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ATtpeHIAGOTN OTNV AVTIHETWTION TNC Ywpidong

AnoTeAeopaTikoTnTa kKai Aidpkeia TnG amavrnong
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ESTEEM 1 Moderate to Severe
Plaque PsO
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Aletripnoh

PASI 75 otnv mevraetia
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* Patients with moderate to severe PsO experienced sustained PASI-75 response rates through 5 years with apremilast

Proportion of Patients Achieving PASI-75 Through 260 Weeks*-*
(Data as Observed; FAS)
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® Placebo/apremilast
® OLE
OLE (all patients receiving apremilast)
rrrrrriri /;/ 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Week 0 16 32 52 65 78 91 104 117 130 143 156 169 182 195 208 221 234 247 260
Trial Week
Placebo, N 282 247 216
Apremilast, N 562 501 425 486 312 215 157 125

*Consider OLE study limitations when interpreting results. The OLE is not blinded, not controlled, and includes self-selection bias; 'Randomized treatment withdrawal phase (weeks 32-52) where additional PsO therapies,
including topicals and/or phototherapy, could have been added to PASI-75 nonresponders.

ESTEEM = Efficacy and Safety Trial Evaluating the Effects of Apremilast in Psoriasis; FAS = full analysis set; OLE = open-label extension; PASI-75 = 75% reduction in psoriasis area and severity index score; PsO = psoriasis.
Data on file, Amgen.
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Alatripnon ths Betitong tou PASI Scoré atnv mevtastia
* Patients with moderate to severe PsO experienced sustained improvements in PASI score through 5 years with apremilast

Mean Change in PASI Through 260 Weeks*:'*
(Data as Observed; FAS)
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Mean Change in PASI (%)

® Apremilast
® Placebo
® Placebo/apremilast
® OLE
OLE (all patients receiving apremilast)
0 m T 1 1rrriri /;/ 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Week 0 16 32 52 65 78 91 104 117 130 143 156 169 182 195 208 221 234 247 260
Trial Week
Placebo, N 282 247 216
Apremilast, N 562 501 425 486 312 215 157 125

*Consider OLE study limitations when interpreting results. The OLE is not blinded, not controlled, and includes self-selection bias; 'Randomized treatment withdrawal phase (weeks 32-52) where additional PsO therapies, including topicals and/or
phototherapy, could have been added to PASI-75 nonresponders; *Baseline mean PASI scores: placebo, 19; apremilast, 19.

ESTEEM = Efficacy and Safety Trial Evaluating the Effects of Apremilast in Psoriasis; FAS = full analysis set; OLE = open-label extension; PASI = psoriasis area and severity index; PASI-75 = 75% reduction in psoriasis area and severity index score; PsO = psoriasis.
Data on file, Amgen.
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* Patients with moderate to severe PsO sustained scalp responses through 5 years with apremilast!-

Proportion of Patients Achieving ScCPGA Responses Through 260 Weeks1* 1+
(Data as Observed; FAS)
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Placebo/apremilast

OLE
(all patients receiving apremilast)

Patients Achieving an SCPGA
Scoreor 0 or 1 (%)

OLE
T T T T T T T T T T T T 1

104 117 130 143 156 169 182 195 208 221 234 247 260
Trial Week

Placebo, N 189 162 137

Apremilast, N 374 328 274 308 191 132 99 125

*OLE phase: pooled treatment arms reflect post hoc analysis. Consider OLE study limitations when interpreting results. The OLE is not blinded, not controlled, and includes inherent self-selection bias; 'Randomized treatment withdrawal phase (weeks 32-52)
where additional PsO therapies, including topicals and/or phototherapy, could have been added to PASI-75 nonresponders; *Baseline ScCPGA > 3.

ESTEEM = Efficacy and Safety Trial Evaluating the Effects of Apremilast in Psoriasis; FAS = full analysis set; OLE = open-label extension; PASI-75 = 75% reduction in psoriasis area and severity index score; PsO = psoriasis; RWE = real-world evidence; ScCPGA =
scalp physician's global assessment.

1. Data on file, Amgen; 2. Papp K, et al. J Am Acad Dermatol. 2015;73:37-49.
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* Patients with moderate to severe PsO experienced sustained improvements in NAPSI score through 5 years with apremilast??

Mean Percent Change in NAPSI Scores Through 260 Weeks1" 1+
(Data as Observed; FAS)
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'10 T T T /;I T T T T T T T T T T T T 1 1 1 1 1
Week 0 16 32 52 65 78 91 104 117 130 143 156 169 182 195 208 221 234 247 260
Trial Week
Placebo, N 0 170 145
Apremilast, N 0 318 275 315 192 131 99 82

*OLE phase: pooled treatment arms reflect post hoc analysis. Consider OLE study limitations when interpreting results. The OLE is not blinded, not controlled, and includes inherent self-selection bias; 'Randomized treatment withdrawal phase (weeks 32-52)
where additional PsO therapies, including topicals and/or phototherapy, could have been added to PASI-75 nonresponders. *In patients with nail PsO at baseline (NAPSI score > 1; 66.1% [558/844]).

ESTEEM = Efficacy and Safety Trial Evaluating the Effects of Apremilast in Psoriasis; FAS = full analysis set; NAPSI = Nail Psoriasis Severity Index; OLE = open-label extension; PASI-75 = 75% reduction in psoriasis area and severity index score; PsO = psoriasis.

1. Data on file, Amgen; 2. Papp K, et al. J Am Acad Dermatol. 2015;73:37-49.
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* Patients with moderate to severe PsO experienced sustained improvements in pruritus through 5 years with apremilast®?

—

Mean Change in Baseline Pruritus VAS Scores Through 260 Weeks?!* 1+
(Data as Observed; FAS)
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Trial Week
Placebo, N 282 248 216
Apremilast, N 562 500 424 487 314 215 158 126

*OLE phase: pooled treatment arms reflect post hoc analysis. Consider OLE study limitations when interpreting results. The OLE is not blinded, not controlled, and includes inherent self-selection bias; 'Randomized treatment withdrawal phase (weeks 32-52)
where additional PsO therapies, including topicals and/or phototherapy, could have been added to PASI-75 nonresponders; *Pruritus was measured on a 100-mm VAS. baseline mean pruritus VAS scores (mm): placebo, 65.2; apremilast, 66.2.

ESTEEM = Efficacy and Safety Trial Evaluating the Effects of Apremilast in Psoriasis; FAS = full analysis set; OLE = open-label extension; PASI-75 = 75% reduction in psoriasis area and severity index score; PsO = psoriasis; VAS = visual analog scale.

1. Data on file, Amgen; 2. Papp K, et al. J Am Acad Dermatol. 2015;73:37-49.



ArnpepiAdoTn kai PpeAtiwon Tnhe moioTntac CWAC

AnoTeAeopaTikoTnTa kKai Aidpkeia TnG amavrnong



. ESTEEM 1 Moderate to Severe
‘ Plaque PsO

Atat,;_'-ﬁ’)'non NG BeAtiwong =~ -

NG 1o Létn/}:dg(w_r']q o€ Badog r;evrast(a¢

* Patients with moderate to severe PsO experienced sustained improvements in mean DLQI scores through 5 years with apremilast?-3 52

Mean Change in Baseline DLQI Scores Through 260 Weeks1*1# -l

(Data as Observed; FAS)

Study Week
048 16 24 32 52 78 104 130 156 182 208 234 260
0 L1 1 1 /}I 1 1 1 1 1 1 1 1 1
—{— Placebo
m 2 == Apremilast
= —f— Placebo/apremilast
2
@ (7]
g 2 4 +t---+4----------B e e e e e e e e e e e e e e e e e L EEEEEEEE MCID3
£ g
g)n -
g9
S0 6 -
o
c
(5°]
s
-8 -
Placebo
Controlled
10 J Phase OLE Phase*
Placebo, N 282 247 216 162 100 62 58 50 43 41
Apremilast, N 562 500 422 326 213 153 131 107 95 85

*OLE phase. Consider OLE study limitations when interpreting results. The OLE is not blinded, not controlled, and includes inherent self-selection bias; 'Randomized treatment withdrawal phase (weeks 32-52) where additional PsO therapies, including topicals and/or
phototherapy, could have been added to PASI-75 nonresponders; *Baseline mean DLQI scores: placebo, 12.1; apremilast 30 mg BID, 12.7.

BID = twice daily; DLQI = Dermatology Life Quality Index; ESTEEM = Efficacy and Safety Trial Evaluating the Effects of Apremilast in Psoriasis; FAS = full analysis set; MCID = minimal clinically important difference; OLE = open-label extension; PASI-75 = 75% reduction in
psoriasis area and severity index score; PsO = psoriasis.

