18U

M[®

LEIDS UNIVERSITAIR MEDISCH CENTRUM

De schouders eronder!
Preventie van gewrichtsschade door reumatoide artritis

C.F. Allaart
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E Synovitis in Rheumatoid Arthritis

Normal Rheumatoid Arthritis

inflamgd
synovial synovial
membrane membrane Major Cell Types:

T lymphocytes

macrophages
\ pannus Minor Cell Types:

fibroblasts
plasma cells

endothelium
dendritic cells

cartilage '

capsule

Major Cell Type:

synovial fluid < neutrophil

Feldmann M et al. Annu Rev of Immuno.1996;14:397-440






Progression of joint damage in RA




van der Heijde DMFM. Bailliere’s Clin Rheum. 1996;10:435-53.
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MC  Large joints scored according to Larsen atlas




Risk factors:

« ACPA and RF

 Erosions at baseline

* High inflammatory
response

 Delayed treatment
* High disease activity

« Rapid progression in
year 1




LI . . .
NMIC Initial treatment options tested in BeSt

Initial MTX monotherapy: Initial combination Initial combination
sequential or step up with prednisone with infliximab
n= 247 n=133 n=128
__________ IAHTHY T 1L R
I T AL UL 12200802004
T THHTHHTHHTHHTHHIT TTHHTHHTTHTTHn THHTHTTHTTHTTH
MTX MTX MTX+SSA+pred 60mg MTX+IFX 3mg/kg
! ! !
SISTAN MTX+SSA MTX+CSA+pred !
| | |
leflunomide MTX+SSA+HCQ MTX+IFX MTX+IFX10mg/kg
| | | |
MTX+IFX MTX+SSA+HCQ leflunomide SSA
+pred
| | | |
other MTX+IFX other leflunomide
! l
other other



C DAS-steered treatment

DAS > 2.4: next treatment step

DAS < 2.4 (>6 months): taper to
maintenance dose monotherapy

From 3rd year:
DAS < 1.6 (2 6 months): taper to O
DAS 2 1.6: restart last monotherapy
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MC Functional ability
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Radiologic damage after 10 years

sequential monotherapy
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m step-up therapy
200 - s initial combination with prednisone
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Relation inflammation-damage-function in RA

Inflammation individual joints?

Joint damage

e

Functional limitations
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NMIC  Regional metacarpal BMD loss
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delta hand BMD after 1 year

-0,107
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SHS progression in feet after 4 year

. Hand BMD loss
B No hand BMD loss

| 2 3 4

follow-up, years

Guler-Yuksel M et al. Ann Rheum Dis. 2009;68(3):330-6
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Clinical data for individual joints

« Every 3 months:
e Absence/presence of swelling/tenderness

 Total: 5 assessments in year 1

In relevant joints
» Swollen and tender:
e ever: 1-5 out of 5

e never: 0 out of 5




U

MIC Frequencies

Total number of joints: 13,969
Swollen (ever): 45%
Tender (ever): 59%
Erosion progression: 2%

JSN progression: 2%

Klarenbeek NB et al. Ann Rheum Dis. 2010;69(12):2107-13



Erosion JSN progression
progression

OR 95% CI OR 95% ClI
Ever swollen 1.6 1.2-2.2 1.9 1.4-206

Ever tender 2.0 1.4-2.9 1.7 1.2-2.5

Corrected for: baseline age, gender, BMI, RF, ACPA, treatment, ESR, absence/presence of erosions/JSN,
total SHS, random patient effect

Klarenbeek NB et al. Ann Rheum Dis. 2010;69(12):2107-13



‘Dose’ response

Erosion progression JSN progression

OR (95% CI) OR (95% ClI)
Swollen never ref ref
Swollen 1x 1.4 (1.00-2.3) 1.7 (1.2-2.4)
Swollen =2x 3.0 (2.0-4.5) 3.2 (2.1-4.8)
Tender never ref ref
Tender 1x 1.6 (1.03-2.4) 1.4 (0.94-2.1)
Tender >2x 3.9 (2.6-5.9) 3.7 (2.2-5.2)

Corrected for: baseline age, gender, BMI, RF, CCP2, treatment, ESR, absence/presence of erosions/JSN,
total SHS, random patient effect

Klarenbeek NB et al. Ann Rheum Dis. 2010;69(12):2107-13
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Damage large joints after 8 years

Shoulders

Elbows

Wrists

Hips Knees Ankles

« Larsen score (ranging from 0-5 in each joint)
* Median progression LS 1 (IQR 0-4), similar in all 4 groups

Van den Broek M et al, J.Rheumatol.2013;40(5):624-9



C  Joint prostheses

2 elbows

« 2 wrists

* 15 hips

* 14 knees

* 1 ankle

Number of prostheses per patient
1. 52%

2: 33%

3: 14%

Reasons: 50% primary OA, 35% secundary OA, 12% other
(fractures, dysplasia), 3% unknown

Van den Broek M et al, J.Rheumatol.2013;40(5):624-9
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MIC  Association between local synovitis and local damage

OR 95%Cl
Swelling
> 1X 2.0 1.5-2.6
«> 2X consecutive 2.9 2.1-3.9
Tenderness
> 1X 1.7 1.2-2.2
> 2X consecutive 1.9 1.4-2.5

(Model combining swelling and tenderness: both
independent associated with local damage).

Van den Broek M et al, Rheumatol72012;51(12):2262-8
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[\'ﬂ[g High SHS scores in patients with large joint damage

[ No damage in the large joints
Bl Damage in the large joints
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[\'ﬂ[g Relation DAS over time and large joint damage
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Van den Broek M et al, J.Rheumatol.2013;40(5):624-9
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WIC Conclusions

Local clinical Local joint damage
synovitis . | progression

-swollen - erosions

- tender - joint space narrowing

e true for small and large joints

 association comparable for erosions and JSN

« comparable for swollen and tender joints

* ‘dose effect’ of inflammation on damage

« damage in small joints associated with damage in
large joints

* prevent one, prevent the other
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MC  Further improvements in RA treatment

* Even earlier diagnosis

e Even earlier treatment

« Aim at even lower disease activity (remission)




L@ Remission induction with MTX and prednisone in UA and
MC early RA

IMPROVED

DAS 3{(1 6

RA < 2 years symptoms and clinically suspect UA

« Target remission: DAS <1.6

No early remission at 4 months: 2 strategies with early or
delayed anti-TNF

When remission: taper and stop strategies

No/loss of remission: restart or adjust medication
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WMIC  Remission
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L.Heimans et al. submitted



Functional ability
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L.Heimans et al. submitted



IMPROVED damage progression after 2 years

10 -

Median SHS

Median SHS progression
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