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Newly approved agents for AD

* PDE4 inhibitors
- Topical crisaborole (PDE4 inhibitor, >age 3 months)

- Topical difamilast (PDE4 inhibitor, 2age 2 years in Japan, ongoing phase 3 for age 3 months ~ 2
years)

* JAK inhibitors

- Topial ruxolitinib (JAK 1/2 inhibitor, 2age 12 years, < 20%BSA for 8weeks)

- Topical delgocitinib (pan-JAK inhibitor, 2age 2 years in Japan)

- Oral baricitinib (JAK 1 inhibitor, 2age 18 years, completed phase 3 for age 2~18 years)
- Oral upadacitinib (JAK 1 inhibitor, 2age 12 years, ongoing phase 1 for age 2~12 years )
- Oral abrocitinib (JAK 1 inhibitor, 2age 12 years)

* Biologics

- Dupilumab (anti-IL-4Ra, >age 6 months )

- Tralokinumab (anti-IL-13, >age 12 years in Europe, >age 12 years in FDA )

Newly approved agents for AD

* PDE4 inhibitors
- Topical crisaborole (PDE4 inhibitor, >age 3 months)

- Topical difamilast (PDE4 inhibitor, 2age 2 years in Japan, ongoing phase 3 for age 3 months ~ 2
years)

* JAK inhibitors

- Topial ruxolitinib (JAK 1/2 inhibitor, 2age 12 years, < 20%BSA for 8weeks)

- Topical delgocitinib (pan-JAK inhibitor, >age 2 years in Japan)

- Oral baricitinib (JAK 1 inhibitor, >age 18 years)

- Oral upadacitinib (JAK 1 inhibitor, 2age 12 years, ongoing phase 1 for age 2~12 years )
- Oral abrocitinib (JAK 1 inhibitor, >age 12 years)

* Biologics

- Dupilumab (anti-IL-4Rq, >age 6 months )

- Tralokinumab (anti-IL-13, >age 12 years in Europe, >age 12 years in FDA )

Immunologic profiles of AD

Typel Type 2 Type3
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Diseases related to Type 2 inflammatory diseases:

"

Autoimmune diseases

dysregulated immunity Allergic rhinitis, Asthma Ploriace
(examples)+® CRSWNP, Eosinophilic esophagitis
Food allergy
A0, atopic ermats onganma; I intereui; o cel; K, ntural il i, oliclrhlpe; T, heler
3.2 Egerich Jur Acad 01632692703 3. Raphael s10
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° 2024 MUY = T|3t5| HI63Xt W SZ%

Immunologic profiles of AD

TABLE 1 Key characteristics of AD: Acute and chronic disease, non-lesional and lesional skin

Biologics vs Small molecule drugs

Characteristic Acute disease® Chronic disease”

TP&2 pathway activation and Increased (IL-4, IL-43, L3144 #775110-122 Intensified (L-5, IL-43, 1L-31, IL-10, CCL3, CCL13,

related cytokines/chemokines CCL18); mixed results for |L-4223344¢775110-112 acteristics | Biologics Small molecule drugs
TVpE22 pathway activation and Increased (IL-22)%4 Intensified (IL-22, 1L-32)24!

lated cytokir . . . .

S Production Produced in cell culture Chemically synthesized
Typ&l pathway activation and Slightly increased (IFN-y, MX1, IL-1, CXCL9-11),  Significantly increased™*!

related cytokines/chemokines but notinall phenotypesm‘“‘51““““] i 900 dal 900 dal

> <

P& pathway activation and Slightly increased (IL-17, IL-23p19, IL»ZCZ[JAO)[“I Magnitude of activation is similar to that observed He altons altons

related cytokines in acute disease!
Immune celnfilration Increased (T cells ILC25, DCs [mature and IDECS]  Intensified*! Structure Complex tertiary structure Simple and well-defined

and other myeloid cells| 4115114

Epidermal changes Increased hyperplasia, thickness and proliferation Intensified ! Stability
markers (Ki67, K16) as well as the IL-22-regulated
5100A7-9 and S100A12 that mark epidermal

