H BepaTtreia e
Dupilumalb
OTNV ATOTTIKN
AepuaTiTido

FEQPTIOL K. TKOYNTOYPAX

MD, MSC
EIAIKEYOMENOLX IATPOX AEPMATOAOIIAL- A®POAIZIOAOrIIAL

MANEMIZTHMIAKO FENIKO NOXOKOMEIO AAPIZAL




Aev VTTApYEL KA OUYKPOUGT CUUPEPOVTWV



Alya Aoyia yia Tnv aromia...

Ek6nAwon vooou
(EKTOG TOTTOLY, ATIO TO
OTEPNTIKO «ayn Kal
(TOTTOG), N XWPEIS TOTTO,

n mapadoén karaocrtaon

J

XpNOIUOTTOINBNKE TO
1923 amo Tov A.F. Coca
VI TNV TTEQIYOAPI) TOL
eKEUATOG HE
KANPOVOUIKO LTTORABPO

J

ATorTTia: aTOTTIKN
SepuaTinibéa (AA),
AANEQYIKO aoBuQ,
AANEQYIKN PIVITIOa,

AANEQYIKN ETTITTEPLKITIOO




NMapovoiaon TEQICTATIKOL

» APPEN

» 1/vy.0.

» BX: 65 kg

» Yypocg: 181cm
» loTOPIKO:

1. AcBua maibikng NAIKIAG, aAAEpYIKN PIviTISa/
ETTITTEPLKITIOA 2. AA ATTO RBPEPIKN NAIKIO (3M- 4y)
ue e€apaoeic Kal LPETEIC (18IS avoiEn & xelpwva)




loTOPIKO

» 3/2021: EKTeTapévo, vrotpomalwy
gpLONUaroAeméwdeg e€avOnua

(TPoCWTTOL, TEAXNAOL, KOPUOL KAl AKPWV)

» [lponyovuevn aywyn: evudaATIKA OKELAOUATA, ICXLEA
TOTTIKO KOPTIKOOTEQOEISN, AVTILMLKNTIACIKA, AVTIRIOTIKO

OKELACUATA, AVACTOAEIG KAOACIVELPIVNG

» EANPON Blowia déppartog (3/21): n omroia emPeRaicdvel
TNV KAIVIKN Slayvwon TNG AA

> AOBNKE QYWY UE PEer 0s: KOPTIKOOTEQOEISN, TOTTIKA:

KOPTIKOOTEQOEISN KAl AVAOTOAEIC KOATIVELPIVNG




Apxika score:
v' EASI: 42,1
v DLQI: 20

v" SCORAD: 69,3
v BSA: 30

KAIVIKN €&IKkOova
3/21

EASI - Eczema Area and Severity Index
DLQI- Dermatology Life Quality Index

SCORAD- SCORIing Atopic Dermatitis
BSA- Body Surface Area

APXEIO MANEMNIETHMIAKHY AEPMATOAOTIKHL KAINIKHY AAPIZAL



KAivikn Eikova 3/21

ApXxIKa score:

v' EASI: 42,1

v DLQI: 20

v' SCORAD: 69,3
v BSA: 30

APXEIO MANEMIETHMIAKHY AEPMATOAOTIKHE KAINIKHE AAPIZAL




Ta onueia kal countropara tng AA emnpealoovyv
TMOAAEC TITLXEG TNG (NG VOGS A0OEVOLS




KAIvikn eikova 3/21

ApXxIKa score:

v' EASI: 42,1

v DLQI: 20

v SCORAD: 69,3
v BSA: 30

APXEIO NMANEMNIETHMIAKHY AEPMATOAOTIKHE KAINIKHY AAPIZAY



ENAP=H Dupilumab

» E/E: EOSI (660, 10%), IgE, yevikn QipgaTog Kal BIOXNUIKOC EAEYXOC KP
» a/a BWPAKOG: XWEIC afioAoya TTABOAOYIKA ELPNUATA

> ATTOPPIYPN TNS OKEWYNCS XOPNYNONS KLKAOCTIOPIVNG AOYW TWV

LUAKOOXPOVIV AVETTIOOUNTWV EVEQYEIDV TNG

« Aitnon XHM yia evapén Dupilumab

« 'Eyive evapén ue Dupilumalb 5/21

v AOOCOAOYIKO OXNHA:
Apxikn 6oon 600mg (300mg x2) (BX >60kg)
YTN ovvexela 300mg kaBe 2N eBSouada




2022 EuroGuiDerm Guideline yia eviAikeg ye AA

Mavo to dupilumab kat to

upadacitinib £éxouv gykplBeil

oo tov EMA yua xpron o€
ePnPBouc He HETPLA EWC

oofBapn AA?

