Knee pain treatment comparison
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New and upcoming treatment options
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Duloxect)lrr:la) (SNRI, While taken 1 ~17.5 pts (0-100 | ~1-2 pts'™ Continuous 50-60% in Nausea, fatigue, dry | given to all patients;

mouth, dizziness™

benefit may be
greater in those with

depression.

***RPOA incidence = (# adjudicated RPOA cases / # participants dosed) x100; includes Type 1 (JSW loss 22 mm) and Type 2 (destructive arthropathy); placebo ~0-0.4%



Limitations of Emerging OA Therapy Trials

* Denosumab (osteoclast inhibitor) * GLP-1 receptor agonists (semaglutide 2.4 mg, STEP-9)

» Studied mainly in symptomatic knee OA with bone marrow lesions * Population: obese patients (BMI 230) with knee OA, KL 2—-3. n=407
(BMLs). randomized.

* Small pilot trials (n=50—-150 total across studies). * Duration: 68 weeks (longer than most OA symptom-modifying drug

* Short duration (6—12 months). trials).

* No clear stratification by Kellgren—Lawrence grade. * Primary endpoint: WOMAC pain — not VAS.

* Did not enrich for obesity/BMI — no insights into obese subgroups. * Exclusion: non-obese OA patients (limits generalizability).

* No long-term structural endpoints achieved. + Benefit may be partly mediated by weight loss, not direct joint action.

. . . * No structural outcomes (MRI/cartilage) reported.
+ Tanezumab (anti-NGF, pain-targeting)

Phase 3 RCTs enrolled moderate-to-severe knee or hip OA (KL grade + Stem cell injections (MSC, IA delivery)
2-3).

, » Heterogeneous: trials differ in cell source (bone marrow, adipose,
Large trials (n=3,000 across programs).

umbilical), dose, and protocol.
* Most RCTs small (n=20-100). Meta-analyses pool ~1,000 pts but with

Excluded severe comorbidities

No morbid obesity subgroup analysis (patients with BMI >40 often

high heterogeneity.
excluded). 9 genery

* Duration: mostly 6-12 months, limited long-term follow-up.

Safety signal: rapidly progressive OA (RPOA) in ~2% — halted

» OA severity: typically KL 2-3, very few KL 4 (end-stage OA excluded).
development.

» Often compared against HA or steroids (not true placebo), leading to

Maximum duration 24 wks — no long-term functional or structural

uncertain incremental benefit.
follow-up.

* MRI/structural endpoints inconsistent or negative.

* Industry-sponsored bias suspected in some positive studies.
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