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Etanercept en psoriasis pediatrica

Double-blind Open-label Long-term,
treatment? treatment!? open-label extension?
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Etanercept

Week 4 Week 12 Week 24 Week 36 Week 96

Study 211 enrolled patients aged 4-17 years (mean age 12.8 years to receive 0.8 mg/kg Etanercept

W
1. Langley RG, et al. ] Am Acad Dermatol. 2011;64(1):64—
70;
2. Paller, et al. ] Am Acad Dermatol. 2010;63(5):762-8.

PASI: Psoriasis Area Severity Index; QW: Once weekly



Etanercept Treatment for Children
and Adolescents with Plaque Psoriasis
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Etanercept Treatment for Children
and Adolescents with Plaque Psoriasis
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Patients (%)

Etanercept en psoriasis pediatrica
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1. Langley RG, et al. ) Am Acad Dermatol. 2011;64(1):64—
70;
2. Paller, et al. ] Am Acad Dermatol. 2010;63(5):762-8.

PASI: Psoriasis Area Severity Index; QW: Once weekly



Seguridad a sem 96

Incidence and corresponding exposure-adjusted rates of adverse
events occurring in 25% of patients on Etanercept (N=181)

Adverse event Patients, S, T Exposure-adj_usted event
n (%) rate/100 patient-years
Upper respiratory tract infection 45 (24.9) 68 19.1
Nasopharyngitis 31(17.1) 49 13.8
Streptococcal pharyngitis 23 (12.7) 26 7.3
Headache 21 (11.6) 28 7.9
Sinusitis 19 (10.5) 23 6.5
Skin papilloma 12 (6.6) 17 4.8
Pyrexia 11 (6.1) 16 45
Cough 10 (5.5) 13 3.7
Pharyngolaryngeal pain 10 (5.5) 17 4.8
Acne 9 (5.0) 9 2.5
Nasal congestion 9 (5.0 10 2.8
Pharyngitis 9 (5.0) 11 3.1

1. Langley RG, et al. ] Am Acad Dermatol. 2011;64(1):64—
70;
2. Paller, et al. ] Am Acad Dermatol. 2010;63(5):762-8.

. PASI: Psoriasis Area Severity Index; QW: Once weekly
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Five-Year Open-Label Extension Study of Safety and Efficacy of Etanercept in Children and Adolescents
With Moderate to Severe Plaque Psoriasis

Results
Safety

AEs Occurring in > 10% of Patients

Patients? Exposure-Adjusted Event
AE (n (%) n Rate/100 Patient-Years
Upper respiratory tract infection 68 (37.6) 144 23.2
Nasopharyngitis 47 (26.0) 93 15.0
Headache 39 (21.5) 55 8.9
Acne 33(18.2) 21 34
Streptococcal infection 27 (14.9) 36 58
Sinusitis 24 (13.3) k1| 50
Skin papilloma 24 (13.3) 17 27
Cough 22 (12.2) 26 42
Influenza 21 (11.6) 28 45
Oropharyngeal pain 20 (11.0) 32 5.2

*[iala represent the number of palents with an event at any ime dunng the stedy. regardiess of whether the palient was on or off elanercept al the ime of
the evenl. ®Data represent the number of events that occurred during expasure to elanercept

Title | Poster | Background | Objective | Methods | Results | Conclusions | Disclosures

“J Am Acad Dermatol 2016;74:280-7..



Five-Year Open-Label Extension Study of Safety and Efficacy of Etanercept in Children and Adolescents

With Moderate to Severe Plaque Psoriasis

Results
Safety (Cont.)

Serious AEs
Patients® Exposure-Adjusted Event
AE (n (%) Rate/100 Patient-Years
Abortion induced 1(0.6) 1 0.2
Anxiety 1(0.6) 1 0.2
Cellulitis 1(0.6) 1 0.2
Infectious mononucleosis 1(0.6) 1 0.2
Osteonecrosis 1(0.6) 2 0.3
Postoperative intestinal obstruction 1(0.6) 1 0.2
Thyroid cyst 1(0.6) 1 0.2

*[kala represent the number of palients with an event at ary ime duning the study, regardless: of whether the pafiend was on or off elanercept at the time: of
the evenl. ®Data represent the number of events that oocurred duning exposure o efanencept

Title | Poster | Background | Objective | Methods | Results | Conclusions | Disclosures

“J Am Acad Dermatol 2016;74:280-7..