Severe 1

AZA3C

Continue measures recommended below and select from (if appropriate):

1| MTXac

RALOP| 1 UPAP

1 Systemic glucocorticosteroids®

Only as rescue therapy

In alphabetical order

Continue measures recommended below and select from (if appropriate):

NB-UVB and
merJium dose UVA1L

"

Mild

Psychosomatic

counseling

Reactive

1 Wet wraps
Acute

Baseline
therapy

Daily, in sufficient quantity, and adjust
frequency to degree of skin dryness

aRefer to guideline text for restrictions. bLicensed indication. cOff-label treatment; AA, AtotTikr} depuaTimida

"

Avoidance of allergens
As much as possible in

sensitized patients

() Educational programs

Dark green indicates a strong recommendation for the use of an intervention. Light green indicates a weak recommendation for the use of an intervention

AZA, azathioprine; ABRO, Abrocitinib; BARI, baricitinib; CyA, ciclosporin; DLQI, Dermatology Life Quality Index; DUPI, dupilumab; EASI, Eczema Area and Severity Index;

MTX, methotrexate; NB-UVB, narrow-band ultraviolet B; TCI, topical calcineurin inhibitor; TCS, topical corticosteroid; TRALO, tralokinumab; UPA, upadacitinib; UVA1L, ultraviolet A1
1. EuroGuiDerm Guideline on Atopic Eczema Version Oct 2022. Available at: https://www.edf.one/home/Guidelines/EuroGuiDerm-2022.html (last accessed Mar 2023);



https://www.edf.one/home/Guidelines/EuroGuiDerm-2022.html
https://www.edf.one/home/Guidelines/EuroGuiDerm-2022.html
https://www.edf.one/home/Guidelines/EuroGuiDerm-2022.html

Follow up aoBevoug

ApXIKa score:

v EASI: 42,1

v DLQI: 20

v SCORAD: 69,3
Follow up 1ov pnva: v BSA: 30

*DLQI: 8, EASI: 21,4, SCORAD: 27,3, BSA: 12

TTANENG LTTOXWPENCN KYNOUOUL * Movabiko adverse event: epTTNTIKA AOIUWEN XEINEWDY,
LTTOXWENOTE PE ANWN AVTIKOL POS

éunvo follow up:

AoBevNG XWPEIC aicBnua
KvNououL, emmpovn 3 PAaPwv * DLQI: 2, EASI: 3,2, SCORAD: 6,1, BSA: 2
(TopaxnAog, avTippaxia)

Ernoio follow up: ANPNC
LTTOXWPENON CLUTITWUATOAOYIAG * DLQI: O, EASI: 0, SCORAD: 0O, BSA: 0O

KvNOoUoL & e€avOnuaTog




APXEIO NMANEMNIETHMIAKHE AEPMATOAOTIKHY KAINIKHY AAPIXAYX



Follow up aocBevoug

MAnpng kaBapon .
6£p”arog APXEIO MANENMIETHMIAKHE AEPMATOAQOTIKHE KAINIKHY AAPIZAY



AovmiAovuaputn (Dupilumab)

» NMANP®WS avaocuvvéLACHUEVO avOpP®MIVO HOVOKA®VIKO avricopa IgG4, mov
avaoTéAAel Tn onparodotnon Héow NG IL-4 & Tng IL-13.

» [NapayeTal o€ KOTTAPA WoBNnKwv KIve(koL kKpikNToL (CHO) pecw TeXVOAOYiIag
avaocuvévaopuevoL DNA.

» AvaoTtoAn onuarodorntnons g IL-4 péow Tov vIrodoxéa TotToL | (IL-4Ra/yc),
KaOag¢ kal TV IL-4 & IL-13 péow Tov vrrodoxéa Totov Il (IL-4Ra/ IL-13Ra).