1. Data on file, Amgen; 2. Papp K, et al.  Am Acad Dermatol. 2015;73:37-49; 3. Basra MKA, et al. Dermatology. 2015;230:27-33.
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Efficacy and Safety of Apremilast in Patients With Limited Skin
Involvement, Plaque Psoriasis in Special Areas, and Impaired
Quality of Life: Results From the EMBRACE Randomized Trial



TRIAL OBJECTIVE? @

€ To evaluate the impact on Qol, efficacy, and safety of APR 30 mg BID in patients with limited skin
involvement with plaque PsO manifestations in special areas and impaired QoL

Primary Endpoint: DLQI* response of > 4-point reduction from baseline at week 16

Other Endpoints

Reduction from baseline in DLQI at week 16
Percentage change from baseline in affected BSA
Proportion of patients achieving PASI < 3

Reduction from baseline in itch NRS

Reduction from baseline in skin discomfort/pain VAS
Achievement of PBI > 17

Secondary endpoints

L 2R 2R 2R 2R 2% R 2

Exploratory endpoint

Ad hoc analysis ® Change from baseline in mean DLQJ at week 16*

Improvements in manifestations of plaque PsO in special areas

Safety assessments € TEAEs through week 16

*The DLQI is a 10-item questionnaire with a score range of 0 (best QoL) to 30 (worst QoL).1° "The PBI evaluates patient-perceived benefit of treatment on a scale ranging from 0 (no benefit) to 4 (maximum benefit).!
*DLQI at week 16 was categorized (worse [score increase], no change [0- to 1-point decrease], small [2- to 5-point decrease], moderate [6- to 10-point decrease], very large [11- to 20-point decrease], extremely large
[21- to 30-point decrease]) and stratified by baseline score.



BASELINE DEMOGRAPHICS AND CLINICAL CHARACTERISTICS?® 6

Baseline Demographics and Clinical Characteristics
€ Baseline demographics and clinical characteristics were similar between
§ the treatment groups in the EMBRACE study

€ The most common special area affected was visible locations (26.7%),
followed by the scalp (24.5%), nails (21.7%), genitals (15.5%), and
palmoplantar areas (11.6%)

ET

Age, mean (SD), years 50.9 (13.7) 47.4 (14.3)

Male, n (%) 57 (62) 106 (57)
BMI, mean (SD), kg/m? 29.4 (5.7) 28.1 (5.6)

() * %
% Male Mean Age Duration of plaque PsO, mean (SD), years 18.4 (13.4) 16.3 (13.1)
0 Presence of plaque PsO, n (%)
5 8 8 /O 4 9 Visible locations 24 (26) 50 (27)
- Dorsal hand* 14 (58) 31 (62)
years Face* 11 (46) 26 (52)
Hairline* 15 (63) 21 (42)
Neck* 4(17) 11 (22)
Mean Duration of Special Areas Scalp 23 (25) 45 (24)
Plaque PsO* Affected*t blallls 20(22) 40(22)

Genitals 15 (16) 28 (15)
Palmoplantar areas 10 (11) 22 (12)

m 1 special area Number of special areas, mean 2.1 2.1

m 2 special areas DLQI, mean (SD) 18.5 (4.9) 18.1 (4.9)
. PASI, mean (SD) 6.8 (2.0) 6.8 (1.9)

® > 3 special areas

BSA, mean (SD), % 7.3(4.3) 7.0(3.5)

17

years

*Qverall population. "Special areas include scalp, nails, palms, soles, genitals, or visible locations such as the face, neck, hairline, or dorsal hand. *Percentages are based on the number of patients with PsO in visible locations (PBO: n = 24; APR:
n =50).



Efficacy and Safety of Apremilast in Patients With Limited Skin
i Involvement, Plaaue Psoriasis in Special Areas, and Impaired @
Quality of Life: Results From the EMBRACE Randomized Trial

The phase 4 EMBRACE study evaluated the impact on Qol, efficacy, and safety of APR in patients with PsO with limited skin
involvement, PsO manifestations in special areas, and impaired QoL

Significantly greater proportions of patients treated with APR (73.3%) vs PBO (41.3%) achieved the primary endpoint of DLQI response
(= 4-point reduction) at week 16 (P < 0.0001)

Significantly greater improvement in BSA (P = 0.0085) and PASI < 3 (P = 0.0328) was observed with APR treatment compared with PBO
at week 16

Significantly greater improvements with APR vs PBO in itch NRS score (—2.5 vs —0.9; P < 0.0001) and skin discomfort/pain VAS score (—
21.5 vs -5.4; P = 0.0003) were also observed

The most common TEAEs (APR vs PBO) were diarrhea (33.0% vs 6.6%), nausea (20.0% vs 5.5%), and headache
(20.0% vs 5.5%)

Common TEAEs and the overall safety profile were consistent with the known safety profile of APR
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LAPIS-PsO (DE) LAPIS-PsA (DE)
Host

s

Mayba JN and

Gooderham MJ (CA) APOLO (BE)

OTELO (BE)

APPRAISE (CA)

Wong TH, et al. (UK)

CorEvitas (US)

Armstrong A and Levi E (US)

Abignano G, et al. (UK)

Armstrong A (US)

AUSTRALIA/OCEANIA D

APPRECIATE

g
(AT, CH, DE, ES, IE, SE, UK) PsORA (AT)

Papadavid E, et al. (GR)
PREVAIL (ES) ] APRAISAL (GR)

APPROPRIATE (ES)
IPANEMA (FR)

REALIZE (FR)

Berry, et al. (AU)

Lukoviek V, et al. (ES-CN)
Corrona (ES-CN)

APOLO = Study of the Real-life Management of Psoriatic Arthritis Patients Treated With Apremilast in Belgium; APPRAISE = Study to Evaluate the Real-World Effectiveness, Safety and Tolerability of Treatment With Apremilast in Psoriatic Arthritis Patients Followed in Canadian Routine Care; APPRECIATE = Apremilast
Clinical Treatment Experience in Psoriasis; APPROPRIATE = Study to Evaluate the Benefits for the Patient Associated With the Treatment of Plaque Psoriasis With Apremilast After Other Systemic Treatment in Conditions of Clinical Practice in Spain; APRAISAL = Apremilast in Moderate Psoriasis in Real Life Clinical
Practice; APRIL = Observational Study of Apremilast in Patients With Psoriasis in the Netherlands; APROACH = Apremilast in Psoriatic Arthritis in Real-life Clinical Practice in Greece; AT = Austria; AU = Australia; BE = Belgium; CA = Canada; CH = Switzerland; DARWIN = Study to Describe the Characteristics of Patients
Treated With Apremilast for Plaque Psoriasis in Italian Routine Clinical Practice; DE = Germany; ES = Spain; ES-CN = Canary Islands, Spain; FR = France; GR = Greece; IE = Ireland; IT = Italy; LAPIS-PsA = Long-term Documentation on the Use of Apremilast in Patients With Psoriatic Arthritis in Practice Conditions; LAPIS-PsO
= Long-term Documentation of the Utilization of Apremilast in Patients With Plaque Psoriasis Under Routine Conditions; MAPSI = Management of Psoriatic Arthritis Across Italy; NE = the Netherlands; OTELO = Study of the Real-life Management of Psoriasis Patients Treated With Apremilast in Belgium; PREVAIL = Study
to Evaluate the Use of Apremilast in Patients With Psoriatic Arthritis, Naive to Biological Treatment; PsA = psoriatic arthritis; PsO = psoriasis; PsSORA = Psoriasis Registry Austria; REALIZE = Study to Assess Benefits of Apremilast in Patients With Moderate to Severe Chronic Plaque Psoriasis Followed by Dermatologists
Under Real Life Settings in France; REWARD = Study of Apremilast Use and Effectiveness in Patients With Psoriatic Arthritis in the Netherlands; RWE = real-world evidence; SE = Sweden; UK = United Kingdom; US = United States.



