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5 " OA and Peripheral Pain Mediators

Treating
Inflammation

7 . Triamcinolone Extended Release .
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9 % Colchicine in Knee OA (COLKOA) RCT

= Colchicine (ITT)  ®Placebo (ITT) W Colchicine (APP) B Placebo (APP)

30% reduction WOMAC total

OMERACT-OARSI

+ Did reduce hsCRP and some pro-inflammatory cytokines
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10 % HERO: A Placebo-Controlled RCT

Hydroxychloroquine Effectiveness at Reducing the
symptoms of hand Qsteoarthritis (HERO)
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12 % HERO: Response by Ultrasound Synovitis

Positive Greyscale Synovitis
(n=134)
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13 #. PROMOTE: Methotrexate in Knee OA RCT
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14 * . PROMOTE Primary Outcome: Overall Knee Pain

15 f'. PROMOTE: Secondary Outcomes
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16 !, PROMOTE: Imaging Substudy

+ 96 patients (62%) had analyzable MRI data at baseline and 80 patients
(52%) at 6 months

+ No change in total synovial volume observe:

ed to MTX effectiveness (P = .565)
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. Adalimumab in Hand OA: HUMOR Trial

+ American College of Rheumatology criteria for hand OA

+ Hand pain 25/10

« 21 x-ray erosive joint, synovitis on MRI

+ Randomized to placebo (25 patients) or adalimumab 40 mg SC
(18 patients) twice weekly for 12 weeks, 8-week washout
crossover design, follow for 12 weeks

+ Primary outcome: change in VAS hand pain over 12 weeks
« Structural outcomes: HOAMRIS synovitis, bone marrow lesions
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18 % . Adalimumab in Hand OA: HUMOR Trial (cont)

+ No change in AUSCAN, HOAMRIS features
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19 #' Anti—IL-1a and -B With Lutikizumab:
ILLUSTRATE-K Trial Design
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#' Anti—IL-1a and -B With Lutikizumab:
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ILLUSTRATE-K Trial Results: Pain
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. canakinumab and Joint Replacement
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% wnt Signaling Pathway in OA
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! Lorecivivint Phase 2a: WOMAC Pain
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25 . Lorecivivint Phase 2b

Pain NRS (FAS) PGA (FAS)
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Nerves as a Target
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WOMAC Pain o PGA of OA

77 ZHUTZOFMMERERD 1 >TY, BE
PERIEE OV, B IRHEEE, R A G O
a7 A< RRA U bERDEZND
DR COFKINE & EiFonTtnsd Z &n
BN TLLEY, ZNHDOHRBRTIZ, #*x
;ﬂﬁﬁSl)ﬁ?Aﬁ&T&%éhf%i?

o 16IZH 7> T E b0, 8z
tonEna\)77A®§5ﬂ%5\)7?
LAFETHEIMIETNET,

B R R~ T D16 TOMf7F DO EEIZ DN T
MAICHE BN 7 4y FERTEET
o TEREIANL, BEOER., HIEKEE
BFEFHIZ DWW T T T ADRR T v "R
WO ST AT,

Philip Conaghan, MBBS, PhD, FRACP, FRCP

Japanese Page 8 of 11




Evolving Approaches to Osteoarthritis Pain Management: Evaluating the Role of Emerging Therapies
Emerging Therapies for Osteoarthritis Pain

30

! Tanezumab: Phase 3 in Knee and Hip OA (cont)

WOMAC Pain PGA of OA
6
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& The Efficacy, Tolerability, and Joint Safety of Fasinumab in
Osteoarthritis Pain: A Phase I1b/111 Trial

Z T WA & iz2o B O % AR R
T9, TLTCIITHHRAST LT TR
N SN TWET, ¥R A<T725I V77
LE3EE., £20353 0 7T A &23EFKE L
F L7, BB I OFEIRERRIC W TR
FEHICE B2 7 4 v POV LNE L
L 253U 75 ADOHRRA< T TILEEOAFE
BT ¢y MIGEOLNEHEATLEN, 52
V775 IZHOWTIEFEELNELE, L2
Do T, EREMO ST, W) Bifanl
S¥IHTIML LLER A,

32

# . Tanezumab: Rapid Progression of OA

Time to Event Analysis of Rapid Progression of OA
(Older Phase 3 Program)

Time (Days)
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33 # . TRPV1 Modulation: CNTX-4975 Phase 2 RCT
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Final Thoughts

o
5

« Existing pharmacotherapies are limited

« Some new therapies are promising, especially
targeting nerve pathways

« Hip vs knee vs hand

« Many lessons learnt about trial inclusions, outcomes
(symptoms and structure)
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