» O1 IL-4 & IL-13 onpavTikoi TapAyovreg TG avep@mMvNg PAEYHOVOSOLS VOO OL
TOTTOL 2 (OTTWC N AA, To AoBua, N CRSWNP*)

» O amokA&lIopog TG 0600 TV IL-4/ IL-13  pe TN SOLUTTIAOLHAUTIN HEIGVEI
TMOAAOULG ATTO TOLGS SIapecoAaPNTES TG PAEYHOVAGS TOTTOUL 2.

N Lonberg et. Al., Fully human antibodies from transgenic mouse and phage display platforms. Curr Opin Immunol 20, 450-459 (2008)
A.J. Murphy et al., Mice with megabase humanization of theirimmunoglobulin genes generate antibodies as efficiently as normal mice, PNAS 111 (2014) 5153-5158.

L.E. MacDonald, et al., Precise and in situ genetic humanization of 6 Mb of mouse immunoglobulin genes, PNAS 111 (2014) 5147-5152.

*CRSWNP: Xpovia pIVIKOATIITISA HE PIVIKODG TTOADTTO6EG



DAPHUAKEVLTIKEG EVOEIEEIC

1. Atomkn Acgppartinida (2018): upetpiov €wC ocoPapoL PabBuoL o€
EVNAIKEC KAl EpNPOLC, >12 eTWV.

2. Atomkn Agpparinida: oe¢ malbid NAKKIAS 6 PUNVWV €S 11 €TV UE
ocoPapn atoTmkn SepUATITISéa, LTTOWNKIA YIA CLOTNUATIKN BeparTTeia.

3. AcOua (2019): wc TPOCHETN BepaTeia ocuvTNENONGS CE EVNAIKES KI
epnpouc, KaBwc kal o€ TTAISIA 6 PNVRYV €C 11 €TV pe coPapo aocbua,
Ol OTTOIOI &€&V EAEYXOVTAI ETTAPKWS ME LYNANS &0O0NC EICTIVEOUEVA
KopTikooTePOoEISN (ICS) oe cuvObLATUO e AAAN CLOTNUATIKA BEePATTEIQ.

N Lonberg et. Al., Fully human antibodies from transgenic mouse and phage display platforms. Curr Opin Immunol 20, 450-459 (2008)

Simpson EL PA, etf. Al. Efficacy and Safety of Dupilumab in Adolescents With Uncontrolled Moderate to Severe Atopic Dermatitis, JAMA
Dermatol 2020;156(1):44-56.



DAPHUAKEVLTIKEG EVOEIEEIC

3. Xpovia pIvIKoAmiTIda pe PIVIKOOG ToALTToSeg (CRSWNP)- ot
oLVOLACHO HE EVOOPPIVIKA KOPTIKOOTEQOELION OE EVNAIKEG, OTOLG
OTTOIOLC N BePATTEId  PE CLOTNUATIKA  KOPTIKOOTEPOEISN  KaI/N
XEIPOLPVYIKN ETTEUPRACN SEV TTAPEXEI ETTAPKIN EAEYXO TNC VOO OU.

4. OldnG KvAPN HETPIOL €wWC CoPapoL PaBuoOL Ce eVAAIKES
aoBeveic.

5. HooivoIAikn oicogayinda (EoE) oe evnAikeg kar epnpouc 12
ETQOV KAl AvVw, e BX>40kg, ol ot1oiol Sev eEAEYXOVTAI ETTAPKWG, £XOLV
Svocavelia n 6ev eivalr LTTOWNPIOI YIA CLUPATIKA PAPPAKELTIKN
Ocpareia.

N Lonberg eft. Al., Fully human antibodies from transgenic mouse and phage display platforms. Curr Opin Immunol 20, 450-459 (2008)

Simpson EL PA, et. Al. Efficacy and Safety of Dupilumab in Adolescents With Uncontrolled Moderate to Severe Atopic Dermatitis,JAMA
Dermatol 2020;156(1):44-56.



IL-4 & IL-13: Baoikoi TapAayovTeS yia TNV madogpuaoioloyia
MOAAG®V VOOV TTOL emnpealovral amo 1n ¢Aeypovn TotTov Il

Eruntwoelg Tng dpAsypovig Tumou 2 os Siadopeg voooug
nov SiapecolaBouvral and tig IL-4 kat IL-13

Alakivnon GAsyUovwbwv KUTTApWY
oToV LoTo!™

AucAettoupyia Tou dpaypou/
Lotkn avadlapdpdpwoni-2

Evepyomoinon VEupwvwY:
Kvnouog, 6odpnan, Brixas, Suapayia?2

AMNOLWOELS TOU JikpoPBLwpaTogth3-15

Napaywyn PAéwac45

MNapaywyn IgE Kat
EVEPYOTIOINON LOTIOKUTTAPWY

1. Brandt EB, Sivaprasad U. J Clin Cell Inmunol. 2011;2(3):110. 2. Vatrella A, et al. J Asthma Allergy. 2014;7:123-130. 3. Shifren A, et al. J Allergy (Cairo). 2012;2012:316049. 4. Kato A. Allergol Int. 2015;64(2):121-130.