Location(s)

Study design

Study population

Disease severity

Sources of data

Number of study
participants

Primary outcome
measures

Primary completion date

Prospective, observational
registry study

Plague PsO

Moderate to severe

Provider and patient
guestionnaires

92

Number of patients with AEs
or SAEs

2023 (estimated)

APPRECIATE3#

Retrospective
observational cohort study

Plaque PsO

Mild, moderate, severe

Medical records, patients,
physicians

480*

PBl scoreupto6+1
monthst

2021

o~ e

APPROPRIATE’

Prospective, observational
cohort study

Plaque PsO

Moderate to severe

Patients, physicians

389

DLQI score < 5 or DLQI
improvement by
= 5 points vs baseline at
= 4 months

2018

-
-

Prospective, observational
cohort study

Plaque PsO

Moderate to severe

Patient

153

Percentage of subjects
achieving PBI = 1

2020

*Additional countries and patients were added to APPRECIATE after the initial survey; "The global score index is calculated on a weighted base and ranges from 0 (no benefit) to 4 (maximum benefit), with a PBI value > 1 considered the minimum clinically relevant benefit and PBI > 3 considered a high benefit.
AEs = adverse events; APPRECIATE = Apremilast Clinical Treatment Experience in Psoriasis; APPROPRIATE = Study to Evaluate the Benefits for the Patient Associated With the Treatment of Plaque Psoriasis With Apremilast After Other Systemic Treatment in Conditions of Clinical Practice in Spain; APRAISAL = Apremilast in Moderate

Psoriasis in Real Life Clinical Practice; DLQI = Dermatology Life Quality Index; LAPIS-PsO = Long-term Documentation of the Utilization of Apremilast in Patients With Plaque Psoriasis Under Routine Conditions; PBI = patient benefit index; PsO = psoriasis;

SAEs = serious adverse events.

1=
Prospective, observational

cohort study

Plaque PsO

Moderate

Patient

302

Percentage of patients with
moderate plaque PsO
treated with apremilast

who will achieve a DLQI
total score <5

2019

1. Merola JF, et al. Poster presented at: 77th Annual Meeting of the American Academy of Dermatology; March 1-5, 2019; Washington, DC. Poster 9718; 2. ClinicalTrials.gov. clinicaltrials.gov/ct2/show/NCT02707341. Accessed July 14, 2022; 3. Augustin M, et al. J Eur Acad Dermatol Venereol. 2021;35:123-134; 4. ClinicalTrials.gov.
clinicaltrials.gov/ct2/show/NCT02740218. Accessed July 14, 2022; 5. Reich K, et al. Poster presented at: 77th Annual Meeting of the American Academy of Dermatology; March 1-5, 2019; Washington, DC; Poster 9837; 6. ClinicalTrials.gov. clinicaltrials.gov/ct2/show/NCT02626793. Accessed July 14, 2022; 7. ClinicalTrials.gov.
clinicaltrials.gov/ct2/show/NCT03539419. Accessed July 14, 2022; 8. ClinicalTrials.gov. clinicaltrials.gov/ct2/show/NCT03059953. Accessed July 14, 2022,




Bold text highlights the greatest variation from RCTs

Key patient demographics APPRECIATE??3 LAPIS PSO4 APPROPRIATE5 APRAISAL6

Patients, n* 480
ap - z‘ -‘E
Location ‘i o Q d: - =
Age, years 52.7%14.6 51.3 51.1#13.3 52.7 49.9
Female, % 43 46.3 46.6 45.3 29.0
Body weight, kg (BM130.1) — (BMI 28.5) (BMI 28.8) (Obese 41.0)

Co-therapy with apremilast, n (%) — — — = —

Key disease characteristics APPRECIATE LAPIS- PSO APPROPRIATE APPRAISAL

Chronic plaque PsO, % 100 100 1008 = 100
PASI, mean 6.3%5.2 11.5 15.1 8.3 11.7 (median)
BSA, mean % 13.4 - 21.8+18.6 — 15.0 (median)
DLQI, mean (min—max) 6.8%5.1 11.4 14.1+5.9 10.6 12.0 (median)
History of PsA, % or n (%) 41 (46) — = = 7 (7.0)
56.2 mm

Pruritus VAS, mm or NRS — — +26.1 - -
PGA, 0—4 scale, mean — — 3.1 = —
NAPSI score for target nail, mean** 41423

Previous therapy experience, n (%) APPRECIATE LAPIS- PSO APPROPRIATE APPRAISAL
Biologic-naive 47 (51) 408 (85) 253 (100) 100 (100)
Biologic-exposed 45 (49) 72 (15.0) 0 — 0
Prior systemic''/biologic naive - 50 (10.4) - - 67.0 (67.0)
Prior systemic'"/biologic exposure — 430 (89.6) — 75 (100) —

*RWE patient demographic data presented for illustrative purposes and not intended for comparative efficacy assessment; *Formerly known as the Corrona PsA/SpA Registry; *Patients receiving apremilast and n reflects the randomized population; the number of patients in categories below may vary because of the available data;
SInclusion criteria based on EU indication; **Among patients with NAPSI > 1; **“Systemic” includes systemic therapies or phototherapy; *Additional countries and patients were added to APPRECIATE after the initial survey.

APPRECIATE = Apremilast Clinical Treatment Experience in Psoriasis; APPROPRIATE = Study to Evaluate the Benefits for the Patient Associated With the Treatment of Plaque Psoriasis With Apremilast After Other Systemic Treatment in Conditions of Clinical Practice in Spain; APRAISAL = Apremilast in Moderate Psoriasis in Real Life
Clinical Practice; BMI = body mass index; BSA = body surface area; DLQI = Dermatology Life Quality Index; EU = European Union; LAPIS-PSO = Long-term Documentation of the Utilization of Apremilast in Patients With Plaque Psoriasis Under Routine Conditions;

NAPSI = Nail Psoriasis Severity Index; NRS = numeric rating scale; PGA = physician's global assessment; PsA = psoriatic arthritis; PsO = psoriasis; RCTs = randomized controlled trials; RWSs = real-world studies; RWE = real-world evidence; SpA = spondyloarthritis; VAS = visual analog scale.

1. Merola JF, et al. Poster presented at: 77th Annual Meeting of the American Academy of Dermatology; March 1-5, 2019; Washington, DC. Poster 9718; 2. ClinicalTrials.gov. clinicaltrials.gov/ct2/history/NCT02740218. Accessed August 7, 2020; 3. Augustin M, et al. J Eur Acad Dermatol Venereol. 2021;35:123-134; 4. Reich K, et al.
Dermatol Ther (Heidelb). 2022;12:203-221; 5. de la Cueva Dobao P, et al. Poster presented at: American Academy of Dermatology Virtual Meeting Experience 2020; June 12-14, 2020. Poster 17817; 6. loannides D, et al. J Eur Acad Dermatol Venereol. 2021;35:1838-1848.
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* In RWE, almost half of patients receiving apremilast achieved PASI-75 responses at Week 24, including those who were
biologic-naive with moderate plaque PsO in the APRAISAL study!-?

Baseline Characteristics Patients Achieving PASI-75 at Week 24 in RWE%*

APPRECIATE!
100 -
. Biologic-naive with Data as observed LOCF
. . Apremilast users of
Patient population ) " moderate Plaque 0
all disease severities k= 80 -
PsO > -
RS
Age, mean, years 51.3 49.9 S -
8 y <R 48.5 48.0
Female, % 46.3 29.0 42 7
g & 40-
PASI, mean 12.5 11.7 -
a
. o 20 -
Prplﬁr:rf;tment, % 56.3 11.0
ototherapy . 68.3 67.0 n/N 48/100
Conventional systemics 15.0 0 0 -
Biologics i APPRECIATE APRAISAL

*This includes patients with PASI-75 response or PASI-50 to -75 response with DLQI < 5; based on an analysis in patients with both PASI and DLQI scores available.

APPRECIATE = Apremilast Clinical Treatment Experience in Psoriasis; APRAISAL = Apremilast in Moderate Psoriasis in Real Life Clinical Practice; DLQI = Dermatology Life Quality Index; LOCF = last observation carried forward; PASI = psoriasis area and severity
index; PASI-50 = 50% reduction in psoriasis area and severity index score; PASI-75 = 75% reduction in psoriasis area and severity index score; PsO = psoriasis; RCT = randomized controlled trial; RWE = real-world evidence.

1. Augustin M, et al. J Eur Acad Dermatol Venereol. 2021;35:123-134; 2. loannides D, et al. J Eur Acad Dermatol Venereol. 2021;35:1838-1848.
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Improvement in PASIScore Was,é'bserved Following Treatment With Apremilast

Moderate Plaque PsO

and Was Maintained Through Week 24 in RWE

* Among biologic-naive patients with moderate PsO, mean improvement in PASI scores from apremilast initiation were maintained through 24 weeks

in the APRAISAL study
Mean PASI Change From Baseline in APRAISAL Study at 24
Weeks*
(LOCF)
Baseline Characteristics 0 Week 6 Week 16 Week 24
100 100
APRAISAL

N =100 o 20
&
Age, mean years 49.9 o

O .40
Female, % 29.0 %)
&

PASI, median 11.7 X 60
[=)
L2
c

o -80

S -44.8
P <0.001
-100
-58.5
P <0.001 -64.8
e P<0.001

*Error bars represent SD.
APRAISAL = Apremilast in Moderate Psoriasis in Real Life Clinical Practice; LOCF = last observation carried forward; PASI = psoriasis area and severity index; PsO = psoriasis; RWE = real-world evidence; SD = standard deviation.
loannides D, et al. J Eur Acad Dermatol Venereol. 2021;35:1838-1848.
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* About 50% of patients in both APPRECIATE and LAPIS-PsO achieved PGA responses following apremilast treatment??

