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BACKGROUND

* Atopic dermatitis (AD) is a common, chronic, inflammatory skin disorder that is
characterised by recurrent eczematous skin lesions and pruritus with heterogenous
skin manifestations, symptoms, and severity'?

Serious AEs, AEs Leading to Study Discontinuation, and Deaths
* IRs of serious and severe AEs were generally low (Figure 2A)

- IRs for AESIs were comparable between the consistent- and variable-dose cohorts (Figure 2B); in the consistent-dose cohort, abrocitinib 200 mg had numerically greater or
greater IR (with overlapping Cls) than abrocitinib 100 mg for all herpes zoster

~ Increasing evidence supports an association between AD and cardiovascular Figure 2. IRs of (A) Serious and Severe AEs, AEs Leading to Discontinuation, and Deaths and (B) AESIs

d isease3'4 A Abrocitinib 100 mg (consistent-dose cohort, n=1053) All abrocitinib (consistent-dose cohort, n=3052) B Abrocitinib 100 mg (consistent-dose cohort, n=1053) All abrocitinib (consistent-dose cohort, n=3052)
e ; ) ; ; O Abrocitinib 200 mg (consistent-dose cohort, n=1999) All abrocitinib (variable-dose cohort, n=798) Abrocitinib 200 mg (consistent-dose cohort, n=1999) All abrocitinib (variable-dose cohort, n=798)
* Abrocitinib is an oral, once-daily, selective Janus kinase (JAK) 1 inhibitor approved R(95%CI)  n(%) RO5%C)  n(%)
for the treatment of adults and adolescents with moderate-to-severe AD>” o 5.61(4.71-6.62) 139(13.2) . NP — 2.00(1.49-2.62) 52(4.9)
.o . e . . Serious AEs —— 6.29 (5.56-7.07) 275(13.8) . Serl.ous —— 2.17 (1.76-2.64) 99 (5.0)
~ In the JADE phase 3 clinical trials, abrocitinib 200 mg or 100 mg was efficacious — 6.04(5.47-6.65) 414(13.6) infections e 211(1.78:247)  151(4.9)
8_10 . . . . . ) ° ‘ - ° ‘
and well tolerated as monotherapy®' or in combination with medicated ° 4.21(3.45.5.10) 106(13.3) . 250(1.92.5.20)  63(6.0)
topical therapies'®'? ° 5.39(4.52-6.38) 135(12.8) All HZ —.— 35411401 243(8.0)
. « e e . . —_—— 5.62 (4.94-6.36) 246(12.3) . 23.3. .
~ Previous analyses of long-term abrocitinib safety using integrated data from 3802 Severe AEs , e oh099612) 381 (12 ' peezamsel TES
patients with 5213.9 patient-years (PY) and a cumulative exposure of <4 years - o 6.20(5.23-7.29) 145(18.2) Malignancy o et
have demonstrated that abrocitinib has a manageable safety profile'™ AEs leading to . . 6.42(5.49-7.47) 168 (16.0) excluding NMSC | &~ 027 (011059 7009
. . (e . . . . .40-9. .9)
*  Risks of specific adverse events (AEs) were higher in patients aged =65 years' disc i anant ‘ et e . 0.26(0.11:0.55  7(0.7)
iscontinuation ——— 7.56 (6.94-8.22) 545 (17.9) o 0.28(0.15-0.48) 13(0.7)
L | 5.36 (4.51-6.33) 140 (17.5) MACE L 2 0.27 (0.17-0.42) 20(0.7)
[ 0.08 (0.01-0.27) 2(0.3)
0 BJ ECTIVE o 0.11 (0.02-0.33) 3(0.3)
Deaths® |- 0.19 (0.09-0.37) 9 (0.5) @ 0.11(0.02-0.33)  3(0.3)
. . . . o 0.16 (0.08-0.29) 12 (0.4) VTE ,:_' 0:26(0.15-0.45) 12(0.6)
* To update risk estimates using longer-term data for AEs of interest and to further 0.21(0.11:034)  15(0.5)
. . . . ?—l 0.04 (0.00-0.21) 1(0.1) —@— 0.34 (0.16-0.65) 9(1.1)
explore the role of age and smoking as AE risk factors using data from 3850 patients 3 5 ) . 2 7S ; ; . ; : %

