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Treatment strategy

Rheumatoid arthritis

A use of symptom-modifying agents
A early use of disease modifying therapies

A ldentify a treatment target (remission) and
monitor the disease according to this target

A Add biological therapy in patients failing
DMARDSs (and continue monitoring)



Rationale for longitudinal observational studies
(LOS)

New drug

Clinical Clinical
practice RCT practice



Setting, materials and methods

Five Norwegian rheumatology departments (Oslo,
Tromsg, Lillehammer, Drammen, Trondheim) serving
1.4 mill inhabitants.

Initiated Dec 2000, expanded 2002 (Drammen,
Trondheim)

Inclusion criteria

All consecutive DMARD prescriptions in adult patients
(>18 years) with inflammatory arthropathies

Each prescription of DMARD regimen represents one
case

Current inclusion

9000 prescriptions (per March 2009)
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Assessments
(baseline, 3, 6, 12 months and later annually)

APain, fatigue, patient global assessment (100
mm VAS)

Alnvestigator global assessment (100 mm VAS).

A28 swollen and 28 tender joint count.

AESR

ACRP

AMHAQ

ASF-36 (SF-6D) (from 2006 also EQ-5D)

AAdverse events (MedDRA)

AUtilisation of health care

AWork status



Antall inklusjoner per ar

2000* 2001 2002 2003 2004 2005 2006 2007 2008**

* Desember 2000 ) _
** Per juni 2008 Totalt 8078 inklusjoner



Fordeling diagnoser

Totalt 2008




Fordeling DMARD -regimer

abatacept

unknown

rituximab

anakinra

anti-TNF + DMARD
other DMARDs combo
other DMARDs mono
leflunomide
sulfasalazine

MTX combo

MTX mono

anti-TNF + MTX
anti-TNF mono D56
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Fordeling DMARD -regimer (forts.)

@ anti-TNF mono
B anti-TNF + MTX
O MTX mono

O MTX combo

B leflunomide

O sulfasalazine
B other




Fordeling DMARD -regimer 2008

B anti-TNF mono
B anti-TNF + MTX
O MTX mono

O MTX combo

B sulfasalazine

O3 leflunomide

B other DMARDs mono
O other DMARDs combo
B anti-TNF + DMARD

H anakinra

O rituximab

O abatacept




Fordeling DMARD -regimer 2008

anti-TNF mono
anti-TNF + MTX

MTX mono

MTX combo
sulfasalazine
leflunomide

other DMARDs mono
anti-TNF + DMARD

rituximab

abatacept

0% 5% 10 % 15 % 20 % 30 % 35 % 40 %




Fordeling DMARD -regimer 2008
PSA

anti-TNF mono H 14 %

anti-TNF + MTX

MTX mono

MTX combo [JlI3 %

sulfasalazine [Jl4 %

leflunomide |5 %

other DMARDs combo [J1 %

anakinra |1 %

rituximab  [J1 %

abatacept F 2 %

0% 20 % 30 % 40 % 50 %




Fordeling DMARD -regimer 2008
JARS

anti-TNF mono

anti-TNF + MTX

MTX combo :|2 %

sulfasalazine

leflunomide :|2 %

anti-TNF + DMARD :|2 %

0% 10 % 20 % 30 % 40 % 50 % 60 % 70 % 80 %




Behandlingstype per aid RA

other

sulfasalazine
—— leflunomide

MTX combo
—¥— MTX mono

anti-TNF + MTX
—+— anti-TNF mono

*2003 *2004 *2005 *2006 *2007 *2008




Behandlingstype per ai PsA

other

sulfasalazine
—— leflunomide

MTX combo
—¥— MTX mono

anti-TNF + MTX
—+— anti-TNF mono

*2003 *2004 *2005 *2006 *2007 *2008




Behandlingstype per abAS

other
sulfasalazine

—a— |eflunomide
MTX combo

—¥— MTX mono
anti-TNF + MTX

—+— anti-TNF mono

*2003 *2004 *2005 *2006 *2007 *2008




DMARD -naive pasienter

A N=2876 (1471 RA, 579 PsA, 343 AS)

A Hvilket DMARD-regime starter de med?



DMARD naive RA

DMARD naive RA DMARD naive RA 2007/2008

3% 6%

7%

@ anti-TNF mono
B anti-TNF + MTX
O MTX mono
OMTX combo

B leflunomide

B anti-TNF + MTX
OMTX mono
OMTX combo

B [eflunomide

O sulfasalazine

B other

O sulfasalazine
B other




DMARD naive PsA

DMARD naive PsA

@ anti-TNF mono
B anti-TNF + MTX
O MTX mono
OMTX combo

B leflunomide

O sulfasalazine

B other

DMARD naive PsA 2007/2008

@ anti-TNF mono
B anti-TNF + MTX
OMTX mono

B leflunomide

O sulfasalazine




DMARD naive AS

DMARD

@ anti-TNF mono
B anti-TNF + MTX
OMTX mono

0O leflunomide

B sulfasalazine

O other

naive AS

DMARD naive AS 2007/2008

@ anti-TNF mono
B anti-TNF + MTX
OMTX mono

0O leflunomide

B sulfasalazine

O other



RA 6 anti-TNF
Antall tidligere brukte DMARDS per ar*
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*Kun pasienter naive for biologiske legemidler