5. Hill DA, Spergel JM. Curr Allergy Asthma Rep. 2016;16(2):9. 6. Gandhi NA, et al. Nat Rev Drug Discov. 2016;15(1):35-50. 7. Oh MH, et al. J Immunol. 2011;186(12):7232-7242. 8. Saatian B, et al. Tissue Barriers. 2013;1(2):e24333. 9. Oetjen LK, et al.
Cell. 2017;171(1):217-228.e13. 10. GINA. Accessed January 20, 2021. https://ginasthma.org/wp-content/uploads/2020/06/GINA-2020-report_20_06_04-1-wms.pdf. 11. Schleimer RP. Annu Rev Pathol. 2017;12:331-357. 12. Davis BP, Rothenberg ME.
Annu Rev Pathol. 2016;11:365-393. 13. Williams MR, Gallo RL. Curr Allergy Asthma Rep. 2015;15(11):65. 14. Durack J, et al. J Allergy Clin Immunol. 2020;146(5):1016-1026. 15. Sharma A, et al. J Allergy Clin Immunol. 2019;144(5):1214-1227.€7. 16.
Zheng T, et al. J Invest Dermatol. 2009;129(3):742-751. 17. Chen L, et al. Clin Exp Immunol. 2004;138(3):375-387.

18. Murdoch JR, Lloyd CM. Mutat Res. 2010;690(1-2):24-39.



O poAog Twv IL-4 & IL-13 oTnVv maBopuaioloyia Tng AA

Napaywyn TUTTOU-2 KUTOKIVWYV Ytrokeipevn @Aeyuovij TOTou-2 ATtrotéAeopa

I
—> ' -» % g g Th2 AiagopoTToiNnon Kal ETEKTAC
IL-4 I » @ % non n

AvTiy6vo- — Mapaywyn TUmou-2 KUTOKIVWV CUPTTEPIAGHBAavOpEVNG TNG
Trapouaiaon Kal

Th2 Evioyuon Tamou 2= _KVNOpOYy6vou IL-31

) Kvnoudé
aAAnAemidpaon QAEYLOVAS noupos

EvepyoTroinon Twv aiobnTnplakwy VEUPWVWY

TeAIkn SicpopoTToinon KEPATIVOKUTTAPWY
! 1 olapop nanKep P PAgn Seppuartikou

| MNpwreiveg emdepuikol ppayuov (FLG, LOR, IVL) P ppayuou

Mast cell Mapaywyr] TSLP amrd KEpAaTIvOKUTTaPU

Basophil

g ®Aeyuovi) Tou
T ZTpaToAdynon Kol EVEPYOTTOINOT KOKKIOKUTTAPWY, BaceS@IAWY Kal NWoIVOQIAWY SEpparog

Evepyotroinon B kuTTdpwy Kai HETAoTpo@N TagNng IgE

Napaywyn IgE,
1 Ivwon dépuarog

. ) Agixnvotroinon
Avaoivieon loTwy

Eosinophil

Bioyéveon e§wWKUTTAPIOG BOURG TTPWTEIVILY TTOU ETTAYOUV TOV ‘.'r" II‘ AucBiwon

N—— aTmroIKIoUS S. aureus oro Sépua e
N - tDisclaimer: Ta Th2 kUtTapa eiven n Baoikr TTnyn
OvIL4 & IL-13 givon facwkoi wapdyovreg mov kaBodnyodv tnv Tozov 2 gieypoviy, pe Sraxpirég kar Trapaywyiic e IL-31, kai Ta T2 aTramooy TV Tapousia g
aLindemKalvTTOpEVES AEITOV( IL-4 yio0 TNV S10QOPOTTOINGT KOl ETTEKTACT TOUG,

