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2.Tpartnyikn Oepateiac pevparocidouc apBpitidac

TTpwipyn OcpameuTIikR TTapéupaon
«EvraTikn» mapakoAolBnon
KaBopiopoc avTiKEIHEVIKWY OTOXWYV OgpaTteiac
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TTpwiun OcpameuTikn Tapéupaon

Early treatment is associated with
less radiographic progression

DMARDSs: chloroquine or salazopyrine

Delayed Treatment = median 123 days
N=109

Early Treatment = median 15 days

N=97 .

6 12 18 24
Time (months)

* p<0.05 compared with delayed treatment group Lard LR, et al. AmJ Med. 2001;111:446-451



TTwe emTuyxdvovral ol BepameuTikoi oTAXO!,

Table 1 Characteristics of thmdies

v
Medication Disease
Study Interventions/groups n at the start Frequency of assessment Inclusion criteria duration
FIN-RACo | Combination therapy* 97  SSZ, MTX, HCQ, 3 months (variable) ARA criteria RA, 18-65 yr, <2yr
predn symptoms <2 yr, active disease =3 SJ and 3 of:
Mono therapy 98  SSZ + predn 3/6 months (clinical =28 mm/h ESR or =19 mg/| CRP, =29 min/ms,
decision/variable) >5SJor>10TJ
TICORA | Intensive management* 55  DMARD, i.c. steroid 1 month (DAS) 18-75 yr, disease duration <5yr
Routine management 55 DMARD mono 3 months (clinical <5 yr, active disease (DAS>2.4)
decision)
BeSt Sequential mono therapy* 126  MIX 3 months (DAS44) ACR criteria RA, =18 yr, <2yr
Step-up combination therapy* 121  MTX 3 months (DAS44) disease duration <2 yr, active
Initial combination therapy + h.d. 133~ MTX, SSZ, predn 3 months (DAS44) disease: =6 of 66 SJ, =6 of 68
predn* TJ, =28 mm/h ESR, =20 mm
Initial combination therapy + 128  MTX, infliximab 3 months (DAS44) VAS global health
infliximab*
CAMERA | Intensive strategy group* 151 MIX 1 month (computer ACR criteria RA, >16 yr, early <lyr
decision program) RA (<1 yr)
Conventional strategy group 148  MTX 3 months (clinical
decision)

Bakker MF, et al. Ann Rheum Dis 2007;66 (Suppl I11):iii56—iii60



Tight control ATTOTEAEOUATIKOTNTA TNC CUOTNHATIKAC
TtapakoAovOnang paaccl tou DAS 1IcOoRA

Single-blind, 18-month, controlled trial, including 110 patients with RA <5 years, randomized to either intensive
management of protocol-based escalation of DMARDs or routine care

A. Evrarixkn mapaxoAouBnon
EkTipnon DAS /unAva
DAS >2.4 —» T DMARDs

Sulfasalazine B +MTX+HCQ » Dose escalation
\ 4
Other DMARDs  4a +MTX+CsA - Oral prednisone

B . Zuvribn¢c maparxoAouBrnon
EkTipynon /3pnAvec
Tpononoinon aywyn¢ pdoel Tng yvwpng
TOU I1aTpoU

Grigor C, et al. Lancet. 2004;364(9430):263-9.



ATIOTEAEOUATIKA N OUGTNHATIKA TTdpakoAovOnaon
Kdl TpoToToinan Tng aywyne pacel Ttou DAS

MeAéTn TICORA

-0~ Routine Group
-&- |ntensive Group

—

10 15 20
Month

Grigor C, et al. Lancet. 2004;364(9430):263-9.



KAivika amoteAéopara oc 18 pnvec

Routine Care Intensive Care P-value

(n=53) (n=50)

Mean Fall in DAS -1.9 -3.5 P<0.0001
A A4 e e P00y
EULAR Remission 16% 65% P<0.0001
ACR50 40% 84% P<0.0001
ACR70 18% 71% P<0.0001
Change in CRP (mg/dL) -14 -30 P=0.09

Change in HAQ -0.47 -0.97 P=0.0025
SF12 Physical Summary Score 4.0 9.3 P=0.021

EvTaTiki mapakoAoUOnon kai KAIVIKEC HETPAGEIC HEIWVOUV TN

dpaoThpI1OTNTA ThC VOGOU
Grigor C, et al. Lancet. 2004;364:263-269



AKTIVOAOYIKA € EAIEN:
O kai 18 pAvee

Median change in erosion, joint space narrowing and total Sharp score

9 - 8.5
8 ™ Routine B Intensive

05"~

Erosion score Narrowing score Total Sharp score

* P<0.02, ** P<0.002, Mann-Whitney
Grigor C et al. Lancet 2004; 364: 263



Treatment Strategies in Early RA %¢°7

Treatment adjustments were made
every 3 months in an effort to obtain
low disease activity

