
Εηζαγωγή λέωλ αληη-TNF παραγόληωλ 

Από ηε βειηίωζε ηες λόζοσ  

ζηε βειηίωζε ηες ποηόηεηας δωής:  

Το παράδειγμα του Golimumab 
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Βηνινγηθνί παξάγνληεο & RA  

 

Η βειηίσζε ηεο λόζνπ (DAS 28, ACR, CRP) 

 

 

Βειηίσζε ηεο πνηόηεηαο δσήο ??? 

Δίλαη απηνλόεην ??? 
Δίλαη δεδνκέλν   ??? 



Παξάδεηγκα Νν 1 

 

• Όια (???) ηα δηθσζθσληθά έρνπλ έλδεημε 

γηα πξνζηαζία θαηάγκαηνο ηζρίνπ  



Παξάδεηγκα Νν2 

 



Παξάδεηγκα Νν2 



Παξάδεηγκα Νν3  

 



Βηνινγηθνί παξάγνληεο / πνηόηεηα δσήο  

• Γελ είλαη πάληα όια δεδνκέλα  

 

• Γελ ππάξρεη πάληα άκεζε ζπζρέηηζε  

• Γεηθηώλ θιεγκνλήο  

• Πνηόηεηα δσήο  



ΡΑ  

Πνιιέο κειέηεο δείρλνπλ ζεκαληηθή έθπησζε ηεο 
πνηόηεηαο δσήο αζζελώλ κε ΡΑ 

 
• ΢σκαηηθή ιεηηνπξγία 

 

• Ψπρνινγηθή θαηάζηαζε 

 

• Κνηλσληθή ιεηηνπξγία 

Strand V, Khanna D The impact of rheumatoid arthritis and treatment on patients' lives.  
Clin Exp Rheumatol.2010 May-Jun;28(3 Suppl 59):S32-40. Epub 2010 Jun 22. 



Οη ζεξαπεπηηθνί ζηόρνη γηαηξνύ θαη 
αζζελνύο δελ είλαη απαξαίηεηα ίδηνη 

Γηα ηο γηαηρό 

 Μείσζε ηνπ πόλνπ 

 Δπίηεπμε ύθεζεο ή 
ρακειήο ελεξγόηεηαο 
λόζνπ 

 Αλαζηνιή ηεο 
αθηηλνινγηθήο εμέιημεο 

 Βειηίσζε ηεο ζσκαηηθήο 
ιεηηνπξγίαο 

 

 

 

Γηα ηολ αζζελή 

 Μείσζε ηεο επίδξαζεο 
ηεο λόζνπ ζηελ 
θαζεκεξηλή δσή 

 Μεησκέλε θαη αξαηή 
ιήςε θαξκάθσλ 

 Αζθαιή θάξκαθα 

 Δπηθνηλσλία κε ην 
γηαηξό 

Van der Heijde D. Ann Rheum Dis 2001;60:iii47-iii50. McInnes B, et al. Ann Rheum Dis 2009;68(suppl 3):240. 



Τη επηζσκούλ οη αζζελείς κε ΡΑ; 

56% επηζπκνύλ 

ιηγόηεξν πόλν ή 

θαύζν θαηά ηελ 

έλεζε 

88% πξνηηκνύλ 

κεληαίν δνζνινγηθό 

ζρήκα 

51% 

πηζηεύνπλ 

όηη ε ΡΑ 

ειέγρεη ηε 

δσή ηνπο 

48% ρξεηάδνληαη 

βνήζεηα ζηελ 

θαζεκεξηλόηεηά 

ηνπο 

25% αζζελώλ ζε 

βηνινγηθή ζεξαπεία 

ζπλερίδνπλ λα 

έρνπλ πςειά 

επίπεδα πόλνπ 

33% επηζπκνύλ πην 

απνηειεζκαηηθέο 

ζεξαπείεο 

McInnes IB, et al. Ann Rheum Dis. 2009;68(suppl 3):240. 

McInnes IB, et al. EULAR 2010. Abstract AB0302-HP. 



Golimumab  

 

• CNTO -148  

 

• Simponi TM  

 

• Πιήξσο αλζξώπηλν anti TNF –α κνλνθισληθό αληίζσκα  

 

• Θεξαπεία ΡΑ , AS , PsA  (ελεξγό) (FDA : 24/4/09) 



Golimumab 

 

• 50 mg / 100 mg (> 100 kg) (1 θνξά ην κήλα)  

 

• Χνξεγείηαη SC / IV 

 

• Με / ρσξίο ΜΣΧ (ΨΑ , Α΢)  



Golimumab  

 

• Γεκηνπξγήζεθε κεηά από αλνζνπνίεζε γελεηηθά εηδηθνύ 
πνληηθηνύ κε αλζξώπηλν TNF 

