic, not based on data
AD, atopic dermatitis; IPNinterferon gamma; IL, interleukin; JAK, Janus kinase; TSLP, thymic stromal lymphopoietin 1. Clark JD, et al. J Med Chem 2014;57:6823
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Cytokines involved in Atopic Dermatitis use the JAK/STAT pathway

ltch cytokines Other key AD cytokines

R

IL31 TSLP

| B

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;1388752. GuttmanYassk{ et al. Cur©pinimmunol. 2017;48:68 3; 3. O'Shea JJ aRtengeR. Immunity. 2012;36(4):5420.
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Systemic drugs with strong recommendation for patients with atopic dermatitis who
are candidates for systemic therapy

Conventional systemi
treatments

. Abrocitin?  |NBATEHEN IR

Biologics JAK inhibitors

Time to response
(weeks)

. I
Time to relapse = & -
(weeks, based on >8 >8
expert experience)

B oo ccommencain JAK inhibitors are fast-acting therapies

Basedb n e x per t Wellenbepsi et dl. ButAcdddemnatolenereol022 Sep;36(9):14DB1. No headhead studies have been condlétedcitinibnd Tralokinumab are not approved in AD in Brazil
AD=atopic dermatiikk=Janus kinak&Vollenberd, et all EurAcadDermatdfenereol022;36(9):1409312. EDFEuroGuideDeriec 2022.

E -Ettps://guideIines.edf.one//uploads/attachments/clbm6smyq07z3€m®mmjdlmiyesjec—2022.pdf
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3. JAK inibitori :
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DrugDruglnteraction Profiles Differ between JAK Inhibitors
CYP450 Enzymes

Abrocitinits

| Baricitinity Upadacitinit?

~53% byCYP2C19
~30% byCYP2C9
~11% byCYP3A4
~6% byCYP2B6

Metabolization via CYP450 enzymes
<10% by CYP3A4 Mainly via CYP3A4

CYP3A4 inducers or inhibitors can affect | CYP2C19 and CYP2C9 inhibitors or inducers
upadacitinibexposure can affectabrocitinibexposure

CYP3A4 inhibitors: ~ CYP3A4 inducers: § cyp2c19/cYp2c9 CYP2C19/CYP2C

Examples for CYP450

Relevance for CYP450 drug interactiols No Yes | Yes

inducers/inhibitors A Clarithromycin A Rifampicin inhibitors: inducers
A Ketokonazole A Phenytoin A Fluvoxamine A Rifampicin
A ltraconazole A Fluoxetine A Apalutamide
A Posaconazole A Fluconazole A Enzalutamide
A Voriconazole A Efavirenz
A Grapefruit A Phenytoin
Examples of diseases, in which listed A Bacterial infectiorn’s A Depressio#t12
CYP450 inducers/inhibitors might be A Fungal infectiorfs A Obsessive compulsive disordet?
used A Tuberculosi A Fungal infectiori8
A Epileps{P A Tuberculosi
A Prostate cancéf- 15
A Hiwve

A Epilepsy®

1. Baricitinib. Summary of product characteristics. Eli LBlyupadacitinib Summary of product characteristiéshbvie 3. abrocitinin Summary of product characteristics. Pfizexl24SmPC Clarithromycin,
E 'E Ketoconazole, Itraconazole, Posaconazole, Rifampicin, Phenytoin, Fluvoxamine, Fluconazole, Apalutamide, Enzalutamnizle, Efavire
X r
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Tolerabilityacrossoral JAKnhibitorsin AD
PBGQGcontrolledperiodof JAKNnhibitor atopicdermatitisclinical triapprograms

BARI integrated safety ABR integrated safety UPA integrated safety
(16 weeks)'?2 (12-16 weeks)? (16 weeks)*s

PBO BARI BARI PBO ABR ABR PBO UPA UPA
SRERR =743) | () | veass) DR 42 I (vesso) SR (V=002) SRR (o)

Nausea 8 (0.8) 14 (1.8) 4(0.8) Nausea 7(2.0) 37 (6.1) | 86 (14.6) Nausea 5(0.6) 24 (2.7) 24 (26)
Vomiting 8(0.9) 5(0.7) 3(06) Vomiting 3(0.9) 9(1.5) 19 (3.2) Vomiting NA NA NA
Headache 28(33) 37(59) 35(63) Headache 12(35) 36(59) 46(78) Headache 339(4.3) 50(56) 57 (6.3)
Acne 7(0.7) 8(12) 9(14) Acne 0 10 (1.6) 28(4.7) Acne 20(2.2) 86 (96) 137 (15.1)

Data shown side by side for illustrative purposes only, head-to-head studies in atopic dermatitis are not available

ABR, abroctnb; BARI, bancinib; JAK, Janus kinase; NA=not avalable; PBO, placebo; UPA, upadaciinb
1. Bieber T, et al J Eur Acad Dermatol Venereol. 2020,35:476-85; 2. Kirck L, et al, poster presented at EADV 2021 3. Smpson EL, etal. Am J Cin Dermatol 2021 Sep;22(5):693-707, 4. Guttman-Yassky E et al. Presented at AAD VMX
2021, Poster 27082: 5. htips/fwww ema eurcoa ewen/documentshariaton-reportirnvoa-h-c-0047T60-0006-a-enar-assessment-report-variation en.pdf
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4.Una dose di 30 mg dpadacitinib
una volta al giorno puo essere
appropriata per | pazienti con un

alto carico di malattia che non sono
a rischio aumentato di TEV, MACE e
tumore maligno

’\

S
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2. NO
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Upadacitinib: Inibitore JAK1

Indicazioniterapeutiche

Dermatiteatopica,Artrite reumatoide Artrite psoriasicaSpondiloartriteassialenonradiografica,Spondiliteanchilosantg SA spondiloartriteassiale
radiografica) ColiteulcerosaMalattia di Crohn

Upadacitinibé indicatore nel trattamento delladermatite atopicada moderataa severanegliadulti e negliadolescentidi eta pari o superiorea 12
annieleggibiliallaterapia sistemica

Posologia

Dermatiteatopica

Adulti

A Ladoseraccomandatadi upadacitinib & di 15 mg o 30 mg una volta al giorno in basealle caratteristichecliniche del singolo

paziente
A Unadosedi 15 mgé raccomandataper i pazientia rischioaumentatodi TEVMACEe tumore maligno
A Unadosedi 30 mg unavolta al giorno pud essereappropriataper i pazienticonun alto caricodi malattiache non sonoa rischioaumentato
di TEVMACEe tumore malignoo per i pazienticonunarispostainadeguataalladosedi 15 mgunavoltaal giorno.

A Perlaterapiadi mantenimentodeve essereconsideratala doseefficacepitl bassa
A Peri pazientidi eta 65 anni, la doseraccomandata di 15 mg unavolta al giorno.

