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Clinical science highlights - EULAR2010

Clinical highlights

Difficult selection...

20 take-home messages!

Diagnosis and early disease (RA) m 3 messages
Follow-up and monitoring m 3 messages
Structural efficacy m 3 messages
Cardiovascular risk ® 2 messages
Biologics in RA ® 4 messages
Biologics in other diseases ® 4 messages
EULAR projects m 1 message
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1. Early diagnosis

Early treatment (< 2 years duration) leads to

favourable outcomes

Early treatment: EULAR recommendations for

management of RA
To treat early, diagnose early

Treat early: how early is early?

Smolen EULAR 2010 June 16, 3 PM
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2. ACR/EULAR RA criteria

JOINTS DISTRIBUTION (O 5)

1 large joint (1) Patient with at least one joint
with definite clinical synovitis (i.e.

swelling)

2-10 large joints

1-3 small joints (large joints not counted)

4-10 small joints (large joints not counted)

>10 joints (at least one small joint)

| Negative RF AND negative ACPA | 0
| Low positive RF OR low positive ACPA | 2
High positve RF OR high positive ACPA_ | 3
0

SEROLOGY (0-3) (2) Synovitis that is not better
Negative RF AND negative ACPA explained by “another disease”
High positive RF OR high positive ACPA

SYMPTOM DURATION (0-1)

<6 weeks

ACUTE PHASE REACTANTS (0-1) Perform at least as well as existing
Normal CRP AND normal ESR criteria (Leiden algorithm) to
Abnormal CRP OR abnormal ESR predict persistence in 2 different

Low positive RF OR low positive ACPA
5SS a
iIndependent cohorts

Aletaha EULAR 2010 June 16, 3 PM: Alves OP0039, Fransen OP0277
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3. Window of opportunity in RA

m COMET trial Early RA (< 2 years)
m Randomised controlled trial: ETN+MTX vs MTX

m Post-hoc: very early treatment (< 4 months) vs early (4

months — 2 years)
100 -

% c0 8 Remission at Week 52

70 ~
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10 +

= 0 -

34,7 31.8

% Subjects

ETN +MTX MTX
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3. Window of opportunity in RA

Different effects of very early treatment by MTX or biologic

MTSS £ 0.5 at Week 52

100 -
90 - 80,6 79,5
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ETN +MTX MTX

B VERA BERA
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4. Monitoring activity in SpA

ASDAS: new score to assess SpA

ASDAS-CRP: 0.079xBack pain + 0.069xDuration morning stiffness +
0.113xPatient global + 0.073xPeripheral pain/swelling + 0.579xLn(CRP+1)

O | Inactive | 1.3 | Moderate | 2.1

3.5

~6.5

A21.1 [ Clinically important | A22.0 ER\EeI@laglelgelZ=Inl=ll!
Improvement

van der Heijde SP0061, Machado OP0131
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5. Predicting lymphoma in Sjogren

T Look out for germinal centers in salivary gland biopsies

O H B 1 B

Swedish study
174 patients with SS on biopsies
7 lymphomas (mean interval, 8 years)
Germinal center formation in salivary gland
lopsy at diagnosis is predictive of lymphoma

Germ. Center
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Germ. Center

Lymphoma
+

6

1

Lymphoma

37

92

HR 15.4 (1.8, 128)
PPV 16%
NPV 99%

Theander OP0065
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6. Smoking during RA

Smoking: negative prognostic factor for

response to treatment

Sweden, early RA
815 patients, MTX; 320 patients, TNF blockers

Smoking status ONever OPast  ECurrent
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Saevarsdottir OP0015

methotrexate n=626 TNF inhibitors n=301
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/. Weight: disease modification in OA?

Weight loss has a structural effect on cartilage (MRI) in
obese knee OA patients

m Australian study

m 78 obese patients, mean BMI 36 (32% with knee OA) losing

9% of weight

= MRI baseline and 1 year

m Weight loss associated with reduced cartilage thickness

loss in the medial compartment (r=0.19) and improved
quality (dGEMRIC, r?=0.27)

Anandacoomarasamy OP0159
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8. Drug disease modification in OA?

(Modest) structural efficacy of avocado-soybean
unsaponifiables

m Structural efficacy? 345 primary hip OA patients over 3
years

m RCT versus placebo: loss of joint space width of more
than 0.5 mm

100

80 -

P=0.038

60 - m ASU

B placebo

40

20

o | Maheu OP0283



m 147 (30%) reached LDAS

m Radiographic progression over 2 years (in LDAS, 60-70% in DAS
remission)

I Half of previously normal radiographic patients develop
damage

I Half of those with previous damage increase significantly
damage

Rezaeli OP0041, Wallin THUQ0198
Aletaha OP0044

Clinical science highlights - EULAR2010
9. Radiographic progression with MTX
Significant structural progression in LDAS with MTX
Aim for (stringent) remission! (Synovitis!)
m 487 patients with early RA, MTX monotherapy then continuation if
LDAS
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10. Cardio-vascular risk in RA

RA and diabetes are equivalent CV risk factors

Nationwide study, Denmark

10,300 RA patients compared to 132,189 diabetes mellitus
patients

Increase in myocardial infarction similar in RA and diabetes
mellitus

OR RA: 1.75 (1.56, 1.96)
OR diabetes: 1.89 (1.80, 1.98)

Stroke: no demonstrated increase in stroke over 12 years
follow-up in RA (7,711 RA vs 37,813 matched controls)

Lindhardsen OP0164, Holmqvist OP0166
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11. Cardio-vascular risk in AS

