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BioAoyikoi napayovTec / noiotnTa (wnCc

e Atv €ival navra oAa dedopueva

e /A&v UNApPXEl NAVTA AUECN OUOXETION
o NAEIKTWV PAEYHOVNG

e [loioTnTa {WNC
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[TOAAEC HEAETEC DEIXVOUV ONUAVTIKN EKNTWON TNC
noioTnTac (wnc¢ acbevwyv pe PA

e >WUATIKN AsITOUPYia
e WuyoAoyikn kaTaoraon

o KolvwVvikn AsIToupyia

Strand V, Khanna D The impact of rheumatoid arthritis and treatment on patients' lives.
Clin Exp Rheumatol.2010 May-Jun;28(3 Suppl 59):532-40. Epub 2010 Jun 22.
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Golimumab

e CNTO -148

e Simponi ™

e [IARpwc avbpwnivo anti TNF —a povokAwVIKO avTiowua

e Oepaneia PA, AS, PsA (evepyo) (FDA : 24/4/09)




Golimumab

e 50mg/ 100 mg (> 100 kg) (1 popa 1O unva)
e Xopnyeitai SC/ IV

e Mg/ xwpic MTX (WA , AY)
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Golimumab

e AnuioupynBnke JETA ANO AvOOOMNoinNon YEVETIKA €101KOU
novTIKIoOU Pe avBpwnivo TNF

e [lapayel MONO avBpwnivec avooooPaipiveg

e AvTiowua pge avlpwnivec HeTaBANTEC & oTabepec
NEPIOXEC

e A&eopeuETal KAl HE TOV OIAAUTO Kal PJE ToV OlaPEPBPAVIKO
TNF




Golimumab

1" kAivikn peAetn (phase I)

Pharmacokinetics and Safety of Golimumab, a

Fully Human Anti-TNF-o Monoclonal Antibody,
in Subjects With Rheumatoid Arthritis

Honghui Zhou, PhD, FCP, Haishan Jang, PhD, Roy M. Fleischmann, MD,
Esther Bouman-Thio, MD, Zhenhua Xu, PhD, FCP, Joseph C. Marini, PhD,
Charles Pendley, PhD, Qun Jiao, MS, Gopi Shankar, PhD, Stanlev J. Marciniak, MBA,
Stanlev B. Cohen, MD, Mahboob U. Rahman, MD, PhD, Daniel Baker, MD,
Mary Ann Mascelli, PhD, Hugh M. Davis, PhD, and Daniel E. Everitt, MD

Journal -ﬂf Clinical Pharmacology, 2007:47:283-396
©2007 the American College of Clinical Pharmacology
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Golimumab in Patients With Active Rheumatoid Arthritis
Despite Treatment With Methotrexate

A Randomized, Double-Blind, Placebo-Controlled, Dose-Ranging Study

Jonathan Kay,' Eric L. Matteson,” Bhaskar Dasgupta,’ Peter Nash,* Patrick Durez,
Stephen Hall,” Elizabeth C. Hsia,” John Han,* Carrie Wagner,® Zhenhua Xu,*
Sudha Visvanathan,* and Mahboob U. Rahman’

Golimumab + MTX

Flacabo Smg 50 mg 100 mg 1060 mg,
+ MTX every 4 weeaks every 2 weeks every 4 weeks ewvary 2 weaks Combined
n = 35) /RH] n = 34} (n = 345 m”’ n =137

1341713

AC

ACR-H
Mean = 5D —24 =500 207 + 468 162 =574 248 +41.7 304 =423 135=472
Median (T0R) [F] 00 [—125,28.48) 7.4 (000, 32.4) [D008) 1008 =10, £8.00 [0uasE] 223 (0.0, 55.6) [0u010] 356 (2000, 56.6) [=0.001] 333000, 54.4) [0.001]
DASZE using CRP level
Mean = 5D change -9 =10 19 =13 -14=13 -19=1.5 -19=11 -18=13
from baseline
Median (IOR) change —10{-148 -0.2) —1E8(-15 —13)[000M] —13{-19 —08)[0L142] -—-22(-32 —09)[0008] —18(-235 —1.1) [Q002] —1.7{=2.5 —1.0) [0002]
from baseling [P
Good response, no. (98] T {2005 13 (37.0) 102045 12 (35.3) 17 (5000 52380
Moderate response, no. 12{34.%) 13 (3470 13382 11 (32.4) 120353 A0 (35T
i)
Mo response, no. (5%) 16 {45.7) D{I5T) 11§32.4) 11 (32.4) 5(14.7) 36 (26.4)
Py 0u0E1 0.25 0256 0.5 0.025
Remission, no. (%) [FlE 2{5T T (2000 [0074] Q{26.5) [0.019] 11 {32.4) [0.005) Q{265 [0.019] 36 (26.3) 00009
DASZE wsing ESR
Mean = 5D change -10=1.1 2114 -1.9£15 2117 -23x12 -21x14
froim baseline
Median (IOR) change —1.0(=20000y 2228 —1.5) [0003] —16{-24 -1 [005%] —27(-3%6 —09) [0015] —22{-29, —135)[=0001] -21 (=30, —1.2) [=0001]
from baseling [P
Good response, no. (98] 25T ER 1] 51147 Qi24.5) (285 25{182)
Moderate fesponse, no. 13{37.1) 22 (629 17 (5000 13 (8.2 21 (6185 FETEEEY
i)
Mo response, no. () 20(57.1) 10 (28.6) 12{353) 12 (353 50147 30285
Py 0il6 0084 LAY =01 0.001

Remissicn, no. (95) [Pl i (1) 2(5.7) [01151] 4(11.8) [0037] 3 (88 [0072] 4(11.8) [0.037] 13 (9.5) [0.058]
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Golimumab in Patients With Active Rheumatoid Arthritis
Despite Treatment With Methotrexate

A Randomized, Double-Blind, Placebo-Controlled, Dose-Ranging Study

Jonathan Kay,' Eric L. Matteson,> Bhaskar Dasgupta,® Peter Nash,* Patrick Durez,”
Stephen Hall.® Elizabeth C. Hsia,” John Han.® Carric Wagner,® Zhenhua Xu.*
Sudha Visvanathan,® and Mahboob U. Rahman’

Apxikn eEsTtaon:

Meon didpkeia vooou: 5,6-9 £1n
Meon CRP (mg/dl): 1,4-2,1
Méoo DAS28 (CRP): 4,8-5,4
Meoo HAQ: 1,3-1,8