Target to treat

N=508
Sequential

MONO-Therapy

|
1.3 MTX MTX
2. SSZ MTX
\> +SSZ
3. LEF MTX
‘> +SSZ + HCQ
4, MTX MTX + SSZ
3 + Infliximab + HCQ + PRED
5. MTX

+ Infliximab

Initial COMBO
Therapy

MTX
+ SSZ + PRED

MTX
+ CSA + PRED

MTX
+ Infliximab

MTX

+ Infliximab

SSZ

LEF

MTX

+ CSA + PRED

De Vries-Bouwstra JK, et al. Arthritis Rheum. 2003;48:3649.



% of Patients With DAS <2.4
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DAS Responders: BeSt Study

B 3 months
M 12 months

Group 1 Group 2 Group 3 Group 4

De Vries-Bouwstra JK, et al. Arthritis Rheum. 2003;48:3649.



Proportion of Patients
with TSS-progression > SDD (%)
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AKTIVOAoYIKA e€EAIEN oTa 2 xXpovia

P =0.003*
I 11

Mono Tx Step Up Combo + Pred Combo + INF

* Qverall P-value, SDD = smallest detectable difference

Goekoop-Ruiterman YP, et al. Arthritis Rheum. 2005;52:3381-3390



Monotherapy vs Combination therapy?



Treatment of RA with methotrexate alone, sulphasalazine
and hydroxychloroquine, or a combination of all three
medications
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Sulfasalazine &
hydroxychloroquine
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P = 0.003 by log-rank test

T Y
3] 12
Month

ODell JR et al N Eng J Med 1996,334:1287-1291




Combination Therapy in Early RA
No Radiographic Progression at 24 Months

100-
90/ One Drug Two Drugs Three Drugs

80+
70+ 64.2

% 60-
Patients

50

40-

30 - 24.5

20+

10+

0

Grp I: One drug: MTX or HCQ or SSZ Grp ll: Two drugs : MTX + HCQ or MTX + SSZ
Grp lll: Three drugs: MTX + HCQ + SSZ; 1vs Il (P=0.001); I vs lll (P=0.001); Il vs Ill (PNS)

68.9

Calguneri M, et al. Clin Exp Rheumatol. 1999;17.699-704.



Addition of infliximab compared with addition of
sulfasalazine and hydroxychloroquine to methotrexate in
patients with early rheumatoid arthritis (Swefot trial):
1-year results of a randomised trial

R F vanVollenhoven, S Emestam, P Geborek, | F Petersson, L Caister, EWaltbrand, A Zickert, | Theander, A Thamer, HHellstrém, A Teleman,

C Dackhammar, F Akre, K Forslind, LLjung, R Oding, A Chatzidionysiou, M Wérnert, | Bratt Landet 2009; 374: 455-56
.-"I
/' Methotrexate +sulfasalazine+ hydrosych kioquine (—cicksporinA) (n=130)
Methotrexate monctherapy [ Pydressichlorequine P !
Rheumatoid arthritis 20 myg per week /
syrnptoms.c 1year 34 manths !
Mo previcus DMARD uee {
[A528=32 |
(n=457)
Methotrexate +infl kimab (— etanercept) (n=128)
3 months 12 months 24 months
Sereening and inclusion Randornisation of patients Prirmary endpoint: proportion of Re- randarnisation of patients
with DAS2E =32 patientswitha good response with low disease-activity o in
axcording to ELILAR criteria remission

van Vollenhoven RF, et al. Lancet 2009; 374: 459-466



SWEFOT
MovoOepameia pe MTX oe mpwiun PA odnyei og LDA

N=487 pe mpwipn PA (< 1 é1o¢)

> ¢ 6Aoug xopnynOnks MTX (éwg 20 mg/week)
MeTa 3-4 ur’\vsg, eveic ye DAS28<3.2 auvéxioav pe MTX & dev ouppeTeixav aThv

eAeyxopevn HEAETN SWEFOT

Patients on MTX Monotherapy with DAS28+<3.2

o 100

S 87 79

Q80 75

[

S 604

(7]

[«

o 40 - 30

)

S 20

=

o 0
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(n=487) (n=144) (n=144) (n=144)

75% Twv aoOevwyv ouvexiCouv pe MTX (HovoOepancia) pe LDA (DAS28 <3.2)

Van Vollenhoven RF, et al. Presented at: 2008 ACR Annual Scientific Meeting; October 24-29, 2008; San Francisco, CA. Abstract 717.



PREMIER Study

% patients
cB ¥ E5E B8 Y.

