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Three Classes of Anti-TNF:
Fusion Protein and Antibodies
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AvTi-TNF mapdyovrtec otn Ywpiaoikn ApBpiTida
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AvTi-TNF mapdyovrtec otn Ywpiaoikn ApBpiTida
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Effect of certolizumab pegol on signs and
symptoms in patients with psoriatic
arthritis: 24-week results of a Phase 3
double-blind randomised placebo-controlled
study (RAPID-PsA)

P J Mease, R Fleischmann, A A Deodhar, et al.

Ann Rheum Dis 2014 73: 48-55 originally published online August 13,
2013
doi: 10.1136/annrheumdis-2013-203696

Mease P), et al. Ann Rheum Dis 2014:73:48-55.



MeAétn RAPID-PsA
KpiThpia siocaywyhg

Ywpriaoikn apOpitida (kpithpia CASPAR)

Aoesvsug He evepyo apBpiTida
> 3 euaiodnrec¢ apBpwoelg
- > 3 dloyKwpéveg apBpwaoeig
- TKE >28mm/h
- NCRP>7.9 mg/L

Aeppatiki voooc:

- evepyeic PAaPpecg
- 10TOPIKO Ywpiaong

ATIOTUXid 0 aywyn He:
- >1DMARD

Phase IIT

XopAynon MTX (uéxpr 25 mg/w), SSZ (uéxpr 3 g/d) n LEF (uéxp!
20 g/d) n/kai TTpedviCovng (< 10 mg/nuépa) emiTpemoTav oe

oTaBepécg 000¢IC
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TeAIka onpeia HeAETNC
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KaTtavopun acBevwyv
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ApXIKA XApAKTNPIOTIKA AdoOeVWY

Eikoviké @appako czpP czpP
200 mg Q2W 400 mg Q4W
(n=136) (n=138) (n=135)
Anpoypagikd XapakThpioTIKA
HAikia (¢tn), péon (SD) 47.3 (11.1) 48.2 (12.3) 471 (10.8)
Fuvaikeg, n (%) 79 (568.1) 74 (53.6) 73 (54.1)
Zwyariko pdpog (kg), péon TiR(SD) 82.6 (19.9)* 85.8 (17.7) 84.8 (18.7)
BMTI (kg/m?), uéon Tiun (SD) 29.2 (6.7)* 30.5 (6.2) 29.6 (6.6)

TTponyoUpeveg kal TapdAANAEC APUAKEUTIKEG AYWYEC

TTponyoUpevn Xphaoh oUVOETIKWY
DMARD, n (%)

1 74 (54.4) 61 (44.2) 72 (53.3)

22 60 (44.1) 73 (52.9) 60 (44.4)

TTponyoUpevn €kBean oe anti-TNF, n (%) 26 (19.1) 31(22.5) 23 (17.0)
ZuyxophyoUpevn peBotpe€drn, n (%) 84 (61.8) 88 (63.8) 88 (65.2)
Mn ouyxopnyoUueva DMARD, n (%) 48 (35.3) 39 (28.3) 35 (25.9)

*n=135

Mease PJ et al. Ann Rheum Dis 2014: 73:48-55




ApXIKA XApAKTNPIOTIKA AdoBevWY

Eikoviké @dappako czp czpP
200 mg Q2W 400 mg Q4W
(n=136) (n=138) (n=135)
XapakTnpioTIKA Tou oxeTilovTal pe Th vooo
Aidpkeia Tng véoou, péon Tiuh (SD) 79 (7.7) 9.6 (8.5) 8.1(8.3)
TJC, péon Tiph (SD)* 19.9 (14.7) 215 (15.3) 19.6 (14.8)
SJC, yéon Tiun (SD)* 10.4 (7.6) 11.0 (8.8) 10.5 (7.5)
EvOeaiTida, n (%)f 91 (66.9) 88 (63.8) 84 (62.2)
AakTuAiTida, n (%) * 45 (33.1) 47 (34.1) 47 (34.8)
HAQ-DI, pyéon Tiun (SD) 1.3 (0.7) 1.3 (0.7) 1.3 (0.6)
BSA 23% via ywpiaon, n (%) 86 (63.2) 90 (65.2) 76 (56.3)
PASI, didueon Tipf (eAdxioTn-péyiotn)# 7.1(0.3-55.2) 7.0(0.6 -72.0) 8.1 (0.6 - 51.8)
Ovuxikh véoog, h (%) 103 (75.7) 92 (66.7) 105 (77.8)
mNAPSI, péon Tiph (SD)S 34 (2.2) 3.1(1.8) 3.4 (2.2)
uéC&g::)(mg/ L), Sidpean Tiph (sAdxioTh- 9.0 (0.2 - 131.0) 7.0 (0.2 - 238.0) 8.7 (0.1 - 87.0)
ufjm’)“m/ h), Siaueon Tipn (eAdxion- 34.0 (6.0 - 125.0) 35.0 (5.0 - 125.0) 33.0 (4.0 - 120.0)