TRERERRY e ced e picermal barries protelns Administration Infusion or subcutaneous injection Oral, topical
(involucrin, loricrin, ﬂlaggﬂni[“]

Unstable, sensitive to external conditions  Stable

Reduced expression of terminal Reduced expression of FLG, LOR, PPL and other Intensified! Half life Long Short
differentiation proteins and lipids differentiation proteins and significant lipid
aberrations 4416

+ Bxp Dermatol 201928756

JAK-STAT Pathway JAK inhibitors

= Janus kinase
+ JAKL, JAK2, JAK3, TYK2

= STAT (signal transducer and activator of transcription proteins)
= STAT1, STAT2, STAT3, STAT4, STAT5A, STAT5B and STAT6

ouside  cytokine
cell

Cytoplasm

L signaing o i J Allergy Clin Immunol 2021;148:927-40.
JAK proteins and associated cytokines
JAKAHA =L B35 X 27
g &nma_:(w) Tpe P, 6 LA, ) EPO, TPO,

! ! ! ! ! !

T it SOl SirfolAel 5 HA QE ChAol ol U et oM 0|4 A HA 2 thA0l 401 U Bhpk] o]t
X3 OEL LR K| 2HFEFUM B3 OEL RAS  AHO FESHA 55 0L LR
A6 e Xz
3%
S5
8 augat 4mg/d (75K 0|41 227 15mg/d, Z2A| 30mg/d 200mg/d, S T2t 2 7ts
g8 28 B HTE ame/d) (65M 0|42 15mg/d £, BLE2 HS  (6sH] 0181 HAHL 100me/a, IBOHA|
40kg O| Al 15mg/d, 40kg 0|22 A7t 50mg/d)
. : X é : : s e
i o ) + Hemalopoisis ZQ BHXQ  Headache, herpes simplex, Acne (8“15%), URI, CPK&S, neutropenia,  Nausea (8:3+17.1%),foliclits,
+ Growth/ fesponse o (TEan sy B Growth nasopharyngitis, CPK &} & i i herpes zoster i pharyngitis, herpes
netxebor « Naive T cell + Antimycobecteria S + Mammary simplex, herpes zoster
mm u_zﬂs diferont i + Differentiation/ development B
el f;ﬂ":“m’:m « Toel s . Tool e o o) 27| ANC < 1000/mm3 ALC<S00/mm3 , Hb <8 g/dL = S 37| (Abrocitinb PLT <150K/mm’ & £ 27), HEH 28 Frjst 2t
Toels, NKoels ., iy st lerinakyy dffeentaion . jfammagon daantaion o gl
: O (LTS + Boellactvation + Lymphocyte - !
. mﬁ;’ + Bone metabolism dfacorfncion * Lymenoote SRLeckls
 nflammaton + And many oher * Macroprage el | F/U Lab 3748 ZHE 92 cac, LFT, Cholesterol, CPK 291
functions activation mwxomm al , LFT, , CPK =

‘Sinpifisdschematcghighing frent JAK medaed sigaing pathvays
Abtreviatonsinsid ates
1,CarkD, et etz O, ot .
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Screening and laboratory monitoring for patients on JAK inhibitors

| Initil Screening ‘ ‘ 1 Month ‘ 3Months ‘ Every 36 Months*
565 Useofonal v + Completeblood | |
ot countwitha countwitha countvitha
Sl Rt e differential diferential differential
v
Riskand/or Tihcsoes | [ Liver v
ol L] oxtanci] [0 LNel ransaminases Lver
il dsease transaminases | |/ ) transaminases
W\ S\ Kidney function
WY coerinin D™ DY s
Py i /[ Kineyfuncion )/ /" Kidneyfunction
e "—» Vaccination tests. Lipid panel T| tess
status. 2
Risk and/or hx of
thromboembolism —_, Malgrancy | Consider dose reduction or temporary cessation if:
disorder
Creatinine
ol Severe
1 i Absolute Clearance of
Baseline Lab Tests || et o b bote | 0snima
Complete blood count with a :WNV = 2 553:'7‘;/ S
. L mm’on. >
differential sequental TN
« Liverand kidney function O
tests
* Tuberculosis test
+ Hepatitis B & C panel
+ Baseline lipid panel
« Pregnancy test (if applicable)