ACR20 pe doon 50 mg kabe 2 n 4 eBOOHADEC

% aoBevwyv pe avramokpion ACR20
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--MTX +PBO
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12 14 16 18

EBdouadeg

-0~ MTX + GLM g2wks
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Golimumab in Patients With Active Rheumatoid Arthritis
Despite Treatment With Methotrexate

A Randomized, Double-Blind, Placebo-Controlled, Dose-Ranging Study

Jonathan Kay," Erl(, L. Matteson,’ Bh\sk ar Dasgy \Ipll 3 Peter Na \sl\ * Patrick Dur ez
Stephen Hall.® Elizabeth C. Hsia,’ J«\I\n Han.® Carrie Wagner.® Zhenhua Xu,*
Sudha Visvanathan,* and Mahboob U. Rahman’

Tahle 1. Baseline characteristics of the patients®

Golimumab + MTX

50 mg every 50 mg every 100 mg every 100 mg every
Placebo + 4 weeks 2 weeks 4 weeks 2 weeks Combined Total
MTX (n = 35) in = 35) in = 34) in = 34) (n = 34) in = 137) in =172}
Women, no. (%) 26 (74.3) 30 (85.7) 23 (67.6) 26(T6.5) 27(79.4) 106 (77.4) 132(76.7)
Age, years 52.0(46.0,66.0) 57.0 (50,0, 64.0) 430 (41.0,63.0) 575 (470, 66.0) 53.5 (45.0,65.0) 540 (46,0, 6407 53.5 (46.0,645)
Disease duration, vears 5.6(14,109)  82(4.1.143) 32 [" 9.12.8) 6334 141)  90(41,142) 82(34,135)  T.B(30,133)
Mo of swollen joints, 13010, 18) 14 {10, 21) 14 (7, 26) 20012, 26) 14 (11, 21} 15 {10, 24) 1510, 22)
066
Mo. of tender joints, 22 (16, 38) 28 (18, 40) 28109, 42) 32(21,44) 22 (16, 32) 27 (16, 40) 26 (16, 40)
0-6%8

Patient’s assessment of 7.0 (5.1, 7.9) T (6.3, B.6) 6.7 (45, 7.4) 6.9 (5.3,8.2) 5.2(4.2,7.5) 6.6 (4.9, 8.0) 6.8 (5.0, 8.0)
pain, O0=10-cm VAS

Patient’s global 6.6 (5.1, 7.8) 6.0(45,8.7) b6 (4.6, 7.5) 6.5 (4.8, 5.0) 5.3(4.0,7.7) 6.3 (4.3, 8.0) 6.5 (4.6, 8.0)
assessment of
disease activity,
—10-cm VAS

Evaluator’s global 59049, 6.9) 6.2 (5.0,8.1) 6.7 (4.6, T.1) 6.3(5.2,6.9) 6.3 (4.6,7.2) 6.3 (5.0,7.3)
assessment of
disease activity,
NI T e L

HAQ disability index, 1.3 (0.9, 1.9) L7014, 2.0 LG (1.0, 2.0) 1.8 {09, 2.3) L3(L0, 1.8) L& {11, 209 L (1.1, 200
-3

-1
. I_FJ

6.2 (4.9,7.1)

S T 20(1.3,34) 21(1.2.34) L6 (0.9, 2.7) 1.4 (0.9, 2.7) 1.6 (1.0, 3.0) L6 (1.0, 2.9) LT{1.1, 3.0)

DAS2E using CRP 5.3(4.557) 53(45,6.2) 4.8(4.1,6.1) 5440, 64) A1 42 57: 5.11(4.4,59) 52(44,59)
lewel, 0110

DAS2E using ESR, 6.3 (5.7, 7.0) 6.4 (5.6, 7.3) 6.4 (5.2, 7.3) 6.7(5.7,7.3) 6.2 (5.5,6.9) 6.4(55,7.2) 6.4 (5.6, 7.2)

0-10




Golimumab

KAIVIKEC peAETeC o€ PA (phase III)

ARD Online First, published on December 9, 2008 as 10.1136/ard.2008.099010

Golimumab. a Human Antibody to TNF-o Given by Monthly Subcutaneous
Injections, in Active Rheumatoid Arthritis Despite Methotrexate: The GO-
FORWARD Study

Edwar u:l C Keystone, ' Mark C. Genovese.” L'us lemeskog Ellzabeth C. Hsia.* Stephen
T. Hall.® Pedro C. Miranda.’ Tacek Pazdur.® Sang- -Cheol Bae, 1’-.?1111&111 Palmer.'? T LlllE
Zrubek." Maria Wiekowski,'' Sudha Visvanathan.” Zhong Wu,” Mahboob U. Rahman™




ARD Online First, published on December 9, 2008 as 10.1136/ard.2008.099010

Golimumab, a Human Antibody to TNF-o. Given by Monthly Subcutaneous
Injections. in Active Rheumatoid Arthritis Despite Methotrexate: The GO-
FORWARD Study

Golinmumalb + MTX

Group 2
Characteristic Group 1 Golimumal Group 3 Group 4 Groups 3 and 4
Placebo + MTX 100 mg + placebo 30 mg 100 mg Combined

Patients randomized 133 133 20 20 178

Sex. n (%e) women 109 (82.0%) 105 (78 5% TI{E0.9%) T2{E0.5%) 144 (280.9%)
Age (v1s) 320(420,5800 31004203900 32004303700 3000430, 36.0) 3100440 3700
Disease duration (y1s) 6.3(3.1,119) 30(24,127) 430(21.97) 6.70(2.4. 143) 53(21,123)
No. of swollen joints (0-65) 12.0(80,19.0) 11.0(B0, 17.0) 13.0(20,22.0) 120080, 12.0) 12.5(8.0,18.0)
No. of tender jomts (D-68) 21.0(14.0,3400  220(14.0,320) 260(16.0,39.0) 23.0(150,33.0) 245(15.0,37.0)
Anti-CCP antibodies 107 (80.3%) 106 (79.7%) 72 (80.9%) 68 (76.4%) 140 (78.7%)
Bheumatond factor 102 (81.2%) 111 (83.5%) T7(86.3%) T5(84.3%) 132 (85.4%)

Patient assessment of pam
(WAL, 0-10 cm)