Adolescent(dal2al7annidieta)

Pergli adolescentdi pesopari o superiorea 30 kg, la doseraccomandatali upadacitinibé di 15 mgunavoltaal giorno

Terapietopici concomitanti

Upadacitinibpuo essereusato con o senzacorticosteroiditopici. Gliargomentiinibitori della calcineuringpossonoessereusati nelle aree sensibili
comeil viso,il colloe le areeintertriginosee genitali

E necessaridn consideraziond'interruzione del trattamento con upadacitinibin qualsiasipazienteche non mostri nessunaevidenzadi beneficio

terapeuticodopo 12 settimanedi trattamento.
Of=40] UPADACITINB: RCP 20.12.2023
i "

PER RISPONDERE meeter.itlyon _ SCUOLA DERMATOLOGICA DEI'mEItOII:lqv Update YES""NO CONTEST

N srrere enieen Tl ROMA 17-18 Maggio 2024 3° INCONTRO

collegati con il tuo smartphone a:



Upadacitinibddemonstrates the highest selectivity for JAK1 over other JAK isoforms
in engineered cellular assays

Upadacitinib is a selective and reversible JAK inhibitor. Upadacitinib preferentially inhggaalingby JAK1 or
JAK1/3, with functional selectivity over cytokine receptors that signal via pairs of JAK2

> > >
Increased selectivity af NA 42x more 133x 194x%
upadacitinib for JAK|L selective more more
versus other JA for JAK1 vs selective selective
isoformg JAK?2 for JAK1vs  for JAK1 vs
JAK3 TYK?2

A 2aRelativeJAK inhibitory activity assessed in engineered cellular assays .
E IE JAK, Janus kinase; NA, not applicable; TYK, tyrosine kinase 1. Parmentier JM, et al. BMC Rheumatol 2018323
2.RINVOQ SmPC.
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Upadacitinidong term efficacy up to 140 weeks
I Study Design

Study Design

- Patients were randomized 1:1:1 to receive oral upadacitinib (UPA) 15 mg, UPA 30 mg, or placebo once daily alone
(Measure Up 1 and 2) or with concomitant topical corticosteroids (AD Up).

« At Week 16, patients receiving UPA 15 mg or 30 mg during the double-blinded period continued their assigned treatment,
whereas patients receiving placebo were re-randomized 1:1 to receive either UPA 15 mg or 30 mg for up to 260 weeks.
(Figure 1)

« Efficacy analyses were conducted in the intention-to-treat (ITT) population defined as all adolescent and adult patients
randomized at baseline, including subjects from the main studies and the adolescent substudies. Safety analyses
included all patients who received at least 1 dose of study drug. The data cutoff was defined as the date when all
subjects reached week 140.

» Observed Case (OC) approach was used, which included all observed data up to the study drug discontinuation and did
not impute missing data.

Figure 1. Measure Up 1, Measure Up 2, and AD Up Study Design

Screening Period Double-blind

(35 Days) T Blinded Extension Period (Up to Week 260)

Upadacitinib 30 mg QD + TCS
Upadacitinib 15 mg QD + TCS

Upadacitinib 30 mg QD + TCS
Placebo QD + TCS b

Upadacitinib 15 mg QD + TCS
T T o |

Week: 0 16 260

Randomization 1:1:1

Silverberg HPresented at European Academy of Dermatology and
Co-Primary Endpoints (Wk16) : EASI 75 and vIGA-AD 0/1 with 22-point reduction Venereology (EADV) Congress 2023, Berlin, Germany

QD, once-daily; TCS, topical corticosteroids; EASI, Eczema Area and Severity Index; vVIGA-AD, Validated Investigator Global Assessment Scale for Atopic Dermatitis

or
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I Results: EASI 90 across 140 weeks

Figure 3. Proportion of patients achieving EASI 90 across 140 weeks in (a) Measure Up 1, (b) Measure Up 2, and (c) AD Up

(a) Measure Up 1: EASI 90 (b) Measure Up 2: EASI 90
~ 100— — 100
s - 100
- 780 793 " 775
..2 80— o 80— 755
2 =
= =
O 60— p [ — T
2 j S 60 ol
L | i
° ‘e ;
c 40— c 40— »
.;_:’ S i3
o 20+ —o— Placebo %' 20 —o— Placebo
% 55 ¢ *- UPA 15mg o ~o— UPA 15mg
2 : —e— UPA 30 mg ° _ —e— UPA30mg
0 Tl 1 I ! U ! 1 | I | I o 0 1 1 11 1 1 1 1 1 1 1 1 1 1
024 8 12162024 32 40 52 64 76 88 100 112 124 140 024 8 12162024 32 40 52 64 76 88 100 112 124 140
Week Week
Week: 1 2 4 8 12 16 20 24 32 40 52 64 76 88 100 112 124 140 Week: 1 2 4 8 12 16 20 24 32 40 52 64 76 88 100 112 124 140
T 288 285 279 | 273 | 266 256 (PN 284 286 279 267 264 | 261
EPA]SJI\Q 288 293 296 296 292 293 286 266 258 260 249 235 233 231 224 219 208 205 QP—Al.'omg 287 295 294 294 288 285 279 267 256 255 253 239 231 216 215 207 198 189
(LZWORUT 2901 295 293 292 287 284 271 259 247 248 249 247 242 232 229 217 210 206 ULZSRUT 292 302 304 301 286 288 280 274 271 258 254 246 236 229 223 217 208 @ 204
(c) AD Up: EASI 90
g 100
[
€ 80—
2
‘5 60 -
o
S
o 40—
]
g 2044w 43 —e— Placebo + TCS * Patients in placebo groups that were
b 1 e~ UPA15mg + TCS .
I e UPA30mg +TCS re-randomized to UPA 15 mg or 30
T 1 1 1 1 1 1 1 1 1 1
24 8 12162024 32 40 52 64 76 88 100 112 124 140 mg after week 16 had response rates
Week through week 140 that were similar
Silverberg JI, et al. Oral presentation. EADV Week: 2 4 8 12 16 20 24 32 40 52 64 76 88 100 112 124 140 . sl
11714 October 2023, Berlin, Ger many so s 35 s 02 to patients receiving UPA
USRS 314 313 316 310 308 | 292 284 285 273 262 251 240 232 230 213 210 200 1
. ULZWIRUTE 314 318 | 318 314 308 205 285 286 280 278 273 269 256 250 @247 239 229 Cont|nUOUS|y (data nOt Shown)
1r

'{i . UPA, upadacitinib; TCS, topical corticosteroids; EASI, Eczema Area and Severity Index
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| Results: WP-NRS 0/1 across 140 weeks

Figure 6. Proportion of patients achieving WP-NRS 0/1 across 140 weeks in (a) Measure Up 1, (b) Measure Up 2, and (c) AD Up
(a) Measure Up 1: WP-NRS 0/1 (b) Measure Up 2: WP-NRS 0/1

