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Ta OEOOMEVA TWV KAIVIKWYV
MEAETWYV TOU Golimumab
OTNn PEVUMOTOEION apOpiTIOA
KOl TIG CTTOVOUAOQPOPITIOEG

Anuitpiog BaoiAétrouAog
B’ MavemoTnuiakn NMaBoAoyikry KAIVIKA
laTpikA ZxoAr EBvikou kai KatrodioTpiakou
MavetmoTnuiou ABnvwv
ITrrTokpdTeio TNA



TUTTOI BIOAOYIKWY TTAPAYOVTWYV

MoOVOKAWVIKA avTICWNATA

Xipaipikd AvOpwTrotroinpévo PEG

N\ 72 & 2
N7 \# 5/4

i

Anti-TNF-a Anti-TNF-a Anti-TNF-a

e Infliximab e Adalimumab e Certolizumab
(Remicade) (Humira) pegol*
) (Cimzia)
Anti-CD20 e Golimumab*
e Rituximab (Simponi)
(Mabthera)
Anti-IL6R
e Tocilizumab**
(RoActemra)

AvaouvOUOONEVEG TTPWTEIVES

Mpwreivn ouvinéng  Avaouvdouaopuévn

(Fusion protein) TTPWTEIVN
TNF-R IL-1ra
e Etanercept e Kineret
(Enbrel) (Anakinra)
CTLA-4
e Abatacept
(Orencia)

*  Eykekpiuévo amé FDA
** Eykekpiuévo amé EMEA



e [1pooparn eykpion oTic HIMA (FDA) kai
Kavadd kai BeTiky elonynon ammé EMEA
(06/09) yia xoprjynor Tou o€ aoBeveic JE:

S 4
- Peuparos1dn apBpitida/yETpia-coBapn

(o€ ouvduaauo pe MTX)
- Ywplaoikn apBpitida
- AYKUAOTTOINTIKI GTTOVOUAITIOO

e AoooAoyia: 50 mg utrodopiwg KABe uRva



Golimumab: PeupaTikeEg TTOBNOEIG

> 2000 aocOeveig

GO-BEFORE MpwT00EPATTEVOEVOI ATOEVEIG (EULAR 2008)

Ps: ;‘:gi(:éinc GO-FORWARD Aofeveic avBekTikoi otn MTX (Ann Rheum Dis 2009)

GO-AFTER AoBeveic avBekTiKoi o€ anti-TNFa (Lancet 2009)

LU GO-REVEAL Evepydg ywplaoikn apOpiTida (AR 2009)
apBpiTIda

AykulotroinTiki) FelgM=¥NI= Evepyd KUAOTTOINTIKA OTTOVOUAIT
GTTOVSUAITISO EPYOG AYKUAOTTOINTIKI OTTOVOUAITIOA (A&R 2008)



PA: NMNpwTtoBepatreuopevol aocBeveic

MeAétn GO-BEFORE (¢paong lll)
e PA vyia = 3 pnveg
e Xwpig rponyoupevn aywyn gy MTX/anti-TNF

e Evepyoég PA:

2 4 guaioOnTeg KAl 2 4 SIOYKWHEVES ApOPWOEIG
+
2 2 atmrd Ta akéAouba:
- CRP 21.5 mg/dL A TKE > 28 mm/h
- MpwivA duokapwia > 30 min
- OoTiIKég dlaBpwocelg (x-ray R/kar MRI)
- RF ) anti-CCP: (+)

Emery P et al.
EULAR 2008



MpwToOEPATTEUONEVOI OCOEVEIQ

ERSoudada 24 ERSoudada 48
MTX N
(n=160)
Golimumab
(100 mg SC/pAva) >
(n=159)
Golimumab
(50 mg SC/piva) .
+
MTX
(n=159)
Golimumab
(100 mg SC/pAva)
+ —>
MTX
(n=159) o S0 ACR 50 A vdH-S



GO-BEFORE

ACR-50 (24n £80.)

80 1 |
|
|
60 - |
|
o
= I
40 - 40% 36% | 38%
33% |
|
|
20 - |
|
p=0.04 I
O -
MTX GLM 100 GLM GLM 100 mg GLM + MTX
50 mg + + MTX Combined
MTX

Emery P et al.
EULAR 2008



%

80 A

60 -

40 -

20 -

GO-BEFORE

ACR-20 (24n €80.)