ACR 20/50/70 at Weeks 52 and 104

ACR20 ACR50
*
73 * &7
69
# il
63 0 62*
59
5450 56 @-
D] 42 4643
0 37
:D,
Z),
10,
| | | O I I
JADASY, G D A MIX AA+MIX ADA MIX

*p<0.001 for adalimumab + MTX vs MTX alone and adalimumab alone
# p=0.043 for MTX vs adalimumab, others NS

ACR70
Week 52
Week 104
* *
4647
26 28 28 28

BB 8588 Y.

AA+MIX  ADA MIX

Breedveld FC, et al. Arthritis Rheum. 2006;54:26-37.




TEMPO: Clinical Response at Week 52

ACR20 = ACR50 mACRYO0

100

80 75 76
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48
43
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19
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* k%
69

* k%

MTX Etanercept

MTX + Etanercept

*P<0.01 combination vs MTX; 1P<0.05 combination vs etanercept; **P<0.01 combination vs etanercept

Klareskog L. EULAR 2003. Satellite Symposium: ‘New Perspectives on Treatment Expectations in
Rheumatoid Arthritis’ Efficacy and Tolerability — Evolving Expectations for Biological Therapy in Rheumatoid

Arthritis.



TEAR Trial: RCT in early RA

Step up from Step up from
MTX to triple MTX to
therapy MTX+etanercept
If DAS > 3.2 at 6 months
DAS28 at 2 2.9 3.0 2.8 3.1
years
ACR20 at 6 64.0 63.6 47.7 45.2
months (%)
ACRS50 at 6 38.6 35.5 21.5 22.1
months (%)
ACR70 at 6 11.4 13.1 4.7 3.2
months (%)

Moreland LW et al. ACR Annual Meeting, October 2009, Abstract #1895.



mean DAS28

TEAR: mean DAS28 otic 102 Epdopddec

M DAS28 at week 102

MTX+E Triple

Moreland LW et al. ACR Annual Meeting, October 2009, Abstract #1895.



Auldvel o Kiviuvocg Aoiwewyv pe T Xopiynon

Twv avti- TNFa mapayévtwv?
+  All published RCTs with infliximab and adalimumab

* N = 9 (6 excluded, <12 weeks or differential exclusion criteria or lack of control group)

Figure 3. Effect of Anti-TNF Antibody Therapy vs Control Therapy on Occurrence of 1 or More Serious Infections in Patients With
Rheumatoid Arthritis

Serious Infections, Mo/ Total

| | Odlds Ratio
Source Anti-THNF Placeho (25% Confidence Interval) :
Mairi et al, %% 1008 2/87 /14 3.13 {0.06-Infinity) . N
Lipaky et al,2 2000 214342 785 0.76 (0.30-2.18) —.—-
Furst et a5 2003 4318 B318 066 (0.14-2.53) ——
Van de Putte et al 19 2003 4/214 70 .33 (0.30-Infinity) = =
Weinblatt et al, 1 2003 3200 (=] 4,93 (0.1 0-Infinity) = -
Keyatone =t al @ 2004 16/410 /200 7.00(1.21-332.08) =
St Clair et al,7 2004 40/740 &/201 068 (1.11-7.81) i
Van de Putte et al, 3 2004 11/424 w110 15.24 (0.7 1-Infinity} . X
Westhovens et al, 3% 2004 25/721 B2E1 2,13 {0.84-5.20) :
Total 126/3493 261512 2.01 (1.31-3.09)
Test for overall effect:
Martel-Hasnszel y2=0.1; P=.002 3.6% 1.7% [— T T — T

0.01 0.1 1.0 10 100 1000
Cdds Ratio (25% Confidence Interval)

THF indicates tumor necrosis factor. Size of the data markers is proportional to the statistical weight of the trial.
+ 126 oopapéc Aoipweic oc PA umé infliximab n adalimumab
« 12 noav kKokkiwpaTwadeIg, ol UTTOAOITTEC PAKTNPIAKEG

»  OR yia 1i¢ gopapéc Aopwéeig: 2.0 (95% CI 1.3- 3.1)
Bongartz T et al, JAMA 2006,295:2275-85



Kivluvoc¢ copapwyv PakTnpiakwy AoIHweE ewv

O kivduvocg yia
voohAcia ATav  ~2-
POPEC UYNAOTEPOC
vevika (oe mepiodo 20
HNVWYV) Kai

4-popéc uYnAdTEPOC
TOUC TIpwTOoUC 6 UAVEC
o€ oUyKpion Ue auTtoug
ToU Adupavav povo
MTX (nAikia, XATT,

> A)

Table 2. Types of physician-confirmed “definite™ bacterial infections
during hospitalization™

TNFa
antagonist MTX-only
patients patients

EJD, (%) of patients with any infection 65 (2.7) 38 (2.0)
Site- HHe— QQs, NO.
Pneumonia/empyema
ellulitis/soft tissu
Bacteremia/sepsis
Kidney/urinary tract