—~ 100+

~ 100—

80— 80—

60— 503 514 5 502 523 526 51 - T I 52 525

40—

Placebo 204 3/

Proportion of Patients (%

Proportion of Patients (%

- —o— Placebo
+- UPA15m
= UPA30mg ~e- UPA15mg
0 9 —e— UPA30mg
L DL N ! ! ! ! ! 0 T 1 T 1T 11 T T T T T T T T T 1
024 8 1216 2024 32 40 52 64 76 88 100 12 124 140 024 8 12162024 32 40 52 64 76 88 100 112 124 140
Week Week
Week: 1 2 4 8 12 16 20 24 32 40 52 64 76 88 100 112 124 140 Week: 1 2 4 8 12 16 20 24 32 40 52 64 76 88 100 112 124 140
(P 287 | 279 273 | 260 | 250 | 232 OO 201 200 273 | 258 | 254 | 225
UISELTN 208 | 206 293 | 293 | 280 | 267 | 280 | 264 | 255 | 260 248 | 236 | 233 227 220 | 217 | 204 | 203 UZSEXN 207 | 208 295 | 200 | 288 | 259 | 277 | 265 256 | 255 | 252 | 238 | 230 213 | 216 | 201 | 197 | 185
295 | 208 | 206 | 289 | 279 | 259 | 265 249 | 242 | 245 246 242 | 240 229 223 209 206 | 207 (ZEUETN 303 | 305 300 204 288 270 | 278 | 273 269 | 258 | 251 243 233 228 | 218 210 199 | 200
(c) AD Up: WP-NRS 0/1
00—
80—
60— o 492 505 497 %2 18 > 7 bet 6 489 87 5

Proportion of Patients (%)

40+
20 ~— Placebo * Patients in placebo groups that were
+- UPA15mg+ TCS ;
23 —— UPA 30 mg + TCS re-randomized to UPA 15 mg or 30
024 8 12162024 32 40 52 64 76 88 100 112 124 140 mg after week 16 had response rates
Week through week 140 that were similar
Silverberg JI, et al. Oral presentation. EADV Week: 1 2 4 8 12 16 20 24 32 40 52 64 76 88 100 112 124 140 . -
11714 October 2023, Berl in, Ger many 3 316 312 208 295 269 to pat'ents receiving UPA
i1 o0 T ove Taos T o0 zrv [ o T ore [ oms [ v | ovv L tm T30 [t [ s T 27 3o Lo continuously (data not shown)

m?._ UPA, upadacitinib; TCS, topical corticosteroids; WP-NRS, Worst Pruritus Numerical Rating Scale
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I Results: Safety Tables

Table 2. Most Frequently Reported Treatment-Emergent Adverse Events (25 events/100 patient years in any
treatment group)

Measure Up 1 Measure Up 2 AD Ug
UPA15mg UPA30mg UPA15mg UPA 30 mg up;q_:cssmg UPf_I?c(:}smg
(N=432) (N=432) (N=431) (N=442) (N=474) (N=472)
Events per 100 Patient-Years (E/100 PY) FY=1238.2° PY=1270.6 | BYSI1786 PY=1258.5 [ oy 17058 py=1429.9
COVID-19 10.1 11.0 9.9 11.5 11.9 11.8
Upper respiratory tract infection 9.9 10.2 7.8 4.8 8.5 8.5
Acne 6.1 12.0 8.2 9.5 7.8 10.6
Nasopharyngitis 7.4 9.0 4.5 S.7 17.9 12.5
Dermatitis atopic 8.3 5.4 8.0 5.2 94 6.4
Blood CPK increased .1 7.6 7.1 8.1 6.0 8.0
Oral herpes 2.3 5.7 2.8 5.2 6.1 7.0
Headache 4.0 3.4 6.9 5.4 4.6 4.5
Herpes simplex 3.0 3.2 3.7 2.1 9.5 3.8
Herpes zoster 2.6 4.3 2.5 3.7 2.5 5.9
Silverberg JI, et al. Oral presentation. E/

0
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Upadacitinib safety data up to 5 years of exposure in AD: baseline patient characterist

Table 1. Patient Baseline Safety Characteristics: AD
Phase 3 Long-Term Safety Set (Up to 5 years; Measure
UP 1/Measure UP 2/AD UP1)
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tCV risk factors included CV event, hypertension, diabetes mellitus, tobacco/nicotine use (current and former), elevated LDL-C,

lowered HDL-C; 'AbbVie Data on file ABVRRTI 77022, ZPercentage of oral contraceptive use is % of all females.

AD, atopic dermatitis; UPA, upadacitinib; CV, cardiovascular, BMI, body mass index; VTE, venous thromboembolic events (VTE

was defined as deep vein thrombasis and pulmonary embolism).

meeter.it/yon
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AD: Phase 3 Long-Term (Up to 5 Years)
MEASURE UP 1/MEASURE UP 2/AD UP!
E ' PA 30 mg
Presence of CV Risk Factort; n (%) 721 (53.9) 684 (50.8)
Tobacco/nicotine use; n (%) 418 (31.3) 419 (31.1)
History of hypertension; n (%) 149 (11.1) 126 (9.4)
History of CV event; n (%) 71(5.3) 71(5.3)
Diabetes mellitus; n (%) 26 (1.9) 27 (2.0)
Elevated LDL-C (=130 mg/dL); n (%) 197 (15.0) 185 (14.0)
Low HDL-C (< 40 mg/dL); n (%) 177 (13.3) 168 (12.6)
Age > 50 with > 1 CV risk factor™; n (%) 179 (13.4) 208 (15.5)
Number of CV Risk Factorst; n (%)
0 616 (46.1) 662 (49.2)
1 484 (36.2) 448 (33.3)
2 173 (12.9) 175 (13.0)
3 50 (3.7) 49 (3.6)
4+ 14 (1.0) 12 (0.9)
BMI = 30 kg/m?; mean (%) 252 (18.9) 258 (19.3)
History of VTE; n (%) 4(0.3) 6 (0.4)
Oral contraceptive use; n (%)? 105 (17.7) 129 (22.1)
n= 593 n=585 Bunick C, et al. Poster 115-1000533

presented at Revolutionizing Atopic
Dermatitis (RAD) Virtual Conference;
December 10, 2023
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Upadacitinib safety data up to 5 years of exposure in AD: treatenesitigent AESIs

Table 3. Rates of Treatment-Emergent Adverse Events of Special Interest (AESIs) for all
patients at ~ 1 year and up to 5 years of Treatment with Upadacitinib

| ~1 Year | Up to 5 Years
UPA15mg UPA30mg UPA15 mg UPA 30 mg
(N=1239) (N=1246) (N=1346)

(N=1337)
PY=1373.4 PY=1414.2 PY=3823.0 PY=4076.9

Treatment-Emergent AE of Special Interest
Serious Infections

Opportunistic Infections’

Eczema Herpeticum

Active Tuberculosis

Herpes Zoster

Non-Melanoma Skin Cancer (NMSC)?2
Malignancy Excluding NMSC?