•  Παξάγεη ΜΟΝΟ αλζξώπηλεο αλνζνζθαηξίλεο 

 

• Αληίζσκα κε αλζξώπηλεο κεηαβιεηέο & ζηαζεξέο 
πεξηνρέο  

 

• Γεζκεύεηαη θαη κε ηνλ δηαιπηό θαη κε ηνλ δηακεκβξαληθό 
TNF  

 



Golimumab 

1ε θιηληθή κειέηε (phase I)  

 

 



Golimumab 

θιηληθή κειέηε ζε ΡΑ (phase II)   

 

 





Golimumab 

θιηληθή κειέηε ζε ΡΑ (phase II):  
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ACR20 κε δόζε 50 mg θάζε 2 ή 4 εβδοκάδες 

Απχική εξέηαζη: 

Μέζη διάπκεια νόζου: 5,6-9 έηη 

Μέζη CRP (mg/dl): 1,4-2,1 

Μέζο DAS28 (CRP): 4,8-5,4 

Μέζο HAQ: 1,3-1,8 





Golimumab 

θιηληθέο κειέηεο ζε ΡΑ (phase III) 





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

Πξώηκε  

δηαθπγή  
(MTX) 

N=36 

GLM 100 mg 

+ Placebo 

n=133 

GLM 50 mg 

+ MTX 

n=89 

Πξώηκε  
δηαθπγή  

 (GLM 100 mg) 

N=15 

Πξώηκε  

δηαθπγή 
(GLM 50 mg) 

N=41 

Placebo 

+ MTX 

n=133 

GLM 100 mg 

+ MTX 

n=89 

Πξώηκε  
δηαθπγή  

 (θακία κεηαβνιή) 
N=0 

Δβδ 4 

Δβδ 16 

SC 

Δβδ 0 

Δβδ 8 

Δβδ 12 

Δβδ 20 

Δβδ 14* 

Δβδ 24** 

Δβδ 52: 

Δλεξγή 

Θεξαπεία ΢πλ-πξσηαξρηθά ζεκεία 

*ACR 20 ηελ εβδνκάδα 14 

**Μεηαβνιή από ηελ αξρηθή εμέηαζε ζην HAQ ηελ εβδνκάδα 24 

Αζζελείο κε ελεξγό ΡΑ  
παξά ηε ζεξαπεία κε MTX (n=444) 



HAQ DI  

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





Golimumab 

θιηληθέο κειέηεο ζε ΡΑ (phase III) 



Keystone et al. Ann Rheum Dis 2010;69:1129–1135. Epub 2010 May 5 





 
 
Impact of Golimumab On Physical Function, Health-Related 

Quality of Life, Productivity and Employment in 
Rheumatoid Arthritis Patients: Week 52 Results From 
GO-FORWARD  
 
 

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

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

 
M.C. Genovese et al  Presentation Number: 1670  Poster Board Number: 403  





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  2.5±8.1  4.7±8.8  8.3±8.3*  7.0±7.8*  

SF-36 MCS change  0.8±9.7  3.4±10.2†  1.8±10.9  4.3±10.7†  

Productivityb change  -0.45±2.98  -1.08±3.04  -2.0±3.1*  -2.0±2.5*  

Time lost from work by pt during 

past 4 wks (days)c  

5.7±19.7  1.1±2.2  0.8±3.1†  5.8±12.2  

Week 52, Nd  -  97  74  89  

HAQ improvement  -  0.49±0.66  0.61±0.64  0.51±0.56  

HAQ ≥0.25 improvement  -  60.9%  76.8%  74.4%  

SF-36 PCS change  -  7.2 ±9.7  8.9±9.1  9.5±9.0  

SF-36 MCS change  -  3.4±10.2  3.7±9.4  5.5±11.2  

M.C. Genovese et al  Presentation Number: 1670  Poster Board Number: 403 *p<0.001, †p<0.05, ++p<0.0001  
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GLM 50 mg + MTX GLM 100 mg + MTX

΢εκαληηθή βειηίσζε  
ηεο ζσκαηηθήο ιεηηνπξγίαο  
ζηηο 24 θαη 52 εβδνκάδεο ζεξαπείαο 

*p<0.001 

++p<0.0001 

Σελ εβδ. 52 δελ ζπγθξίζεθαλ νη νκάδεο κεηαμύ ηνπο 

Genovese et al. ACR 2009. Abstract 1670 

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  

 
Presentation Number: 731  

Poster Board Number: 82  

mailto:ghammond@qualitymetric.com
mailto:ghammond@qualitymetric.com


Assessing HRQoL Burden of Disease and Comparison to the 
U.S. Population in RA Patients Treated with Golimumab: 
Results From the GO-FORWARD Trial 

   GO-FORWARD  Norms  Significance Testing  

   Baseline  

(n=442)  

Wk 14  

(n=429)  

U.S. Pop.  