*E&eTdoTnkav 68 apbpwoelg yia euaicbnaoia kal 66 apBpwaoeig yia oidnua. T Mapouaia evBeoitidag katd Tnv ‘Evapgn opifouevn
wg apxikn BaBuoAoyia Aciktn EvBeoimidag Leeds > 0. ¥ Mapouaia dakTuAimdag katd Tnv évapgn agioAoyoUuevn We Xprion Tou
Aciktn AakTuAiTidag Leeds . # PASI — BaBuoAoyieg yia Toug aoBeveig Ye ouppeToxn emeaveiag cwuatog (BSA) otnv wwpiaon
2 3% katd v ‘Evapén. SmMNAPSI — BaBuoloyieg yia aoBeveig pe ovuyikr voao.** duaioloyiké eipog CRP < 8,0 mg/L .
Mease PJ et al. Ann Rheum Dis 2014: 73:48-55



OepdmeuTIKO aTToTEAEOHA
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FpAvopn évapin dpdaong

Figure S1: ACR20 response rates over time
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*Mominal p value =0.001 versus placebo. Q2W: Every 2 weeks, Q4W: Every 4 weeks.
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MeTapoAn LETI oc aoBeveic pe evOeoiTIda
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MeTaPpoAn LDI o aoOeveic pe dakTuAiTIOA
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MeTapoAn dciktn MNAPSI ywpiaoikA¢ ovuxiac
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AToTeAeopaTikoTnTa RAPID-PsA
BeATiwon deppaTikol e€avOnuarToc
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PASI75 Responders (%)
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EAdxioTn evepyoTnTa vooou (MDA)

Figure S2: Patients achieving MDA response over time
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*Mominal p value <0.001 versus placebo. Q2W: Every 2 weeks, Q4W: Every 4 weeks.
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EAdx10TNn evepyoTNTA VOOOU

Table 3 Minimal disease activity (MDA} criteria in PsA5?

A patient is classified as having MDA when they mest five of the seven following
criteria:

Tender joint count =1

Swollen joint count =1

PASI 1 or BSA =3

Patient pain VAS =15

Patient global activity VAS <20
HAQ =0.5

Tender entheseal points =1

BSA, body surface area; HA(, Health Assessment Questionnaire; PASI, Psoriasis Area
and Severity Index; PsA, psoriatic arthritis; VAS, visual analogue scale.

Coates LC et al. Ann Rheum Dis 2010; 69: 48-53



OepameUTIKO ATToTEAEOHA aveldpTnTo
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AilatApnon KAIVIKAC ammoTEAEOUATIKOTNTAC

ACR response rates
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AiatApnon KAIVIKAC amoTeAEOHATIKOTNTAC

B) PASI75 and PASI90 response rates for patients with >3% psoriasis BSA at baseline
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Effect of different imputation approaches on
the evaluation of radiographic progression
In patients with psoriatic arthritis: results of
the RAPID-PsA 24-week phase llI
double-blind randomised placebo-controlled

study of certolizumab pegol

D van der Heijde, R Fleischmann, J Wollenhaupt, et al.

Ann Rheum Dis published online August 13, 2013
doi: 10.1136/annrheumdis-2013-203697

van der Heijde D, et al. Ann Rheum Dis 2013;0:1-5.