Lymphoma?

Gastrointestinal Perforations®

Major Adverse Cardiovascular Events (MACE)?3
enous Thromboembolic Events (VTE)?3

Events per 100 Patient-Years (E/100 PY)

2.3 2.8 2.2 2.6
1.6 1.9 1.7 2.2
1.6 1.8 1.5 2.0
<0.1 <0.1 <0.1 <0.1
3.5 52 3.1 55
0.3 0.4 0.4 0.3
0.1 0.5 0.3 0.4
0 <0.1 <01 <0.1
0 0 0 <0.1
0.1 <0.1 0.2 <0.1
<0.1 <0.1 0.1 0.1

Overall, the safety profile observed in patients with AD treated with UPA was similar to the safety profile in patients with RA.

Adverse reaction rates observed in clinical trials may not fully characterize the risks of UPA. Certain adverse events may require longer-term patient

exposure to ascertain risk.

MACE was defined as CV death, non-fatal MI, and non-fatal stroke. VTE was defined as deep vein thrombosis and pulmonary embolism. AE,

adverse events:; CV, cardiovascular events; UPA, upadacitinib; PY, patient-years. ' Excluding tuberculosis/herpes zoster, 2 Rates shown are n/100

PY=number of subjects with at least one event per 100 PY, 2 Adjudicated.
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Upadacitinib safety data up to 5 years of exposure in AD: incidence rates/background rat

Figure 4. Phase 3 Exposure-Adjusted (n/100 PY) Long-Term Incidence Rates for Malignancy Excluding NMSC, MACE,
VTE in Patients With AD from Measure Up 1, Measure Up 2, and AD Up' (Up to 5 Years)

UPA 15 mg UPA 30 mg
N=1337 N=1346
Incidence Rate Per 100 PY (95%Cl) Incidence Rate Per 100 PY (95%Cl)
Bunick C, et al. Poster 115-1000533 . .
presented at Revolutionizing Atopic Malignancy (excluding NMSC) 0.3 (0.1, 0.5) 0.4 (0.2, 0.7)
Dermatitis (RAD) Virtual Conference;
December 10, 2023 MACE (adjudicated) 0.2(0.1,0.3) <0.1 (0.0, 0.2)
VTE (adjudicated) 0.1 (0.0, 0.3) 0.1 (0.1,0.3)

Figure 5. Observed AE Incidence Rate Estimates for Patients with AD and the General Population3-

Event Patient Population (N) s L D LIMITATIONS: Variability across data sources exists
100 PY (95% ClI) . . .
and observational data may potentially overestimate
UK patients of all ages with AD risk, as the results may be influenced by confounding
i i = 0.33 (0.30, 0.36) factors including, but not limited to:
Malignancy (mild-severe)=* (N=66,258) actors Including, but not imited To:
(excluding NMSC) » Outcomes as defined by diagnostic codes, may be
US general population® 0.45 (0.45, 0.45) subject to measurement error (limited sensitivity
YT 15 " N or specificity) vs RCT case adjudication
anish citizens 15 years or older wit . . i
MACE moderate/severe AD2 (N=2527) 0.63 (0.51-0.78) * Patient heterogeneity (age/gender/geographical
location)
US adults (=18 years old) with «  Variability in the distribution of risk fact:
VTE 0.31(0.29, 0.34) ariability in the distribution of risk factors
moderate/severe AD®* (N=113,927) (comorbidities and medication use)

aModerate/severe AD was identified using systemic therapy for AD as a proxy measure including azathioprine, methotrexate, cyclosporine, and/or mycophenolate mofetil. ®Moderate to severe AD was identified using prescription dispensing as a proxy measure, including high or ultra
high potency topical corticosteroids, systemic corticosteroids, systemic immunosuppressants, phototherapies, or biologics used at any time after AD diagnosis (including index date). *Patients with AD were identified by the presence of at least 2 correlative codes of AD, or by the
presence of AD codes entered by a specialist.

E Data on File AbbVie DOF ABVRRTIT4922, 2Anderson YMF, et al. J Allergy Ciin Immunol. 2016;138(1):310-312. *Meyers KJ, et al. Dermatol Ther (Heideib). 2021,11:1041-1052. *Arana A, et al. BJD. 2010;163:1036-1043. 3Surveillance, Epidemiology, and End Results (SEER).
https://seer.cancer.gov. Accessed 11/8/2022. SEER=Surveillance, Epidemiology, and End Results
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RCle Dicembre 2023 IN SEGUITO,

ENTRO VALUTARE IN BASE ALLA
12 SETTIMANE GESTIONE ROUTINARIA DEL
AL BASALE DA INIZIO TERAPIA PAZIENTE E ALLE

LINEE GUIDA

EMOGLOBINA v v 4 <8 g/dL
NEUTROFILI v v v <1 x 16/L
LINFOCITI v v v <0.5 x 18/L
Aumento di AST/ALT
TRANSAMINASI (AST/ALT) \Vd v~ indicativo di danno epaticq
da farmaco
LIPIDI v v
(a 12settimang

TUBERCOLOSI v~ v Segnie sintomidi TBattiva
EPATITI VIRA(HBY, HCV) v v Segne S':‘/ti‘r)g?éd' epatite
ESCLUDERE INFEZIONI GRAVI Segnke sintomidi infezione
OPPORTUNISTICHE v v gravebpportunisitica
ESAME PERIODICO DELLA CU
(in particolareneipzcon
aumentatorischiodi neoplasia v v
cutanea)

ETRIECHIO TEV v Segni e sintomi di TEV
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5. La dose iniziale raccomandata di

baricitinibper il trattamento della A
dermatite atopica moderatgrave N )
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cd . I NAOAGAWK O 8§
approvato da EMA per il
trattamento della dermatite atopica
a partire dai 2 anni di eta

1.
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+ Dermatology Update \Ygs /7 CONTEST

ROMA 17-18 Maggio 2024 NO 3° INCONTRO



7. | besrespondersl trattamento
conbaricitiniballa settimana 16
sono quei pazienti con un NRS
prurito <7 ed un BSA>40% al
baseline
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Baricitinibposology

once daily

once daily

/

'Q‘ Consideration should be given to discontinuing treatment in patients who show no evidence of therapeutic beneditvedisks of treatment

7
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Recommended starting dose

Recommended for:
A patientsagedx geprs

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

A
A patients at higher risk of venous thromboembolism (VTE)
A patients with a history of chronic or recurrent infections

Is also recommended for:
A patients with creatinine clearance 860 mL/min

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

Doseadaptability:

DO

A dose o#t mg once dailynay be considered for patients who
R2y QU | OKAS®S | RSljdzZr S O2y (NPt
once daily dose

A dose o2 mg once dailsshould be considered for patients who
have achieved sustained control of disease activity with 4 mg once
daily and are eligible for dose tapering

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

Baricitinib SMPC.

