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ACR 70

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.26.1 anti-TNF
Antoni 2005 INF (IMPACT) (1) 15 82 0 52 81% 31.00 [1.90, 504.86] -
Antoni 2005 INF (IMPACT2) (2) 15 100 1 100 15.6% 15.00 [2.02, 111.41] —
Genovese 2007 ADA 751 0 49 78% 14.42[0.85, 245.94] T -
Mease 2000 ETAN 4 30 0 30 76% 9.00 [0.51, 160.17] T
Mease 2005 ADA 30 151 2 162 31.3% 16.09 [3.91, 66.18] —
Vander Cruyssen 2007 INF 3 9 0 9 7.8% 7.00[0.41, 118.69] -T
Subtotal (95% CI) 393 402 78.2% 14.61 [5.96, 35.76] <>

Ash Z, et al. Ann Rheum Dis. 2012 Mar;71(3):319-26

Non-progresors (RCTs)  AKTIVOAOYIKN TTPO0B0G 24 £B5ouadEC

TNF blockers Placebo Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
Mease (ETN - 2006) 64 71 48 70 8.7% 4.19[1.65, 10.61]
Gladman (ADA - 2007) 131 144 108 152 17.4% 4.11 [2.10, 8.02] —
v.der Heijde(IFX-2007) 90 100 78 100 14.3% 2.54[1.13, 5.69] ——
Kavanaugh (GLM50 - 2010) 104 132 64 102 28.1% 2.21[1.24, 3.93] —
Kavanaugh(GLM100 - 2010) 105 137 64 102 31.4% 1.95[1.11, 3.42] —
Total (95% ClI) 584 526 100.0% 2.68 [1.99, 3.60] L3
Total events 494 362

oS :2 B - 1 i 1 1
Heterogeneity: Chi“ = 4.13, df =4 (P = 0.39); I = 3% 302 01 1 10 5

Test for overall effect: Z = 6.49 (P < 0.00001)
Goulabchand R, et al. Ann Rheum Dis 2014
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The PRESTA Trial

Psoriasis Randomized Etanercept STudy
N
Subjects with Psoriatic Arthritis

W, et al. BMJ. 2010;340:c147
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1.Sterry W, et al. BMJ. 2010;340:c147.

2.Data on file, Pfizer Inc.

3.Schewe S, et al. Poster SAT0366 EULAR 2009.
4.Landewe R, et al. Poster SAT0364 EULAR 2009.
5.Kirkham B, et al. Poster SAT0347 EULAR 2009.

(deutepevov TeAIKO oneio)

* American College of Rheumatology



Primary Endpoint
PGA of clear or almost
clear at week 12

ETN 50 mg BIW ® ETN 50 mg QW
(n=379)
Randomization
(N=752)
ETN 50 mg QW ® ETN 50 mg QW
(n=373)
Period 1 Period 2

Double Blind Open Label”

*All site staff and study participants remained blinded to Period 1 treatment during Period 21

1.Sterry W, et al. BMJ. 2010;340:c147.
2.Schewe S, et al. Poster SAT0366 EULAR 2009.
3.Data on file, Pfizer Inc.
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1.Sterry W, et al. BMJ. 2010;340:c147.

2.Data on file, Pfizer Inc.

3.Schewe S, et al. Poster SAT0366 EULAR 2009.
4.Landewe R, et al. Poster SAT0364 EULAR 2009.
5.Kirkham B, et al. Poster SAT0347 EULAR 2009.