MeBodoAoyia eKTiHNONC AKTIVOAOYIKNC €CEAIENC

H e€éMENn Tng dopikAC + 2 UVOAKEC YId Th OTATIOTIKA
pAapng (a/a) dUokoAa . AdBeveic pe <2 PaBuoAoyiec
EKTINATAI HE akpiPela oTIC mTSS

KAIVIKEC HEAETEC
TTpwipyn améoupon amoé To
placebo (un avramoékpion)

Aev uttdpxouv dedopéva (2
aKTIVOYPdWieC)

Aiatapaxh 10oppoTiac oTIC
oHAadec oUyKpIiong
TTpoPpAnpa yia Tn oTaTIoTIKA
avdAuon

AvTIkatrdotaon Twv
<<C11TOA80'98VTWV>> 6860H8VWV Van der Heijde D et al. Ann Rheum Dis 2014: 73:233-237

TTpokaBopiopévn peBodoAoyia

Post hoc petavaAuoeig



EvaAAakTikéC peBodoAoyieC oTATIOTIKAC avdAuong: ATtoTeAéopara

Table 1 Post hoc analyses of change from baseline at week 24 in mTSS

mT5S change from BL at week 24

CZP 200 mg CZP 400 mg CZP 200 mg Q2W+CZP
Imputation in patients with <2 analysable mTS5* Placebo (n=136) Q2W (n=138) Q4W (n=135) 400 mg Q4W (n=273)
Prespecifiedt Minimum observed score (0) if missing BL 289 (7.73) 11.5 (7.59) 25.1 (7.92) 183 (6.07)
Maximum observed score (356.5) if missing week 24 p=0.071% p=0.688+ p=0.203
Post hoc 1§ Mo imputation 0.29 (0.08) 0.01 (0.08) 0.12 (0.08) 0.06 (0.06)
p=0.004% p=0.083% p=0.008
Post hoc 29) Median mTS5 change from BL of all patients observed 0.28 (0.07) 0.01 (0.07) 0.11 {0.08) 0.06 (0.06)
p=0.0041 p=0.0721 p=0.007
Post hoc 39] Mean mTS5 change from BL of all patients observed 0.28 (0.07) 0.01 (0.07) 0.11 {0.08) 0.06 (0.06)
p=0.004% p=0.072% p=0.007
Post hoc 49) Maximum mT55 change from BL of all patients observed 0.66 (0.13) 0.18 (0.13) 0.52 [0.13) 0.35 (0.10)
p=0.0034 p=0.380% p=0.028
Post hoc 59 Maximum mTS5 change from BL by treatment group 0.39 (0.11) 0.14 (0.11) 0.49 {0.12) 0.31 (0.09)
p=0.077% p=0.483% p=0.538

Me pdon Thv TpokaBopiopévn peBodoAoyia™, To TpWTEVOV AKTIVOAOYIKO TEAIKO anpeio dev

ETTETEUXON.

Van der Heijde D et al. Ann Rheum Dis 2014: 73:233-237



TTooooTo aoBevwy xwpic e€EAEn Tnv EPdopdda 24
(aoBeveic xwpic e€EMEN: peTapoAn mTSS amoé Tnv évapén < 0,5)
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Xpnaipomoin®nke NRI yia acBeveic pe eAAeimovta dedopéva, ouptepiAaupavopévwy acBevuiv Tou Adupavav €ikoviké pdplako Kal amooUpOnkav Thv
Epdopdda 16. O1 acBeveig o1 omoior amooUpOnkav Thv EPdopdda 16 Adyw EAAEIYNng KAIVIKAC avTamdkpiong Tagivoundnkav wg acBeveic He akTIivoypagiki

e€EMEN.

*CZP évoavt PBO p<0,001

Van der Heijde D et al. Ann Rheum Dis 2014: 73:233-237



Table 3 Adverse events during the 24 week, placebo-controlled,
double-blind phase, by treatment group

Placebo CZP 200 mg CZP 400 mg
(n=136) (n=138) (n=135)
TEAE n (%)* n (%) n (%)
Any TEAE 92 (67.6) 94 (68.1) 9 (71.1)
TEAEs by intensity
Mild 74 (54.4) 78 (56.5) 77 (57.0)
Moderate 49 (36.0) 47 (34.1) 45 (33.3)
Severe 2 (1.5) 7(5.1) 7(5.2)
Discontinuations due to 2 (1.5) 4 (2.9) 6 (4.4)
TEAEs
Drug-related TEAEs 37 (27.2) 39 (28.3) 41 (30.4)
Serious TEAEs 6 (4.4) 8 (5.8) 13 (9.6)
Infections 52 (38.2) 60 (43.5) 54 (40.0)
Upper respiratory 21 (15.4) 38 (27.5) 38 (28.1)
infections
Serious infections 1(0.7) 2 (1.4) 2 (1.5)
Injection-site reactions 3(2.2) 6 (4.3) 13 (9.6)
Injection site pain 2 (1.5) 3(2.2) 1(0.7)
Death 0 1(0.7)t 1(0.7)%

*Placebo escape at week 16; Data not adjusted for exposure.

tMyocardial infarct.