with abrocitinib exposure of up to ~6.5 years from a December 2024 data cut

METHODS

* The analysis included patients from eight phase 2 and 3 parent trials—phase 2b
(NCT02780167), JADE MONO-1 (NCT03349060), JADE MONO-2 (NCT03575871),
JADE REGIMEN (NCT03627767), JADE COMPARE (NCT03720470), JADE TEEN
(NCT03796676), JADE MOA (NCT03915496), and JADE DARE (NCT04345367)—and
1 long-term extension trial (JADE EXTEND [NCT03422822]; data cutoff:

IR, number of patients with events per 100 PY IR, number of patients with events per 100 PY

AESI, adverse event of special interest; HZ, herpes zoster; IR, incidence rate; MACE, major adverse cardiovascular event; NMSC, nonmelanoma skin cancer; PY, patient-year; VTE, venous thromboembolism.

*Atotal of 13 deaths occured, 6 of which were not previously reported''#: 1 in the abrocitinib 100-mg consistent-dose cohort (stage 3 hepatic cancer, n=1), 4 in the abrocitinib 200-mg consistent-dose cohort (acute heart and respiratory failure, n=1; stroke with a preceding COVID-19 infection, n=1; suicide, n=1; myocardial infarction, n=1), and 1 in the abrocitinib variable-dose cohort (lung cancer,
n=1). All deaths were considered not related to abrocitinib; all patients were current or former smokers at the time of death.

* IRs of AESIs of serious infections, MACE, VTE, and death were numerically higher with
overlapping Cls in current/former smokers vs never smokers in the consistent-dose
cohort, with the exception of malignancy excluding NMSC, which was significantly
higher in the current/former smoker cohort; no differences in IRs were found for all
herpes zoster (Figure 4)

* In the consistent-dose cohort, IRs for all AESIs increased in older groups
(eg, =65 years; Figure 3)
Figure 3. IRs of AESIs by Age (Consistent-Dose Cohort)

12 to <18 years (n=490) 40 to <50 years (n=435)
18 to <40 years (n=1597) 50 to <65 years (n=376)

=65 years (n=154)

