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Introduction Methods Current and Future Experiments

The ultimate goal when treating osteoarthritis (OA) is to restore degraded cartilage or
de_celerate disease pl’_ngGSSiOﬂ. Current_ treatment hav_e fai_led due to th(_% multifact_or | e Femoral condyles Tibial plateau Infra-arficular muscle « Currently we are working on creating a standard operating procedure to verify
etiology of OA. Fo_r Instance, some patient present with high levels of mflamr_natlon while = l““”’“ synoviocytes were extracted from patient’s synovium and are still viable to use
others do not. Making the molecular mechanism of OA poorly understood. High serum — for | it fudi
levels of interleukin-1p (IL1pB) appears to be an important mediator for those with high . Or In VITro studaies.
Inflammation. « In the future we will obtain an inflammatory profile from our synoviocytes cell
Predictor mportance Figure 1. A predictive cultures using a multiplex analysis containing 11 pro and anti-inflammatory
model of serum cytokines - - - - -
=== 4 the importance in > cytokines, and 6 proteins involved in cartilage turnover.
=— Z;:g/iir;hrgs;fg'tﬂer PN » We will then treat synoviocytes with FX201 and measure cytokine release by the
= groups of patient, Those «”—w cells before and after infection.
= with high levels of ] e . . . . . .
ttttt IS R "f”; . A P ol : —e * Quantitative PCR will be used to confirm decrease In cytokine production.
mm;ﬁ%%’g? WIthOUt ngh Serum ILlB Syr;;;iti:sAc.orin ———— ;/;ﬁ%zes OA severity scoring ".:,’.—: (;i;‘r‘ OA severity scoring — ?th Fiber type detection - ;:e: [ ) I I I I I 1fi I I I I
= has an important S T e ANOVA analysis will identify significant changes in fibrotic and inflammatory
g predictive values of OA et i el 0 output after FX201 treatment.
for those clustered into the . : _ : -
o " high inflammatory group Figure 5. Example of tissues harvested (Medial suprapatellar synovium, femoral condyles, tibial

plateau, and intra-articular muscle) during total knee arthroplasty and experiments conducted

" Expected Results
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Drevi udies h e @ [ O Figure 2. Downstream S — e Figure 6 . Patients are )

I’eVIOL.IS studies have | \ j effects Of_ Interleu!ﬂn 1B clustered into two groups Decision tree analysis Diabetic (%HBAc1 > 4) These results will be fed through
determined that IL1P 1s a (IL1-B) S|gr_1allng in - based on expression of Patient characteristics: yes | 1 o a2 random forest decision tree
cytokine that triggers the e o osteoarthritis progression. g _ _ BMI < 26 BMI < 26 . .

Increase in the inflammatory UL | R FX201 produces IL1ra z *E CytOkII:]eS' Patients are clustered yes ,:"J ‘ 1:,\:,.(; anaIySIS. .Pa.tterns I the
pathway Ieading o the unr?f?aerr;‘]?:])ar_]tgfl (E)t'omoters 0 E aCCOI’dIng to pattel‘nS Of Systemic IL6 levels >S6pg/m| 40% 20% 40% Characterlstlcs Of patlents Who
: | y - ' ' ' — hi k7 =9 . .
pethological changes loc ILL- binding o 1L levels of o/tokincs. Greens low oot o,k eecleddece ninfannatory. |- show high or low response to
commonly associated with ok || Acivatonalgee ranritn receptor, thus slowing the YIOXINes. o i o 4 il e FX201 treatment. We expect this
osteoarthritis; cartilage o /7\\ oo | progression of osteoarthritis levels of CyFOK'nes- e map will be able to identify
degradation, subchondral M8 | Gtk ambolceties | | M9therbone a Black=median levels of
! P COX2 changes = . . . . - -~k -
bone changes, and il (ERSSE et e 5 cytokines. Patients in high Target patient population: patients for clinical trial and to
thickening of the synovial R— | oty 25 inflammation group have a Hiabetic low BV, an systemic CRE @ k.o evels help speed up the development
e : Cartilage degradation .
membrane. pinsyois | | A ADAMISH 0 O =z concentration of IL13>20.82 of this therapy
In animal models, recombinant IL1 receptor antagonist a—— » pg/ml. Figure 7. Example of expected output with completion of these aims. We will
(IL1ra) prevented cartilage breakdown and slowed the = \&:\ test the ability for FX201 to reduce inflammatory output and fibrotic output in
progression of OA 4. This led to the development of : patient synoviocytes and improve survival of patient chondrocytes. This data will
Anakinra and recombinant form of IL.1ra for use In N » be analyzed by decision tree analysis to identify patterns in patient
humans. Anakinra was shown to safely reduce pain in ) \{’ Y characteristics that are linked to FX201 efficacy. This data can then be used to
.  ie SN . .. .
humans. However, due to the short half life and short s select patients for targeted clinical trials.

duration of joint space availability, Anakinra did not
provided long term benefits when compared to a e ey
placebo®. To address the short comings of Anakinra,
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