62% 62%
49% 52%
p=0.03
MTX GLM 100 GLM GLM 100 mg
50mg + + MTX
MTX

62%

GLM + MTX
Combined

Emery P et al.
EULAR 2008



Mpwipyn PA: Golimumab vs other anti-TNF

Trial

GO-BEFORE?!

PREMIER?

COMET?

ASPIRE*

Aiapkela vooou (£Tn)

1.0 (median)

0.7 (mean)

0.7 (mean)

0.8 (mean)

Anti-TNE + MTX Gczl]ir:nllgrg)ab Ad(ar:i:rgggab Et(art]n:ezr;:,)pt Ir1(1;1li:><;r7n35;b
TJC 26 (median) 3114 25115 3215
SJC 13 (median) 2111 17+10 2110
End point ACR50 wk 24 [ ACR50 wk 52 DAS 28 wk 52 | ACR-N wk 54
100- A13 A 10 A 19 A 11
ACR 20 ** .
* 24 weeks  8o; 73% .
** 52 weeks 70 620 206 67% o
% g 49%
50 1
40 -
30 -
20 A
10 A
! Emery P, EULAR 2008 O
2 Breedveld FC, A&R 2006 MTX MTX MTX MTX
3 Emery P, Lancet 2008 + GOL* + ADA** + ETA** + INFL*

4 Data on File for ASPIRE; Centocor, Inc



AcOeveic un avTatTokpivouevol o MTX

MeAétn GO-FORWARD (¢@daong ll)
e PA yia = 3 unveg
e ATrotuyia og MTX 2 (15 mg/epd) x 2 3 pAveg

e Evepyodg PA:
2 4 guaioOnTeG KAl 2 4 SIOYKWHEVEG apBpwOoEIg
+

2 2 atmrd Ta akéAouba:

- CRP > 1.5 mg/dL A TKE > 28 mm/h

- MpwivA duokapwia > 30 min

- OoTIKEG dlaBpwoelg (x-ray n/kar MRI)

- RF i anti-CCP: (+)

Keystone, E C et al.
Ann Rheum Dis 2009



GO-FORWARD

MTX
(n=133)

Golimumab
(100 mg SC/pAva)
(n=133)

Golimumab
(50 mg SC/piva)
+
MTX
(n=89)
Golimumab
(100 mg SC/pAva)
+
MTX
(n=89)

ERSopada 14 ERdopada 24

ERBSouada 48

—>

ACR 20 A HAQ

A vdH-S



GO-FORWARD

EBdopada 14 * ACR-20 ERdopdada 24
100 - | 100 - |
| |
80 A I 80 - |
| |
I 60% 60% | 60%
60 - 550  56% | 56% 60 - |
N I I
40 - I 40 - I
| |
| |
20 - | 20 - !
| |
| |
O - 5 0 L
MTX  GLM GLM  GLM GLM MTX  GLM GLM GLM GLM
(100 mg) (50 mg) (100 mg) (combined) (100 mg) (50 mg) (100 mg) (combined)
+ + + + + +
MTX MTX  MTX MTX MTX  MTX

* KUpI0 KOTAANKTIKO ONpEio HEAETNG xevstone, EC et el



GO-FORWARD

MeTaBoAn HAQ (eB0. 24)

| HAQ 2 0.25 I
. 1.0 1 I
5 39% 45% 68%* 72%* |
"‘::_ |
\E I
2 |
o |
0.50*
T 05- . I 044*
- 0.38 :
o]
3 |
\; I
S 0.13  0.13 |
m
m B |
0.0 - :
MTX GLM GLM GLM GLM
(100 mg) (50 mg) (100 mg) (combined)
+ + +

MTX MTX MTX

* Keystone, E C et al.
p <0.001 Ann Rheum Dis 2009



Atrotuyxia o MTX: Golimumab vs

anti-TNF

Trial

GO-FORWARD?

ATTRACT?