1. Brandt et al., J Clin Cell Immunol. 2011 Aug 10;2(3):110; 2. Gandhi et al., Nat Rev Drug Discov. 2016;15(1):35-50; 3. Stoft et al., J Allergy Clin Immunol. 2013;132(2):446-454; 4. Oetjen et al., Cell.
2017:171(1), 217-228.e13; 5. Gittler et al., J Allergy Clin Immunol. 2012;131(2):300-13; é. Leung et al., J Allergy Clin Immunol. 2014;134(4):769-79; 7. Akdis et al., Allergy. 2020;75(7):1582-1605; 8. Zheng et
al., J Invest Dermatol. 2009;129(3):742-51; 9. Beck et al., JID Innov. 2022;2(5):100131; 10. Nguyen et al., Arch Dermatol Res. 2020;312(2): 81-92; 11. Le Floc'h et al. Allergy. 2020;75(5):1188-1204




PoAog TV IL-4 & IL-13

Airway epithelial cell
11 Goblet cell hyperplasia

h2 differentiation T cell atlnocyte

3 A @)
e Ly

Barrier dysfunction
B cell \ Susceptibility to infections

«— IL-4/IL-13 Flbroblast

IgE class SWItchlng |
/ ’ ' Deposmon of
Mast ceII ECM protein

; \“_,/ Eosmophll Smooth muscle cell

Activation 4 2
S

Proliferation

Matsunaga K., et al. ,Dupilumab: Basic aspects and applications to allergic diseases, Allergology International, 69; 2: 187-196.



Mnxaviopog dpaong AovmAovpaumnng (1)

Yrodoxéag tunou |

T-kUTTOpQ

B kUTTapa
MovokuTttapa

IvoBAdoTteg
Hwowoda

‘&n t .

Y
=
=
2

3
-
|
.
:
3
!

vV
NV
Inuatodotnon
ano IL.-4

Ynodoxgacg tunov Il

ErBnAtaka kottapa
IvoBAdoteg
Aela puika kutTopa
Evepyomoinuéva B
KUTTOpQ
Movokuttapa

% IL-13Ra1 ¥ IL-13Ra1

vV, vV
NV NV
Inuatodotnon Inuatodotnon
ano IL-4 ano IL-13

Suzuki A, et al. Cytokine. 2015;75:79-88.

Gandhi NA, et al. Nat Rev Drug Discov. 2016;15(1):35-50.



Mnxaviopog dpaong AovmAovpaumng (2)

Yrnodoxgag tumnou Il

Ynodox£acg tumnouv |
o = )

L4
I It’)véeo}zt

L

Z0vdeon

Dupilumab 8

$ IL-13Ra1 _ % IL-13Ral

&
,

Inuatodotnon Inuatodotnon Inuatodotnon
ano IL-4 ano IL.-4 ano IL-13

Gandhi NA, et al. Nat Rev Drug Discov. 2016;15(1):35-50.
Le Floc'h A, et al. Allergy. 2020;75(5):1188-1204.




Mnxaviopog §paong AoLITIAOLHUANTING
, EPIDERMIS

TLSP, IL-25, IL-33 Dupilumab
Dupilumab

keratinocytes J'
4

L4 L4 ; .
IL-13 IL5 i
o Dupilumab eosinophils

Th1 cells p
IL4, L5, IL13 Eosinophil
IFNy toxins
TNE " Differentiation in bone marrow

Th17 cells IL23 Trafficking to tissue

Dupilumab

Dupilumab

e Th2 cells \
L l

IL-3

macrophages )/’

: 5 Inflammatory
IgE S\VilCh @

B cells mast cells

Type | receptor Type |l receptor DERMIS

Halling AS, et. Al., Real-world evidence of dupilumab efficacy and risk of adverse events: a systematic review and meta-analysis. J Am Acad Dermatol 84:139-147
Kychygina A., et.Al. (2022). Dupilumab-Associated Adverse Events During Treatment of Allergic Diseases. Clinical Reviews in Allergy & Immunology. 62: 519-533



MEAETEG YIa TRV AOLTTIAOLUAUTIN

(Movo®O¢pameia n covdédvaocuog pe TCS)

» 2 ToxaloTToINuUEVES peAETEG Phase Il (LIBERTY AD SOLO 1, LIBERTY AD SOLO 2)
ATTOSEIKVLOLY TNV ACPAAEIQ KAI TNV ATTOTEAECUATIKOTNTA TOL Dupilumab wc
HOVOBEQATTEIA & EVNAIKEC AOBEVEIC HETPIAS £C ooPapnS AA (Oe oLYKPION UE
TNV placebo Bepareia)