Patients Achieving PGA Response* in RWE?'2

Baseline Characteristics

APPRECIATE LAPIS-PsO
APPRECIATE LAPIS-PsO? 100 ~ FAS Data as observed; FAS
(UK, DE, SE)!
. . . o0 80 -
Patient population Apremilast users  Moderate to £ -
(=]
of all disease severe plaque E :-\— 60 - 55.4
severities PsO g 3
c
Age, years 52.4 51.1 £ 8
[T
=
Female, % 57.7 46.6 &
PGA score. mean 2.8 31 32/276 67/220 71/164 55/124 53/111
6 £ 1 months - - - - -
follow-up Visit 1 Visit 2 Visit 3 Visit 4 Visit 5

(*~ 1 months) (~4 months) (~7 months) (~10months) (~ 13 months)

Time of Visit (Months after baseline)

*sPGA response is considered an sPGA score of 0 (clear) or 1 (almost clear) with a 2 2-point reduction from baseline.
APPRECIATE = Apremilast Clinical Treatment Experience in Psoriasis; DE = Germany; FAS = full analysis set; LAPIS-PsO = Long-term Documentation of the Utilization of Apremilast in Patients With Plaque Psoriasis Under Routine Conditions; PGA = physician’s

global assessment; PsO = psoriasis; RWE = real-world evidence; SE = Sweden; sPGA = static physician's global assessment; UK = United Kingdom.
1. Kleyn E, et al. Poster presented at: Psoriasis From Gene to Clinic, 8th International Congress; November 30 to December 2, 2017; London, United Kingdom. Poster FC21; 2. Reich K, et al. Poster presented at: 77th Annual Meeting of the American Academy

of Dermatology; March 1-5, 2019; Washington, DC. Poster 9837.
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* This descriptive analysis of real-world data from the CorEvitas PsO Registry* suggests that 12-month effectiveness of apremilast in patients with
moderate plaque PsO is similar to that among all patients initiating apremilast?!

Data From the CorEvitas™ PsC Registry: 12-month Effectiveness?

Proportion of Patients With Proportions of Patients Achieving BSA Proportion of Patients Maintaining or
IGA Scoreof O or 1 Treatment Targets at 12 Months' Achieving IGAXBSA < 3
1007 . 100 100 1 -
Index visit [ 12 months [ BsA-75 B BsA<3% B Bsa<1% Index visit [ 12 months
_ 80 - 80 A 80 +
S
s ] vaLu_El [VALU El [VALUE ]
E .0 ]
e 40 -
[VALUE [ALUE [VALUE
20 | .
0 | ] 20 [VA;_UE
n/N=0 | n/N: 2/44

Overall Population Moderate Subgroup Overall Population Moderate Subgroup 0- )
Overall Population Moderate Subgroup

*Formerly known as Corrona PsA/SpA Registry;2 "Adapted from NPF treatment targets.!
BSA = body surface area; BSA-75 = 75% reduction in body surface area; IGA = investigator’s global assessment; IGAXBSA = the product of IGA and BSA; NPF = National Psoriasis Foundation; PsA = psoriatic arthritis;
PsO = psoriasis; SpA = spondyloarthritis.

1. Adapted from Merola JF, et al. Poster presented at: 77th Annual Meeting of the American Academy of Dermatology; March 1-5, 2019; Washington, DC. Poster 9718; 2. National Psoriasis Foundation. www.psoriasis.org/corevitas-psoriasis-patient-registry/. Accessed July 15,
2022.



) ] Moderate to Severe
4 .’ / LAPIS-PsO Plague PsO
.

H amoteAeOUATKOTHTOLOTLG ELOLKEGS EVIOTTLOELG KAL OTOV KVNOUO

* Among biologic-naive patients with moderate PsO in LAPIS-PsO, patients receiving apremilast achieved scalp,
nail, palmoplantar, and itch responses

Patients Achieving Responses at Month 4 and Month 13 After Initiating Apremilast in LAPIS-PsO

(FAS, LOCF) w '

Scalp* Nail* Palmoplantar? ltch
ScPGA 0-1 NAPSI O PPPGA 0-1 VAS
. 2_ OT%
~ ST 5
4 months 53.2% 26.3% 62.7%  TE 10
after baseline (108/203) (31/118) (42/167) gé 20 A
£ 8 30 -
Q £
c 0 - -
- 18 months 54.7% 35.6% ‘ 71.6% ch o
. . 0 . 0 . 0 .
after baseline (111/203) (42/118) (48/67) -50 -52.7
_60 .

~ 4 months after baseline
7 ~ 13 months after baseline

*Baseline ScCPGA > 0; "Baseline NAPSI > 0; *Baseline PPPGA > 0.

FAS = full analysis set; LAPIS-PsO = Long-term Documentation of the Utilization of Apremilast in Patients With Plaque Psoriasis Under Routine Conditions; LOCF = last observation carried forward;

MCID = minimal clinically important difference; NAPSI = Nail Psoriasis Severity Index; PPPGA = palmoplantar psoriasis physician's global assessment; PsO = psoriasis; RCT = randomized controlled trial; RWE = real-world
evidence;

ScPGA = scalp physician's global assessment; VAS = visual analog scale.

Reich K, et al. Dermatol Ther (Heidelb). 2022;12:203-221.
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* Among biologic-naive patients with moderate PsO, improvements in scalp and palmoplantar PsO were observed at
week 24 following treatment with apremilast in APRAISAL

Scalp PsO Improvement in APRAISAL Palmoplantar PsO Improvement in APRAISAL
(LOCF) (LOCF) ‘
Patients (% Patients (%) ’

60 70 60 80 100
ScPGA Overall “ PPPGA Overal ‘
Improvement* Im(oro;ge)ment 17
n

(n=76)

ScPGAOor1’ “ 52,8 PPPGA 0 or l*h 45,5

= 36) o611 (n=11) 81,8

++ 2
L PPPGA O [ 27,
(:SZS)A ° 40 (n=18) 33,3
B Week 6 m Week 16 Week 24 m Week 6 m Week 16 Week 24

*Patients with baseline SCPGA > 1; "Patients with baseline SCPGA > 3; *Patients with baseline ScPGA 1 or 2; SPatients with baseline PPPGA > 1; **Patients with baseline PPPGA >3; *'Patients with baseline PPPGA 1 or 2.

APRAISAL = Apremilast in Moderate Psoriasis in Real Life Clinical Practice; LOCF = last observation carried forward; PPPGA = palmoplantar psoriasis physician's global assessment; PsO = psoriasis; RCT = randomized controlled trial; RWE = real-
world evidence; ScPGA = scalp physician's global assessment.

Adapted from loannides D, et al. J Eur Acad Dermatol Venereol. 2021;35:1838-1848.
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* Among biologic-naive patients with moderate PsO who did not achieve PASI-75 responses, improvements in scalp PsO, palmoplantar PsO, and nail
disease were still observed at Weeks 24 and 52 following treatment with apremilast in APRAISAL

Improvement in Scalp, Palmoplantar, and Nail Disease in PASI-75 Nonachievers Receiving Apremilast!-2
(Data as Observed)

ScPGA PPPGA

80
. NAPSI-50
ScPGA Overall PPPGA Overall ; 80 1 " 73
Improvement* (%) Improvement (%) S
x
B 40 -
N
o
+ § < 20 -
ScPGA O or 1 (%) PPPGA O or 1 (%) 2
69,6 o IN=
m Week 24 m Week 52 m Week 24  m Week 52

m Week 24 m Week 52

*ScPGA overall improvement was defined as achievement of ScPGA score 0 or 1 among patients with SCPGA score > 3 at baseline or ScCPGA score of 0 among patients with SCPGA score 1 or 2 at baseline; TAmong patients with baseline ScPGA score > 3; *PPPGA overall
improvement is defined as achievement of PPPGA score 0 or 1 among patients with PPPGA score 2 3 at baseline or PPPGA score of 0 among patients with PPPGA score of 1 or 2 at baseline; $Among patients with baseline PPPGA score > 3; **NAPSI-50 was evaluated among

patients with baseline NAPSI > 1.
APRAISAL = Apremilast in Moderate Psoriasis in Real Life Clinical Practice; NAPSI = Nail Psoriasis Severity Index; NAPSI-50 = > 50% reduction from baseline in Nail Psoriasis Severity Index score; PASI-75 = 75% reduction in psoriasis area and severity index score; PPPGA =

palmoplantar psoriasis physician's global assessment; PsO = psoriasis; SCPGA = scalp physician's global assessment.
1. loannides D, et al. Poster presented at: American Academy of Dermatology Virtual Meeting Experience 2020; June 12-14, 2020. Poster 13643; 2. Papakonstantis M, et al. Poster presented at: 80th Annual Meeting of the American Academy of Dermatology; March 25-29, 2022;

Boston, MA. Poster 27480.