DE0193

ETA+MTX4

Aidgpkeia vooou (£€Tn)

4.5 (median)

10 (mean)

11 (mean)

13 (mean)

Anti-TNF + Golimumab Infliximab Adalimumab Etanercept
MTX 50 mg 3 mg/Kg 40 mg g2 wks 25 mg BIW
(n=89) (n=86) (n=207) (n=59)
TJC 26 (median) 32%18 27 %13 28 (median)
SJC 13 (median) 22%12 19+ 10 20 (median)
End point ACR20 wk 14 ACR wk 54 ACR20 wk 24 ACR20 wk 24
ACR 20 A 32 A 25 A 34 A 44
80
0,
* 24 weeks %
x 70 63%
52 weeks 60 %
60
” 50 42%
0 40 -
304  28% 29% 27%
20 - 17%
10 . I
1 Keystone EC, Ann Rheum Dis 2009 0~ MTX MTX MTX MTX

3 Keystone EC, A&R 2004
4 Weinblatt ME, NEJM 1999



AocOeveic un avratrokpivouevol o€ anti-TNF

MeAétn GO-AFTER (¢paong Ill)

e PA yia = 3 unveg
e ATmrotuxia og = 1 anti-TNFa tTrapdayovTta

e Evepyodg PA:

2 4 guaioOnTeG KAl 2 4 SIOYKWHEVEG apBpwoEIg

Smolen J et al.
Lancet 2009 (on line 29/6/09)



GO-AFTER

ERSopada 14 ERSoudada 24

Placebo
(MTX= 66%
ISSZ=5%
IHCQ=7%)
(n=155)

—>

Golimumab
(50 mg SC/pAava)
+
DMARDS

(n=153)

Golimumab

(100 mg SC/pAava) —
+

DMARDS

(n=153)

ACR 20 A HAQ

Smolen J etal.
Lancet 2009 (on line 29/6/09)



GO-AFTER

ERSopdda 14 * ACR-20 ERSoudda 24

60- 60 1

449%™ *
399%™ *

38%** 37%** 40 .

207

Placebo GLM GLM GLM Placebo GLM GLM GLM
(50 mg) (100 mg) (combined) (50 mg) (100 mg) (combined)

Smolen J et al.

* , P ’ 7 *%*
KUp1o KaTaANKTIKO onueio peAéTng p<0.001 Lancet 200 (on line 20/6/09)



GO-AFTER

ACR 20

60— -{+- Placebo

—#— 100 mg golimumab
—- 50 mg golimumab
50 —
40
&= ~
=
-I‘ﬂ -~
g 30
&
,-‘f
20 /
/
W
W .
Y4
ot ) B
o | | | | | |
0 4 8 12 16 20 24

Time (weeks)

Smolen J et al.
Lancet 2009 (on line 29/6/09)



GO-AFTER

Proportion of patients who achieved ACR20 n/M (%) Odds ratio p value
(95% CI)
Flaceho Combined galimumab groups
DMARD at baseline
Yas 19/107 (18%) 86215 (40%) _t 31{1-8-54) =0.0001
No 9/48 (19%) 26/89 (29%) | 18(0-8-42) 01836
Number of previous TNFa inhibitors
1 18/90 (20%) 82/213 (38%) - 2.5(1-4-4-5) 0-0021
2 7144 (16%) 27/71 (38%) 32(13-83) 0-0141
3 3/21 (14%) 3/22 (14%) 0.9(0-2-53) 0-9510
Reason for discontinuation
of previous TMFa inhibitor
Lack of effectiveness 17/96 [18%) 68/173 (39%) _t 3-0(1-6-55) 0.0004
Unrelated to effectiveness 17/84 (20%) GL/162 (34%) _t 2.0(1-1-3-8) 0-0265
| T T T TTTTT T T T TTT || T T T T TTT ||
01 1 10 100

Placebo better

Golimumab better

Smolen J et al.

Lancet 2009 (on line 29/6/09)



GO-AFTER

MeTaBoAn HAQ (eB0. 24)

1.00 A

< | HAQ 2 0.25

w -

g 080 34% 5096** 549"

o

o> 0.60 1

<

I

= 0.40 A

g 0.25% 0.25%

E 0.20 -

W

o 0.0

0.00 . '
Placebo GLM GLM

(50 mq) (100 mg)

* p<0001 *x p<001 Smolen J et al.