RA 0 anti-TNF
Gj.snittlig DAS28 ved inklusjon per ar*
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RA 0 anti-TNF
Gj.snittlig DAS28 ved inklusjon per ar*
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PsAd anti-TNF
Antall tidligere brukte DMARDS per ar*
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PsAd anti-TNF
Gj.snittlig DAS28 ved inklusjon per ar*
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ASO anti-TNF
Antall tidligere brukte DMARDSs per ar*
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ASO anti-TNF
Gj.snittlig Patient Global VAS ved inklusjon per ar*
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Revised Definition of Outcomes In
RA*

DAS28 SDAI CDAI

Remission <2.6 <33 <238

Near Remission
(Low Dz activity)

High disease
activity

*adapted from Aletaha D, Smolen J. SDAI and CDAI. Clin Exp Rheum 23
(Suppl 3g): S100-8, 2005



RA 0 respons og remisjonsrater*

CDAI remisjon

B anti-TNF mono
O anti-TNF + MTX
B MTX mono

B MTX combo

B sulfasalazine

SDAI remisjon

@ leflunomide
O anti-TNF + DMARD
@ rituximab

DAS28 remisjon

0% 5% 10% 15% 20% 25% 30% 35% 40%

*6 maneder completer-analyse




RA antl-TNF

Andel EULAR good response og DAS28 remisjon per inklusjonsar
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EXTENDED REPORT

Adalimumab and methotrexate is more effective
than adalimumab alone in patients with established
rheumatoid arthritis: results from a 6-month

longitudinal, observational, multicentre study

M S Heiberg, E Rodevand, K Mikkelsen, C Kaufmann, A Didriksen, P Mowinckel,
T K Kvien

Ann Rheum Dis 2006,65:1379-1383. doi: 101134/ ard. 2004051540

A Pasienter inkludert fgr januar 2005
A Adalimumab n=76
A Adalimumab + MTX n=89



RA, adalimumab vs. adalimumab+MTX
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Heiberg MS et al, Ann Rheum Dis 2006;65:1379-83



Konklusjon

A ADA+MTX er en effektiv beh. ved RA | vanlig
Klinisk praksis

A Konsistente resultater over mange forskjellige
endepunkter

A ADA+MTX bedre enn ADA mono

Heiberg MS et al, Ann Rheum Dis 2006;65:1379-83



EXTENDED REPORT

The comparative effectiveness of anti-TNF therapy and
methotrexate in patients with psoriatic arthritis: 6 month

results from a longitudinal, observational, multicentre study
M S Heiberg, C Kaufmann, E Redevand, K Mikkelsen, W Koldingsnes, P Mowinckel, T K Kvien

Ann Rheum Dis 2007 66:1038-1042. doi: 10.1136/ard. 2006.06 4808

A PSA
A Antl-TNF (mono el. + MTX) n=176
A MTX mono n=380



PsA, anttTNF vs. MTX

Table 2 Clinical variables ot baseline and é-month changes (estimated marginal means) dfter
adjustments for the baseline value and the propensity score

MTX
(n=2380]

Baseline

Anti-TMF
(n=144)

p-value®

&-month changes

MTX Anti-THF
[n=354&) [n=132) p Value®

ESR

SIC

TIC

VAS fatigue
VAS pain

VAS patient’s global

DAS-28
M-HAG
SF-36:

Physical function
Role [physical)
Bodily pain
General health

Vitality

Social function
Role {mental)
Mental haalth

SF-6D

23.6 (20.1)
49 (4.4)
6.3 (5.6)
46.7 (28.5)
48.3 [22.0)
52.2 (21.0)
45(1.2)
1.64 [0.45)

53.0 (22.8)
21.6 (32.5)
32.9 (16.5)
50.3 (20.3)
40.6 (22.4)
45.3 (246.3)
50.8 (42.2)
71.2(18.6)
0.57 (0.10)

30.4 (28.1)
4.9 (4.8)
7.50(7.0)
56.8 (25.3)
53.5(22.4)
58.1(21.3)

42.3 (21.4)
12.5(25.3)
29.1 (17.0)
40.0(16.8)
30.8 (20.0)
56.7 (24.2)
52.2 (43.8)
70.0(18.0)
0.55 (0.09)

0.0
0.97
0.08
<0.001
0.02
<0.01
0.02
=<0.001

=<0.001
0.00M
0.02
=<0.001
<0.001
0.001
0.74
0.39
=0.01

-67 (144 163125 <000
—-2.1{3.3) —-2.1 (3.8) o
—-2.31(3.1) —-27 (6.2) 0.57
-04(27.3) -—-127(32.1) 000
-946(23.3) -21.6(27.4) <000
-11.46(23.2) -227(27.3) <000
-0.8(1.3) -1.7 (1.4} <0.001
-0.146(0.4 030005 001

&.8(21.8)
11.2(38.9)
10.2(20.1)
2.0{19.4)
5.2(20.7)
7.1(23.4)
10.0(40.0)
2.8(15.2)
0.040 [0.10)

12.3(25.7) 0.06
25.6(45.8) 0.0
17.8(23.6) 0.0
7.0{22.8) 0.03
12.0(24.3) 0.0
?0{27.8) 0.56
?.9047.0) 0.98
4717 .8) 0.30
00466 [0.11) 007

Values are presented as mean (standard deviation of the mean). ESR, erythrocyte sedimentation rate; SIC, Swollen joint
count (28 jeints); TIC, tender joint count [28 joints); VAS, visual c:nc:lc:gue scale; DAS, disease octivity score; M-HAZ),
modified health cssessment questionnaire; 5F-6D, short form &D.

*|:--m|ua for anti-TMF com Fﬂrﬂd fo MTX.

ANCOVA, adjusted for propensity

scores and baseline values

Heiberg MS et al, Ann Rheum Dis 2007;66:1038-42