SCUOLA DERMATOLOGICA Dermatoloqv Update
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Baricitinib: Selective inhibition of JAK1 and JAK2

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

|solated enzyme assays

JAK1 JAK?2

|G, values (nM)

A Baricitinib modulates cell signaling pathways through partial inhibition of JAK1 and JAK2 enzymatic
activity, thereby reducing the phosphorylation and activation of STAT proteins

IG=half maximal inhibitory concentration; JAK=janus kinase; STAT=signal transducer and activator of transknpsen; TYK=tyrosine
E 'E Baricitinib [SmPC]. Utrecht, The Netherlands: Eli Lilly Nederland B.V., 2017

PER RISPONDERE meeter.itlyon &S Dermatology Upcdate YESO@ CONTEST

ROMA 17-18 Maggio 2024 3° INCONTRO

collegati con il tuo smartphone a:



Laboratory monitoring before and during baricitinib therapy

Before During routine

treatment initiation patient management Monitoring at Week 12

o
o
)
o

Tuberculosis screening

Hepatitis screening
in accordance with clinical guidelines

Full blood countALCANC, Hb)
Hepatic transaminasésaLT, AST)

.. b
Lipids o
ALC <0.5 x 10° ANC <1 x 10° Hb levels <8 Treatment can be initiated or
Avoid initiation or cells/L cells/L g/dL restarted after levels return above
interrupt treatment with specified values, drug-induced liver
baricitinib if: Liver enzyme elevations and injury diagnosis is excluded, or

Active infection

suspected drug-induced liver injury infection is controlled.

aBaricitinib should not be given to patients withbactivksiantituberculosis therapy should be prior to initiation of treatment in patients with previoustyhertrebisiglatereeks after initiation of treatment and
thereafter accordingnternational clinical guidelines for hyperlipidemia.
ALC=absolute lymphocyte count; ALT=alanine aminotransferase; ANC=absolute neutrophil count; AST=aspartatedgabsaiA&E:-Mbfheadverse cardiovascular event; VTiEoveboeotism

E 'ricitinib [SmPC]. Utrecht, The Netherlands: Eli Lilly Nederland B.V., 2023.

X r
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Summary of adverse events

Total PY of exposure

Any TEAE; n (%) [IR]
Serious AEs; n (%) [IR]
Interruption of study drug due to AE; n (%) [IR]

Discontinuation of study drug due to AE; n (%) [IR]

Death; n (%) [IR]

Placebo-controlled
(to week 16)

PBO

(N=743)

211.8

388 (43.2)

[234.7]

21 (2.3)
[8.0]

14 (1.6)
[5.4]

13 (1.4)
[4.6]

0

BARI 2-mg BARI 4-mg

(N=576)

169.1

347 (49.3)

[281.4]

10 (1.4)
[4.4]

27 (3.4)
[11.6]

10 (1.5)
[4.7]

0

2-mg and 4-mg
extended
(up to 3.9 years)

BARI 2-mg BARI 4-mg

(N=489) (N=584)  (N=497)
1471 727.1 800.1
300 (51.0) 428 407
[300.1] [214.7] [216.3]
14 (2.3) 33 58
[7.7] [4.2] [7.9]
26 (4.6) 77 81
[15.8] [11.2] [11.7]
15 (2.1) 22 37
[6.5] [2.7] [4.6]
0 0 0

All-BARI-AD
(up to 3.9 years)

All-BARI-AD
(N=2636)

4628.4

2040
[145.8]

237
[5.2]

410
[9.6]

158
[3.4]

4[0.1]

Data are presented as n (adjusted %) [adjusted IR] for the 16-week placebo-controlled period, [adjusted IR] for 2-mg vs 4-mg extended datasets, and [IR] for All-

BARI-AD

Note: ABARIAD includes BARINg, 2ng, and-+g.AD=atopic dermatitis; AE=adverse event; BARI=baricitinib; IRsincidentserai€patients in specified category; N=number of patients in the analysis popula

PBO=placebo; PY=patjears; TEAE=treatrramergent adverse event
IE Bieber T et al 202Rermatolofreat2023:34(1):2161812
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Integrated baricitinib safety over a median of 1.6 and up to 3.9 yeatsp¢ dermatitis

treatment

Mostcommort TEAES in the PBOntrolleddatasets
AIFBARIAD

(up to 3.9 years)

©O ® 0 & O

( 138 (@9 i @7 i @y . B0 [26]

Nasopharyngitis Headache i Upperrespiratory :  Oral herpes Influenza © Herpes simplex
All-BARIAD? :  tractinfection - :
(N=2636) '
[IR/100 PY]
[2.4] [2.3] [2.3] [1.9] [1.3] [1.2]
Folliculitis Urinary tract Diarrhea : Blood CPK Nausea Upper abdominal
infection : increased : pain

aATEABbccurring in O2% of -conadldd daatsiBARAD iaciuges BARNHUZ2Ng, andthd. he P B O
AD=atopic dermatitis; BARI=baricitinib; CPK=creatinine phosphokinase; IR=incidence rate; n=number of apentdlimsipediart patients in the analysis population; PBO=placebge&¥=patient

TEAE=treatmesgtnhergent adverse event. Bieber 1] @eahatolofreat 2023;34(1):2161812
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Rates of events of special interest reported with baricitinib generally reflect the
underlying risk of the atopic dermatitis patient population

IR per 100 patient-years in long-term BARI analysis®®

: : Malignancy
Serious Infections MACE DVT/PE excl. NMSC NMSC

2,5
% 0 — IR per 100 patient-years
q.>)‘ ’ 1.8 (n=82) reported in all-BARI AD-datasets!?
% 1,5
= IR per 100 patient-years
o 10 reported in patients with AD
3
| |
Y, 0.150m=n _——_0.06 (n=3) 0-30 (e 0.23 (n=11)

1.17 2.3>4 0.157 0.63%6 0.181 0.24578  0.1210.85%>%10  (0.047 1.129%11

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

GRates n patients treated with O1 dose of bari ci nhtyearsdf exposureqnsedian@xpasiire, 588 days] matimuin axpasure, 29,yéa)6 pat i ent s

AD=atopic dermatii®/ T=deep vein thrombbgncidence rate; MACE=major adverse cardiovascular event; n=number of patients in the specified categoryskiMEDcagriPketpnbnumary embolism.

1. Bieber T, et al. Oral presentattohl: 2022bstract 1346. 2. Bieber T HEatAcadDermatdlenereoR021;35(2):4-485 3. Wan J, etBi.J Dermat@022;186:66¥%2. 4. Simpson EL, eAal.J Clin Dermatol.