Dermatol Ther (Heidelb). 2023 Mar;13(3):729-749.

Prevention of tuberculosis under treatment with JAK inhibitors

ntervi i Interferon-
Gamma Release Assay andor tubercuiin skin test

|

[ Comprehensive assessment of tuberculosis ]

L Starting biologic drugs in patients with LTBI. All guidelines
recommend starting treatment with biologics 1-2 months
Evaluation by respiratory

after beginning LTBI prophylaxis (level of evidence II;
specialistiradiologist

strength of recommendation B). This evidence comes from
the observation that initiation of anti-TNF-ct therapy after |
‘month of TB prophylaxis in patients with RA found positive
for LTBI significantly reduced the risk of TB reactivation
(level of evidence T2, Nevertheless, if the activity of
underlying disease and the global status of the patient allow,

I T ] waiting | additional month is preferable because the side

( ) ; ; ) effects of the therapy With isoniazid occur mainly withn the

T suspect first 2 months'2.
cases)
[ Sttt of reatment. []
[ tuberculosis infection” ]

vith biologcs or AKinhibitors, Startof treatment with biologics
antiduberculosis drugs (INH, -n:;: " or JAK inhibitors
‘concurrently for a total sixto
nine months

J Dermatol. 2023 Jan;50(1)-e1-e19

Pharmacokinetic profiles of JAK inhibitors

+ Different PK profiles lead to different dosing requirements
+  Extent of drug metabolism and distinct metabolic or biotransformative processes vary between JAK inhibito

rs
r Predominantly CYP3A4 (main)
— cleared via No
n,

CYP2D6 (potential

Upadacitinib® 79% 2-4 h
9% ours hepatic excretion  minor contribution)

Primarily cleared

10% metabolized
Varendlereton  CP3M oo

Baricitinib? 79% 0.5-3 hours ~13 hours 4 minor metabolites
CYP2C19 (~53%)
Primarily cleared via metabolism  CYP2C9 (~30%)
<19%cleared via renal excretion  CYP3A4(*11%) 2 active metabolites
CYP2B6 (~6%)

Abrocitinib®

~60% <Lhour ~5 hours

[ Metabolism [ Hepatic M Renal

* ORgehomepsss;
s s

s concentatr; T bl 022

JAK inhibitor dose adjustment requirements in patients with
hepatic or renal impairment

No dose adjustment required

Caution
. Nk TR MILD None None None

MODERATE None None None
Hepatic

No dose adjustment n patients with

MILD
Renal None Roue €GFR60t0 <90 mL/min
impairment . " . o
3
MODERATE ot CrC130-60 mL/min €GFR30to <60 mL/min
Recommended starting dose

50mg QD in patents with eGFR
<30mL/min; max. dailydose 100 mg

seveRe (I RECOSOtCEe
usedwithcauton

Individual JAK inhibitors have different elimination profiles that have implications

aD

for dosing req in special
romion 020
Purphinpraioui
] et cec 68, st g Tt he rmaton tnel (s
AC s K 0, o, S Sy of o s ]

Potential drug-drug interactions of clinical relevance

Upadacitini Abrocitinit?
CYP3Ad inhibitors [Etred ool
(e et crtromc, o rometin
tonain S
- £
g cosemstnd

b st 0P34

e o)
CYP2C19/CYP2CY inhibitors 4 Dosebyhat
(eg. fluconazole) (EMA)