Patient global assessment of
dizease activity
(WAL, 0-10 cm)

Evaluator global assessment of
disease activity

3.70(3.60, 7500

3300370, 7200

6.00 (430, 7.40%

5.60 (3,60, 7.40)

6.10 (470, 7.70)

6.00 (320, 7.80)

6.40 (4.60, 8.00%

380410, 7.90)

6.35 (4.60, 8.00)

395 (3.90, 7300

(VAS, 0-10 em) 5.65(430,685) 5.80(440 680) 6.10(510,7.10) 6.10(430,7.00) 6.10(4.70. 7.10)
125 1375 1375 1375 1375
HAQ-DI (0-3) (0750, 17500 (0.875. 18750  (1.000,1875) (0.875, 1.875) (0.875, 1.875)
CRP (mg/dL) 0.20(0.30,2.00) 0.90(0.40,2.50) 1.00(0.40,2.80) 0.90(0.40,2.40)  0.95 (0.40, 2.40)
4,360 4.803 5.100 4.902 4931
DAS2S using CRP (4.194, 5.480) (4.151, 5.558) (4.060, 5.651) (4.320, 5.521) (4.174, 5.598)
6.111 6.013 6.105 5.905 6.008
DAS2S using ESR (5.260, 6.574) (5.198, 6.800) (5.366, 6.940) (5.292, 6.803) (5.330, 6.843)
MTX dose (mg/week) 15.0(15.0,200) 15.0(150,20.0) 15.0¢15.0,20.0) 15.0¢150,200) 15.0(15.0,20.0)

Duration of previous MTX nse




AcBeveic ye evepyo PA
napa Tn Bepaneia ye MTX (n=444)

Placebho GLM 50 mg GLM 100 mg
SC + MITX + MTX + MTX
m=133 n=89 n=89
EBS O 2 * *
ERS 4 2 * <
Mpwipn Mpwipn Mpd Mpwipn
ERS 8 SiaQuyA Siapuyn T auz(gm 5[0(;))1'1‘\‘”'1 ’
Egg Ell_i* ¥ (GLI\I\/II=5401mg) (II\\I/I:-I;%);) & (GLmzlfg mg) & (K“PW'\IIJ:ESGBOAM
EBS 16 +-1 k< +-t +-
EBS 20 ® 2 Ib ? e f > f
ERS 24** v I | | |
1 I I I I
I I I I
ERS 52: I I I I
Evepyn ¥ { 1 ! }
Oeparreia ZUV-TTPWTAPXIKG onHEia
*ACR 20 Tnv £dopada 14
*MeTaoAnR atmrd Tnv apxiki e§€taon oto HAQ tnVv e¢Bdopada 24

Keystone E et al., 2009 Ann Rheum Dis 68:789-796.



HAQ DI

HEALTH ASSESSMENT QUESTIONNAIRE (HAG-DIJD

Name: Date

Pleacs place an “2® In the Box whish bect dacoribes your ablifizs OVER THE PAST WEEK:

v e T
Aoy ey
DRESSING & DRODMING
Aro you abls to:
Dress soursell, Incuding shesiaces and butiers™ (] O O

Zhampoa your hai? O O O
ASBIZING
Arm you abie to:
Stan up from a strakght chak? O O O
GetIn and out ofbed? O O O
E=TING
Are you abss to:

Cu ur own meai?

LHt a %l cup or glass o your mouth?

Open a new milk carton? D D D

WaLkma

O
O

A you able to:

Walk outdoors on Sat grourd’T O a a
Climb up fve steps? O a a

Fleacs cheok any AID3 OF DEVICEZ thai you wsually wes for any of the above activiilss:

O

o5 used for Dressing [ But o ar special utsrsiis [ cruscnes
{buttom hack, zipper pull, e5c ]

oare [ wire=ichar
[ mpecial ar bult up crar [ waieas
Pleags cheok any oategories for whileh you weually nesd HELP FROM ANOTHER FERZCN:

[ preswrg and gracming [ anzra [Jzara [Jwaienz

LkALE
To00

O

Fleass piace an “x* In the box whioh bect deconbes your abiifies DVER THE PAST WEEK: ‘four ACTIVITIES: To what exiznt ane you 2ok o camy out your =
climbing stairs, carrying groceries, or moving a chair®

day physical acivies such as walking,

WATHCLT ARY
DIFCLLTY

hamLE
o000

COMPLETELY HOSTLE MODERATELY AUTRE HOTATAL

a O O a O

our PAM: How much pain have you had IN THE FAST WEEK?
\Wash and dry your bady? O o o O ©n & scale of 0 bo 100 {where zar represents *no pain® and 100 represents *severs pain®], piease record the

HYGIEN

Arn you able to:

Take= a fub bath?

Geton and o e ol

oo
oag
oag
O

‘¥our HEALTH: Fiease rabe how well pou are doing an a scale of 0 5 100 (3 represents *
rEpresents “very poort heain), plesss record the number below.

y well” and 100
REACH

Arn you able to:

REazh and gzt dowr 3 5 poeund chject (suck A

abagaf sugar) fom soave your nead? O O O O
Eiend doam 1o plck up ciothing trom ine flaor? O O O O

SERIF

Arn you able to:
Qpen car doars?

O
Open previousty opened Jars? O
O

um 5

an ang off?

O
Oooo
O

ACTIVITIES

Arn you able to:

Fun eranads and shop? D D D D
Getin an out o? 2 car? O O O O
]

Do chares SUCh 35 Waouuming o yand wore? O O O

Fleass shack any AIDE OR DEVICE? thatl you usually wes for any of the abave astiviiss:

[] satsed toliet seat [ sathaus bar [] Long-handied apolances for reach

[ satrsus zeat [ Leng-hardies 2ppila

[ 4ar aperer itar jarz previously cozned)
In bathroom

Floasce sheok any oatsgories for whioh you wsually nesd HELP FROM ANOTHER FERZON:

[ #vmien= [ meazn [ stzeimg are 2pening gz [ erranzz 2na cheres

http://www.4s-dawn.com/HAQ/HAQ-DI.html




ARD Online First, published on December 9, 2008 as 10.1136/ard.2008.099010

Golimumab, a Human Antibody to TNF-o Given by Monthly Subcutaneous
Injections, in Active Rheumatoid Arthritis Despite Methotrexate: The GO-
FORWARD Study