; Biologic-Naive With
v ’ / ’ APIRALSL Moderate Plaque PsO
144 %

BeAtiwon tov KVI’]dLlOU 0€ GO0UC GL\‘/..T[éTL;XaV PASI-75

* Among biologic-naive patients with moderate PsO, improvements in pruritus were observed in PASI-75 non-achievers at
Weeks 24 and 52 following treatment with apremilast in APRAISAL!2

—

Improvement in Pruritus at Week 24 and Week 52 in PASI-75 Nonachievers2-*
(Data as Observed)

Patients, %
0 10 20 30 40 50 60 70

Pruritus Severity State Improvement*
61,5

m Week 24 m Week 52

*Pruritus severity was assessed using a 10-cm horizontal pruritus VAS (continuous rating scale), with scores ranging from 0 (no itch) to 10 (worst imaginable itch). Pruritus severity states were defined as follows: 0 points = no pruritus; 1— < 4 points = mild pruritus; 4— < 7 points = moderate pruritus; 7—< 9 points = severe pruritus;
and 2 9 points = very severe pruritus. Pruritus severity state improvement was defined as improvement by 2 1 severity state (eg, from moderate pruritus to mild pruritus). Improvement was analyzed among patients with baseline VAS > 1.

APRAISAL = Apremilast in Moderate Psoriasis in Real Life Clinical Practice; PASI-75 = 75% reduction in psoriasis area and severity index score; PsO = psoriasis; VAS = visual analog scale.
1. loannides D, et al. Poster presented at: American Academy of Dermatology Virtual Meeting Experience 2020; June 12-14, 2020. Poster 13643; 2. Papakonstantis M, et al. Poster presented at: 80th Annual Meeting of the American Academy of Dermatology; March 25-29, 2022; Boston, MA. Poster 27480.
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* Improvements in DLQI were observed following treatment with apremilast in: 5
* Biologic and/or systemic experienced patients with moderate to severe PsO (APPRECIATE)?!
 Biologic naive patients with moderate PsO (APRAISAL) moderate to severe PsO (APPROPRIATE and LAPIS-PsO)12

=

Mean Change in DLQI From Baseline at “Week 241
(Data as Observed)

Baseline Characteristics

APPRECIATE? APRAISAL? APPROPRIATE? LAPIS-PsO%* APPRECIATE APRAISAL APPROPRIATE LAPIS-PSO *

0 -
N =
Apremilast users Biologic-naive First time = 2
Patient P . . & apremilast users Moderate to g
. of all disease with moderate . 5'
population " with moderateto  severe plaque PsO 4 -
severities plaque PsO <
severe plaque PsO c
©
Age, years 2 -6 -
8¢y 51.3 49.9 52.7 51.1 =
8 - -6,9
Female, %
° 46.3 29.0 453 46.6 10 P <0.0001
-9,5
DLQI, mean
Q 12.8 13.6 10.6 14.1 P<0.001

*Change in DLQI from LAPIS-PsO was assessed at about 4 months postbaseline.

APPRECIATE = Apremilast Clinical Treatment Experience in Psoriasis; APPROPRIATE = Study to Evaluate the Benefits for the Patient Associated With the Treatment of Plaque Psoriasis With Apremilast After Other Systemic Treatment in Conditions of Clinical Practice in Spain; APRAISAL = Apremilast in Moderate
Psoriasis in Real Life Clinical Practice; DLQI = Dermatology Life Quality Index;

LAPIS-PsO = Long-term Documentation of the Utilization of Apremilast in Patients With Plaque Psoriasis Under Routine Conditions; PsO = psoriasis; RCT = randomized controlled trial; RWE = real-world evidence.

1. Augustin M, et al. J Eur Acad Dermatol Venereol. 2021;35:123-134; 2. loannides D, et al. J Eur Acad Dermatol Venereol. 2021;35:1838-1848; 3. de la Cueva Dobao P, et al. Poster presented at:

American Academy of Dermatology Virtual Meeting Experience 2020; June 12-14, 2020. Poster 17817; 4. Reich K, et al. Poster presented at: 77th Annual Meeting of the American Academy of Dermatology; March 1-5, 2019; Washington, DC. Poster 9837.



= . Moderate to Severe

DLQ I'm'pcg..\'/éﬂ the Most in Patients- ¥

LAPIS-PsO Plaque PsO

With Higher_Numbr f Ps "énifestation‘s and Symptoms

* Among biologic-naive patients with moderate to severe PsO, patients with higher numbers of manifestations in special areas 5
and/or special symptoms at baseline experienced greater improvements in DLQI with apremilast than patients with fewer special
areas and/or symptoms in the LAPIS-PsO Study

=

Mean Change in DLQI Score From Baseline in LAPIS-PsO*/*

1 SMP 2 SMP 3 SMP 4 SMP
c 0 -
s5 n-
=2
o o
) —
53 [VALUE -6,3
£ g -10 1 (z6.3fVALUE] x6.9) 51 (+7.6)
o _ .
23 (£7.8) (£ 6.9) o) 111
5 0 (x7.6) -13,3
c) C
= é (£ 6.8)
e
5= -20 -

® ~ 4 months after baseline
B ~ 13 months after baseline

*SMP included itch, scalp involvement, nail involvement, and palmoplantar involvement; "Visit 2 was ~ 4 months after baseline visit and visit 5 was ~ 52 weeks after baseline visit.

DLQI = Dermatology Life Quality Index; LAPIS-PsO = Long-term Documentation of the Utilization of Apremilast in Patients With Plaque Psoriasis Under Routine Conditions; PsO = psoriasis; SD = standard deviation; SMP =
specific manifestations and symptoms of psoriasis.

Reich K, et al. Poster presented at: 29th Congress of the European Academy of Dermatology and Venereology; October 29-31, 2020.
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* Among biologic-naive patients with moderate to severe PsO initiating apremilast, the majority of patients preferred apremilast
over their previous systemic therapy

Patient Preference After ~ 4 Months* in LAPIS-PsO

reertheacuet threpy | S 0 T 6 < n

Better tolerability 37 14 8 B =N

m | fully agree

Less side effects 31 16 9 n —n " | agree

| disagree

More convenient in application | (R 7 HFl=n sy disageee

ore v | T I =

0% 20% 40% 60% 80% 100%
Proportion of Respondents (%)

*Q1: In comparison to previous, systemic therapies, the actual therapy is more effective. Q2: In comparison to previous, systemic therapies, the actual therapy is more convenient in application.

Q3: In comparison to previous, systemic therapies, the actual therapy has fewer side effects; Q4: In comparison to previous, systemic therapies, the actual therapy is better tolerated. Q5: In comparison to previous, systemic therapies, | prefer the actual
therapy.

LAPIS-PsO = Long-term Documentation of the Utilization of Apremilast in Patients With Plaque Psoriasis Under Routine Conditions; PsO = psoriasis.