° IR (95% CI) n (%)
December 31, 2024) (Figure 1) —— 143 (0.86-2.24) 19(3.9) Figure 4. IRs of AESIs by Smoking Status (Consistent-Dose Cohort)
. . oo e . . —0— 1.87 (1.46-2.38) 68 (4.3)
* Patients who received =1 dose of abrocitinib 200 mg or 100 mg were pooled for analysis  Serlous P — 2.57(1.69-3.74) 27(6.2)
. . ; infections P S 2.77(1.77-4.12) 24(6.4)
in 2 separate cohorts: (1) a consistent-dose cohort and (2) a variable-dose cohort . 80.(2.367.52) 13(5.4) Current/former smoker (n=911) Never smoker (n=2127) IR(95%CI)  n (%)
—@— 2.10(1.38-3.06) 27 (5.5)
. . 3.12(2.56-3.76) 109 (6.8) H 2.45 (1.82-3.22) 50(5.5
Figure 1. Study Design and Cohorts All HZ o . JiasesTe ey _ Serious e ( ) 50(5.5)
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Qualifying Studies | Malignancy N 0.19 (0.08-0.39) 7 (0.4) All HZ e 3.48 (2.70-4.41) 68 (7.5)
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0 JADE MOA
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] JADE DARE r 0.00 (0.00-0.28) 0 (0.0) ® 0.10(0.03-0.23) 5(0.2)
EDE RECITIEH JADE EXTEND - Placebo Deaths :_. z.g: Eg.z;-z.::); :Eg;;
(open-label run-in; nonresponders?) Abrocitin 0.34(0.07-0.99) 3 (0.8) Deaths @ 0.34(0.13-0.69) 7(0.8)
[ ; ° 2.02 (0.74-4.40) 6 (3.9) ® 0.10 (0.03-0.23) 5 (0.2)
t f— I 100 mg QD T T T T T T T T
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S (é?gﬁlggglm:yn- JADE REGIMEN 200 mg QD IR, number of patients with events per 100 PY IR, number of patients with events per 100 PY
3 respondersc) g (randomised) ﬁ,ESll abdverss elyent of special interest; HZ, herpes zoster; IR, incidence rate; MACE, major adverse cardiovascular event; NMSC, nonmelanoma skin cancer; PY, patient-year; VTE, venous
8 # JADE EXTEND Aéggwif?stroa:f?;d by patient baseline age: 12 to <18 years, 18 to <65 years, and =65 years. ;AhESI, z:adverss (Tyent of special interest; HZ, herpes zoster; IR, incidence rate; MACE, major adverse cardiovascular event; NMSC, nonmelanoma skin cancer; PY, patient-year; VTE, venous
q', 21 MACE was previously reported in a 16-year-old Asian male patient with ongoing atopic dermatitis, gout, and hyperuricaemia (treated with febuxostat) in the abrocitinib 100-mg group; an fomboempbo |sfmd b ki ) f K K
3 incidental finding of slight lacunar white matter degeneration on the right ventricle was adjudicated as an ischaemic stroke based on magnetic resonance imaging despite no report of clinical AESIs were stratified by smoking status: current/former smoker or never smoker.
© syndrome concerning stroke; stroke was not suspected, and the event was not considered serious."
‘= JADE REGIMEN ®1 nonfatal pulmonary embolism was previously reported in a 16-year-old Black/African American male patient with morbid obesity in the abrocitinib 200-mg group; the patient had an extensive
‘>° (open—label rescued) I family history of pulmonary embolism, including an 18-year-old brother with pulmonary embolism.™
']
— 1 > * In the consistent-dose cohort, IRs for major adverse cardiovascular event (MACE), venous thromboembolism (VTE), and malignancies (excluding nonmelanoma skin cancer [NMSC])

generally reflected the rates of these events in real-world studies in patients with AD (Figure 5)
Figure 5. IRs of AESIs in Patients With AD in the Consistent-Dose Cohort and Population-Based Cohort Studies

Data cutoff: December 31, 2024

EASI, Eczema Area and Severity Index; IGA, Investigator’s Global Assessment; QD, once daily.

JADE EXTEND (NCT03422822) is an ongoing trial. Qualifying parent trials included the phase 2a JADE MOA (NCT03915496) and phase 2b (NCT02780167) trials and the phase 3

JADE MONO-1 (NCT03349060), JADE MONO-2 (NCT03575871), JADE REGIMEN (NCT036277678), JADE TEEN (NCT03796676), JADE COMPARE (NCT03720470), and JADE DARE
(NCT04345367) trials.

2Patients who did not achieve an IGA score of 0 (clear) or 1 (almost clear) with a 22-grade improvement from baseline and =75% improvement from baseline in EASI after 12 weeks of
treatment with abrocitinib 200 mg.

bIncludes patients who received their first dose of abrocitinib (200 mg or 100 mg) in JADE EXTEND after receiving placebo in a phase 3 placebo-controlled trial (MONO-1, MONO-2, COMPARE,
TEEN, MOA) or dupilumab in JADE COMPARE or JADE DARE, as well as patients who first received abrocitinib in a qualifying phase 3 trial.

“Patients in the open-label run-in period who were considered responders (IGA score of 0 [clear] or 1 [almost clear] with a =22-grade improvement from baseline and =75% improvement from
baseline in EASI) after 12 weeks of treatment with abrocitinib 200 mg were randomly assigned to treatment with abrocitinib 200 mg, abrocitinib 100 mg, or placebo.

dPatients who experienced a flare (=50% loss of Week 12 EASI response and new IGA score >2) during the maintenance period of JADE REGIMEN entered a 12-week open-label rescue
period (abrocitinib 200 mg + topical medicated treatment).
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* Incidence rates (IRs; number of patients with events per 100 PY) for AEs of special
interest (AESIs) were assessed in patients stratified by baseline age category and