Use SDgQD 100G QDo

CYP3A4inducers

(eg rfampicin, phenytin)

CYP2C19 inhibitors s esprdrg 05
(eg fluconazole, fluoxetine, ticlopidine) 4iDmebyhal ‘mg QD dose) i patients co-
L s g 73

innbitrs (FDAY

CYP2C19/CYP2CY inducers
{eg.rfompicin,apalutamide, eavtrs,
enzahtanice, phenytoin)

OAT3 inhibitors

DosetolmgQD, 4 Doseto2mgQD,
iftaking trong OAT3  iftakingstrong OAT3.

(e Tuconazse,fuoetne, icopidie) bt (o b
Transporters Cramianewity  ou e doage
1¢Vu,':(gv,mmll,mwm,w1 ‘Does not infibitat clinically Concomitant use of leflunomide or dabigatran.Pgp sbsttes Mmmw mﬂ
OCT2, 04T, OATS MATEL WATEZ) relevant concentrations* dfunomi
indr, e, dgoin (W)
[

. g [ Notoestsimrieaies [ Ntrcamnenes Gain
o ] 4 0 i . o
e o el nsidertes

Comparison of Efficacy of Targeted Therapies without Topical
Corticosteroids for Moderate to Severe Atopic Dermatitis: Systematic
Review and Network Meta-analysis (2022)

UPADACITINGB 30 MG
ABROCITINIB 200 MG
UPADACITINB 15 MG
DUPILUMAB300 MG

[ZNWEI Asrocmng 100 MG
BARICITINIG 4 MG
BARICITINB 2 MG
TRALOKINUMAB 300 MG
PLACERO

'UPADACITINIB 30 MG
ABROCITINB 200 MG
'UPADACITINIB 15 MG
DUPILUMAB 300 MG
[ EII Asrocmng 100 MG
BARICIINIB 4 MG
TRALOKINUMAB 300 MG
BARICITINIB 2 MG
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Comparison of Efficacy of Targeted Therapies without Topical
Corticosteroids for Moderate to Severe Atopic Dermatitis: Systematic
Review and Network Meta-analysis (2022)

Figure 3.1GA 0/1 vs ANRS24 response rate estimates
and 95% credible intervals at primary endpoint timepoint

Short-term safety of biologics and small molecule drugs: an
independent systematic review and network meta-analysis

et el Drmatl The () 2022

. SAE risk with monothera SAE risk in combination with TCS
(Bayesian NMA fixed-effects results) Dupilumab 300 mg 457 306(168-490) 6-55. Py
Tralokinumab300mg 1196 155(78-285)  202(93-386) Drugs vs PBO Drugs vs PBO
W BE02-72 | 23(05-40) Treatment (ONE SAE) OR  95%C Treatment (ONE SAE) OR  95%Cl
0%
Upadacinb 0o Baricitinib 4 mg 28 251(123-43)  300(140-532) BARI4 — 008 TRALO300Q2WTCS 026 [0.06;117)
BARZ on ABRO200TCS 032 [0.06;160]
2 Abrocitinib 100 mg 3 29(107-435  306(142-543) DUPIROQIW 045 TGS hyss
g @ecind 20my UPALS — 050
H Pr—— Abrocitinib 200 mg 00 F72(193-604)  443(230-683) UPA3D - 096 SawiTCs 03
§ % P80 100 TEZE28002WTCS 087
s e Upadatinib 15 mg ST 460(B1-651)  420(229-639) ABRO100 — 101 DUPI300Q2WTCS [
¢ Aot 009 @Barctno 4 mg LEBRI25002W — T 101 UPALSTCS 078
& Upsdacitnb30mg 567 59(408-765)  $52(136-T51) TRALO300Q2W = 126 [06s243] ABROL0OTCS 093 [030;291]
% Baiiod2ng ABRO200 183 PROTCS 100
g o @m0y Placebo 214 TAG7-131)  87(40-180) NEMOSOQUW L8 (024902 BARMTCS 165 [057;475)
z
4 @ 01 0512 10 01 0512 10
o Favors treatment +— —> Favors placebo Favors treatment +— —» Favors placebo
0% 2% 0% 0%
1GAO/1 Response Rate