Heightened CV risk in AS

N AS (Standardised) risk (Standardised) risk
patients ratio myocardial ratio ischemic heart
infarction disease

OP0091 1374 1.5 (1.0, 2.9) 2.6 (2.3, 3.0)
Swedish register
OP0092 7663 1.3(1.2,1.4)
Quebec
administrative
database
OP0154 2266 1.4(1.2,1.6)
Metanalysis

Bremander OP0091, Szabo OP0092, Mathieu OP0154
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12. Predicting response to rituximab

Patients with high IgG levels respond better to RTX

—— RF or anti-CCP
positive

___lgG levelabove
normal

3,48
1,60 7,58

2,11

1,02 4,33

0

Odd ratios and 95%Cl

10

Predictive factors of good or partial responseto RTX+ MTX at 6

months adjusted on DAS28

Sellam OP0050




m 106 severe infections (5/100 patient-years)

m Chronic lung involvement and/or cardiac insufficiency :
: OR=3.0(1.3-7.3)

= Extra-articularinvolvement: OR=2.9 (1.3-6.7)

= HypolgG: OR=4.9 (1.6-15.2)

Gottenberg OP0047

Clinical science highlights EULAR 2010
12. Predicting response to rituximab
Check IgG levels before starting rituximab!
IgG level at baseline also predicts severe infections!
m AIR-PRregistry: 1303 patients, mean follow-up 1.2 £ 0.8
years (1629 patients /years)
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13. Predicting loss of response to TNF

blockers
Predicting By dosing:
response to:
OPO0017 Infliximab Anti-infliximab anti-chimeric

antibodies
(loss of response)

OPO0119 Switch to Anti-infliximab or anti-
etanercept adalimumab antibodies

(better efficacy)

Nuio OPO0017, Jamnitski OP0119
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14. Stopping biologics in RA

Remission can be maintained with low dose etanercept

= Etanercept

m 109 RA patients in remission for 1 year with ETN
25x2/week

= Maintenance 25mg/week, mean 2.6 years follow-up

m 81% still in remission

Raffeiner OP0147
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14. Stopping biologics in RA

Low disease is not often maintained after stopping
DMARDs and biologics

IContinuing rate (%)

m Maintenance of low disease 35% at 6
months, 13% at 1 year

Nishimoto OP0134 |
ML
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15. Sub-cutaneous biologics in RA

L BO003 Golimumab sub-cut.

OP0132 Abatacept sub-cut.

SAT0168 Tocilizumab sub-cut.

l Kremer LB0003, Nash OP0132, Ohta SAT0168
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16. Belimumab in SLE

Maintained efficacy and safety

H Baseline M5 years

m 5 years’ efficacy and safety

100
m 296 seropositive patients, g | 72
= 1394 patient-years 60 -
m Belimumab 10 mg/kg
40 -
every month
. . 20 - 13,2
] = Maintained efficacy 1.6
and safety 0-

Flares Severe flares

Chatham OP0276
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17. Biologics In osteoporosis

Maintained efficacy and safety

m 6-years follow-up data

m Prolonged efficacy and tolerance over 6 years

30

20 + E Change in
13,3 lumbar BMD

B Change in total
hip

10 A

Wagman and Bolognese OP0279
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18. Biologics In osteoarthritis

Efficacy in OA of a « biologic pain-reliever »

RCT in symptomatic knee OA over 24 weeks
Treatment at Day0, week8, week16.

LPCB 002.5 05 E10 Placebo
n %4
100
80 Tanezumab 2.5 mg
|:||1 =154
%07 > >0 Tanezumab 5 mg
39 g
40 - = 156
207 Tanezumab 10 mg
0 n=154

50% WOMACpain response Brown OP0157
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18. Biologics In osteoarthritis

Tanezumab: humanized monoclonal antibody inhibiting
nerve growth factor

RCT in symptomatic knee OA over 24 weeks

Placebo Tanezumab
2.5 mg 5 mg 10 mg
n=172 n=172 n=172 n=174

Patients referred for consultation, n (%) 7(4.1) 16 (9.3) 12 (7.0) 29 (16.7)
New or worsened peripheral neuropathy, n (%)2
Total 1 (0.6) 4 (2.3) 2(1.2) 6(3.4)
Based on symptoms only 1 (0.6) 0 0 2 (1.1)
Based on clinically significant signs only 0 2 (1.2) 1 (0.6) 1 (0.6)
Based on diagnostic tests 0 2(1.2) 1 (0.6) 3(1.7)

- No neurological symptoms or signs, n (%) 4 (2.3) 3(1.7) 3(1.7) 12 (6.9

Brown OP0157




syndrome
OP0186 Golimumab Psoriatic arthritis
(structural efficacy)

OP0185 Rituximab Psoriatic arthritis

(Small open label study,
modest efficacy)

Schlesinger OP0198, de Vita OP0120, Kavanaugh OP0186, Mease OP0185
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19. Other indications of biologics
Drug Indication
OP0198 Canakinumab Gout
Human anti- IL1 Beta (Reduction in flares when
monoclonal antibody initiating allopurinol)
OP0120 Rituximab Mixed cryoglobulinemia
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osteoporosis

SSc First step for classification criteria for early
systemic sclerosis

Gossec, Smolen Friday 1.30 3A
Woolf Saturday 8.45 8B
Avouac OP0218

Clinical science highlights EULAR 2010
20. Some new EULAR recommendations
PsA Recommendations for the management of PsA
Osteoporosis Recommendations for the management of
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My thanks to:

L Carmona
M Dougados
B Fautrel

R Lugmani
J Sellam
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m Thank you!

m See you next year...in LONDON!