» SC 300MG DUPILUMAB/ 2WEEKS (day 1 600mg)- 300MG /WEEK

» MeAetn LIBERTY AD CHRONOS (Phase lll, double blinded): Long term safety and
efficacy of Dupilumab & concominant TCS(2017)

» MeAETn LIBERTY AD CAFE’ (Phase lll, randomized): Dupilumalb with concominant
TCS in adults with inadequate response or intolerance to Ciclosporin A (2018)

D. Thacj et al., Journal of Dermatological Science 94 (2019) 266-275
Blauvelt A. etf. Al. Lancet (2017); 389: 2287-2303
De- Bruin Weller M. et. Al., British J of Dermatol (2018); 178: 1083- 1101



AtmroteAeoparikornta Dupilumab

o

Placebo (n = 460) 1
300 mg G2w N = 457 O
300 Mg gw (N = <462) O

<. Mean DLCI owver time

20 4

o T w
o 1 2

Imputed no. of patients
Placebo (n = <60) 1 19 TOo 130 1Ta
J00 Mg Q2w (N = 45T) o o 24 36
IOO0 rrvg arew e = SE2) o 14 21 aF

L ™
3 <&

Irmpaurtesd Mo, Of Datients.

T T ™ - T T e T ™
(-] E k-3 2 10 11 12 13 14
Wisit Weeks)

8 43 90 119 146 161 179 204 220 228 233 236 251 257 261 258!
a8 18 29 35 43 48 S0 55 60 65 67 &7 75 B2 BT 92
10 19 38 46 S0 S5 66 T1 77 79 86 838 107 114 115 118

d. Mean POEM owver time

<o B

D. Thacj et al., Journal of Dermatological Science 94 (2019) 266-275

LIBERTY AD
SOLO 1
LIBERTY AD
SOLO 2




Ao@aleia Dupilumab

Adverse event

Placebo (n=456)

Dupilumab 300 mg q2w (n=465)

Dupilumab 300 mg qw (n=455)

Patients, n (%)
With >1 adverse event
With >1 serious adverse event
Died

313 (68.6)
24 (5.3)
0

With >1 adverse event leading to treatment discontinuation 7 (1.5)

Most common adverse events®
Infections and infestations®
Nasopharyngitis

Upper respiratory tract infection

Serious or severe infections®
Non-herpetic skin infections®

___Skin structures and soft tissue infections?

139 (30.5)
39 (8.6)
10 (2.2)
10 (2.2)
43 (9.4)
20 (4.4)

321 (69.0)
11 (2.4)

0

6 (1.3)

145 (31.2)
42 (9.0)
13 (2.8)

4 (0.9)

23 (4.9)
9 (1.9)

307 (67.5)
10 (2.2)
1(0.2)

7 (15)

142 (31.2)
45 (9.9)
20 (4.4)

3 (0.7)
29 (6.4)

7 (1.5)

Any herpes viral infection®

17 (3.7)

25 (5.4)

21 (4.6)

Oral herpes

Herpes simplex

Eczema herpeticum

Herpes zoster

Genital herpes

Herpes ophthalmic

Herpes virus infection
Herpes simplex otitis externa
Ophthalmic herpes simplex
Dermatitis atopic®

B(1.8)
4(0.9)
3(0.7)

2 (0.4)
1(0.2)
1(0.2)
1(0.2)

0

0

148 (32.5)

T7(3.7)
7 (1.5)

3 (0.6)
1(0.2)

0

0

0

1(0.2)

0

62 (13.3)

3(20)
3(0.7)
1(0.2)

0

1(0.2)
1(0.2)
1(0.2)

0

1(0.2)
59 (13.0)

Injection-site reactions?
Conjunctivitis®

33 (7.2)
10 (2.2)

57 (12.3)
45 (9.7)

76 (16.7)
33 (7.3)

Headache
Diarrhea
Back pain
Arthralgia
Nausea
Fatigue
Dizziness

Blood creatine phosphokinase increased

24 (5.3)
7 (1.6)
9 (2.0)
9 (2.0)
4(0.9)
4 (0.9)
9 (2.0)
7 (15)

40 (8.6)
16 (3.4)
9 (2.0)
12 (2.6)
10 (2.2)
11 (2.4)
6 (1.3)
9 (1.9)