Life (Basel) 2021;11:927

Comparison of serious adverse event incidence rates
btw Oral JAK inhibitors & traditional systemic treatment

Upadacitinib (15mg)* 02 04 0.1 0.1 Simpson, EL, etal*
Upadacitinib (30mg)® 05 04 00 01 Simpson, L, etal”
Abrocitinib (100mg)* 02 06 06 00 Simpson, EL, etal*
Abrocitinib (200mg)"* 02 04 02 04 Simpson, ELL, etal*
Methotrexate 05 03 05 05 Cohen, S8, et al”
08 (] - Paul, CF, etal®
Cyclosporine DNF
= - 28 Hong, JR., etal®
43 39 Khan, N, etaf®
Systemic Corticosteroids - - 7% Wei, L, etal?
002t Huerta, C., etal2

) Drugs Dermato. 2022;21(12):1298-1303

JAK inhibitors and cardiovascular events

Table 1 Compiled long-term safety data of Janus kinase inhibitors

Onal Surveilance sudy Six pooled studies AD-UP $2-week extension
Toluitinb  Tolcitinib TNFi Abrocitinib~~ Abrocitinib Upadacitinb  Upadaciinib
Smg 10mg 100mg 200mg 1Smg 30mg
BID BID* daily daily daily daily

Patients (total n0) 1455 us6 141 85 1971 “w 436

Average age,years 61 6l 6l 3 » 3 3%

Person-year totals 5166 81 1008 50 14 512 53

Number of adverse 47 51 3 3 7 2 1

cardiovascular

events

Adverse cardiovas- 091 1.05 073 060 063 04 02

cularevent/100

person-years

Elmariah S8, Smith JS, Merola JF. JAK in the (Black] Box: A Dermatology Perspective on Systemic JAK Inhibitor Safety. Am J Ciin Dermatol. 2022 Jul 23(4)427-431. doi
10.1007/540257-022:00701-3. Epub 2022 Jun 9. PMID: 35679017

Long-term safety profile of Upadacitinib across indications:
Overall safety (up to 5.5 yrs)

arthritis, psoriatic arthritis, ankylosing
spondylitis and atopic dermatitis

Exposure and overview of TEAES ST e
A Psh s D
P UPASmgQD ADA4Omg  MTX  UPAISmgQD ADA4Omg UPAISmgQD UPAISmg  UPA30mg
N=3209  EOWN=579 N=314 N=907 EOW N=429 N=182 QDN=1340 QD N=1353
Exposure
Total(PY) 90791 83077 .7 187123 9037 3201 20358 80

Median (minimum, 346 223 251 225 15 176 162 165
maximum)(years)* | (0,545)  (004,544) (002515 | (039  (00432) | (0.02326) | (0,275 (0,284)

Overall TEAEs, €/100 PYs (95% C1)

JayAE 2055 2036 2069 248 2299 %12 2505 281
(2025,2085) (1960,215)  (1969,2172) | (2378,2520) (2202,240.0) | (2245,258.8) | (2437,2515) (270,285.2)
o " ] 3 m 66
yeerocs (17032) (8158 (5120 | (O22) 1Ny | @1100) | (6084 (1099
Ay A Leading o ) 59 58 54 55 53 45 53
discontinuation G453 6614 “277) | (466 1,13) (31,85) (3659 (464
Deaths,'E/100PY 08 09 08 08 o1 N o o1
(95%0) 06,10 (05,18) (031) (0613) (00,08 (00,04)

Characterization of Acne associated with Upadacitinib

Table V. pa nde
to EASI7S, EASI90, and EASI-100 in patients with and without the adverse event of acne®
ougr o