* American College of Rheumatology



50 mg BIW/ 50 mg QW/
50 mg QW 50 mg QW

ERYA n=373
Age, yrs 46.1 46.9
Male, % 64.1 61.7
White, % 87.9 89.8
Disease Duration Psoriasis, yrs 19.3 18.6
Duration Psoriatic Arthritis, yrs 7.0 7.1
Body Mass Index (BMI), mean 27.5 28.4

PASI (mean)

BSA involvement (mean) (%)

PGA Psoriasis (mean)

PGA Arthritis (mean) 50.6(n=361) 49.9 (n=351)
Number of tender joints (mean) (of 70) 19.1 19.3
Number of swollen joints (mean) (of 70) 12.0 12.9

1.Sterry W, et al. BMJ. 2010;340:c147.
2.Schewe S, et al. Poster SAT0366 EULAR 2009.
3.Data on file, Pfizer Inc.
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1.Sterry W, et al. BMJ. 2010;340:c147.
2.Schewe S, et al. Poster SAT0366 EULAR 2009.
3.Data on file, Pfizer Inc.
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1.Data on file, Pfizer Inc.
2.Sterry W, et al. BMJ. 2010;340:c147.
3.Schewe S, et al. Poster SAT0366 EULAR 2009.
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PsSARC (Psoriatic Arthritis Response Criteria)

Composite response measure scoring:
e Tender joint count assessed in 68 joints and swollen joint count in 66.
* Patient global scale (5points)
* Physician global assessment

* American College of Rheumatology
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PsARC criteria are an improvement of at least:

1 unit (0-5 Likert scale) on the PGA,

20% (0-100 scale) on the subject assessment, 30% reduction in tender joint count,

30% reduction in swollen joint count,

Subject must achieve 2 of the 4 PsARC criteria, 1 must be tender or swollen joint score, and none of the four scores could worsen.

P=NS for between-group comparisons

1.Sterry W, et al. BMJ. 2010;340:c147.
2.Schewe S, et al. Poster SAT0366 EULAR 2009.
3.Data on file, Pfizer Inc.
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*Excluding subjects with no tender/swollen joints at baseline
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1.Sterry W, et al. BMJ. 2010;340:c147.
2.Landewe R, et al. Poster SAT0364 EULAR 2009.
3.Data on file, Pfizer Inc.
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1.Sterry W, et al. BMJ. 2010;340:c147.

2.Data on file, Pfizer Inc.

3.Schewe S, et al. Poster SAT0366 EULAR 2009.
4.Landewe R, et al. Poster SAT0364 EULAR 2009.
5.Kirkham B, et al. Poster SAT0347 EULAR 2009.
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Proportion of patients with improved enthesitis*
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(109/148) (91/130)
Week 12

Sterry W, et al. BMJ 2010;340:c147.
Boehncke WH, Kirby B, Fitzgerald O, et al.
J Eur Acad Dermatol Venereol. 2014;28:264-270.

80.9 81.3

B ETN 50 mg BIW/50 mg QW
B ETN 50 mg QW/50 mg QW

(114/141) (100/123)
Week 24

*Improvement in 21 tendon or ligament insertion at weeks 12 and 24
in subjects with enthesitis at baseline (observed).
BIW, twice weekly; QW, once weekly ETN=Etanercept.



Mean % change in dactylitis from baseline
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Sterry W, et al. BMJ 2010;340:c147. BIW, twice weekly; QW, once weekly ETN=Etanercept.
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BeATiwon oTa onueia Kal OTa CUPTITWHPATA TG VOOOU

BeAtiwon e€wapbpikwyv ekONAWOEWV

Makpoxpovia TTapauov OTo APPAKO
XapnAr avoooyoviKOTNTa
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PASI75 at 24 weeks

Combe B, et al. ACR 2013.
Behrens F, et al. Rheumatology 2014; doi:10.1093/rheumatology/keu415.

ETN=Etanercept
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Combe B, et al. ACR 2013.
Behrens F, et al. Rheumatology 2014; doi:10.1093/rheumatology/keu415.

ETN=Etanercept
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Etanercept — Kkapia oTATIOTIKG ONPAVTIK dlagopd UETAEU TNG XPNONGS
MOVOo Tou N ue MTX

Fagerli KM, et al. Ann Rheum Dis 2013; E-pub ahead of print.
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BeATiwon e€wapbpikwyv ekdNAWCEWV
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Esposito M, et al. Br J Dermatol. 2013;169(3):666—72.

