
Figure 3: Percentage of patients experiencing gout flares over the study period among 
patients from DISSOLVE I and DISSOLVE II who received 6 doses of NASP or PBO

HD NASP, high-dose NASP; LD NASP, low-dose NASP; NASP, nanoencapsulated sirolimus plus pegadricase; PBO, placebo; Wk, week(s).
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RESULTS
Population
• Of 87 HD NASP, 88 LD NASP, and 90 PBO patients in the overall ITT population from the DISSOLVE I and 

DISSOLVE II trials, 42 HD NASP, 35 LD NASP, and 67 PBO patients received 6 doses of treatment (Table 1)

Table 1: Baseline characteristics in patients who received 6 doses of NASP or PBO

aComorbidities, excluding gout and related disorders, that were present in ≥10% of all patients.
BMI, body mass index; HD NASP, high-dose NASP; LD NASP, low-dose NASP; NASP, nanoencapsulated sirolimus plus pegadricase; PBO, placebo; SD, standard deviation; 
sUA, serum uric acid.

HD NASP
n=42

LD NASP
n=35

PBO
n=67

Patient characteristics

Age, years, mean (SD) 57.9 (8.7) 54.7 (9.9) 56.3 (9.9)

BMI, kg/m2, mean (SD) 33.7 (5.5) 33.1 (6.4) 33.3 (6.6)

Male, n (%) 39 (92.9) 31 (88.6) 66 (98.5)

White, n (%) 36 (85.7) 29 (82.9) 51 (76.1)

Disease characteristics

Duration of gout diagnosis, years,
mean (SD) 13.3 (10.6) 12.1 (8.5) 11.7 (8.4)

Patients with tophi, n (%) 23 (54.8) 22 (62.9) 42 (62.7)

sUA, mg/dL, mean (SD) 8.5 (1.4) 8.5 (1.3) 8.7 (1.6)

Number of tender joints, mean (SD) 5.8 (8.0) 6.1 (7.7) 7.7 (11.0)

Number of swollen joints, mean (SD) 2.9 (4.9) 3.5 (6.1) 5.2 (8.5)

Comorbidity,a n (%)

Hypertension 32 (76.2) 20 (57.1) 44 (65.7)

Hyperlipidemia 17 (40.5) 8 (22.9) 23 (34.3)

Dyslipidemia 6 (14.3) 4 (11.4) 10 (14.9)

Chronic kidney disease 5 (11.9) 6 (17.1) 11 (16.4)

Obesity 5 (11.9) 6 (17.1) 9 (13.4)

• Cumulative mean gout flare estimates between days 0 and 100 were generally similar between NASP-
and PBO-treated patients (Figure 4)

• From day 100, gout flares plateaued in NASP-treated patients and increased with PBO (Figure 4)
• During weeks 13–24, HD NASP-treated patients who received 6 doses had 2.3 times fewer flares 

compared with PBO-treated patients who received 6 doses (HD NASP: 0.29 gout flares per patient or 1 
in every 4 patients during weeks 13–24; LD NASP: 0.11 gout flares per patient or 1 in every 10 patients 
during weeks 13–24; PBO: 0.66 gout flares per patient or 2 in every 3 patients during weeks 13–24; 
Figure 5)

Figure 4: Cumulative mean estimate of gout flares over the study period among patients 
from DISSOLVE I and DISSOLVE II who received 6 doses of NASP or PBOa

aThe cumulative mean function estimate of gout flares per patient is shown for patients who received at least 6 doses of HD NASP (orange), LD NASP (teal), or PBO 
(dark gray). The event of interest was gout flare, and multiple gout flares were considered in the cumulative mean function. Patients were censored at the end of
the study.
HD NASP, high-dose NASP; LD NASP, low-dose NASP; NASP, nanoencapsulated sirolimus plus pegadricase; PBO, placebo.

Figure 5: Average number of gout flares per patient during weeks 13–24 among patients 
from DISSOLVE I and DISSOLVE II who received 6 doses of NASP or PBO

HD NASP, high-dose NASP; LD NASP, low-dose NASP; NASP, nanoencapsulated sirolimus plus pegadricase; PBO, placebo.

• Across all treatment arms, gout flares were mostly of mild to moderate intensity

Safety
• Adverse events of special interest were generally similar between the DISSOLVE I and DISSOLVE II ITT 

population and patients who received 6 doses of NASP or PBO (Table 2)11
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CONCLUSIONS
Among patients from DISSOLVE I and DISSOLVE II 

who received 6 doses of NASP or PBO:
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• Gout, caused by the deposition of monosodium urate crystals in and 
around joints and soft tissues, is the most common inflammatory arthritis 
in the US, affecting >9.2 million individuals1,2

• Uncontrolled gout, also known as chronic refractory gout, is characterized 
by a persistent elevation in serum uric acid (sUA) to ≥6 mg/dL and 
ongoing clinical manifestations despite the use of oral urate-lowering 
therapies (ULTs), resulting in joint pain, tophi, and gout flares3,4 

– Gout flares cause chronic pain and joint destruction, impair quality of 
life, and represent a critical endpoint for assessing therapeutic efficacy 
and guiding clinical decision-making1,3

• ULT is recommended to lower sUA and prevent gout flares long term5,6; 
however, an initial increase in gout flares after initiation of ULT has been 
observed7

• NASP is a novel, every 4-week, sequential infusion therapy designed to 
reduce sUA levels in patients with uncontrolled gout. NASP consists of 
targeted immunomodulating, nanoencapsulated sirolimus (NAS; formerly 
SEL-110) co-administered with pegadricase, a pegylated uricase (formerly 
SEL-037) (Figure 1)1,8

INTRODUCTION METHODS
Figure 1: Nanoencapsulated sirolimus plus pegadricase

NAS, nanoencapsulated sirolimus; PEG, polyethylene glycol; PLA, polylactic acid.