Adapted from Reich K, et al. Oral abstract presented at: 75th Annual Meeting of the American Academy of Dermatology; March 3-7, 2017; Orlando, FL. Oral abstract 5137.
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* The majority of patients achieved benefit in the domains identified as their greatest needs with apremilast treatment

PNQ*

PBQ*

Top 10 Needs of Patients Identified by PNQT

LUE]
LUE]
LUE]

Regain control of the disease
Have confidence in the therapy
Get better skin quickly

Be healed of all skin defects

LUE]

Have no fear that the disease will
become worse

LUE]
LUE]
ALUE]

Find a clear diagnosis and therapy

Be able to lead a normal everyday life
Be free of itching AL UE]
VALUE]

VALUE]

Need less time for daily treatment

Be less dependent on doctor and clinic
visits

Patients (%)

*Patients enrolled in this study completed the PBI for skin diseases, which consists of PNQ and PBQ and was conducted 6 + 1 months after apremilast initiation. Although the PNQ and PBQ are typically

Benefit of Apremilast for Top 10 Needs Identified by PNQ#*

Regain control of the disease [VALUE]
Have confidence in the therapy [VALUE]
Get better skin quickly [VALUE]
Be healed of all skin defects [VALUE]
Have no fs:(: ;tr;]aet wgrgiesease will [VALUE]
Find a clear diagnosis and therapy [VALUE]
Be able to lead a normal everyday life [VAL UE]
Be free of itching [VALUE]
Need less time for daily treatment [VALUE]
Be less dependecitsci)tr; doctor and clinic [VALUE]

Patients (%)

APPRECIATE; "Top 10 needs of patients, as identified in the PNQ. FAS, N = 480; the number of patients with data available may vary. Possible answers include 0 = not at all/does not apply to me,
1=somewhat, 2 = moderately, 3 = quite, and 4 = very. The top 10 needs of patients (according to those who answered that the need is “quite” or “very” important) out of 25 needs on the PNQ are presented. Percentage calculation excludes missing answers; *Apremilast benefits were determined by the PNQ. FAS, N = 480; the number of patients with data available may vary. Patients responded to

the prompt: “Apremilast has helped me to...” with possible answers: 0 = not at all/does not apply to me, 1 = somewhat, 2 = moderately, 3 = quite, and 4 = very. The benefits are defined as positive responses, including answers of “quite” or “very.” Percentage calculation excluded missing and “does not apply to me” answers.
APPRECIATE = Apremilast Clinical Treatment Experience in Psoriasis; APR = apremilast; FAS = full analysis set; PBI = patient benefitindex; PBQ = patient benefit questionnaire; PNQ = patient needs questionnaire;

PsO = psoriasis.
Adapted from Klein TM, et al. Dermatol Ther (Heidelb). 2022;12:81-95.

Top 10 Benefits Overall of Apremilast Identified by PBQ#*

Find a clear diagnosis and therapy [VALUE]
Have confidence in the therapy [VALUE]
Be free of itching [VALUE]
Be able to lead a normal everyday life [VALUE]
Need less time for daily treatment [VAL U E]
Regain control of the disease [VALUE]
Get better skin quickly [VALUE]
Be free of pain [VALUE]
Be able to lead a normal working life [VALUE]
Be able to engi\g\e/:itiiggormal leisure [VALUE]

Patients (%)

before and after , both the PNQ and PBQ were completed by the patient at study inclusion (ie, 6 + 1 months after apremilast initiation) owing to the retrospective study design of
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* In a long-term follow-up of patients in phase 3 trials (ESTEEM 1 and 2 and PALACE 1-4), apremilast demonstrated an acceptable safety profile and was
generally well tolerated for up to 5 years in patients with moderate to severe plague PsO and patients with active PsA

* During the apremilast-exposure period, incidence of AEs, severe AEs, SAEs, and AEs leading to withdrawal did not increase with increasing exposure

* Most AEs were predominantly mild or moderate in severity and did not lead to discontinuations during the placebo-controlled and apremilast-exposure

».

periods
Overview of AEs in the Pooled Population
Placebo-Controlled Period* Apremilast-Exposure Periodt
Weeks 0-16 or 24 Weeks 0 to = 260

Placebo Apremilast Apremilast

(n=1,089%) (n = 1,504%*) (n=2,157%)
344.3 pt-yrs 520.1 pt-yrs 5,163.1 pt-yrs

) EAIR/ EAIR/ EAIR/
(v) (v) 0,
petents 100 pt-yrs 100 pt-yrs 100 pt-yrs

>1AE 553 (50.8) 242.8 980 (65.2) 378.8 1824 (84.6) 155.2
> 1 severe AE 40 (3.7) 11.8 66 (4.4) 12.9 256 (11.9) 5.3
=1 SAE 35(3.2) 10.3 37 (2.5) 7.2 298 (13.8) 6.3
AE leading to drug withdrawal 43 (3.9) 12.6 87 (5.8) 16.9 259 (12.0) 5.0
AE leading to death 1(0.1) 0.3 1(0.1) 0.2 8(0.4) 0.2

*Patients as initially randomized at week 0 who received > 1 dose of study medication during the placebo-controlled period (0 to 16 or 24 weeks); *The apremilast-exposure period (0 to > 260 weeks) includes all patients who received apremilast regardless of when apremilast
exposure started (week 0, week 16, or week 24). Apremilast exposure is based on each patient’s total exposure to apremilast, defined as the time interval between the dates of the first and last doses of apremilast, through December 2017.

AEs = adverse events; EAIR = exposure-adjusted incidence rate; ESTEEM = Efficacy and Safety Trial Evaluating the Effects of Apremilast in Psoriasis; PALACE = Psoriatic Arthritis Long-term Assessment of Clinical Efficacy;

PsA = psoriatic arthritis; PsO = psoriasis; pt-yrs = patient-years; SAEs = serious adverse events.

Callis-Duffin K, et al. Poster presented at: American Academy of Dermatology Virtual Meeting Experience 2020; June 12—-14, 2020. Poster 15114.
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The Incidénce,Rates o’flg.é Most Common AEs Did-Not Increase

With Increased Exp osure to Apremilast Through.5 Years

* The EAIR/100 patient-years for the most commonly reported AEs did not increase with increased exposure to apremilast

* During the apremilast-exposure period, most cases of diarrhea and nausea were mild or moderate in severity, occurred during the first 2 weeks of apremilast
exposure, and generally resolved in 1 month; low rates of discontinuation of apremilast because of diarrhea (1.5%) and nausea (1.7%) were observed

Most Commonly Reported AEs in the Pooled Population

Placebo-Controlled Period* Apremilast-Exposure Period?
Weeks 0-16 or 24 Weeks 0 to = 260

Apremilast
(n=2,157)

Placebo Apremilast

(n = 1,089) (n = 1,504)

344.3 pt-yrs 520.1 pt-yrs 5,163.1 pt-yrs
Mot Common AR 31 oty oty
Nausea 56 (5.1) 16.8 246 (16.4) 54.4 361 (16.7) 8.1
Diarrhea 45 (4.1) 13.5 234 (15.6) 51.7 372 (17.2) 8.4
Headache 41 (3.8) 12.2 119 (7.9) 24.4 218 (10.1) 4.6
URTI 46 (4.2) 13.6 107 (7.1) 21.3 376 (17.4) 8.5
Nasopharyngitis 47 (4.3) 13.9 85 (5.7) 16.8 320(14.8) 7.1

*Patients as initially randomized at week 0 who received > 1 dose of study medication during the placebo-controlled period (0 to 16 or 24 weeks); "The apremilast-exposure period (0 to > 260 weeks) includes all patients who received apremilast
regardless of when apremilast exposure started (week 0, week 16, or week 24). Apremilast exposure is based on each patient’s total exposure to apremilast, defined as the time interval between the dates of the first and last doses of apremilast,
through December 2017; *ARs occurring in > 5% of patients in any treatment group during the placebo-controlled period.

AEs = adverse events; ARs = adverse reactions; EAIR = exposure-adjusted incidence rate; ESTEEM = Efficacy and Safety Trial Evaluating the Effects of Apremilast in Psoriasis; PALACE = Psoriatic Arthritis Long-term Assessment of Clinical

Efficacy; PsA = psoriatic arthritis; PsO = psoriasis; pt-yrs = patient-years; URTI = upper respiratory tract infection.