Lancet 2009 (on line 29/6/09)



Atrotuyia o€ anti-TNF: Golimumab vs other biologics

Trial GO-AFTER? ATTAIN? REFLEX3 RADIATE*

Aidpkela vooou (€Tn) 9.6 (median) 12.2 (mean) 12.1 (mean) 12.6 (mean)
DMARDs DMARDs DMARDs

Placebo

n=155 n=133 n=201

Biologic + Golimumab 50 mg Abatacept Rituximab Tocilizumab 8 mg/Kg
Placebo (n=153) (n=258) (n=298) (n=170)
TJC 26 (median) 3113 33%16 32*15
SJC 14 (median) 22+10 23+13 1911
End point ACR20 wk 14 ACR20 wk 24 ACR20 wk 24 ACR20 wk 24
40 -
(24 weeks) 30 1 29%
27%
0
L 20%
20 o 18%
10 +
0% 4% 0% 4%
1 Smolen JS, Lancet 2009 . . J
° NTX MTX NITX X

4 Emery P, Ann Rheum Dis 2008 + GOL + ABA + RTX + TCZ



Ywplaoikn apOpiTida

MeAétn GO-REVEAL (@daong lll)

o WYWwpiaon

o Wwplaoikn apBpitida

2 3 guaiodnTeg apBpwoeig Kal

2 3 OIOYKWHEVEG apBpwoelg

e ATToTuyia o€ aywyn ME:
- NSAIDs R
- DMARDs

Kavanaugh A et al.
Arthritis Rheum 2009



GO-REVEAL

ERSopada 14 ERSoudada 24
Placebo |,
(n=113)
Golimumab
(50 mg SC/pfva) >
(n=146)
Golimumab
(100 mg SC/pAava) —
(n=146)
ACR 20 HAQ

Kavanaugh A et al.
Arthritis Rheum 2009

|
e PASI| 75 U
e PCS (SF-36)



GO-REVEAL

ACR-20
100 1 ]
ERSouada 14 * EfSopada 24
80 1
61%™*
60~ 5106** 52%"*
X 45%**
40
20 1 0%
0 - "
Placebo GLM GLM Placebo GLM GLM
(50 mg) (100 mgQ) (50mg) (100 mg)

* KUpI0 KOTAANKTIKO ONpEio HEAETNG

** p<0.001

Kavanaugh A et al.
Arthritis Rheum 2009



GO-REVEAL

PASI-75

100 A , ,
EBSonada 14 * EROonada 24
80 1
66% ™"
60 - 58%" 5606**
N
° 40%**
40 -
20 1
3% 1%
0O -
Placebo GLM GLM Placebo GLM GLM
(50 mg) (100 mg) (50 mg) (100 mq)

Kavanaugh A et al.
* , , , , sk Arthritis Rheum 2009
AgutepeUWV KATAANKTIKO onuEio HEAETNG p<0.001



AYKUAOTTOINTIKN CTTOVOUAITION

MeAéTn GO-RAISE (@paong lll)

e Evepyog aykuAotroinTikh oTrovOuAiTidoa (AL)

- BASDAI 24
- AAyog 22 (VAS 2 4 o€ KAipaka 0-10 cm)

e ATToTu)ia o€ aywyn ME:
- NSAIDs R
- DMARDs

Inman et al,
Arthritis Rheum. 2008



GO-RAISE

ERSopada 14 ERSoudada 24
Placebo |,
(n=78)
Golimumab
(50 mg SC/pfva) >
(n=138)
Golimumab
(100 mg SC/pAava) —
(n=140)
Inman et al ASAS 20
Arthritis Rheuml. 2008




GO-RAISE

ASAS 20
ERSouada 14 * ERBSouada 24
100 1
80 - .
66%
59%** 60%** 5604
S
Placebo GLM GLM Placebo GLM GLM
(50 mq) (100 mq) (50 mQ) (100 mg)

* KUpI0 KOTAANKTIKO ONpEio HEAETNG ** p<0.001 Inman et al,
Arthritis Rheum. 2008



GO-RAISE

%

80

60

40

20

ASAS 20 (gB5. 14)

70%

CRP > 1.5 mg/dl

52%

CRP =1.5 mg/di

Inman et al,
Arthritis Rheum. 2008



MNapevepyelec:. Z0BAPES AOINWEEIG

10 MeAétec paoewc Il (Ewe Tn 16N efdouada)

2oBapég Ao1pweelg/100 aoBeveig-£Tn

Placebo Golimumab

http://www.accessdata.fda.gov/drugsatfda_docs/label/2009/125289s000Ibl.pdf



2oBapeg Aolpweeeic (PA)