2021;22(5):6987. 5. Bieber T. etdalvTher2022;39(11):494060. 6. Andersen ef &llergy Clin ImmuB01L6;138(1):3B8@2.e3. 7. Meyers KJ, @aimatdrherHeidelp2021;11(3):104052. 8SchneeweiddC, et
IEJAMA Dermatd021;157(7):8836.9. Arana A, etBalJ Dermat@010;163(5):108643. 10. Mansfield KE, 8AMA Dermatd020;156(10)168697. 11RubberRoth A, et &MD Ope016;2(1): e000213.

r
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Baricitinib: Inibitore JAK1/JAK2
Indicazioniterapeutiche

Dermatiteatopica,artrite reumatoide alopeciaareata, artrite idiopaticagiovanile
Baricitinib € indicato per il trattamento della dermatite atopica da moderata a severanei pazienti adulti e in pazienti pediatrici di eta pari e
superioreai 2 anni chesonocandidatiad unaterapia sistemica

Posologia

Dermatiteatopica

Adulti

Ladoseraccomandatadi baricitinib € 4 mgunavolta al giorno.

A Unadosedi 2 mgunavolta al giorno & raccomandataper pazientiad alto rischiodi TEVMACEe neoplasiamaligna,per pazientidi eta x65 anni
e peri pazienticonstoriadi infezionicronicheo ricorrenti.

A Unadosedi 4 mgunavolta al giorno pud essereconsiderataper pazientiche non abbianoraggiuntoun controllo adeguatoR S f f Qdellalil A @ 7
malattiaconunadosedi 2 mgunavoltaal giorno.

A Unadosedi 2 mgunavoltaal giornodeveesserepresain considerazionger i pazientiche hannoraggiuntoun controllo persistenteR St £ QI § .
di malattiaconun dosaggiai 4 mgunavolta al giornoe sonoeleggibiliper unariduzionedelladose

Bambinie adolescentidi eta pari o superiorea 2 anni)

A Ladoseraccomandatali baricitinib & di 4 mgunavolta al giornoper pazientidi pesopari o superiorea 30 kg.

A Peri pazientidi pesocompresatra 10 e menodi 30 kg, la doseraccomandata 2 mgunavolta al giorno.

A Unariduzionea meta delladosedeve esserepresain considerazionger i pazientiche hannoraggiuntoun controllo persistentedell'attivita di
malattiaconla doseraccomandatae sonoeleggibiliper unariduzionegradualedelladose

Terapietopiche concomitanti

Baricitinib pud essere usato con o senza corticosteroidi topici. [ QS F FdA lakiciib- pud essere aumentata quando somministrato con
corticosteroiditopici. [ Q dagir#zbitori topici della calcineurinae consentito,ma dovrebbeesserelimitato alle sole aree sensibili,comeviso, collo,
pieghee genitali

9 Qecessaricconsideraref Q A y (i S deNHtbresty i pazientiche non manifestinoevidenzadi beneficio terapeutico dopo 8 settimane di
terapia

BARICITINIB: RCP 30.10.2023
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Adv Ther
https://doi.org/10.1007/s12325-023-02528-8

ORIGINAL RESEARCH

Baseline Body Surface Area and Itch Severity Define
Response to Baricitinib in Patients with Moderate-to-
Severe Atopic Dermatitis at Week 16

Jacob P. Thyssen - Marjolein de Bruin-Weller - Antonio Costanzo -
Susanne Grond - Christopher Schuster - Chunyuan Liu -

Maria Jose Rueda - Yun-Fei Chen - Andreas Pinter - Thomas Bieber

The objective of this posthoc analysiswas to identify and characterizepatients who are likely to
benefitmost from baricitinib4-mg, usinga machinelearningapproachon datafrom the Phase8 TCS

combinationtherapytrial BREEZED/, andto proposea clinicaltailoringapproachwhichaccountdor
uniqueADphenotypes

Response to BARMg at Week 16 was defined as achieving:
DZEASI75

DO! { LT p 2 Npointinpivement{fromipaseline

- SCUOLA DERMATOLOGICA or
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Baseline Variables Included in the Machine Learning Model to Predict ::::::
EASI75 and EASI75/ItcPdint Response Ab7

Demographic variables Disease severity variables
Male/female Baseline EASI

Baseline age Baseline Head/Neck EASI score
Race Baseline BSA derived from EASI
Baseline BMI Baseline SCORAD

Patient-reported outcomes

Disease characteristic variables Baseline POEM

AD disease duration Baseline DLQI

Atopic comorbidity (yes/no) Baseline ltch NRS

Prior systemic therapy (yes/no)

Prior cyclosporine use (yes/no) Laboratory parameters

Tobacco use (yes/no) Baseline eosinophil count

Alcohol use (yes/no) Baseline IgE levels

AD=Atopic Dermatitis; BMI=Body Mass Index; BSA=Body Surface Area; DLQI=Dermatology Life Quality Index; EAS#=FEcremna Areadnel $; EASI1 75=075% | mprovement in E

NRS=Numerical Rating Scale; POEM=Patient Orientated Eczema Meas8EORIPORADpic Dermatitis.
1. Thyssen JP, et al. Ader2023.
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EASI75 Response Rate over 16 Weeks Across Identified BSA/Itch NRS Subc

BSA 1071 40% / Itch NRS <7

S  —e—BARI4-mg+TCS (n=20) —e—PBO + TCS (n=21)

© 80

IS *% N 3 *

o 60 65.0%

7]

c

3 40 *

o 28.6%

= 20

~

2 0

w 0 2 4 6 8 10 12 14 16
Week

BSA >40% / Iltch NRS <7

—e—BARI 4-mg + TCS (n=21) —e—PBO + TCS (n=18)

80
60

33.3%
16.7%

EASI75 response rate (%)

Week

*p<0.05; **p<0.01 all compared to PBO.
BARI =Baricitinib;
1. Thyssen JP, et al. Adv Ther 2023.
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AD7

TCS Combo
01 tdcomi nant 6

= BSA 1014 0 % / I tch NRS (C
E’S —o—BARI 4-mg + TCS (n=26) —o—PBO + TCS (n=32)
)
~ 80
£ * L5l 59 205
$ 60 * *
S *%
2 40
o 31.3%
n 20
r~
2 o0
w 0 2 4 6 8 10 12 14 16

Week

BSA >40% / |l tch NRS
;{9 —e—BARI 4-mg + TCS (n=41) —o—PBO + TCS (n=37)
2 80
©
g 60
S *k
40

7l 3 . 31.7%
0 20 16.2%
2 o
uw 0 2 4 6 8 10 12 14 16

Week

Ar e a; EASI| 75 =075 &g Saalp; PRO~Rlavebm, TCSFTopicEl Cartieostaroidsr ea and Seve
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tF dASYyG ySSRY a3SG o60SGGSNI Aa1AYy ljdAaOlfeé AD7
Baricitinib 4mg demonstrated higher proportion of EASI 75 score vs placebo within two weeks ™S

Proportion of patients achieving EASI 75, NRI?