Callis-Duffin K, et al. Poster presented at: American Academy of Dermatology Virtual Meeting Experience 2020; June 12-14, 2020. Poster 15114.
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* Overall, markedly abnormal laboratory parameters were infrequent, transient, and comparable between the placebo and apremilast groups during
the placebo-controlled period and EAIRs remained low during the apremilast-exposure period

Select Marked Laboratory Abnormalities in the Pooled Population*

Placebo-Controlled Period Apremilast-Exposure Period
Weeks 0-16 or 24 Weeks 0 to 2 260
Placebo Apremilast Apremilast
(n =1,089)* (n =1,504)* (n =2,157)"
520.1 pt-yrs 5,163.1 pt-yrs
ALT >3 x ULN, U/L 4/1,070 (0.4) 9/1,481 (0.6) 1.7 38/2,127 (1.8)
AST >3 x ULN, U/L 7/1,069 (0.7) 2.0 5/1,480 (0.3) 1.0 39/2,126 (1.8) 0.8
Creatinine > 1.7 x ULN, umol/L 1/1,070(0.1) 0.3 2/1,481 (0.1) 0.4 18/2,127 (0.8) 0.4
Bilirubin >1.8 x ULN, umol/L 1/1,070 (0.1) 0.3 4/1,481 (0.3) 0.8 14/2,127 (0.7) 0.3
Hemoglobin A;. > 9% 4/846 (0.5) 1.4 4/1,255 (0.3) 0.9 23/1,893 (1.2) 0.5
Cholesterol > 7.8 mmol/L* 26/1,043 (2.5) 7.8 25/1,439 (1.7) 4.9 84/2,090 (4.0) 1.7
Neutrophils < 1.0 x 10%/L 3/1,067 (0.3) 0.9 2/1,474 (0.1) 0.4 17/2,123 (0.8) 0.3
Lymphocytes < 0.8 x 10%/L 32/1,067 (3.0) 9.5 27/1,474 (1.8) 5.3 111/2,123 (5.2) 2.2
Leukocytes < 1.5 x 10°/L 0/1,068 (0.0) 0.0 0/1,476 (0.0) 0.0 0/2,125 (0.0) 0.0
Platelets < 75 x 10°/L 0/1,066 0.0 0/1,475 (0.0) 0.0 3/2,125 (0.1) 0.1

*Patients as initially randomized at week 0 who received > 1 dose of study medication during the placebo-controlled period (0 to 16 or 24 weeks); "The apremilast-exposure period (0 to > 260 weeks) includes all patients who received apremilast regardless of when apremilast exposure started (week 0, week 16, or week 24). Apremilast
exposure is based on each patient’s total exposure to apremilast, defined as the time interval between the dates of the first and last doses of apremilast, through December 2017.

ALT = alanine aminotransferase; AST = aspartate aminotransferase; EAIRs = exposure-adjusted incidence rates; ESTEEM = Efficacy and Safety Trial Evaluating the Effects of Apremilast in Psoriasis; PALACE = Psoriatic Arthritis Long-term Assessment of Clinical Efficacy; PsA = psoriatic arthritis; PsO = psoriasis; pt-yrs = patient-years; ULN =
upper limit of normal.

Callis-Duffin K, et al. Poster presented at: American Academy of Dermatology Virtual Meeting Experience 2020; June 12-14, 2020. Poster 15114.



& : A n VIP-A Moderate to Severe
> PsO

Apremilast HadgNeutraI As » 'th AorthgscuIar Inflammation and Was
] With Reductions in Visceral and Subcutaneous Fat e

* This phase 4, open-label, nonrandomized clinical trial conducted in the US included 70 adult patients diagnosed with moderate to severe chronic plaque
PsO*

* Patients could not have received biologics within 90 days of baseline®, oral PsO therapies within 30 days*, or UV-B phototherapy/laser therapy or topical
prescription PsO treatment within 14 days of baseline$

* Apremilast had a neutral association with aortic vascular inflammation and was associated with weight loss
* Patients experienced a 5%—6% reduction in SC and visceral fat at 16 weeks of treatment, which was maintained through 52 weeks of treatment
— Reduction in visceral fat, a metabolically active fat that promotes metabolic and atherosclerotic disease

Baseline Characteristics Changes in Aortic Vascular Inflammation and Adiposity**

Aortic Vascular Visceral Subcutaneous Wei
. eight# BMI#
Age in years, mean 47.5 (14.6) ® Inflammationtt Fattt Fattt ’
(SD) T s - 0 r © - -
= . o o 0 r e 0 ) 0
o4 c = = =
7} = = > =
© o} o)
Male, n (%) 54 (77.1) D g0 L -0.02 § s | @ -5 F & o5 | @ -02 I
£ ’ P=.61 o0 M o ’ s}
Race, n (%) LEL) o £ g -10 £ g 0,4 I
o2 -004 | 10 t T L9 -1 T
o — L X~
i c » © 15 o= o -06
Black or African 4(5.7) S o ) =2 o
American ' 5 006 | S 15 | § 0 | S a5 | § o0s | P <.001
< o) ) P=.00l p=o01 g o
i o P =.09 = =
White 58 (82.9) 2 ol & 20 | § s L g | § 1l
= s = P <.001 s

B week 52

*The VIP-A clinical trial included adult patients (> 18 years) who had a diagnosis of moderate to severe chronic plague PsO (= 6 months before randomization), > 10% BSA involvement, PASI score > 12 at baseline, stable disease for > 2 months before
screening and baseline, and were in general good health. *Patients could not have received ustekinumab within 180 days of baseline. *Patients could not have received oral PsO therapies or investigational agents within 30 days or 5 half-lives,
whichever was longer, of baseline. SWith the exception of hydrocortisone, 2.5%, for the face and intertriginous areas. **P value is from a paired t test. "fIncluded patients with PET/CT data at Week 16 (N = 57) and Week 52 (N = 38).
HIncluded patients with weight and BMI data at Week 16 (N = 60) and Week 52 (N = 39).

BSA = body surface area; BMI = body mass index; PASI = Psoriasis Area and Severity Index; PET/CT = positron emission tomography/computed tomography; PsO = psoriasis; SC = subcutaneous; SD = standard deviation; TBR = target-to-background
ratio; US = United States; UV-B = ultraviolet B; VIP-A = Vascular Inflammation in Psoriasis- Apremilast.

Gelfand JM, et al. JAMA Dermatol. Published online September 21, 2022.



Moderate to Severe
PsO

* Apremilast was associated with reductlons vVersus basellne in IL-1b, fetuin A, BCAA, valine, leucine, and isoleucine at Week 16 and ferrltln B-OHB, acetone,
and ketone bodies at Week 52

* There was an increase in levels of ApoAl but a reduction in CEC at Week 52

Markers of Inflammation Markers of Adipose Dysfunction and General Metabolism
() . . . . H f
c 0 - Ferritina o .~ IL-1b® = 0 - Valine® Leucine® Isoleucine® © Fetuin A . Week 16t
= £ = = £ eek 16
7 5 b 0.3 o ©  -10
8 S @ @ -005 @ B week 52t
Qo5 L m m 25 +
g __-10 r ’
=5 = £ o0t 05§
— = - — - e o -40
L E-15 ¢ &= E e 0,15 |- _ 0.08 P=32 ILE Clinical Association
[T v 50 r o O P =.046 © > -55 L
2L£-20 2c o £ o3
] -13.4 © S -02 -0.12 -0.11 = 3Acute phase reactant and
5 571 P=.08 5 05 | 5 P=.046 P=.12 < 70 marker of inflammation and
2 - -0,25 _0 17 -0.15 O 85 L 507 cellular damage
g 30 r @ = c P=.04
> o -0.5 @ =02 P=.12 = cas
= 35 L 2260 = q L P=.03 % 03 - g 100 L P-— 1 bPro-inflammatory cytokine
p=.02 o causally linked to CVD

Lipid Function & Metabolism Ketone cReduction in CEC could be
° CEC® o ApoALd ° BCAAe Bodies? B-OHB¢Y ° - Acetoned negatively assPCIated with
£ 0,05 r £ 10 -~ P = 046 c 20 c atheroprotective effects of
[ Q 5.8 [ D HDL-C
@ 0 @ 8 | 2] 0 + 0
m om m 20 b g 05 r T dConsidered atheroprotective
£.005 | . ES 6 E ~
o P(zloés o 'BI 6 o a0 I g - eIncident CV risk
L i = = L o _29 5 -24.4 -13.9 L3 0} ——
) 01 Se 4 o g 60 =01 P=.09 P= 56 . g’ [ ] fDiabetes risk

c = = o

g 0,15 S 2 r @ 80 | -30.3 485 5 glmplicated in CVD, including
5 O ) =.37 P=04 § 05 HF
- 02 | S 0t c -100 | - 0.01
s -0.16 ) s < P=.066 1
s 025 L p=005 = 5 L s -120 b 793 g 1+ -0.19

’ ) P =.02
*P value is from a paired t test. N = 57-59. *N = 37-38.

