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* Gout, caused by uncontrolled, sustained hyperuricemia, results in the
deposition of monosodium urate (MSU) crystals in and around joints and

Reduction in Tophi

Figure 1: Design of the DISSOLVE | and DISSOLVE Il trials and tophus analysis
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persistent serum uric acid (sUA) levels 26 mg/dL and ongoing clinical * DISSOLVE | (NCT04513366; US) * Patients with tophi at baseline who R - LD NASP: _ 9,0 Assessments performed by 3 global gout experts defined as 250% and <100%
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* NASPisa novel, every 4'Week' Sequential infusion therapy deSigned to — >1 tophus, OR “ Screening sUA level 27 mg/dL Primary endpoint: percentage of patients with an sUA response (sUA levels <6 mg/dL for
reduce sUA levels in patients with uncontrolled gout >80% of time during weeks 21-24 of therapy)

— Current diagnosis of gouty arthritis K d dooint: toohus reduction®
Re S u It s F ro m P h a S e 3 * NASP consists of targeted immunomodulating, nanoencapsulated S::'ezs;::onle:\;ziﬁ:y point: tophus reduction

sirolimus (NAS; formerly SEL-110) co-administered with pegadricase, a
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c h ro n I C REfra Cto r G O u t (ULTs); these patients often develop nodular crystalline masses of MSU tophus without enlargement
known as tophi, which lead to joint pain, impaired function, and poor S Overall tophus response of any existing tophus and

assessment catego ries:

no new tophus

Quantitatively applied Qualitatively applied * Complete response (CR) was
to measurable to non-measurable defined as 100% reduction
“target tophi™ “non-target tophi™ in the area or complete
disappearance of a tophus
without enlargement of any
existing tophus and no new

One assessment from the majority opinion
was selected

peg |ated uricase (formerl SEL_037)7—9 aTreatment was discontinued if the stopping rule was met: sUA <2.0 mg/dL 1 hour after infusion of the second component of the study drug during week 1 AND either sUA >1.0 mg/dL at the end of week 3 OR sUA >6.0 mg/dL at the end of any of weeks 7, 11, 15, or 19. In the overall ITT population from DISSOLVE | and DISSOLVE II, the most tophus
® Y Y common reasons for treatment discontinuation among patients who received NASP were meeting the stopping rule, adverse events, and withdrawal of consent. Patients received colchicine or a nonsteroidal anti-inflammatory drug for gout flare prophylaxis and premedication with prednisone, fexofenadine, and methylprednisolone for
* Here. we re PO rt the pOOlEd tOphUS outcomes from the DISSOLVE | and infusion reactions. PSecondary endpoint was below the broken hierarchy; therefore, it could not be formally tested for significance. P values are provided for descriptive purposes. cTophi were considered measurable if they were 25 mm in the longest dimension at baseline and had borders distinguishable to the independent reader.
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DISSOLVE Il trials (Flgure 1) Q4W, every 4 weeks; R, randomization; sUA, serum uric acid.
Herbert S.B. Baraf,''? Puja Khanna, Frédéric Lioté,* Rehan Azeem,” RESULTS
Wesley DeHaan,> Ben Peace,® Hugues Santin-Janin,” Bhavisha Desai,> Alan Kivitz® b lati ,
opulation Efflcacy . . _ _ * Mean sUA remained low throughout the course of treatment
IThe Center for Rheumatology and Bone Research, Wheaton, MD, USA; ?The George Washington University, * Of the overall ITT population from the DISSOLVE | and * In the ITT population, patients treated with NASP had a significantly greater response Figure 3: Example of tophus response in a patient with uncontrolled gout in patients who received NASP, which led to a low sUA area
: .3 : : S S _ _ . . ’ H - - . ..
ESE.UmaFE),lOng,.V\éa.:l:llrllgton, DSMlJRSfi3;JnéV:FSItY OSf M::CTlgan,thl;/;]SIOn O]:: theurgatolotgy, A:ﬂl AI::.)tO:': 2/||t,hUSA\‘/, DISSOLVE Il trlals, 23,22, and 42 patients in the HD NASP, LD in total tOphUS area reduction (WeekS 21—24 vs base“ne) Compared with those who who received 6 doses of HD NASP and had tOphI at baseline and CR after under the curve (AUC)’ whereas patients receiving PBO had
NIVErSILE Faris LITE, Inserm : aris >aint-Josepn, hheumatology Lepartment, Institut Arthur Vernes, NASP and PB r r ivelv. h hi line an : g treatment, at the end of the double-blind phase consistently higher sUA levels that were reflected in a higher
Paris, France; °>Sobi Inc., Waltham, MA, USA; ®Sobi, Stockholm, Sweden; ’Sobi, Basel, Switzerland; 8Altoona Center S,’ ad(é 4 Og 0:ps, espect Teb»;’ fd tophi at baseline and received PBO (Figure 2A) ¢ P SUA AUC (F&: ufe a) 5
for Clinical Research, Duncansville, PA, USA receive oses of treatment (Table 1) — HD NASP- and LD NASP-treated patients had approximately 6—-10-fold higher CR rates &
— At least 1 tophus was observed at baseline in 63.0% of compared with PBO-treated patients
. . . . 0
pat!ents in the ovgrall ITT population and in 60.4% of — >80% of NASP-treated patients had at least PR Baseline Safet
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* |n patients who received 6 doses, those treated with NASP had a significantly greater
response in tophus area reduction (weeks 21-24 vs baseline) compared with those who
received PBO (Figure 2B; example patient images in Figure 3)

— Patients who had tophi at baseline and received 6 doses of
treatment had similar disease characteristics to those in
the ITT population (baseline characteristics not shown)*°

* Treatment-emergent adverse events were generally similar
between the DISSOLVE | and DISSOLVE Il ITT population and

Lowered serum uric acid (sUA) area-under-the-curve levels were
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