Postoperative
Device-associated
Septic arthritis
Gastroenteritis
Abdominal abscess
Osteomyelitis
Bacterial sinusitis
Diverticulitis
Totalt

23
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curtis JR et al, Arthritis Rheum 2007,:56:1125-33



H. Zoster infection with TNF inhibitor Use

+ RABBIT (German Biologics Registry) 2001-06
* DMARD vs TNF (5040) pts (ETN, ADA, INF)

- 86 Varicella-Zoster Viral (VZV) infections in 82

patients

* ospitalize

* 4 H. zoster ophthalmicus

- VZV Rates: TNF vs DMARD ETN 1.36

(0.73-2.5)

+ Significantly Increased Risk W jahe 1.82
- Age (1.73),

(1.05-3.15)

- tDAS (1.36), Al TNF | 1.63

(0.97-2.4)

- Pred >10mg (2.9)

Strangfeld A, et al. JAMA 2009; 301:737




Aufdvel o KiviuvoC veoTAdoIwy e T Xoprynon
Twv avTi- TNFa mapayovrwv?

Figure 2. Effect of Anti-TNF Antibody Therapy vs Control Therapy on Occurrence of 1 or More Malignancies in Patients With Rheumatoid

Arthritis
Malignancies, Mo/ Tatal
[ | Odds Ratio
Source Anti-TMF Placebo (95% Confidence Interval)
Lipsky st al, 2 2000 Aladz 0/85 7.57 (0.30-Infinity) = -
Furst et al.® 2003 4/318 0318 0.11 (0.40-100.40) o
Weinblatt st al, 11 2003 1/200 0/62 2.20 (0.06-Infinity) — -
Keyetone et al.F 2004 /410 1/200 8.87 (0.51-172.73) —{
St Clair et al,” 2004 4/740 0/201 £.55 (0.36-Infinity) » .
Van de Putte et al,33 2004 4/434 14110 1.01 (0.10-50.30) [ ]
Woesthovens et al, 3 2004 2721 /2651 1,50 (0.12-70,18) B
Total 28/3192 3/1428 3.29 (1.19-9.08) R

Test for overall effect:
Martel-Haenszel y2=5.2; P=.02

0.01 (KN 1.0 10 100 1000
Ddds Ratio (25% Confidence Interval)

TMF indicates tumor necrosis factor. Size of the data markers is proportional to the statistical weight of the trial.

OR vyia veomAaaiec: 3.3 (95% CI 1.2- 9.1)

Bongartz T et al, JAMA 2006,295.:2275-85



Medication costs

Approximate time to Annual drug cost
Drug benefit Usual maintenance dose (cost of generics), dollars*

Hydroxychloroquine 2-6 months 200 mg twice a day 1,056 (559)
Sulfasalazine 1-3 months 1,000 mg 2-3 times a day 09=7631265-308
Methotrexate 1-2 months Oral 7.5-20 mg/week; 697-1,859 (259-691

injectable 7.5-20 mg/ 419-806 (42-81)

week
Leflunomide 4-12 weeks (skewed earlier) 20 mg/day in a single dose, 2,938

if tolerated; otherwise,

10 mg/dayt
Etanercept A few days to 12 weeks 25 mg subcutaneously twice 15,436

Infliximab plus oral and
subcutaneous methotrexate

Azathioprine
D-penicillamine
Gold, oral

Gold, intramuscular

Minocycline

Cyclosporine

Staphylococcal protein A
immunoadsorption

A few days to 4 months

2-3 months
3-6 months
4-6 months
3-6 months

1-3 months
2-4 months
3 months

a week
3-10 mg IV every 8 weeks
or
3-5 mg IV every 4 weekst
50-150 mg/day
250-750 mg/day
3 mg twice a day
25-50 mg intramuscularly
every 2-4 weeksT
100 mg twice a day
2.5-4 mg/kg/day**
Weekly for 12 weeks

ACR Treatment Guidelines; Arthritis Rheum 2002; 46:328-346

13,940-30,287
or
28,040-36,694
579-1,73T(4T1-1,414)
865-2,595 (398-1,194)
1,622
198# (142)

2,592 (582)
4,432-8859 (3,512-7,022)
20,433t



2. UVETIWC
- 'Exkpaon vooou PeATILUVETAI OTAV UTTAPXEI
kaBoplopévog oToxoC Bepameiag
- Ypeon n xapunAn dpaotnpioTnta vooou
+ Early treatment and "Tight control” of RA
+ Evapén pe MTX (mrpoodeuTikh av€non doonc)
»+ 2uvouaopoc DMARDs

- AmoTeAeoparikoTnta, AcogaAeia, KooTtoc,
TTpoTignon aoOevouc