Golinmmab + MTX

Group 2
Assessment Group 1 Golinnmab Group 3 Group 4 Groups 3 and 4
Placebo + MTX 100 mg + placebo S0mg 100 mg Combined
Patients randomized 133 133 29 29 178
Primarv Endpoints
ACE 20 at week 14 44 (33.1%) 39044.4%) 49 (33.1%) 30 (36.2%) 99 (35.6%%)
p-value 0.059 0.001 =0.001 = 0.001
Improvement from baseline m -0.13 -0.13 -0.38 -0.30 -0.44
HAQ-DI at weelk 24 (-0.38,0.13) (-0.63, 0.23) (-0.75,-0.13) (-0.75,-0.13) (-0.75, -0.13)
p-value 0.240 =0.001 =0.001 =0.001
Secondary Endpoints
Week 14
ACE 50 13 (9.8%) 270(20.3%) 31 (34 8%) 26 (29.2%) 370(32.0%)
p-value 0.014 =0.001 =0.001 =0.00
ACE.T0 5(38%) 10(7.5%) 12 (13.5%) 2 (9.0%) 20011.2%)
p-value 0.154 0.008 0.104 0.016
ACE. 90 1 (0.8%) 1(0.8%) 2(2.2%) 0 (0.0%) 201.1%)
p-value 1000 0344 0412 0.740
0.00 10.50 28.20 25.00 27.30
ACE-N (-28.60, 25.30) (-11.20, 42.60) (0.00, &60.00) (0.00, 34300 (0.00, 56.30)
p-value 0.042 =0.001 =0.001 =0.001
Improvement from baseline -0.13 -0.23 -0.38 -0.38 -0.38
HAQ-DI (-0.38,0.13) (-0.63, 0.13) -0.75,-0.13) i-0.63, -0.13) (-0.75, -0.13)
p-value 0.097 =0.001 =0.001 =0.001
EULAER responders (DAS2E
calculated using ESE) 39 (44 4%) 79(59.4%) 63 (70.8%) 67 (75.3%) 130(73.0%)
value 0.014 =0.001 =0.001 =0.001
DAS2E (ESE) remission 2(1.5%) 1102.3%) 14 (15.7%) 16 (18.0%) 300(16.9%)




Golimumab
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Golimumab in patients with active rheumatoid
arthritis despite methotrexate therapy: 52-week
results of the GO-FORWARD study

Edward Keystone, Mark C Genovese, Lars Klareskoqg, et al.

Ann REheum Dis published online May 5, 2010
doi: 10.1136/ard.2009.116319




ARD Golimumab in patients with active rheumatoid
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Group 1: placebo +MTE —
golimumah 50 mg -+ MTX® Group I: golimumab 100 mg+placebo Group 3: golimufmab 50 my+MTY Group 4: golimemab 100 mg+MTX
Enr pscape (waeks E:gilgaanapa [weaks EE_IE mna&m [weaks
Early pscape Crossaver 100 mpg+ 2| 100 mg — 100 mg+| 50 mp+ 100 mg + 2110
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% Recuetion in tender joints 40,0172 80.0) TER(EZD 0330 2400621, 938 57.1 (37.0, Bd.4) 20.8 (559, 1000 26.5(0,73.9) BETT0A 1000 B2E (3T, TAT)
Patients with zero tender and swcllen 00 2(2.4) 910.8) i 2{11.0 01 T{0.6) o
joirits at week 24 %)
Patients with zero tender and swcllen 21511 10{12.3] 14118.1) 113.1] 15(21.4) 01 16 (24.6) oin
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Impact of Golimumab On Physical Function, Health-Related
Quality of Life, Productivity and EmEonment in
Rheumatoid Arthritis Patients: Week 52 Results From
GO-FORWARD

J Physical function was assessed using HAQ disability index and SF-36
PCS score.

o HRQoL was assessed using the PCS and MCS scores of the SF-36
J Productivity was assessed on a 10-cm VAS.

M.C. Genovese ct al Presentation Number: 1670 Poster Board Number: 403
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Impact of Golimumab On Physical Function, Health-Related Quality of Life,
Productivity and Employment in Rheumatoid Arthritis Patients: Week 52
Results From GO-FORWARD
-

PBO + MTX GLM 100 mg + PBO GLM 50 mg + MTX GLM 100 mg + MTX
Wk24, N 133 133 89 89
HAQ improvement 0.13+0.58 0.24+0.66 0.47 + 0.55* 0.45+0.52*
HAQ >0.25 improvement
38.6% 45.3% 68.2%** 72.1%**
SF-36 PCS change 25+8.1 47+88 8.3+8.3% 7.0+7.8%
SF-36 MCS change 0.8+9.7 3.4+10.2 1BTIN 4.3+10.7%
Productivity® change -0.45+2.98 -1.08+3.04 ‘{2.0i3.1*) -2.0+£25*%
Time lost from work by pt during \/
past 4 wks (days)®
5.7+19.7 1.1+2.2 0.8+3.1f 5.8+12.2
Week 52, Nd - 97 74 89
HAQ improvement - 0.49+0.66 610,64 0.51+0.56
HAQ >0.25 improvement - 60.9% ( 76_8%) 74.4%
SF-36 PCS change - 7.2 £9.7 7&%& 9.5+9.0
SF-36 MCS change - 3.4+10.2 \3.74;9} 55+11.2
~—~

*p<0.001, tp<0.05, ++p<0.0001
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5 0,7 -

90 o 76,8 78,5 0,63

80 T 68.2 72.1 0’6 - * * 0 5

70 T ’

60,9 05 - 0,47 0,45
60 ’
| 45,3 04 - 0,38

50 386 ,

40 A 0,3 - 0,25

30 =
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0 (N=133)(N=133)(N=89) (N=89) ' (N=97)(N=74) (N=89) : 0 N=TEEN=TEZ =B (N5 (N=OT)N=T4) (N=8D)
Wk 24 Wk 52 Wk 24 Wk 52
B PBO+MTX GLM 100 mg + PBO
B PBO+MTX GLM 100 mg + PBO
B GLM 50 mg + MTX GLM 100 mg + MTX
B GLM 50 mg + MTX GLM 100 mg + MTX

*p<0.001 Genovese et al. ACR 2009. Abstract 1670
++p<0.0001 Keystone et al. Ann Rheum Dis 2010;69:1129-1135. Epub 2010 May 5
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Assessing HRQoL Burden of Disease and Comparison to the
U.S. Population in RA Patients Treated with Golimumab:
Results From the GO-FORWARD Trial