*Acne was clinically manageable, and almost
half the patients required no intervention;

e 50) Acoe (a1 No e (- 1315 Acoe (1 280) o sne (a- 1411

e e o n Bua most patients who required intervention
w97 . . '
o . an . . only used topical therapies. Systemic
Noresgonder i 50 i i o i .
i oen o 3 " pies were used y, as 4.8%
5 .
Nowprds iy wos prive bt and 7.6% of patients who developed acne
5100 L "
esponders ) 1704 008 s while taking upadacitinib 15 mg and 30 mg,
Naeepondes ) 8103 5208 w09 R N .
respectively, required oral treatment, mainly
Ll . IR}
- — tetracycline antibiotics;
e o o prer
o s 64 6502 709 03
ol cee el = 9+ The occurrence of acne had no effect on
esponde s awy sa07 s309 N "
Novpinders 262 009 509 et patient QoL. In addition, acne also had no
ey ; . P
Fesponces 3805 e} 580 sann impact on patient satisfaction with
Norvesponders 9759) 9068) 49016 4607) . .
Lo upadacitinib as measured using the PGIT.
‘Responders. 1609 1428 5404) 5821
Nonresponders 69(60) 74(66) 5506 4808
00, Dty ——

“Popsions strthed b the bsee presenceofne.
0Lt vas adiistred oy npatens 16 yers f age o older.
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Proportion of Patients (%)

Upadacitinib vs Dupilumab Efficacy for Head and Neck

Proportions of patients achieving:

EASI 90 - Head & Neck!

EASI 100 - Head & Neck!

EASI 75 - Head & Neck!

100 < 100 =
o UPANMY S g
w2
& B DUPI(N=344) tw 2
K] 2
o 6 d &
s ]
£ 40 c
-g a7 %0 %
g o UPANMH S o UPA(N=34)
H n ogeny 2 u_DUPI(N=344)

*:p<0.05, **:p<0.01, ***:0.001; unranked endpoints are not muttiplicity controlled, all p-values are nominal
1EASI 75/90/100 - Head & Neck defined as at least a 75/90/1 (]0 percenl reduction in Eczema A!ea and Severity Index subscore in the Head and Neck region
ITT population; NRI-C, Non-Responder Imputation data due to COVID-19; EAS, Eczema Area and Severity
Index; DUPY, dupilumab; UPA, "Pﬂdﬁm“mb UPA vs DUPI for AD in Four Body Regions

P5001, 501, P05, UPAva PBO. WU T e

Effect of Upadacitinib on Hand Eczema in Patients With Moderate-to-Severe AD
: Results From Two Phase 3 Trials (Measure Up 1 and Measure Up 2)

Figure 2. LS Mean Percent Change in Baseline HECSI (MMRM)

Figur:3.Ciical Inages of HECS1 Assassment Over Tine

A Bassinn HECSI= 97 B.Week2:HECSI =33

Measure Up 1
" uating

Measure Up 2
o vAsmg
y

A wanmg

o %0 W WAtsmg

€ Mook :HECSI =20

D.MWook 16:HECSI =2

Percent Change From Baseline HECSI
Percent Change From Baseline HECSI

T
012 4 8 12 16
Weeks
patents. Pasets.
mm m W " m W ww "% "%
mw m m w w; % W
mm m m w wm m P %

Dupilumab - Mechanism of action

+ A fully human monoclonal antibody targeting the IL-4Ra

- Blocks IL-4/1L-13-driven type 2 inflammation.

IL-13

| —
DIIPI)(EN'" ﬁ /

IL-13Rat

DUPIKENT* ﬁ" ‘
o,

IL-4Ra

Type Il Receptor

Type | Receptor

J Am Acad Dermatol 2019;81:143.