50 - *kk Kkk
® 47,7
;\3 Kk *% —o 43,1
2
c
2
©
o
S —© 22,9
c
=
o
Q.
°
o
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16
Week
p-value vs. PBO - ) - ) —
e on Baa: o _-,l-;PBpJg%S?(B 2100) =@~ BARI 2-mg + TCS (n=109) —@- BARI 4-mg + TCS (n=111)

BARI =baricitinib; EASI 7 5 = e ¢ [Reimadequate responden NRI=scarespandet ingputationg RBO=pl@cet® ;9% C3=tpical cdrticosteroid

E |E1.Augustin M, et &dlEur Acad Dermatol Ven&t@@;34(1):1422.2. Reich K, et 3AMA DermatdD20;156(12):1333.
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L O

BSA/Itch NRS Subgrotips

pcC

NRS O4

improvement
response rate (%)

Il t ch

Pt

NRS 04

improvement
response rate (%)

|l t ch

BSA 101 40% / Itch NRS <7

——BARI 4-mg + TCS (n=14) —e—PBO + TCS (n=18)

80
60
50.0%
40 * — "
20 16.7%
0
0O 2 4 6 8 10 12 14 16

Week

BSA >40% / Iltch NRS <7

—e—BARI 4-mg + TCS (n=19) —e—PBO + TCS (n=17)

80
60
40 * *
. _4/_\_‘
0 ® ® ® °
0 2 4 6 8 10 12 14 16

Week
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o S 80
x 5 * *
z GE)% 60 ** * 57.7%
(O]
()]
- gg 40
CES 20 21.9%
_ 9
0
0 2 4 6 8 10 12 14 16
Week
= BSA >40% / ltch NRS O 7
<
O —e—BARI 4-mg + TCS (n=41) —e—PBO + TCS (n=37)
w_ S 8
o GC) )
L 60
ZEC 48.8%
> O
cown 40
a5 29 7%
JEZ 20
R
o

Week

*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 Cortic
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Baricitinib 4mg demonstrated clinically meaningful improvements in itch severity ==

Proportion of pat i empoinsimwavéntentifrontdaseMB, SIRIO 4
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= ** ** * *% y
4: ** *% **
2
& 20 20,2
o
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16
Mean baseline itch NRS: 7.0-7.42 Week
E",{""LU%"OS- Pg? 4500, 05 -@- PBO +TCS (n=104) =@ BARI 2-mg + TCS (n=97) -@~— BARI 4-mg + TCS (n=100)

. BARIbaricitinidRinadequatesponden=numbeofpatientin thespecifiedategoryNRI=norespondemputatigiNRSaumericatingscale PBOplacebpTCStopicatorticosteroid
E E 1. Augustin M, etHEurAcadDermatofenereoR020;34(1):142: 2_Reich K etlfiMADermatoR020;156(12):1333
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TCS Combo
Mean EASI
of patients hacEASI >21
35% B reflecting severe AWwith EASI
values reaching um 30.5
} Mean DLOQI
‘ Mean BSA
30% affectedby AD
WLRRKAY | yiQ Mean ltch NRS

subgroup
BSAL0g40%/ ItchNRSK T

Patients with |Itch NRS O7 tended to have h
in addition to higher values for ADSS Item 2 and HADS

AD=Atopic Dermatitis; ADSS=Atopic Dermatitis Sleep Scale; BAFISBaButyilsurface Abda)l=Dermatology Life Quality Index; EASI=Eczema Area and SeMEDSAlIHdsgital Anxiety
and Depression Scale; NRS=Numerical Rating Scale.
E IE 1. Thyssen JP, et al. Ader2023.
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Efficacy And Safety of Baricitinib In Combination With Topical
Corticosteroids IRediatridPatients With Moderat¢o-severe Atopic
Dermatitis With An Inadequate Response To Topical Corticosteroid:
Results From A Phase 3, Randomized, Ddulibkk Placebo

controlled Study (BREEZE PEDS)

Torrelo Al, Rewerska B?, Galimberti M3, Paller A4, Yang CY>¢, Prakash A7, Zhu D7, Filho
MAGP’, Wu WS’, Eichenfield LF8

1Department of Dermatology, HosfaitalUniversitario Nifio Jesus, Madrid, pameond Clinic, Krakow, Poland;
3Dermatology Service, Hospital Italiano de Buenos Aires, Buenos Airepagergints; of Dermatology and
Pediatrics, Northwestern University Feinberg School of Medicine, ChieagpaltmeigAaf Dermatology, New Taipei
MunicipaluChenglospital, New Taipei City, Tdildepartment of DermatoldgikolChang Gung Memorial Hospital,
Taoyuan, TaiwdR]i Lilly and Company, Indianapolis, IRJbi8érsity of California San Diego and Rady Children's
Hospital, San Diego, CA, USA

Torrel@\, et aBr J Dermat@023;ljad096. doi:10.16j8§4d096.
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Methods

StudyDesigR, BREEZADPEDS Randomized, Doublalind, Placeb&ontrolled Study

Screening Double-Blind Treatment Period

10 to <18 years:4-mg
2 to <10 years: 2-mg

— BARI 4-mg equivalent® QD (N=120)

: _ 10 to <18 years:2-mg Patients who
BARI 2-mg equivalent QD (N=120) 2 to <10 years: 1-mg complete Week 16

can enter the LTE
for up to 4 years

N=483
2 to <18 years

R1:1:1:1

oAR! 1mg exuivalent QD (V120 205G,

PBO QD (N=122)

S @ @)

Primary endpoint: )
VIGA-AD® (0,1) with Q2-point
improvement from baseline

Topical treatments
permittede

aFiguraloes not present full study, only the-blindplacelmmntrolled period is shéRrioPK results showed that PK exposure atrBé\RI H0 to <i@arold patients was comparable to exposure in adults aii¢hl AD tre
with BARI-#hg, and PK exposure at BAR] i 2 to <d@arold patients was comparable to exposure in adults withuiih iBéeRéehd; ‘Useof lowand mediwmotency TCS, and TCNI, anédABfibitor was

E 'E permitted as background treatment. Full list of abbreviations and references are available in the speaker notes.
1r -r
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Outcome Measures

A 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
achievinga viIGA-AD o f 0 /-Poimvimgrdvemé at week 16
A 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 EAS, SCORAD and I tch NRS, a PRO in patients aged
A 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 O10 years using the ADSS, TCS use over

o Other measures include: PGI-S-AD, Ski n Pain NRS in patPOERROMIS fpreddpre€sibr) vy e
and anxiety, DFI, CDLQI/IDQol, WPAI-AD-CG and EQ-5D-Y