(n=2031)  

Heart 

 Disease  

(n=188)  

Rheumatoid  

(n=136)  

U.S.  

Pop.  

   

Heart 

 Disease  

   

Rheumatoid  

   

Scales  Mean  Mean  Mean  Mean  Mean  Mean Diff. (Comparator-Trial)  

 PF  32.5  36.8  48.7  40.3  42.2  11.9**  3.5*  5.5**  

 RP  34.8  40.5  49.5  43.6  43.2  9.0**  3.1*  2.8  

 BP  35.6  41.5  49.2  41.9  41.6  7.7**  0.5  0.1  

 GH  37.3  39.7  49.8  39.9  42.5  10.1**  0.2  2.8*  

 VT  41.6  46.2  50.2  44.3  46.1  4.0**  -1.9  -0.1  

 SF  38.2  42.4  49.9  44.2  44.7  7.5**  1.8  2.3  

 RE  39.0  42.3  50.2  45.5  45.5  7.9**  3.2*  3.2  

 MH  40.5  43.7  49.9  44.3  46.6  6.2**  0.6  2.9*  

PCS  33.5  38.6  49.0  40.7  41.3  10.4**  2.1  2.7*  

MCS  43.0  45.9  50.5  46.5  47.6  4.6**  0.6  1.7  



Βειηίσζε ηεο πνηόηεηαο δσήο κε Golimumab 
ζηηο 24 εβδνκάδεο 
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EMPLOYABILITY-ADJUSTED-LIFE-YEARS IN PATIENTS  
WITH RHEUMATOID ARTHRITIS TREATED WITH 
GOLIMUMAB PLUS MTX OR MTX ALONE 

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

 

 33% (Gol) vs 15% (MTX) ησλ αζζελώλ πνπ δελ εξγαδόηαλ => 
εξγάδνληαη  

 

 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,  

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

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

C Han et al and GO-FORWARD Clinical Investigators . THU0045  

http://rds.yahoo.com/_ylt=A0PDoS2nUABOFXoAeI.JzbkF;_ylu=X3oDMTBpaWhqZmNtBHBvcwMzBHNlYwNzcgR2dGlkAw--/SIG=1iglbdj1k/EXP=1308672295/**http%3a//images.search.yahoo.com/images/view%3fback=http%253A%252F%252Fimages.search.yahoo.com%252Fsearch%252Fimages%253Fp%253DEULAR%252B2011%2526ei%253DUTF-8%2526fr%253Db1ie7%2526fr2%253Dtab-web%26w=320%26h=480%26imgurl=a3.mzstatic.com%252Fus%252Fr30%252FPurple%252F95%252F74%252F23%252Fmzl.keysmavx.320x480-75.jpg%26rurl=http%253A%252F%252Fappshopper.com%252Fbusiness%252Feular-2011%26size=90KB%26name=EULAR%2b2011%26p=EULAR%2b2011%26oid=8526f9c180fe7d990021e542de7f254f%26fr2=tab-web%26no=3%26tt=398%26sigr=1193o6u24%26sigi=1229gsqme%26sigb=12nhrv4u7%26.crumb=QoEllu5JZ4w


Golimumab 

θιηληθέο κειέηεο ζε ΡΑ (phase III) 





Αληαπόθξηζε ACR ζηνπο 6 κήλεο 





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

R.M. Fleischmann Ann Rheum Dis 2010;69(Suppl3):681  
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Βειηίσζε ηεο ζσκαηηθήο ιεηηνπξγίαο  
από ηηο 24 σο ηηο 104 εβδνκάδεο ζεξαπείαο 
(Go Before study) 

*p<0.001 

++p<0.0001 

Σελ εβδ. 52 δελ ζπγθξίζεθαλ νη νκάδεο κεηαμύ ηνπο 

% αζζελώλ κε βειηίσζε HAQ ≥0.25 

Emery P et al, Arthritis & Rheum, 2009;60:2272-2283 
Fleischmann R et al, Ann Rheum Dis 2010;69(Suppl3):681.  