+Sudden death of unknown cause.

CZP, certolizumab pegol; PBO, placebo; Q2W, every 2 weeks; Q4W, every 4 weeks;
TEAE, treatment emergent adverse events—all events after initial study treatment
dose.

Mease PJ et al. Ann Rheum Dis 2014: 73:48-55



Table S8: TEAEs with an incidence of >3%b in either CZP group during the 24-

week double-blind period

System Organ Class oy~ et R A S
n(%)"* n(%)** n(%)**
Gastrointestinal disorders 19 (14.0) 26 (18.8) 18 (13.3)
Diarrhea 4 (2.9) 7(5.1) 5(3.7)
Abdominal pain upper 2(1.5) 5(3.8) 3i2.2)
cG::jirt?L:;sarders and administration site 11 (8.1) 13 (9.4) 26 (19.3)
Fatigue 2(1.5) 4 (2.9) 4 (3.0
Infections and infestations 52 (38.2) 60 (43.5) 54 (40.0)
Oral herpas 3(2.2) 201.4) 4 (3.0)
Bronchitis 6 (4.4) 4 (2.9) 4 (3.0)
MNasopharynitis 10 (7.4) 18 (13.0) 91(6.7)
Upper respiratory tract infection 7 (5.1) 12 (8.7) 13 (9.8)
Pharyngitis 3(2.2) 6 (4.3) 4 (3.0)
Sinusitis 1(0.7) 3(2.2) 6(4.4)
Urinary tract infection 9 (6.6) 3(2.2) 4 (3.0)
Investigations 14 (10.3) 20 (14.5) 24 (17.8)
Alanine aminotransferase increased 2(1.5) 4 (2.9) 715.2)
Aspartate aminotransferase increased 1(0.7) 4 (2.9) 6(4.4)
Hepatic enzyme increased 2(1.5) 5(3.8) 4 (3.0)
Blood CPK increased 4 (2.9) 5(2.8) 6 (4.4)
Nervous system disorders 10 (7.4) 10 (7.2) 12 (8.9)
Headache 2(1.5) 6 (4.3) 513.7)

#placebo escape at week 16; **Not adjusted for exposure; CZP: Certolizumab pegol; Q2W: Every 2 weeks; Q4W:

Every 4 weeks; CPK: creatine phosphokinase.

Mease PJ et al. Ann Rheum Dis 2014: 73:48-55
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Certolizumab: AToTeAeopaTikOTNTa o€ onpeia & CUNTTTWHATA
Taxeia évapfn dpdong

TTapdpuola TooooTd avTamokpiong oe acOeveic He N XWPiC
Ttponyoupevn €kOeon oc avti- TNF

Me paon Thv mpokaBopiopévn peBodoAoyia, To TTpwTEUOV
aKTIVOYPd@IKO TeAIKO onpeio dev emeTelXON. Ze post-hoc
pHeTavAAuon katedeixOn avaoToAn TNG aKTIVOAOYIKAC €CEAIENC



AvTi-TNF mapdyovrtec otn Ywpiaoikn ApBpiTida

ACR 20 ori¢c 24 eBdouddc¢ - Asdouéva amo MeAETeC Eyroione
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Mease et al. Arthritis Rheum 2005; Mease et al. Arthritis Rheum 2004; Antoni et al. ARD 2005;
Kavanaugh et al. Arthritis Rheum 2009; Mease et al. ARD 2014



AvTi-TNF mapdyovrtec otn Ywpiaoikn ApBpiTida

PASI 75 oric 24 eBdouddc¢ - Acdouéva amo MeAETeC Eyroione
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PBO Etanercep Infliximal) Gollmun ab Certolizumab

Mease et al. Arthritis Rheum 2005; Mease et al. Arthritis Rheum 2004; Antoni et al. ARD 2005;
Kavanaugh et al. Arthritis Rheum 2009; Mease et al. ARD 2014