. Abrocitinib Abrocitinib All Danish Cohort'® Kaiser Cohort'é"? THIN Cohort'8-2

smoking status Patients With Events/100 PY 100 mg 200 mg Abrocitinib (2000-2018) (2007-2018) (1994-2015)

n=1053 n=1999 N=3052 n=17,341 n=8197 n=625,083

RESULTS MACE

n (%) 7(0.7) 13(0.7) 20(0.7) N/A 92(1.1) 22,810 (3.6)
IR (95% Cl) 0.26 (0.11-0.55) 0.28 (0.15-0.48) 0.27 (0.17-0.42) 0.33(0.29-0.36)° 0.26 (0.21-0.32) 0.64 (0.63-0.64)
o . Nonfatal VTE
Patient Populatlons n (%) 3(0.3) 12 (0.6) 15 (0.5) N/A 70 (0.9) 15,872 (2.5)
. . . . IR (95% Cl 0.11(0.02-0.33 0.26 (0.13-0.45 0.21(0.11-0.34 0.14 (0.12-0.16) 0.20 (0.15-0.25 0.44 (0.43-0.45
* This analysis included data from 3850 patients representing a total of 9655.4 PY of ( ! ( ) ( ) ( ) ( ( ) ( )
el Malignancies

abrocitinib exposure (Table 1) (excluding NMSC)

N L - n (%) 6(0.6) 18(0.9) 24.(0.8) N/A 156 (1.9) 29,585 (4.7)
The mapnty of pa’uent; were 18 to <65 years and the overall mean (SD) age of s 04 S e O E 04 059/ (0540164 0,46 (0.39-0.55) 0,85 (0.82.0.83)
the consistent- and variable-dose cohort were 33.5 (15.6) and 32.1 (14.8) years, NMSC
respectively n (%) 6(0.6) 4(0.2) 10(0.3) N/A 142 (1.7) N/A

IR (95% Cl) 0.23 (0.08-0.50) 0.09 (0.02-0.22) 0.14 (0.0-0.25) 0.48 (0.41-0.56) 0.15(0.13-0.17)

* Inthe consistent-dose cohort a total of 5.0% and 1.0% of patients were
>65 years and =75 years, respectively, and 3.8% and 0.4% of patients were
in the variable-dose cohort, respectively

AD, atopic dermatitis; AESI, adverse event of special interest; IR, incidence rate; MACE, major adverse cardiovascular event; N/A, not applicable (ie, the information was not available in the referenced manuscripts); NMSC, nonmelanoma skin cancer; PY, patient-year; VTE, venous thromboembolism.

2One event occurred in the abrocitinib 200-mg group: gastric adenocarcinoma occurred early in the treatment period, and symptoms were present prior to study treatment. ®Includes patients with overall risk factors for MACE. “Includes patients with and without a history of VTE. ¢In adult patients with overall risk factors for malignancy. °Eligibility criteria for this study included moderate-to-severe AD from recent
AD clinical trial programs. fIncludes patients with moderate AD.

~ The majority of patients (~70%) were non-smokers across the consistent- and
variable-dose cohorts

- Of all 3052 abrocitinib-treated patients in the consistent-dose cohort, 368 (12.1%),
73 (2.4%), and 26 (0.9%) had baseline hypertension, diabetes mellitus, or a
history of coronary artery disease, respectively

- Of the 798 patients in the variable-dose cohort, 85 (10.7%), 16 (2.0%), and 6 (0.8%)
had baseline hypertension, diabetes mellitus, and a history of coronary artery
disease, respectively

* The numerically higher IRs for several AESIs in smokers is in line with real-world studies, in which current or former smoking status has been associated with increased risk of
cardiovascular events in patients with moderate-to-severe AD; associations between severe AD and lung cancer remained similar with stratification by smoking status (Figure 6)

Figure 6. IRs of AESIs by Smoking Status in Patients With AD in the Consistent-Dose Cohort and Population-Based Cohort Studies
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A retrospective US cohort study in Kaiser Permanente Northern
California health plan members aged =12 years diagnosed with
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* The duration of treatment across patient arms was 1-2401 days in the overall
consistent-dose cohort and 89-2281 days in the variable-dose cohort