Monday, October 19, 2009: 9:00 AM - 11:00 AM
Hall D (Pennsylvania Convention Center)

G. Hammond, Lincoln, RI, A. Raju, S. Parasuraman, J. Buchanan
and T. Gathany, Johnson and Johnson Pharmaceutical Services,
LLC, Malvern, PA
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Assessing HRQoL Burden of Disease and Comparison to the
U.S. Population in RA Patients Treated with Golimumab:
Results From the GO-FORWARD Trial

Scales
PF
RP
BP
GH
VT
SF
RE
MH
PCS
MCS

GO-FORWARD
Baseline Wk 14
(n=442) (n=429)

Mean Mean
32.5 36.8
34.8 40.5
35.6 415
37.3 39.7
41.6 46.2
38.2 42.4
39.0 42.3
40.5 43.7
335 38.6
43.0 45.9

U.S. Pop.

(n=2031)

Mean
48.7
49.5
49.2
49.8
50.2
49.9
50.2
49.9
49.0
50.5

Norms

Heart
Disease
(n=188)

Mean
40.3
43.6
41.9
39.9
44.3
44.2
45.5
44.3
40.7
46.5

Rheumatoid
(n=136)

Mean
42.2
43.2
41.6
42.5
46.1
44.7
45.5
46.6
41.3
47.6

Significance Testing

u.s. Heart Rheumatoid
Pop. Disease

Mean Diff. (Comparator-Trial)

11.9** 3.5* 5.5%*
9.0** 3.1* 2.8
7.7%* 05 0.1

10.1** 0.2 2.8*
4.0** -1.9 -0.1
7.5%* 1.8 2.3
7.9%* 3.2* 3.2
6.2** 0.6 2.9*

10.4** 2.1 2.7*
4.6** 0.6 1.7
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EMPLOYABILITY-ADJUSTED-LIFE-YEARS IN PATIENTS
WITH RHEUMATOID ARTHRITIS TREATED WITH
GOLIMUMAB PLUS MTX OR MTX ALONE
T

O HAQ : 1,36 (BL) => 0,92 (24 w) => 0.88 (160 w)

eular 20“'1'"1

O 33% (Gol) vs 15% (MTX) Twv acBevwv nou dev gpyaloTav =>
epyalovTal

[0 In the logistic regression model by using the derived HAQ score, age,
and gender, in the base case scenarios, over 10 years period for a RA
patient cohort with an average of 50 years of age,

B GLM-treated patients had expected employability adjusted life years of
5.92 for females and 7.15 for males

B 4.96 for females and 6.28 for males in MTX-treated patients

C Han et al and GO-FORWARD Clinical Investigators . THU0045
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Golimumab, a Human Anti-Tumor Necrosis Factor a
Monoclonal Antibody, Injected Subcutaneously Every
Four Weeks in Methotrexate-Naive Patients With
Active Rheumatoid Arthritis
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Double-Blind, Placebo-Controlled Study of Golimumab Before Methotrexate as
First-Line Therapy for Early-Onset Rheumatoid Arthritis

Paul Emery,' Roy M. Fleischmann,® Larry W. Moreland,” Elizabeth C. Hsia* Ingrid Strusberg.®
Patrick Durcz,” Peter Nash,” Eric Jason B, Amante,® Melvin Churchill,” Won Park,®
Bernardo Antonio Pons-Estel,!* Mittie K. Doyle,* Sudha Visvanathan, 2
Weichun Xu," and Mahboob U. Rahman*

Pulianis Fandomiced {N=f3T)

I
1 ¥ 1 '

i 1 Growp 2 Goup 3 G 4
Flaceba + MTX Golimunab 100 mg + placsba Golimurmab 50 mg « MTX Golimurab 100 Mg + MTE

' t 1 1

Hurbar of pafianss

P—— 180 158 128 i)

Nusber o pabants

Irnafed TG 157 158 153

Subsinergom (5O 100 | Dead: 22 Biibeusansmig 9 Oegd: 0 Bubculsnesug B el 5 Subeiitassoin: 10 | Oeal- 10
=1 ke dvnt -1 disgztirngd -1 adwir g weenl -2 dacnntingsd & adverin weenl | | -1 disconireed A wevaran manl | | -7 acherse svanl

Humbor of -1 ursateRony SC wonm [wirganing of FA) SC sganl -1 leest 5o bollows-up SC mpant -1 ol b alow-up {1 worsening of RA)

padenis who aficacy -3 peheeean wvent | | -3 unsalsfacion -1 pchwecin eveni -1 dedth -4 poheerse evani -1 dwalh +1 lost o fodow-up

dizcantined “Skeet w el || -1 urmastisfasiony wHisuny fweormning of FAY | |-1 other -1 ot 0 lobiewus | | -2 ot -1 death 2

sty aganl 5 gty #licacy -5 gler -2 wwsisfactony -1 death 1 oifar '
-3 ket by o lorw-ug: efficacy -1 oFer E
=4 ol -5 omwar 2

s of pabants who + ; I

xxp:"':ﬂ'f‘-'h'-':#‘ VAL B 1Al I LLT T T 161 (G6H%|

wsmk 14




ARTHRITIS & REEUMATISM

Golimumab, a Human Anti-Tumor Necrosis Factor «
Monoclonal Antibody, Injected Subcutaneously Every
Four Weeks in Methotrexate-Naive Patients With
Active Rheumartoid Arthritis

Twenty-Four-Week Results of a Phase III, Multicenter, Randomized,

Double-Blind, Placebo-Controlled Study of Golimumab Before Methotrexate as
First-Line Therapy for Early-Onset Rheumatoid Arthritis

1 ]
Paul Emery,! Roy M. Fleischmann,? Latry W. Moreland.? Elizabeth C. Hsia* Ingrid Strusberg,®
Patrick Durez,” Peter Nash,” Eric Jason B. Amante,® Melvin Churchill,” Won Park,®
Bernardo Antonio Pons-Estel, ! Mittie K. Doyle,* Sudha Visvanathan,12

Weichun Xu,'"* and Mahboob U. Rahman*

b -]
2
8

60

g8 8
PR

40

8

a0 -
20

10

Percent of Patients
Percent of Patients

16883
16884

..
=
-
=

o
-
@

e

(=]