Five-Year Open-Label Extension Study of Safety and Efficacy of Etanercept in Children and Adolescents

With Moderate to Severe Plaque Psoriasis

Results
Efficacy

PASI Responses (as observed)
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Five-Year Open-Label Extension Study of Safety and Efficacy of Etanercept in Children and Adolescents

With Moderate to Severe Plaque Psoriasis

Results
Efficacy (Cont.)

sPGA Status of Clear/Almost Clear (as observed)

Patients With sPGA Score 0/1
(% with 95% CI)
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Treatment Week
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Five-Year Open-Label Extension Study of Safety and Efficacy of Etanercept in Children and Adolescents

With Moderate to Severe Plaque Psoriasis

Results
Efficacy (Cont.)

PASI Responses by BMI Category (as observed)

—#— Healthy weight (n = 1) == Overweight (n =31} == Obese (n=058)

Patients With PASI 75 Response
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BMI percentile categones: 0 o 5% percenfile = underweight; 57 to 84 percenile = healthy weight: 857 1o 4% percentile = ovenseight: = 95® percentile = obese

Title | Poster | Background | Objective | Methods | Results | Conclusions | Disclosures
“J Am Acad Dermatol 2016;74:280-7..
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Efficacy and Safety of Adalimumab Versus Methotrexate Treatment in Pediatric Patients With Severe

Chronic Plaque Psoriasis: Results From the 16-Week, Randomized, Double-Blind Period of a Phase 3 Study
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Efficacy and Safety of Adalimumab Versus Methotrexate Treatment in Pediatric Patients With Severe

Chronic Plaque Psoriasis: Results From the 16-Week, Randomized, Double-Blind Period of a Phase 3 Study

Figure 1. Study Design and Patient Disposition

Period A Period B
Double-blind primary Withdrawal
treatment No medication
16 weeks Up to 36 weeks
1:1:1 randomization
(N=114) Responders at week 16, Patients who lost disease control
entered withdrawal began retreatment
(n=54%) (n=38%)
ADA 0.8 mg/kg (n=38) Responders with | ADA 0.8 mg/kg (n=19) |
/ ADA 0.4 mg/kg (n=39) loss of disease ADA 0.4 mg/kg (n=11)
control in Period B, : :
\ MTX (n=37) / proceed to Period C ~ ADA 0.8 mg/kg (n=8)
Early escape option |  Non-responders Responders with no loss of Completed 16 weeks
up to week 8, at week 16, disease control (weeks 0,—36;) retreatment (weeks 0-16;)
(n=8) (n=51) W {n=15) (n=34)
Period D
Long-term follow-up
52 weeks

ADA, adalimumahb; MTX, methofrexate.



Efficacy and Safety of Adalimumab Versus Methotrexate Treatment in Pediatric Patients With Severe

Chronic Plaque Psoriasis: Results From the 16-Week, Randomized, Double-Blind Period of a Phase 3 Study
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ITT, NRI Analysis * p<0.05 vs MTX; CAVE: # p=0.083 vs MTX



Efficacy and Safety of Adalimumab Versus Methotrexate Treatment in Pediatric Patients With Severe

Chronic Plaque Psoriasis: Results From the 16-Week, Randomized, Double-Blind Period of a Phase 3 Study

Figure 2. PASI75 Response at Week 16
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ADA, adalimumab; MTX, methotrexate; PASITS, 275% improvement in Psoriasis Area and Severity Index.
£p<0.05 ADA 0.8 mg/kg vs. MTX.



Efficacy and Safety of Adalimumab Versus Methotrexate Treatment in Pediatric Patients With Severe

Chronic Plaque Psoriasis: Results From the 16-Week, Randomized, Double-Blind Period of a Phase 3 Study

Figure 3. PGA 0/1 Score at Week 16
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ADA, adalimumab; MTX, methotrexate; PGA, Physician's Global Assessment. PGA 0/1 is defined as PGA clear or minimal.



Efficacy and Safety of Adalimumab Versus Methotrexate Treatment in Pediatric Patients With Severe

Chronic Plaque Psoriasis: Results From the 16-Week, Randomized, Double-Blind Period of a Phase 3 Study

Figure 4. PASI90/100 Responses at Week 16
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ADA, adalimumab; MTX, methotrexate; PASI90Y 100, > 205/ 100% improvement in Psoriasis Area and Severity Index.