33 (7.3)
10 (2.2)
10 (2.2)
3(0.7)
9 (2.0)
7 (1.5)
4(09)
3(0.7)

D. Thacj et al., Journal of Dermatological Science 94 (2019) 266275

LIBERTY AD
SOLO 1
LIBERTY AD
SOLO 2




MNaiSiarpikog TANOLONOG

R668-AD-1526/ Phase 3 Placebo controlled study evaluating the | Completed
NCT03054428(") efficacy and safety of dupilumab
monotherapy in patients 12 years to 17 years
of age

R668-AD-1652/ Phase 3 Placebo controlled study evaluating the | Completed
NCT03345914) efficacy and safety of dupilumab + TCS in
patients 6 years to 11 years of age

R668-AD-1434/ Phase 3 OLE study assessing the long-term efficacy | Ongoing?
NCT02612454* %) and safety in patients 6 months to 17 years of

R668-AD-1412/ Phase 2a | Open label study to determine the efficacy | Completed
NCT02407756“ and safety of dupilumab in patients 6 years to
17 years of age

Simpson EL PA, et. Al. Efficacy and Safety of Dupilumab in Adolescents With Uncontrolled Moderate to Severe
Atopic Dermatitis: A Phase 3 Randomized Clinical Trial. . JAMA Dermatol 2020;156(1):44-56.

Eichenfield LF HJ, et. Al.,, Consensus conference on pediatric atopic dermatitis. J Am Acad Dermatol 2003
49(6):1088-95.




MNaiSiarpikog mTANOLONOC
N(%) Placebo + TCS Dupilumab Dupilumab
N |PReetTOS | emgaewsTcs | 100 or 00 mg azw s Tcs:

FAS m FAS® FAS mFAS® FAS mFAS®
N=123 =104 N=122 N=103 N=122 N=92

Primary Efficacy
End omts

with IGA 0/1

Efficacy Endpoints

Proportion of Patients 32 (30 8) 75 (72 8) 65 (70 7)
with EASI-759, n(%

Percent change in | -48.6 (2.46) -52 6 (2. 60) -82 1 (2 37) )| -82.1 (2.41) W -79 2 (2.54)
EASI scored, LS mean
SE

Percent change in | -25.9 (2.90) | -25.3(3. 11) -54 6 (2 89) ) | -54.3 (3.04) -54.8 (3.18)
weekly avg of daily
worst itch scored, LS

Proort/on of patients with improvement (reduction) in Mo of daily peak pryritus NRS\score, n/N1 (%)°

NRS improvement 23
at Week 16° 26 (21.1) 22 (21.2) 73 (60.3) J 62 (60.8) ‘ 81 (67. 5) 58 (64.4)
NRS improvement 24
at Week 16/ 15 (12.3) 14 (13.6) 61 (50.8) 51 (50.5) M 51 (56.7)

Simpson EL PA, etf. Al. Efficacy and Safety of Dupilumab in Adolescents With Uncontrolled Moderate to Severe Atopic
Dermatitis: A Phase 3 Randomized Clinical Trial. . JAMA Dermatol 2020;156(1):44-56.
Eichenfield LF HJ, etf. Al.,, Consensus conference on pediatric atopic dermatitis. J Am Acad Dermatol 2003 49(6):1088-95.




LOYKPITIKEG HEAETEG

MEAETN CLYKPEIONC
Abrocitinib- placebo-

Dupilumab, 300 mg every other week
Dupilumalb

Abrocitinib, 200 mg once daily

—— Abrocitinib, 100 mg once daily

« BéATioTn ammodoon IGA &
EASI 75 oTic 12w. yia 1O
ABRO o©¢ oxéon e
placebo

« ITIC 12w avwTePOTNTA
ToL ABRO o©¢ oxéon pe
DUPI otn BeATicoon ToL
KVNOUOUL

« ITIC léw. &ev @aiveTal
avwTEPOTNTA TOL ABRO
o¢ oxeon e to DUPI o¢
KAveva SevTepeLOV
KATAANKTIKO onueio (EASI
/5, PPNRS, SCORAD etc)

—— Placebo

from Baseline (%)
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Bieber T. et. Al., Abrocitinib versus Placebo or Dupilumab for Atopic Dermatitis, N Engl J Med 2021; 384:1101-1112