Kaiser Cohort: THIN Cohort:
. . . o e 2007-2018 1994-2015
Table 1. Demographics and Baseline Disease Characteristics RO e
Consistent-Dose Cohort Variable-Dose Cohort Abrocitinib Patients With S S Never Current Former Never IO Never
Events/100 PY smoker smoker smoker smoker smoker smoker smoker
Abrocitinib Abrocitinib All All (GELARD (n=2127) (n=462) (n=1085) (GELYEY) (n=278,072) (n=304,818)
Characteristic 100 mg QD 200 mg QD abrocitinib abrocitinib MACE
(n=1053; (n=1999; (n=3052; (n=798; n (%) 11(1.2) 9(0.4) N/A N/A N/A N/A N/A
2566.9 PY) 4508.1 PY) 7075.0 PY) 2580.4 PY) IR (25% Cl) 0.53(0.26-0.94) 0.17(0.08-0.33) 0.52(0.27-0.99) 0.43(0.27-0.69) 0.18(0.13-0.25)
Age, years, mean (SD) 33.8(16.1) 33.4(15.4) 33.5(15.6) 32.1(14.8) Nonfatal VTE
Age, years, median (Q1, Q3) 31.0(21.0,44.0) | 29.0(21.0,43.0) | 30.0(21.0, 44.0) 29.0(20.0, 41.0) n (‘{;) o . 81 % <21:~31(>) o8 . 05 0<%32>0 ’ N/A N/A N/A N/A N/A
18 to <65 years, n (%) 795 (75.5) 1613 (80.7) 2408 (78.9) 623 (78.1) Malignancies
>65 years, n (%) 57 (5.4) 97 (4.9) 154 (5.0) 30(3.8) (excluding NMSC)
>75 years, n (%) 1 (1.0) 20 (1.0) 31(1.0) 3(0.4) e cl 0 71?)(31%51) 13 0 1790<%§)0 33 e b e 0.12 c’)\%o 14 0.14 (l)\%c 19
Female, n (%) 478 (45.4) 928 (46.4) 1406 (46.1) 359 (45.0) (95% ) 67(037-1.13) 17 (RSO AP BB OB
Race, n (%) , o . , . o . o . . . .
AD, atopic dermatitis; IR, incidence rate; MACE, major adverse cardiovascular event; N/A, not applicable (ie, the information was not available in the referenced manuscripts); NMSC, nonmelanoma skin cancer; PY, patient-year; VTE, venous thromboembolism.
White 737 (700) 1368 (684) 2105 (690) 621 (778) *Eligibility criteria for this study included moderate-to-severe AD from recent AD clinical trial programs.
Black or African American 65 (6.2) 140 (7.0) 205 (6.7) 33(4.1)
Asian 231(21.9) 429 (21.5) 660 (21.6) 124 (15.5)
American Indian or Alaska Native 7 (0.7) 12 (0.6) 19 (0.6) 7 (0.9) Co N CLUS I 0 NS
Other 1(0.1) 0 1(<0.1) 0 _” . _ . . . .
Multiracial 6(0.6) 24 (1.2) 30 (1.0) 10 (1.3) * These long-term follow-up abrocitinib safety data with >9600 PY of exposure in 3850 patients with moderate-to-severe AD with up to 6.5 years of exposure were consistent
Investigator's Global Assessment, % with previously reported risk profiles“”'”
Moderate 62.6 59.0 60.2 63.7 N .
new saf ignals were repor
Severe 37.4 41.0 39.8 36.3 O new satety signals were repo ted
Current/former smokers 308 (29.2) 603 (30.2) 911 (29.8) 197 (24.7) * Most AESIs did not appear to be dose related, and similar IRs were reported for abrocitinib 100 mg and 200 mg, with the exception of herpes zoster
1 1 [©) . . . . . . . . .
Prior systemic therapy, n (%) * IRs for AESIs tended to be higher in older patients and current or former smokers; age and smoking are known risk factors for many AESIs included in this analysis
Nonbiologic agents 382 (36.3) 866 (43.3) 1248 (40.9) 431 (54.0) ) ) ' o . ' . ' '