12 16 20 24 [} 12 16 20 24
Weeks Weeks

o
3
3

D ACRS0
15

8

20 4

Parcent of Patients
Percent of Patients

16885
16886

I I I I I

12 16 20 24
Weeks

(-]
B~
[+ -]

—O— Placebo + MTX
—'— Golimumab 100 mg + Placebo




ARTHRITIS & RHEUMATISM
Vol @, No. 5, Avaust 209, pp 22722283
DO 1102563

009, American Coleg of Rheumatolbgy

Golimumab, a Human Anti-Tumor Necrosis Factor a
Monoclonal Antibody, Injected Subcutaneously Every
Four Weeks in Methotrexate-Naive Patients With
Active Rheumatoid Arthritis

Twenty-Four-Week Results of a Phase III, Multicenter, Randomized,
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First-Line Therapy for Early-Onset Rheumatoid Arthritis
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Group 1, Group 2, Group 3, Group 4,
placebo golimumab 100 mg  golimumab 50 mg  golimumab 100 mg Groups 3 and 4
plus MTX plus placeba plus MTX plus MTX combined
(n = 160) {n = 150) {n = 159} {n = 159} {n = 318)
ACRS0 response, all randomized 47 (204 S2{32.T 64 (40.3) [0.042] S8 (36.5)[0.177) 122 (38.4) [0.053]
patients [P
Patients with CRF level < 1.5 mg/d] at 21/83 (25.3) I0E0(3T.E) AR (40.2) 24082293 STi164 (34.5)
sereening
Patients with CRF level =15 mg/dl at 26/77 (33.8) 2TA(2TE) 3UTT40.3) MTT(HI) 63154 (42.2
screening
ACRS0 response, post hoo analysis of all — 47/160(20.4) SHIST (330 64158 (40.5) [0.038] 58150 (36.5) [L1T7] 124317 (38.5) [0.049)
treated patients [Pt
ACRS0 response, all randomized 34095 (35.8) 26/90(25.9) JRB6 (4.2 [0250])  3T/ED (H6) [0.240]  THI169 (44.4) [0.178]
patients with abnormal baseline
CRF level [P]f
ACRS0 response, all randomized 47 (204 53333 64 (40.3) [0.042] 60 (AT Ty [0114) 124 {3000) [0.029]
patients with CRP level <0.3 mg/d]
assigned to (.15 mg'dl nstead of 0.3
mg/dl, post hoc analysis [F]
ACR20 response, all randomized TO49.4) B2 (51.68) 08 (61.6) [0.028] 08 (B1.6) [0.028] 196 {61.6) [(L011]
patients [P
ACRTO response, all randomized 25(15.6) 22{138) 38 (23,09 [0.064) 20 (18.2) [0535] 67 (21.1)[0.155]
patients [F
ACRY0 response, all randomized 5(3.1) 5(31) 15 (9.4 [0.021] 12 (7.5) [0.080] 2T (B.5) [0.027]
patients [P
ACE-N, median % improvement [P 18.20 21.60 33,30 [0.015] 2780 [0.065] 3245 [0.017)
DASZE using CRP level, good or o7 (606 105 (66.0) 120(75.5) [0L005] 120 (T5.5) [0.004]  240(75.5) [«<0.001]
moderate response [P]
DASIE using ESR, good or moderate Q8 (613 107 (67.3) L16(73.0) [LO2T]  122(T6.7) [0.003) 238 (T4.8) [0.002)
response [P
DASZE using CRP level, remission [P 45(28.1) 40(25.2) 61 (38.4) [0.050] A0 (377 [0.069) 121 (38.1) [0.031]
DASIE using ESR, remission [P 18113 150157 40 (25.2) [0.001] 31 19.5) [0u040] T1{22.3) [0.003]
Median % improvement from baseline
Swollen joint count 66,70 66,70 THA0 [0.127] T1.40[0.293] T5.00 [0.133]
Tender joint count 5710 57.10 67.20 [0.023] 66,70 [0.085] 66,70 [0.020]
Patient’s assessment of pain 4435 38.30 5215 [0.028] 51.65 [0.038) 52005 [0.013]
Paticnt's asscssment of discase activity 36,70 .70 40.55 [0.042] 51.55 [0.005] 50,40 [0.005]
Physician's assessment of discase 63.00 57.05 66,70 [0.206] e 64,70 [0.257]
actvity
CRP level 42.00 25.00 5710 [0.002] 6250 [0.014] 57.60 [0.001]
HAT disability mdex 05 IS I365 [0.181] I555 [0.06] IS8 [0019]

scln I ]§ .




16-15 JUNE 2000

LONG-TERM EFFICACY AND SAFETY OF GOLIMUMAB, A HUMAN
ANTI-TNF ALPHA MONOCLONAL ANTIBODY, IN
METHOTREXATE-NAIVE RHEUMATOID ARTHRITIS PATIENTS:
RESULTS FROM THE GO-BEFORE STUDY (104 w)
.

eular 2010

Group 1* Group 2* Group 3° Group 4*
Randomized pts (n) | 160 159 159 159
ACR20 WKk 52 = 101(63.1%) 104(65 . 4%) 10968 6%5) 112(70.4%)
Wk 14 10(68.1%%) SN 56 0%) 11(69.8%) 11673 0%)
ACRS0OWKS2 | 65(40.6%) NX44.0%) GN43.4%) 81(50.9%)
WK1 84(52 5%) G5(40 9%) S4(52 §%) $4(52.8%)
ACR70 WK 82 | 39(24.4%) 324 5%) 3528 3%) $2(32.7%)
Wk 14 S6(35.0%%) 430 8%) SN37.1%) 61(38 4%)
DAS2S (CRP) GoodN\od
Response WK 52 1174 4%) 128(80.5%) 128(80.5%) 12(81.1%)
WKk104 | 123(769%) 105(66.0°%) 127(79.9%) 128(80 3%%)
DAS28 (CRP) Remission
WKS2 | 62385%) G(37.7%) 72(45.3%) 75(47.2%%)
WK 104 | 77(48.1%) 66(41.5%) 86(54.1%) 82(51.6%)
Proportion with HAQ
improvement 20,25
wWks2 1E(T1.7%) 1O(69.9%) HI3(72.4%) 120X76 4%)
WK 14 HHT1.7%) 83(53.2%) 104(66.7%) 112(71.3%)

R.M. Fleischmann Ann Rheum Dis 2010;69(Suppl3):681
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BeATimon TNC owpaTikNG AsIToupyiac
ano TIC 24 wc TIc 104 eBdopadsc Bepaneiac

(Go Before study) eular 2010
|

% acBevwyv pe BeAtiwon HAQ 20.25

100 -
90
80 1 20 768 °
70 A
60 -
50 +
40 A
30 1
20
10 ~
0 ' ' —
Wk 24 Wk 52 Wk 104
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AeuTEPEUOV TEAIKO ONUEio:
BeATiwon Tou FACIT-F

MeTaBoAr Tou FACIT-F 1ic eBdoudadec 14 kai 24

6*

m Placebo (n=155)

m GLM 50mg (n=153)

MetaBoAr Tou FACIT-F

ERSopéda 14 ERSopdda 24

* p<0.0003; **p<0.05 vs placebo

Smolen J et al., 2009 The Lancet, 374:210-221.