ETN=Etanercept; ADA=Adalimumab; INX=Infliximab



I |sORIATIC ARTHRITIS

Sustained Clinical Response in Psoriatic
Arthritis Patients Treated with Anti-TNF Agents:
A 5-year Open-Label Observational Cohort Study

[oanna Saougou, MD,* Theodora E. Markatseli, MD,*
Charalampos Papagoras, MD,* Paraskevi V. Voulgari, MD,T
Yannis Alamanos, MD,* and Alexandros A. Drosos, MD, FACRS
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BeATiwon e€wapbpikwyv ekdNAWCEWV
ATTOTEAECHATIKOTATA WC HOVOBEpaTTEIa

Makpoxpovia TTapauov OTo APPAKO
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ENBREL Infliximab Adalimumab Golimumab Certolizumab

pegol

PsA 0% No 15.4% Yes 18% Yes No Nd n/a

TNeutralising Rate range representative of reported studies;
Adapted from Vincent FB, et al. Ann Rheum Dis 2013;72:165-178. Either ELISA or RIA methods and different follow up times



Relative Risk 95% CI

AL Tk Events,  Ewerts, %

Sy Ammwy [s=1-5 1 ] aTHF {morthe) RE [8E5% CIp Ald.pos  ADA-rmg  Waeight
Relative Risk 95%ClI

Raedeiace 2008 fp-RlA 2] ADA L] { # 005 {000, 0T o 2di2d 185
West 2008 fp-RIA (=] SDR 12 —— 023 (004, 1.32) il ] prark] sz
Bariekds 2007 fp-RIA s S08 L] = 055 {034, 0.84) a3 TE1 14395
Brredigr 2007 ELISA F A0 3 —_—— 033 {015, 0.86) arny i CEL)
Lecluse 2010 fp-RIA P Ale L] e s 025010, 078 L k] 118 841
Radstate 2000 fo-RIA BA Ll L] i 024 (011, 0.55) a4 7 e
de Vries 2007 ip-RIA A&E MF 12 —_— 02 {032, 0.81) 11 23T im
‘Woloink 2005 ip-RIA A MF 12 e 053 (028, 0.96) Bz 2028 1343
Swerkaldt 3310 da-RAlA =] rF — 0.4 0,05, 0.43) kT S&E2 aos
Eearkakdt 2010 fo-RlA UC F - 008 {001, 1.24) o7 i3 187
Pascual-Salesda 37011 B ELISA, AA MF 12 ==l QED (031, 1.14) arT 3374 1287
Plasencia 2012 BrELISA  SpA MF 12 0.11 (002, 0.71) 0 [+] Erd | asr
Huffman 2011 ELIBA Ps MF 12 ——— 038042, 1.20 216 i rE) 732
Sl Lower response by ADAb+ O Higher response by ADAb- | %% 105
NOTE; Waights ane fram rancam afects ana lybis

Immunogenicity reduces therapeutic response to anti-TNFs (INF & ADA). Overall, detectable ADAbs reduced
the drug response rate by 68% (RR=0.32, 95% CI=0.22—0.48)

ADAb= Anti-drug antibodies; INF=Infliximab; ADA=Adalimumab Garces S et al. Ann Rheum Dis 2013;72:1947-1955
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Exposure-adjusted rate
(per 100 patient years)

Rates of serious infections in controlled
double-blind Etanercept clinical studies
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Adapted from Gottlieb AB et al. J Drugs Derm 2011;10(3):289-300.

Rates of serious infections in all
Etanercept clinical studies
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All placebo/ All Etanercept All indications PsA
DMARDs (n=2,270) (n=4,580) (n=13.877) (n=1.362)

Placebo/DMARD data from all controlled, double-blind trials in AS, JIA,
PsA and RA Infections are one of the most frequent
AEs associated with anti-TNF therapy.
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