Efficacy and Safety of Adalimumab Versus Methotrexate Treatment in Pediatric Patients With Severe

Chronic Plaque Psoriasis: Results From the 16-Week, Randomized, Double-Blind Period of a Phase 3 Study

Table 2: Adverse Events

Any AE 28 (75.7) 30(76.9) 26 (68.4) 84 (73.7)
Any severe AE 2(5.4) 5(12.8) 1(2.6) 8(7.0)
Any serious AE 0 3(7.7) 0 3 (2.6)

Any serious AE at least
possibly related to study

drug 0 0 0 0
Any AE leading to

discontinuation 0 0 0 o
Death 0 0 0 0

All infections 20(54.1) 22 (56.4) 18 (47.4) 60 (52.6)
Serious infection 0 1(2.6) 0 1(0.9)
Malignancy 0 0 0 0
Allergic reaction 2 (5.4) 1(2.6) 0 3(2.6)
Injection site reaction 3(8.1) 3(7.7) 4 (10.5) 10(8.8)

AE, adverse event; MTX, methotrexate. *Evaluated in all patients who received >1 dose of study drug.



Efficacy and Safety of Adalimumab Versus Methotrexate in Pediatric Patients With Severe
Chronic Plaque Psoriasis: Results From the Treatment Withdrawal and Double-Blind
Retreatment Periods of a Phase 3 Study

Sandra Philipp, MD,! Pierre-Dominique Ghislain, MD,2 lan Landells, MD,? Kristina Unnebrink, PhD,* David A. Williams, MD>*
1Charité Universitdgtsmedizin Berlin, Berlin, Germany; 2UCL St. Luc, Brussels, Belgium; 3Nexus Clinical Research and Memorial University of Newfoundland, St. John’s,
Newfoundland, Canada; “AbbVie Deutschland GmbH & Co KG, Ludwigshafen, Germany; >AbbVie Inc., North Chicago, IL, United States.

*Presenting author

Paster o be presented #1 the 23w Worlkd Congress of Dermatology, fure 2-13, 7015, Varwouver, Carada

BACKGROUND

= Psowiasis |Ps) & a chronic inflamemabony disease; approcdmately one thind of Ps cases oooer in
children®

= Adalmumab [ADA), a fully herman, mosodosal antibody directed against bumor mexrosss. Facior [TNF],
was recestly approved imthe European Union for e treatment of severe chronic plague Ps in
children and adollescents from & pears of age wha hawe had an inadeguate nesponse or ane
ponbraindicated for topical therapy and phototberapies

OEJECTIVES
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= 0.4% of patients [33,/54) in Period B lost disease conftrol and estered Perod ©

= Mopatients had a PGA 0Y1 at Week 0 of Period ©
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Efficacy and Safety of Adalimumab Versus Methotrexate Treatment in Pediatric Patients With Severe

Chronic Plaque Psoriasis: Results From the 16-Week, Randomized, Double-Blind Period of a Phase 3 Study

Figure 3. PASI75 Response at Week 16 of Retreatment Period C
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Efficacy and Safety of Adalimumab Versus Methotrexate Treatment in Pediatric Patients With Severe

Chronic Plaque Psoriasis: Results From the 16-Week, Randomized, Double-Blind Period of a Phase 3 Study

Table 2. Period C Adverse Events?

Retreatment: 0.4 mg/kg ADA 0.8 mg/kg ADA
Randomization: 0.4 mg/kg ADA 0.8 mg/kg ADA MTX Total

Patient, n (%) (n=11) (n=19) (n=8) (n=38)
Any AE S (45.5) 14 (73.7) 6 (75.0) 25 (65.8)
Any severe AE 0 2 (10.5) 2 (25.0) 4(10.5)
Any serious AE 0 0 0 0
Any AE leading to discontinuation 0 0 1(12.5) 1(2.6)
Deaths 0 0 0 0
All infections 2(18.2) 8(42.1) 4 (50.0) 14 (36.8)
Serious infections 0 0 0 0
Malignancies 0 0 0 0
Allergic reactions 1(9.1) 0 1(12.5) 2(5.3)
Injection-site reactions 0 2(10.5) 0 2(5.3)

ADA, adalimumalb; AE, adverse event; MTX, methotrexate.
Safety was evaluated in all patients who received>1 dose of study drug in Period C.
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Ustekinumab in adolescent patients age 12 to 17 years
with moderate-to-severe plaque psoriasis: Results of
the randomized phase 3 CADMUS study