End Point
Primary end points
IGA response at week 12 — no. /total no. (%)

Difference from placebo (95% Cl) — percentage
points

P value
EASI-75 response at week 12 — no./total no. (%)§

Difference from placebo (95% Cl) — percentage
points

P value
Key secondary end points
Itch response at week 2 — no./total no. (%)Y

Difference from placebo (95% Cl)
points

percentage

P value

Difference from dupilumab (95% Cl) — percentage
points
P value
IGA response at week 16 — no./total no. (%)

Difference from placebo (95% Cl) — percentage
points

P value

Difference from dupilumab (95% Cl) — percentage
points

EASI-75 response at week 16 — no./total no. (%)

Difference from placebo (95% Cl) — percentage
points

P value

Difference from dupilumab (95% Cl)

Abrocitinib,

200 mg Once Daily

(N=226)

106/219 (48.4)
34.8 (26.1 to 43.5)

<0.001
154/219 (70.3)
432 (33.7 to 52.7)

<0.001

111/226 (49.1)
34.9 (26.0 to 43.7)

<0.001
22.1 (13.5 to 30.7)

<0.001
105/221 (47.5)
35.0 (26.3 to 43.7)

<0.001
9.4 (0.4t018.5)

157/221 (71.0)
40.4 (30.4 to 50.4)

<0.001
5.5 (-3.1to 14.1)

Abrocitinib,
100 mg Once Daily
(N=238)

86/235 (36.6)
23.1 (14.7 to 31.4)

<0.001
138/235 (58.7)
31.9 (22.2 to 41.6)

<0.001

75/236 (31.8)
17.9 (9.5 to0 26.3)

<0.001
5.2 (-2.9t0 13.4)

0.20
80/230 (34.8)
22.1 (13.7 t0 30.5)

<0.001
-3.5 (-12.2t0 5.2)

138/229 (60.3)
29.7 (19.5 to 39.9)

<0.001
-5.1 (-13.9t0 3.7)

Dupilumab,
300 mg Every
Other Week
(N=242)}

88/241 (36.5)
22.5 (14.2 to 30.9)

140/241 (58.1)
30.9 (21.2 to 40.6)

63/239 (26.4)
12.5 (4.4 to 20.7)

90/232 (38.8)
25.6 (17.1 to 34.1)

NA

152/232 (65.5)
34.7 (24.6 to 44.8)

Placebo
(N=131)

18/129 (14.0)
NA

35/129 (27.1)
NA

18/130 (13.8)
NA

16/124 (12.9)
NA

NA

38/124 (30.6)
NA

T0vown KATtaAnKTIK®V
onMEiV
ATTOTEAECUATIKOTNTAG

XTI léw.  &ev  aiveral
avawTELOTNTA TOL ABRO O©¢
oxeon pe to DUPI og kavéeva
SELTEPELOV KOTAANKTIKO
onueio (EASI /5, IGA
response, PPNRS, etc)

Bieber T. et. Al., Abrocitinib versus Placebo or Dupilumab for Atopic Dermatitis, N Engl J Med 2021; 384:1101-1112



Key messages

» TMOANATTAEG KAIVIKEC PEAETEG, TTOL APOPOLY TN AOLTTIAOLHIAUTTN YIA SIAPOPES
VOOOULG OTIC OTTOIEC £XEI KLPIAPXN BEoN N PAEypOVENCS avTibpaon Tottov I,
EXOLV OAOKANPWOEI N eival o€ eEENIEN.

» EAMSOPOOa aywyn YIa TN BEPATTELTIK AVTIMETWTTION VOO WY, OTIWC N AA, TO
aoBpua, N CRSWNP.

> ATTOTEAEl QOPAAN KAl ATTOTEAECUATIKN ALCN YIA TNV PJETRIOL £60C cORAPOL PABUOL
AA oe Bpepn, TTaidig, eprPoLC Kal EVAAIKEC aoBeVEIC.

» EOKOAO S5000AOYIKO OXNUA/ EOKOAN CLUMOPPWON ACOEVV



[NATI Dupilumab

OePATIEIEG

ATOTTIKNG
Sepuammdag MooiA AoPAAeiag
Anore)\ecruonKémTG

TaxotnTa Spdong FDA & EMA €ykpion

YIa Boépn >¢m,
Epnpouc & EVNAIKe
Adverse svents A)\)\epylkég oovvoonpémreg
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