GOLIMUMAB IN RHEUMATOID ARTHRITIS PATIENTS PREVIOUSLY
TREATED WITH ANTI-TNF ALPHA AGENTS: 2 YEAR RESULTS eular 2010
FROM GO-AFTER STUDY

Assessment | Group 1* | Group 2* | Group 3*
| Randomized pts (n): 150 | 147 | 148
Pts who entered EE at WK 16 T0(36.7%) | 41(28.1%) -
Pts who were receiving GIM 120 96
SO mg at Wk24 |
Pts who had an opportunity 107(89.2%) TS(81.3%)
o receive a dose escalation
after DBL, {
Pts who received a dose 18(72.9%) 41(52.6%)
escalation at anytime through
Wk 100
Wk 82 58(38.7%) 59(40.1%) TN520%%)
Wk 100 ST380%) 64(43.5%) 66(44.6%)
ACR 50

81% Twv aoBevwyv oe GLM 50 mg nou netuxav BeATiwon
HAQ>0.25 Tnv €Bdouada 24, Tn diatnpnoav wc Tnv
geBoouada 100

WK 100 | 73(48 Tey/34(22.7%6) | 81(55.1%6) 4023.1°
No of pts who achieved HAQ
improvement 20.25 at wk24 35/45(77 8%) SSP8(80.9%) S5/73(75.3%)
and maintained improvement

through wki00 | |

No. swollen joints at Wk 100 60.0 6452 7113
% improvement from (10,00, 86.36) (25.00, 86.36) (28.57, 95.45)

baseline

$8(59,5%6)/41(27.7%)

J.S. Smolen et al, Ann Rheum Dis 2010;69(Suppl3):681



GOLIMUMAB ADMINISTERED SUBCUTANEOUSLY EVERY FOUR
WEEKS IN PATIENTS WITH ACTIVE RHEUMATOID ARTHRITIS WHO
WERE PREVIOUSLY TREATED WITH ANTI-TNFA AGENT(S):
EFFICACY RESULTS OF THE RANDOMIZED, DOUBLE-BLIND,

PLACEBO-CONTROLLED, GO-AFTER STUDY THROUGH WEEK 160

16-28 MAY 201I.J§

eular 2011

Group 1 Group 2 Group 3

(Placebo— 50/100 mg)? (50/100 mg)3 (100 mg)
No. of randomized pts? N=150 N=147 N=148
Baseline (mean + SD)
Disease duration (years) 12.4 +£9.58 12.4+9.24 10.6 £ 7.90
CRP (mg/dL) 2.1+3.16 2.2+2.97 2.1+3.38
HAQ score (0-3) 1.6+0.6 1.6+0.7 1.5+0.7
DAS28-CRP score 5.7 £1.05 59+1.11 5.7+0.98

Number (%) of pts
ACR 20 response
Wk52
Wk100
Wk160

58/150 (38.7%)
57/150 (38.0%)
47175 (72.7%)

59/147 (40.1%)
64/147 (43.5%)
54/81 (66.7%)

77/148 (52.0%)
66/148 (44.6%)
46/81 (56.8%)

ACR 50 response
Wk52
Wk100
Wk160

32/150 (21.3%)
36/150 (24.0%)
25/75 (33.3%)

27/147 (18.4%)
36/147 (24.5%)
36/81 (44.4%)

35/148 (23.6%)
37/148 (25.0%)
29/81 (35.8%)

DAS28-CRP response
Wk52
Wk100
Wk160

76/150 (50.7%)
73/150 (48.7%)
54/75 (77.1%)

84/147 (57.1%)
81/147 (55.1%)
66/81 (82.5%)

98/148 (66.2%)
88/148 (59.5%)
61/81 (79.2%)

HAQ improvement = 0.25
Wk52
Wk100
Wk160

58/108 (53.7%)
51/92 (55.4%)
44175 (58.7%)

65/114 (56.0%)
59/97|(60.8%)
53/81{(65.4%)

74/116 (63.8%)
62/104 (59.6%)
51/80 (63.8%)

1Excludes 16pts (5/Grpl, 6/Grp2, 5/Grp3) from site7465 due to study conduct violations. 2Includes pts who early escaped at wk16 or
crossed over at wk24 to receive GLM50mg or dose escalated after the wk24 database lock to receive GLM 100mg. 3Includes pts

who early escaped at wk16 or dose escalated after the wk24 database lock to receive GLM100mg.

Smolen et al

AB0425
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: ACR/ARHP 1 0

% Sclentific Meeting

Pro- Confierence Coumat: hovomser &7, 2000

Treat-To-Target for the Management of Rheumatoid Arthritis: s Scomtic Seons: Kovembe 111, 200
A Validation Using Patient Reported Outcomes Data from
Two Phase III Clinical Trials of Golimumab

O

The overall distribution of SF36-PCS shifted significantly towards a
distribution observed in the normal population at week 24 through 104

Compared to patients without remission, more patients in remission
at week 24 achieved

a normal physical function (HAQ < 0.5) (75.3% vs. 27.3%),

a SdF—36 PCS>50 (median value of general population) (48.3%, vs. 7.6%)
an

a SF-36 MCS>50 (median value of general population) (66.3% vs. 40.3%),
regained employability (43.5% vs. 27.6%)

achieved significant improvement in work productivity (80% vs. 28.3%)
from baseline (all p-values<0.01).