[an Landells, MD, FRCPC,® Colleen Marano, PhD,” Ming-Chun Hsu, PhD,"” Shu Li, PhD,” Yaowei Zhu, PhD,"
Lawrence E Eichenficld, MD," Peter H. Hoeger, MDY Alan Menter, MBS Amy 5 Paller, M3, MD,'
Alain Taieb, MD.* Sandra Philipp. MD," Philippe Szapary, MD, MS5CE" and Bruce Randazzo, MD, PhD™
M. fobns, Newfoundiand, Canada; Spring House and Phitladelphia, Pennsylvanta, San Diego, California;
Hamburg, Germany; Dallas, Texas;, Chicago, lfinais; Bordeaux, France; and Berlin, Germany

Background: Sal: anc cffective therapies are needed for pediatric patients with psoriasis,

Obfective: The purpose of this study was to evaluate ustekinumab in patients age 12t 17 vears who had
npe KI'L‘IEIL"IU‘?‘M\ Lsl L b Rl iisim,

Metheods: Patients (n = 110 were randomly assigned to ustekinumab standard dosing (51 0.75 ma/'kg
[=60 kgl, 45 mg [=60-=100 kgl, and 90 mg [> 100 kgl or halt-standard dosing (HSD: 0,375 mg/'kg [=60 kgl
225 mg [=60-=100 kgl and 45 mg [=100 kgl at weeks 0 and 4 and every 12 weeks or placeho at weeks
0 and 4 with crossover 1o ustekinumab 5D or HSD at week 12, Clinical assessments included the proportion
of patients achicving a Physician’s Global Assessmient of cleared /minimal (PGA O/1), at least 73%
improvement in Psoriasis Area and Severity Index (PAST 750, and at least 90% in PASI (PASI 90). Adverse
events (AES) were monitored through weck 60,

Results: At week 12, 67.0% anc O0YA% ol patients receiving vstekinumab HSD and SD. respectively,
achieved PGA /1 versus 5.4% for placebo (2 < 001 Significantly greater proportions  receiving
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Standard = <60 kg, 0.75 mg/kg; >60 to <100 kg, 45 mg; >100 kg, 90 mg

Fig 1. Ustekinumab in adolescent patients with psoriasis. Study schema through week 60.
EE, Early escape; R, randomization.
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PGA Score Cleared (0) or Minimal (1)

PGA Score Cleared (0) or Minimal (1) through Week 52 in Placebo and
through Week 52 Placebo Crossover Groups
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Froportion of Patients (%)

PASI 75 Responders through Week 52
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PASI 90 Responders through Week 52

PASI 90 Responders through Week 52 in Placebo and Placebo Crossover Groups
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Adverse events through week 12 (placebo-controlled period)

Ustekinumalb
Placebo Half-standard dosage Standard dosage Combined
Patients, n 37 37 36 73
Mean duration of follow-up, wk 12.2 12.2 124 123
Mean exposure, wk 4.2 4.2 4.1 4.1
Patients with =1 AE 21 (56.8) 19 (51.4) 16 (44.4) 35 (47.9)
Patients who discontinued due to AE 0 0 0 0
Infections 14 (37.8) 12 (32.4) 8 (22.2) 20 (27.4)
Patients with =1 SAE 0 1(2.7) 0 1(1.4)
Serious infections 0 0 0 0
Malignancies 0 0 0 0
Adverse events through week 60
Ustekinumakb
Placebo =~ Half-standand Placebo = Standard  Half-standarcd Standard
dosage dosage dosage dosage Combined
Patients, n 19 18 37 36 110
Mean duration of follow-up, wk 459 46.9 55.2 58.0 53.2
Mean exposure, wk 273 28.1 38.0 39.0 349
Patients with =1 AE 15 (78.9) 13 (72.2) 33 (89.2) 29 (80.6) 90 (81.8)
Patients who discontinued due to AE 2 (10.5) 0 2 (5.4) 0 4 (3.6)
Infections 13 (68.4) 11 (61.1) 26 (70.3) 24 (66.7) 74 (67.3)
Patients with = 1 SAE 0 0 5 (13.5) 1 (2.8) 6 (5.5)
Serious infections 0 0 1(2.7) 1(2.8) 2 (1.8)
Malignancies 0 0 0 0 0
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Treat-to-target

e Compromisos focales
— Visible
— Palmo-plantar
— Genital

e Sintomas particulares
— Prurito
— Descamacion

 Evaluaciones indirectas
— Rendimiento escolar
— Productividad laboral



Gene Signatures
Triggers

Protein Profiles
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