4-6 TrepioTaTikad/100-£€Tn TTAPpOAKOAOUONONG

=
-

2UuxvoTnNTa AOCINWEEWY O€E
aocOeveic pe PA

2oBapég Aoipweeig/100 aocOeveig-xpovia

OPFRPNMNMNWPMOIO N O

Adalimumab? Infliximab? Etanerceptt |Golimumabd | Rituximabe  Abatacept!

aSchiff MH et al., Ann Rheum Dis 2006 d http://www.accessdata.fda.gov/drugsatfda_docs/label/2009/125289s000Ibl.pdf

b . .
Lipsky NEJM 2000/St Clair A&R 2004 € Cohen SB et al, A&R 2006/Emery P et al A&R 2006
¢ Moreland L et al, ACR 2003
€ Kremer JM et al, A&R 2008



MNapevepyeleg: KAIVIKEC OOKIMEG

Placebo Golimumab
(n=639) (n=1659)
AlakoTtr @apuAKouU 3% 2%
TomkéG avTIOPAOEIG 2% 6%
AvTiowpara Eévavri 4%
Golimumab (GLM + MTX = 2%)
GLM= 7%)

http://www.accessdata.fda.gov/drugsatfda_docs/label/2009/125289s000Ibl.pdf



Golimumab: Tpotog xopnynong

Observation
Window Large

Security
Seal

Large Cap
With Grips

Collar and
Grip Ridges

Safety
Sleeve
Patient friendly
oval-shaped
grips

Centocor, Inc., Data on file.



PA: EvOeigeig

FDA

1.1 Rheumatoid Arthritis

SIMPONI, m combination with methotrexate. 1s indicated for the treatment of adult patients with
moderately to severely active rheumatoid arthritis.

http://www.accessdata.fda.gov/drugsatfda_docs/label/2009/125289s000Ibl.pdf

EMEA

“Rheumatoid arthritis (RA): Simponi, in combination with methotrexate (MTX), 1s indicated for the
treatment of moderate to severe. active rheumatoid arthritis in adult patients when the response to
disease modifying anti rheumatic drug (DMARD) therapy including MTX has been inadequate.
Simponi has also been shown to improve physical function in this patient population.

http://www.emea.europa.eu/pdfs/human/opinion/Simponi_36287009en.pdf



Ywplaoikn apBpitida: Evoeiceig

FDA

1.2 Psoriatic Arthritis

SIMPONI, alone or in combination with methotrexate, is indicated for the treatment of adult patients
with active psonatic arthritis.

http://www.accessdata.fda.gov/drugsatfda_docs/label/2009/125289s000Ibl.pdf

EMEA

Psoriatic arthritis (PsA): Sumponi. alone or in combination with MTX. 1s indicated for the treatment of
active and progressive psoriatic arthritis in adult patients when the response to previous disease
modifying anti rheumatic drug (DMARD) therapy has been inadequate. Simponi has also been shown
to improve physical function in this patient population.

http://www.emea.europa.eu/pdfs/human/opinion/Simponi_36287009en.pdf



AyKuAoTroInTIKN oTToVOUAITION: EVOEicelg

FDA

1.3 Ankylosing Spondylitis
SIMPONI is indicated for the treatment of adult patients with active ankylosing spondylitis.

http://www.accessdata.fda.gov/drugsatfda_docs/label/2009/125289s000Ibl.pdf

EMEA

Ankylosing spondylitis (AS): Simponi is indicated for the treatment of severe. active ankylosing
spondylitis in adult patients who have responded inadequately to conventional therapy.”

http://www.emea.europa.eu/pdfs/human/opinion/Simponi_36287009en.pdf



Golimumab: Ti vewTtepo?

Agdopéva
A1TodedeIypévn
OTTOTEAECHATIKOTNTA
oe: -PA

- Ywplaoiki apBpiTida
-AX

NMapoépoio TTpoPiA acPAaAciag
ME TOUug utTOAOoITTOUG anti-TNF

TTOPAYOVTEG

Néog TpoTTOG X0PNYNONG

EUKOoAO 5000AOYIKO OXAMO
(Ma @opd To pRva)

Avapuevouegva 0sdouéva

Makpoxpovia ac@aAsia —
ATTOTEAECMATIKOTNTA

AKTIVOAOYIKG dedopéva

2UYKPITIKG OEOOUEVA ME:
- utréAoitroug avTi-TNF
- @AAoug Bi1oAoyikoug
TTapayovrteg (PA)