Golimumab 

θιηληθέο κειέηεο ζε ΡΑ (phase III) 





Αληαπόθξηζε ACR 20% ζηηο 24 w 







FACIT F  

http://www.facit.org/FACITOrg/Questionnaires 



00

-13,3-13,4
-15

-13

-11

-9

-7

-5

-3

-1

Δβδνκάδα 14 Δβδνκάδα 24

Γ
ηά

κ
εζ

ε
 κ

εη
α

β
ν

ι
ή

 α
π

ό
 η

ε
λ
 α

ξ
ρ

ηθ
ή

 ε
μέ

ηα
ζ

ε

PBO + MTX
(n=133)

GLM 50mg + MTX
(n=89)

Γηάκεζε κεηαβνιή ηνπ HAQ  
ζηηο 14 & 24 w 
 

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



Μεηαβολή ηοσ FACIT-F ηις εβδομάδες 14 και 24  
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Γεπηεξεύνλ ηειηθό ζεκείν: 
Βειηίσζε ηνπ FACIT-F 

* 

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

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

** 



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

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

81% ησλ αζζελώλ ζε GLM 50 mg πνπ πέηπραλ βειηίσζε 
HAQ>0.25  ηελ εβδνκάδα 24, ηε δηαηήξεζαλ σο ηελ 
εβδνκάδα 100 



GOLIMUMAB ADMINISTERED SUBCUTANEOUSLY EVERY FOUR 
WEEKS IN PATIENTS WITH ACTIVE RHEUMATOID ARTHRITIS WHO 
WERE PREVIOUSLY TREATED WITH ANTI-TNFΑ AGENT(S): 
EFFICACY RESULTS OF THE RANDOMIZED, DOUBLE-BLIND, 
PLACEBO-CONTROLLED, GO-AFTER STUDY THROUGH WEEK 160 

  

  

No. of randomized pts1 

Group 1  

(Placebo→ 50/100 mg)2 

N=150 

Group 2  

(50/100 mg)3 

N=147 

Group 3  

(100 mg) 

N=148 

Baseline (mean ± SD) 

Disease duration (years) 

CRP (mg/dL) 

HAQ score (0-3) 

DAS28-CRP score 

  

12.4 ± 9.58 

2.1 ± 3.16 

1.6 ± 0.6 

5.7 ±1.05 

  

12.4 ± 9.24 

2.2 ± 2.97 

1.6 ± 0.7 

5.9 ± 1.11 

  

10.6 ± 7.90 

2.1 ± 3.38 

1.5 ± 0.7 

5.7 ± 0.98 

Number (%) of pts 

ACR 20 response 

  Wk52 

  Wk100 

  Wk160 

  

58/150 (38.7%) 

57/150 (38.0%) 

47/75 (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%) 

44/75 (58.7%) 

  

65/116 (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/Grp1, 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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Treat-To-Target for the Management of Rheumatoid Arthritis:  
A Validation Using Patient Reported Outcomes Data from  
Two Phase III Clinical Trials of Golimumab 

 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 SF-36 PCS>50 (median value of general population) (48.3%, vs. 7.6%) 

and  
 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 





Σν Golimumab απμάλεη ζεκαληηθά ηελ 
παραγωγηθόηεηα αζζελώλ κε ΡΑ (3 κειέηεο) 

0,52

1,77

2,9

2,1

0,45

2,27

1,97

2,48

2

0

1

2

3

Go-before Go-Forward Go-After

Β
ει

ηί
σ

ζ
ε

 η
ε

ο
 π

α
ξ

α
γ
σ

γ
ηθ

ό
ηε

ηα
ο
 (

s
e
lf

 r
e
p

o
rt

e
d

)

PBO + MTX (PBO in

Go-After)

GLM 50mg + MTX (GLM

50mg in Go-After)

GLM 100mg + MTX

(GLM 100mg in Go-

After)

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-
CONTROLLED STUDIES OF GOLIMUMAB 

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



 
Golimumab, a Human Anti-TNF_ Monoclonal Antibody 
Administered Subcutaneously Every Four Weeks as 
Monotherapy in Patients with Active Rheumatoid Arthritis 
Despite DMARD Therapy: 24-Week Results of Clinical and 
Radiographic Assessments 

Tsutomu Takeuchi et al , 1814  



Golimumab 

θιηληθή κειέηε: Μεληαία ρνξήγεζε   
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ζπκπεξάζκαηα 

 

 Ο αζζελήο κε ΡΑ ελδηαθέξεηαη γηα ηελ πνηόηεηα δσήο 

 

 Καη ε βειηίσζε ηεο πνηόηεηαο δσήο , πνπ ε ζεξαπεπηηθή 
αγσγή πξνζθέξεη,  πξέπεη λα απνδεηθλύεηαη  

 

 Σν golimumab (πιήξσο αλζξώπηλν anti TNF –α 
κνλνθισληθό αληίζσκα) είλαη απνηειεζκαηηθό & αζθαιέο 
ζηελ αληηκεηώπηζε ηεο ΡΑ 

 

 Μέζα από ζεηξά κειεηώλ & κεληαία ρνξήγεζε & πέλα  
 θαίλεηαη όηη πξνζθέξεη ζεκαληηθή βειηίσζε ζηελ πνηόηεηα 

δσήο ησλ αζζελώλ κε RA  

 

 



Δίλαη δεδνκέλν …! 