Dupilumab Ot EI|I| £ & I} HSZ 1t F0] 7|F (2024'F 28 IT)

71 (B85

+ (BehE Ol )R AR ZH R M P ZHEEIX| Y7L O[5 N ZH 7L HBEX Gh= FEENM 55 02 LT RY
i

NETERTY >wo‘ K& 5|< pasl 238 0|AQ| B4

WK ERE RO Y0 = HE 3\K\EEIXM=_

z= 40l
353
o

32

3
018 FolBt Aoz HEY =

9 Bhp-a7M AU OLET IR Y $7t2 24K 2A,

o1 OIG%B’O\ X&E0], 15t AKX 2H E 4F
OLETIT[E S SR} (A0F| 42 ATl HHEA| x\g,

x| %2 easi 208 0|49 B 6114

td=

o |eenE o otr2A 0t e ol
] BREENETE X 0] AH o
s3x  |SEEUMBSOENNR b in one 33 ey ilAs' 218 0185/ 2% o=
2
EESERER-T & FSE 0|49 Tcs S2 TCI 4
= FSE 0|49 TCS 2 TCI 4F 0|4 AL8oAUSUE pr r
N2 @ANA) | X9 ofF At A| S5 AT S S8 TOl4E At AgeREos % £ 04 8dingots
B9 g 2l 22e 82 T e
H4l HAOUHH (Cyclosporin §2 MTXIS IHH 014 | ey sy ro
A2 MANEH) |ds A% o8 SOBIZ0IE §30] G7ILEASHSDIZE S)0
Q3L 388 502 A8Y 4 g 4

* FOHE AL o7k 0fufo] 22|27 5 A 20K £0/0/240] Helslofo 8

Proportion of patients with IGA 0-1 (%)

Dupilumab in children aged 6 Mo - 5 Yrs: Efficacy

IGA 0/1 28% vs 4% EASI-75 53%vs 11%

A
100 ~o- Placebo plustopical corticosteroid (n<79) B
90|~ Dupilumab plus topical corticosteroid (n=83) g 1004
80 g %
5 804
704 g o
60 : !
3 60 t
] 2
0 g 50
9 t g 409
Ey T ond
20 . 2 20
10+ 2 104
o
o — &
0 t ! 1 1 B T T )
012 4 8 2 16 012 4 8 » 16

Time since baseline (weeks) Time since baseline (weeks)

Lancet 2022 Sep 17;400(10356):908-919.

Dupilumab in children aged 6 Mo - 5 Yrs: Safety

Dupilumab Placeboplus
plustopical  topical
corticosteroid  corticosteroid
(n=83) (n=78)"

Overview

Patients with 21 treatment-emergent adverse event 53(64%) 58(74%)

ents wi dv i 1(%)t 1(1%)
discontinuation

Patients with >1 serious treatment-emergent adverse event 0 4(5%)§

Deaths 0 0

h adverse event 20%) 10(13%)
ients with 9(11%) 5(6%)
studydrug
109 0
Narrow conjunctivitis|| 4(5%) 0
Allergic conjunctivitis 1(1%) 0
Conjunctivitis 3(4%) 0

Skin infections excluding herpes viral infections** 10(12%) 19(24%)

Herpes viralinfectionsf 5(6%) 4(5%)

Injection-site reactions 2(2%) 203%)

Lancet 2022 Sep 17;400(10356):908-919.
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Dupilumab-associated head and
neck dermatitis resolves
temporarily with itraconazole
therapy and rapidly with transition
to upadacitinib, with Malassezia-

specific immunoglobulin E levels po.o0t o
mirroring clinical response p<0.001 9(500'1
p<0001 NS o oolﬁ ns

Head and Neck EASI SubScore
Head and Neck EASI SubScore

J Am Acad Dermatol. 2023 Jan;88(1):255-257.