ApoALl = apolipoprotein A-1; BCAA = branched-chain amino acids; B-OHB = B-hydroxybutyrate; CEC = cholesterol efflux capacity; CV = cardiovascular; CVD = cardiovascular disease; HDL-C = high-density lipoprotein cholesterol; HF = heart failure; IL = interleukin; PsO =
psoriasis; VIP-A = Vascular Inflammation in Psoriasis- Apremilast.
Gelfand JM, et al. JAMA Dermatol. Published online September 21, 2022.
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Improvements in Skin-related Scores

* The percentage of patients achieving PASI-75 in a real-word setting ranged from ~40%—70%, and effectiveness of apremilast in patients with moderate
plaque PsO was similar to that of all patients initiating apremilast!=3

Improvements in bothersome manifestations of PsO

» Apremilast was also effective in improving specific or bothersome manifestations of PsO such as scalp, nail, and palmoplantar involvement and itch*’

Clinically meaningful PROs

Qol

* Patients who received apremilast in clinical practice showed substantial improvements in DLQI%%8

Patient Satisfaction
* Most patients agreed that apremilast was able to treat symptoms of PsO, and 50-75% of patients achieved a clinically meaningful PBI score?%8°

Real-World Safety and Efficacy

* RWE supports a consistent safety and tolerability profile of apremilast0.11

DLQI = Dermatology Life Quality Index; PASI-75 = 75% reduction in psoriasis area and severity index score; PBI = patient benefit index; PROs = patient-reported outcomes; PsO = psoriasis; QoL = quality of life; RWE = real-world evidence.

1.Kleyn E, et al. Psoriasis From Gene to Clinic, 8th International Congress; November 30 to December 2, 2017; London, United Kingdom. Poster FC21; 2. Wong TH, et al. Clin Exp Dermatol.

2017;42:675-676; 3. Merola JF, et al. Poster presented at: 77th Annual Meeting of the American Academy of Dermatology; March 1-5, 2019; Washington, DC. Poster 9718; 4. Papadavid E, et al. J Eur Acad Dermatol Venereol. 2018;32:1173-1179; 5. Vujic |, et al. J Eur Acad Dermatol Venereol.
2018;32:254-259; 6. loannides D, et al. American Academy of Dermatology Virtual Meeting Experience 2020; June 12-14, 2020. Poster 13643; 7. Reich K, et al. Poster presented at: 50th German Dermatological Society Conference; May 1-4, 2019; Berlin, Germany. Poster P115; 8. Augustin M,
et al. J Eur Acad Dermatol Venereol. 2021;35:123-134; 9. Reich K, et al. Poster presented at: 75th Annual Meeting of the American Academy of Dermatology; March 3-7, 2017; Orlando, FL. Poster 5137; 10. Reich K, et al. Dermatol Ther (Heidelb). 2022;12:203-221; 11. loannides D, et al. J Eur

Acad Dermatol Venereol. 2021;35:1838-1848.
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DOI: 10.1111/jdv.16926 JEADV

GUIDELINES

EuroGuiDerm Guideline on the systemic treatment of

Psoriasis vulgaris — Part 2: specific clinical and comorbid
situations

Heart disease: How should psoriasis patients with ischaemic heart disease and/or
congestive heart failure be managed?

We suggest that methotrexate, acitretin and
apremilast are considered as treatment in

patients with psoriasis and advanced congestive
heart failure.

Strong consensus
100% agreement

EXPERT CONSENSUS

Nast A. et al., JEADV 2021, 35, 281-317, DOI: 10.1111/jdv.16926



Viral hepatitis: How should patients who test positive be

managed?
We suggest, based on the common practice Strong consensus
within the guideline group, acitretin, apremilast, 100% agreement

fumarates, MTX, ustekinumab and the anti-IL 17
and anti-IL 23 antibodies as preferred systemic
treatment options for patients that have a

positive anti-HBc with a neg. HBsAG/HBV-DNA
test. EXPERT CONSENSUS

Tuberculosis: How to manage psoriasis in patients with positive
tuberculosis test results?

We suggest acitretin, apremilast or fumarates Strong consensus

or a treatment from the anti-IL 17 and anti-IL 23 100% agreement
group for patients with latent TB that require a

systemic antisporiatic treatment. EXPERT CONSENSUS

Nast A. et al., JEADV 2021, 35, 281-317, DOI: 10.1111/jdv.16926
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GUIDELINES

EuroGuiDerm Guideline on the systemic treatment of
Psoriasis vulgaris — Part 2: specific clinical and comorbid
situations

Cancer: How should psoriasis patients with a history of malignancies be managed?

We suggest apremilast can be used in psoriasis Strong consensus
patients with a previous history of cancer despite 100% agreement
the lack of long-term experience based on

pathoph-ysiologic.al co'nsideration's on a case-by- EXPERT CONSENSUS
case basis including discussion with cancer

specialist.

Nast A. et al., JEADV 2021, 35, 281-317, DOI: 10.1111/jdv.16926
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ORIGINAL ARTICLE

The Use of Apremilast in Psoriasis: A Delphi Study™ §

Check for
updates

J.M. Carrascosa,®* |, Belinchén,” R. Rivera, M. Ara, M. Bustinduy,® P. Herranz'

Following a review of the literature, a panel of dermatologists with expertise in the management of psoriasis
considered 5 scenarios in which the evidence supporting the use of apremilast to freat moderate psoriasis is
insufficient or controversial. These scenarios were then assessed using a Delphi questionnaire.

Results: Consensus was reached on 96 (67%) of the 143 items (positive in 85 and negative in
11). The therapeutic goal for apremilast should be based on 4 outcomes: clinical response,
symptoms, quality of life, and patient satisfaction. The scenario in which the use of apremilast
was considered to have the greatest possibility of success was in patients with stable moderate
psoriasis. Most of the clinicians considered apremilast to be an appropriate treatment when
conventional therapies fail or are contraindicated, preferably before the prescription of bio-
logic therapy. Consensus was reached that apremilast is an appropriate treatment for psoriasis
in difficult locations, such as the scalp or the palms and soles. It was also agreed that apremi-
last requires less prescreening and monitoring than other conventional and biologic systemic
therapies.

Conclusions: Apremilast could be a treatment option for patients with a different profile to that
of clinical trial participants. The limitations of this proposal are the absence of consensus on
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The Use of Apremilast in Psoriasis: A Delphi Study™ ¥

Chack for
updates

J.M. Carrascosa,®* |, Belinchén,” R. Rivera,“ M. Ara, M. Bustinduy,® P. Herranz'

1 1 !

ical practice. The panel agreed that it was appropriate to
maintain apremilast up to 24 weeks in patients with a partial
response at week 16 (< 50% reduction in PASI or absolute PASI
score > 9), as long as they were satisfied with the treatment
and had not experienced significant impairment in quality of
life (Dermatology Life Quality Index [DLQI] score < 1). It was
even considered justifiable to maintain apremilast beyond
week 24 in patients who had not achieved PASI-75 if they

were satisfied with their treatment.



ORIGINAL ARTICLE Actas Dermosifiliogr. 2020;111(2):115-134

The Use of Apremilast in Psoriasis: A Delphi Study™ ¥

Chack for
updates

J.M. Carrascosa,®* |, Belinchén,” R. Rivera,“ M. Ara, M. Bustinduy,® P. Herranz'

Apremilast was considered to be an appropriate
treatment for patients with moderate psoriasis when con-
ventional systemic treatments fail or are contraindicated
and for patients who are not yet candidates for biologic
therapy or who do not respond to or have a contraindication
to biologic agents. The following factors were identified as
having the greatest influence on the decision to prescribe
apremilast: i) moderate skin involvement, ii) clinical stabil-
ity, iii) associated symptoms, iv) presence of palmoplantar
psoriasis, v) presence of comorbidities, vi) polymedication,
vii) young patients expected to need treatment for a long
time, and viii) patients with injection phobia. By contrast,
apremilast was not considered appropriate for patients with
extensive, unstable psoriasis or for patients requiring rapid
clearance.
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Effectiveness of Apremilast in Special Locations

The expert panel agreed in the first round that apremilast
was an appropriate treatment for patients with psoriasis
affecting special locations, such as the nails, the scalp, and

the palms and soles (Table 3). first round and 1 in the second. It was agreed that apremi-
last offered advantages over other conventional systemic
treatments and biologic therapies in terms of its impact on
comorbidities in patients with recurrent, chronic, or active
infections, a recent history of cancer (< 5 years), active
cancer, other immunosuppressive states, or metabolic disor-
ders. The panel also agreed that apremilast was safer than
biologic agents for patients with congestive heart disease
or demyelinating disorders. By contrast, apremilast was not

Effectiveness of Apremilast in Patients Wit/
Concomitant Psoriasis and Psoriatic Arthrit

Positive consensus was reached for 3 (42.9%) of tt
(2 in the first round and 1 in the second) on t
psoriasis in patients with concomitant psoriasis i
atic arthritis. It was agreed that it was appropriate to use
apremilast before biologic therapy in patients with moder-
ate to severe psoriasis and concomitant psoriatic arthritis
who have peripheral disease with moderate inflammatory
activity (few joints affected) or dactylitis (Table 4).
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