Greater improvements (median) in FACIT-Fatigue (week 24: 12.0 vs.
4.0) and in BPI-Pain score (week 14: 2.1 vs. 0.8) were observed
among patients in remission than patients without remission

Ed C. Keystone et al. 1136



The Brief Pain Inventory (BPI)
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2,48
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Go-After)
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After)
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J. Buchanan, R. Fleischmann et al, EULAR 2009, abstr. THU0210



GENDER DIFFERENCES IN BASELINE DISEASE CHARACTERISTICS,
CLINICAL EFFICACY, AND SAFETY IN RHEUMATOID ARTHRITIS

PATIENTS FROM THREE RANDOMIZED, DOUBLE-BLIND, PLACEBO- eular 2010
CONTROLLED STUDIES OF GOLIMUMAB

Men Women
Pts treated 289 1253
Baseline characteristics (mean/median)

| Age (yrs) 53 4/54.0 50.6/51.0*"
CRP (mg/dL) 2411 21/1.0
DAS-28 5.8/6.0 6.3/6.3**
Disease duration (yrs) 66/3.5 7.6/4 6*
ESR (mmhr) 35.9/30.0 42 0/35.0**
HAQ score 1.211.1 1.6/1.6*
Mormning stiffness (min) 143.6/90.0 159.8/80.0
Rheumatoid factor 222.0/87.0 180.3865.0
Swollen joint count 1541120 15.9M130
Tender joint count 24 6/200 28 .5/26 0**
Anti-CCP posdive 76.6% 74.5%

Clinical Efficacy @ Wk24 (% or mean/median improvement)
ACR20/50/70 50%I34%/20% 44%24%"*12%"*
DAS28(CRP) response/ 62%/34% 59%/24%**
remission
Change in CRP -1.2/-0.4 -0.8/.0.2*
PROs & Wk24 (meanimedian improvement)
SF-36 PCS (2 tnals) 7.9/7.0 7.2/6.0
SF-356 MCS (2 tnais) 2621 42135
FACIT-fatigue (2 trials) 5140 S.50.0
HAQ 0403 04104
Safety @ Wk24 (%)

Adverse events 69 6% 75.4%"*
Serious adverse events 6.2% 7.1%
Serious infections 24% 2.5%

*, ** p<0.05, 0.001, respectively, versus men

DE Frust et al . Ann Rheum Dis 2010;69(Suppl3):681



Golimumab, a Human Anti-TNF_ Monoclonal Antibody

Administered Subcutaneously Every Four Weeks as ;SAFEJAMRI:!P']O
Monotherapy in Patients with Active Rheumatoid Arthritis N s e

Aniual Soemihe Seiiong: Novembed T-11, B350

Despite DMARD Therapy: 24-Week Results of Clinical and
Radiographic Assessments

Tables. Efficacy at Wk 14 and Wk 24

Assessment PBO GLM 50 mg GLM 100 mg
Patients treated (n) 105 101 102
Primary Endpoint
ACR 20 at Wk 14 20 (19.0) 51 (50.5)* 60 (58.8%)*
Secondary Endpoints
Wik 14
ACR 50 6 (5.7%) 20 (28.7%)* 33 (32.4%)*
ACR 70 1 (1.0%) 13 (12.9%)** 12 (11.8%)%**
DAS2E (ESR) moderate 26 (27.7%) 69 (T1.1%)* 74 (74.0%)*
respopnders
| Improvement from baseline in —0.042 (0.546) 0.255(0.507)* 0.330 (D.450)*
HAQ (mean [SD]), range (—1.88, 1.75) (—1.88, 1.38) (—0.750, 1.75)
k24
Change from baseline in vdH-S
(TSS)
Mean (SD), (range) 2.58 (4.69) 1.87 (4.09) 2.13(10.42)
(—2.5,29.8) (—1.8,23.00 (—2.5, 102.5)
Median (IQ) range) 1.00 (0.00, 3.50) 0.50 (0,00, 2.00y 0.00 (—0.50, 2.00)
p-value 0.1802 0.0043

Change from baseline in joint
space narrowing score

Mean (SD), (range) 0.90 (1.89) 1.02 (2.83) 0.96 (5.05)
(—1.0,9.5) (—1.5,17.5) (—2.0, 48.5)

Median (IQ) range) 0.00{0.00, 1.00y 0.00 (0,00, 0.50) 0.00 (0.00, 0.50)

p-value 0.3373 0.0832

Change from baseline in bone
erosion score

Mean (8D), (range) 1.28 (2.49) 0.98 (2.06) 1.13(5.69)
(—2.5,14.5) (—1.5, 11.5) (—2.5, 54.0)

Median (IQ) range) 0.50 (0,00, 2.00) 0.50 (0,00, 1.00y 0.00 (0.00, 1.00)

e 0.5895 0.0316

+p<0.0001; **plE0.0007; ***p=0.0013

Tsutomu Takeuchi et al , 1814



Golimumab

KAIVIKN HEAETN: Mnviaia xopnynon

Lack of Racial Differences in the
Pharmacokinetics of Subcutaneous Golimumab
in Healthy Japanese and Caucasian Male
Subjects
Jie Ling, PhD, Sally Lyn, MSc, Zhenhua Xu, PhD, FCE Meguru Achira, PhD, Esther

Bouman-Thio, MD, Akira Shishido, MSc, Jovce Ford, BS, Gopi Shankar, PhD, MBA, Carrie
Wagner, PhD, Kenneth T. Kim, MD, Hugh M. Davis, PhD, and Honghui Zhou, PhD, FCP

10

Golimumab (ug/mL)

0.1

£01 CUYKEVTPWOT)

4

Limit of detection

14 21 28 35 42 49

| Clin Pharmacol 2010:50:79:2-802




CUMNEPACUATA

O O acBevnc pe PA evdiapepeTal yia Tnv noiotnta {wnc

O Kail n BeATiwon Tng noidotnTac {wnc , Nou n BepaneuTIKN
aywyrn NpoopEPEl, MPEMNEI va ANOdEIKVUETAI

O To golimumab (n)\npooq avepwnlvo anti TNF -a
HOVOKAWVIKO avnowua) gival anoTeAeoUATIKO & aOPAAEC
oTNV avTigeTwnion Tn¢ PA

0 Meoa ano osipa JeEAETwV & pnviaia xopnynon & neva
L] (pcnvsTcu OTI npoocpspsl onuavTikn BeATiwon oTnv noidTNTA
(wNc TwV aoBevwyv pe RA
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