Dupilumab and conjunctivitis risk factors

+ Older AD patients with more advance disease
* Longer period of AD

* Have other atopic comorbidities

* Prior history of allergic conjunctivitis

Dupilumab and conjunctivitis

+ Dupilumab £04 & 443t Ocular Surface Disease in Adults (7HLtCH 1)

- 21089 dupilumab 0] 2HX} F 37% (n=78) 0| A| Dupilumab-induced ocular
surface disease (DIOSD)““
= Corneal scarring and cicatricial ectropion 1% (n=3)
*  Blepharoconjunctivitis 68%
*  Burning/stinging/dryness 14%
*  Epiphora 13%
= Pruritus 13%
= Blurred vision 3%
*  Photophobia 1%

Cornea 2022;41 (10): 1242-1247.

Dupilumab and cicatricial ectropion

Fig. 1. External photos showing bilateral conjunctival hyperemia, upper eyelid edema, and cicarical ectropion (left greater than right). Additonally, there s left-sided
blepharoptoss

tous reaction of lower eyelids and cheeks, and persistent cicatricia ectropion (left greater than right)

fig2
following discontinuation of dupilumab and predoisone tape.

Am J Ophthalmol Case Rep. 2017 Jun 22;7:120-122
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naturemedicine
Dupilumahinpatientswidlpmrigo Prurigo nodularis (PN)is a chronici indi withintensely
nodularis: tworandomized, double-blind, Pruriticnodules. The LIBERTY-PNPRIME and PRIMEZ phase 3trialsenrolled
placebo-controlled phase3trials adults with PNwith >20 nodules and severeitch uncontrolled with topical
therapies. Dupilumab, a fully human monoclonal antibody, blocks the
shared receptor component for interleukin (IL)-4 and IL-13. Patients were
ized 1:1t0300 mg dupil lacebo sub ly every
2weeks for 24 weeks. The primary endpoint was p i
measured by proportion of patients with a >4-point reductlon inWorst Itch
Numeric Rating Scale (WI-NRS) from baseline at week 24 (PRIME) or week 12
(PRIME2). Key secondary endpoints included nodulg reductionto
<5atweek 24. PRIMEand PRIME2 enrolled 151and 160 patients, respectively
Bothtrials metall the pre-specified primary and key secondary endpoints.
A>4-point WI-NRS reduction at week 24 in the dupilumab and placebo arms
was achieved by 60.0% and 18.4% of patients, respectively, in PRIME (95%
confidenceinterval (CI), 27.8-57.7 for the difference, P < 0.001) and at week
12by37.2%and 22.0% of patients, respectively, in PRIME2 (95% Cl,2. 3 31.2
P=0.022). Dupilumab d dclinically meani ically

ignificanti initchand skin lesions placeboinPN.

Safety istentwith i profile.

Nature Medicine | Volume 29| May 2023 1180-190
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Table 2| Efficacy outcomes
Efficacy endpoints PRIME PRIME2
Dupilumab Difference Pvalueversus Placebo  Dupilumab  Differenceversus Pvalue versus
ne76 neg2 placebo, % (95%
2weeksne?5  %(95%Cl) cl)
hierarchy) hierarchy)
Primary and key secondary outcomes
WINRSimprovement  14(184)  45(600) 427(21810577) <0.001(1) 16(195)  45(577) 426(201t0561)  <0.001(2)
(reduction) by 24 from
baseline to week 24",
(%)
WINRSimprovement  12(158)  33(440) 202(145t0 <0001 (not 820 20072 168(23t10312)  0.022(1)
(reduction) by 24 from ey multplicity-
bassline to week 12%, controlled)
n(%)
IGAPN-SscoreofQor1  14(184)  36(480) 28313410 <0.001(2) 13(159)  35(449) 308(164t0452) <0.001(3)
(clear'or ‘almost clear’) 432
atweek 24° n (%)
Concomitant WI-NRS 7092 20(387) 206(164t0 <0.001(3) 7(85) 250321 255(131t0379)  <0.001(4)
im i 428
by 24 points from
baseline and IGA PN-S
scoreof Oor1at week
wn(%)
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