Corticosteroids 297 (28.2) 700 (35.0) 997 (32.7) 350 (43.9) * Rates of AESIs in patients treated with abrocitinib generally reflected those observed in real-world studies in patients with AD™?'
Cyclosporine 126 (12.0) 263 (13.2) 389(12.7) 117 (14.7)
Other 85 (8.1) 175 (8.8) 260 (8.5) 79 (9.9) RE F E RE N CES ACKN OWLE DG M E NTS -
Biologic agents 49 (4.7) 94 (4.7) 143 (4.7) 44 (5.5) [=]: [=]
Dup”umab 28 (27) 51 (26) 79 (26) 32 (40) 1. Langan SM et al. Lancet. 2020;396:345-360. 11. BieberTetal. N EnglJMed.2021;384:1101-1112. Support for third-party writing assistance for this poster, furnished by writer Samantha O'Dwyer, PhD, of Nucleus Global, was
2. Margolis JS et al. JAMA Dermatol. 2014;150:593-600. 12.  Eichenfield LF et al. JAMA Dermatol. 2021:157:1165-1173. provided by Pfizer, Inc. This poster was dgvelopeld.in accordance with Ggod Publicgtion Practice (GPP 2022) guidelines. Authors had
Othgr - 22 (21) 48 (24) 70 (23) 15 (1 9) 3. Ascott Aet al. J Allergy Clin Immunol. 2019:143:1821-1829. 13. Simpson EL et al. Am J Clin Dermatol. 2024:25:639-654. full control of the content and made the final decision on all aspects of this publication. T
Hypertension, n (%) 131 (12.4) 237 (11.9) 368 (12.1) 85 (10.7) 4. Davis DMR et al. J Am Acad Dermatol. 2022;86:1335-1336.e18. 14.  Simpson EL et al. Am J Clin Dermatol. 2021;22:693-707. Pfizer's generative artificial intelligence (Al) assisted technology, MAIA (Medical Artificial Intelligence Assistant), was used in the 1 -
Diabetes meIIitus, n (%) 28 (27) 45 (2.3) 73 (2.4) 16 (2.0) 5. Cibingo (abrocitinib). Summary of product characteristics. Pfizer; 2021. 15. Egeberg Aetal.JAllergy Clin Immunol Glob. 2024,3:100338. product.ig.r?.of;chis Eoster. Afterfuii.ng tT)'r' togl/service, the authors reviewed and edited the content as needed, and they take full E i -
L S . X P A responsipbility tor the content ot this publication.
History of CAD, n (%) 9(0.9) 17 (0.9) 26 (09) 6(0.8) R o Hedduron MM ot ol BV e, 2095113007172 o p '
Baseline HDL <40 mg/dL, n (%) 95 (9.0) 245 (12.3) 340 (11.1) 104 (13.0) 7. ?ibinqo (abrocitinib). Prescribing inform?tion.. Pfizer; 2023. 18. Wan Jetal.BrJ Dermat.ol. 2023:189:53-61. Co NTACT I N Fo RMATI o N : ti?spigSROfC?CilsePE:e:coorbt;Ci)rL\JerdF;cZ:SoouSaP]
Baseline LDL >130 mg/d L, n (%) 174 (16.5) 316 (15.8) 490 (16.1) 115 (14.4) 8.  Silverberg Jl et al. JAMA Dermatol. 2020;156:863-873. 19. Wan J etal.J Allergy Clin Immunol Pract. 2023;11:3123-3132 e3. use only and may not be reproduced
9. Simpson EL et al. Lancet. 2020;396:255-266. 20. Pfizer. Data on file. without permission from the authors.
CAD, coronary artery disease; HDL, high-density lipoprotein; LDL, low-density lipoprotein; PY, patient-years; Q, quartile; QD, once daily. 10. BlauveltAetal.JAm Acad Dermatol. 2022;86:104-112. 21. AranaA et al. Br J Dermatol. 2010:163:1036-1043. Contact Alan D. Irvine at irvinea@tcd.ie for questions or comments.
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