A Clinical laboratory tests, vital signs, growth assessments, physical examination and AEs were evaluated
at scheduled study visits

AD=Atopic Dermatitis; ABSS» pi ¢ Dermatitis Sl eep Scale; AE=Adverse Event nsBaRttisCBaity of tife indexy DAb=Pernafitis Family Impa@tp | = C
EASIEczema Area and Severity IndeésDFSEuUropean Quality ofd.émensiondouth version; NRS=Numeric Rating Scale; PBQ-F&&AD=Patient Global Impression of Sé&tepity Dermatitis; POEM=Patient
oriented Eczema Measure; PRISM=feaarird Itch Severity Measure; PROMIS+éfadited Outcomes Measurement Inforysigom SCORAD=SCORIing Atopic Def@8itiSppical CorticosteYsRIAD

E .@F=Work Productivity and Activity Impairment Questionnaire: Atofilarbgiveatits | GA=v al i dat ed | nNTorseloiA gadr bhednat@0ET;jaddos.|doi: X0 GO®/yddjad@96. t
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Baseline Patient Demographics

Data are presented as mean (SD) unless otherwise iRéistadéthe world included Argentina, Australia, Israel, Russia, Taiwan, Brazil, IndEReBakeakidBD=Standard Deviatimrrelo A, et &8c J Dermatol.

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

BARI 2-mg BARI 4-mg
P_BO equivalent equivalent
(N=122) (N=120) (N=120)

S 11.8 (4.0) 12.4 (4.1) 11.8 (3.7) 11.9 (3.8)
tFGASYda F3ISR xmn @SIBHNEZL) Y 6:0 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 theNorld? 67 (54.9) 65 (53.7) 67 (55.8) 65 (54.2)

or
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Baseline Disease Characteristics

BARI 2-mg BARI 4-mg
PBO . .
(N=122) equivalent equivalent
(N=120) (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)
VIGAAD, 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 Scorle 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)
ltch NRSScoré 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)
CDLQI 8.4 (5.5) 9.3 (6.5) 9.3 (6.5) 8.7 (6.3)
IDQOE 14.3 (7.3) 23.0 (3.6) 10.0 (n/a) 11.0 (1.4)

Data are presented as mean (SD) unless otherwise*®@decptgdnt in the BARI 1 mg equivalent dose group was inadvertently randomized and discontinued fromhg gtadiysirdode oéstudy drug and was included irttHesat@opulation but not the safety
population, and not all baseline efficacy measures wertMellacked. r e d  f o r ‘Measurdd onpatientsaged 4ito < @8\esmsured for patients aged 2 to <4AR=a#gopic Dermatitis; BARI=Baricitinib; BSA=Body Suffddé Aggla;= Chi | dr ends Der r
Quality IndeEASI=Eczema Area and SeveritylinBe®QOL =1 nf ant 6 s D e rNR&#NuneiicRatiQguSaalei PBO=PROED; IPatiéneé Oriented Eczema M&SGRAD=Scoring Atopic Dermatitis; SD=Standard Deviation; TCNI=Topical Calcineurin Inhibitor;
TCS=Topical Corticosteroid:AIBA Val i dated | nvestigat or OerrelGA, etldallDerma@23djai096. doi:10.1093/bjdAad@®h i ¢ Der mat i ti s.
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Safety Summany/2)

BARI 2-mg BARI 4-mg
PBO : :
(N=122) equivalent equivalent
(N=120) (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=meagreenAdverse Eventorrelo A, et 8t J Dermat@023;ljad096. doi:10.1093/bjd/ljad096.
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Safety Summarnyg/2)

PBO BARI 2-mg BARI 4-mg

(N=122) equivalent equivalent
(N=120) (N=120)

¢9!9a NBLERNISR AY xH3: 2nFequilalénoSs/ia K2 NBOSAGSR . ! wL n

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)
COVIEL9 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 evemtsascajar atleatsegastiointestinal perforations, malignancies, cases of tuberculosis, or confirmed
opportunistic infectidhusea was reported in < 2% of patients receiving the BARI 4 mg equivalent dose [one (0.8%) patient in theetRBI® gnabp, BaR0Uyse group, two (1.7%) patients in the BAR} medium
dose group, two (1.7%) patients in the BAIRsdigtoup]; conjunctivitis was reported in < 2% of patients receivimggesBit&dent dose [two (1.6%) patients in the PBO group, no (0%) patientsdogeey@AR) low
one (0.8%) patient in the BARI médagngroup, one (0.8%) patient in the BARERighoup]. BARI=Baricitinib; PBO=PEEABRsTreatmamergent Adverse EvEatrelo A, et 8c J Dermatol. 2023;ljad096.

or
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=#-PBO (N=55) BARI 1-mg equivalent (N=63) —#=BARI 2-mg equivalent (N=62) —#=BARI 4-mg equivalent (N=62)

* p<.05; ** p<.01; *** p<.001 vs. plAgeidistically significant with multiplicity adj@#RERaricitinib; NRI=Nonresponder Imputation; NRS=Numeric Rating Scale; PBO=PlaceBo JiDema#@(331jad096.
doi:10.1093/bjd/ljad096.
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EASI 75 and EASI 90
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* p<.05; ** p<.01; *** p<.001 vs. placebdStatistically significant with multiplicity adjustmem@ARI=Baricitinib; EASI=Eczema Area and Severity Index; NRésplamder Imputation; PBO=Placefarrelo A,

1 al Br J Dermat lja .doi:10.1 jd/lja .
I @023;ljad096. doi:10.1093/bjd/ljad096
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A The ongoing double-blind, phase lIl, longterm
extension trial BREEZEBD3 (NCD333443)
investigatesthe maintenance of efficacy and
safetyin patients who respondedto baricitinib
treatment in BREEZEDL, BREEZED2 and
BREEZED7.

A To determine the feasibility of a flexible dosing
regimenwith baricitinib, a substudyof BREEZE
ADB wasdesignedto evaluatethe maintenance
of responsewith downtitration (from baricitinib

— 4 mgto 2 mgor from baricitinib 2 mgto 1 mg)
i IR & i) (EEmiEs CEs) or treatment withdrawal (placebo) compared
BARI 2 mg (down titration) with continuousdosingwith baricitinib 4 mg or
= PBO (treatment withdrawal) 2 mg.

At Week 52 of BREEZEBDS, substudyeligibility
wasassesseandre-randomizationoccurred

i BARI 1 mg (down titration) Outcomeswere evaluated 16 weeks after re-
N=274 . .
randomization

@ " sy PBO (treatment withdrawal)
Re-randomization Relapsing patients (VIGAAD'M x3), were
E;fSLt;'fuLc;r readministeredheir originalbaricitinibdose

BARI 4 mg

R1:1:1

cohort
N=252

N=526

)

BARI 2 mg (continuous dose)
BARI 2 mg
cohort

R1:1:1

p ST SR

v
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