Efficacy
• At treatment initiation (weeks 1–4), the proportion of patients who experienced a gout flare was similar 

between patients treated with HD NASP or LD NASP and those treated with PBO (Figure 3)
• During weeks 1–12 of treatment, the proportion of gout flares remained similar between patients 

treated with HD NASP and PBO, while a slight increase compared with HD NASP- and PBO-treated 
patients was seen at weeks 5–8 for patients treated with LD NASP (Figure 3)

• During weeks 13–24, the proportion of patients who experienced a gout flare continued to decrease in 
patients treated with HD NASP and LD NASP, with only 4.8% and 5.7% of patients, respectively, 
experiencing a gout flare during weeks 21–24 (Figure 3)
– The proportion of PBO-treated patients who experienced a gout flare remained consistent with 

weeks 1–4 during weeks 21–24, with 22.4% of PBO-treated patients experiencing a flare
• In each arm, at weeks 21–24, 95.2% (HD NASP), 94.3% (LD NASP), and 77.6% (PBO) of patients were 

flare-free. Therefore, an additional 17.6% and 16.7% of patients were flare-free with HD and LD NASP, 
respectively, compared with PBO (Figure 3)

• NASP is being investigated for the treatment of uncontrolled gout; efficacy 
and safety of NASP have been previously presented, with NASP 
demonstrating a statistically significant improvement (reduction) in sUA 
levels compared with placebo (PBO), and high-dose NASP (HD NASP) more 
effectively prevented the formation of anti-drug antibodies compared with 
low-dose NASP (LD NASP)1,11,12

• Here, we report gout flare outcomes in patients from the phase 3 
DISSOLVE I and DISSOLVE II trials who received 6 doses of NASP or PBO 
(Figure 2)

Nanoencapsulated sirolimus
(NAS)

Biodegradable, immune-tolerizing NAS 
that induces antigen-specific tolerance 

to co-administered biologics8,9

Sirolimus

PLA-PEG 
outer layer

PLA matrix

Pegadricase

Pegadricase is a pegylated uricase that 
converts uric acid to soluble and readily 

excreted allantoin10

Uricase

PEG

Table 2: Patients with ≥1 TEAE and AESIs among patients from DISSOLVE I and DISSOLVE II 
who received 6 doses of NASP or PBO

aThere were no other infections that occurred in >3% of patients. bIncludes stomatitis, mouth ulceration, oral ulcer, and aphthous ulcer.
AE, adverse event; AESI, adverse event of special interest; h, hour(s); HD NASP, high-dose NASP; LD NASP, low-dose NASP; NASP, nanoencapsulated sirolimus plus 
pegadricase; PBO, placebo; TEAE, treatment-emergent adverse event.
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the mean gout flare estimate 
plateaued in patients treated 

with NASP, while an increase was 
observed in those receiving PBO

In weeks 13–24, gout flares were substantially reduced with NASP:
Average number of gout flares per patient was 2.3 and 5.7 times fewer with

HD NASP and LD NASP, respectively, vs PBO
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Figure 2: Design of the DISSOLVE I and DISSOLVE II trials and gout flare assessment

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 I and DISSOLVE II, the most common reasons for treatment discontinuation among patients who received NASP were meeting the stopping rule, adverse events, and withdrawal of consent. bColchicine or a 
nonsteroidal anti-inflammatory drug for gout flare prophylaxis and premedication with prednisone, fexofenadine, and methylprednisolone for infusion reactions.
HAQ-DI, Health Assessment Questionnaire-Disability Index; HD NASP, high-dose NASP; ITT, intent-to-treat; IV, intravenous; LD NASP, low-dose NASP; NAS, nanoencapsulated sirolimus; NASP, nanoencapsulated sirolimus plus pegadricase; PBO, placebo; Q4W, every 
4 weeks; R, randomization; SF-36, 36-Item Short Form Health Survey; sUA, serum uric acid.

Pooled data11 from:
• DISSOLVE I (NCT04513366; US)
• DISSOLVE II (NCT04596540; global)

Inclusion criteria:
• Adults with uncontrolled gout

– ≥3 gout flares within 18 months prior to 
screening, OR

– ≥1 tophus, OR
– Current diagnosis of gouty arthritis

• Failure to normalize sUA levels and control 
symptoms with xanthine oxidase inhibitor

• Screening sUA level ≥7 mg/dL

LD NASP: 
sequential infusions, 0.10 mg/kg NAS and 0.2 mg/kg pegadricasea

PBOa

HD NASP: 
sequential infusions, 0.15 mg/kg NAS and 0.2 mg/kg pegadricasea

R
1:1:1

Weeks
1–4

Weeks
5–8

Weeks
9–12

Weeks
13–16

Weeks
17–20

Dosing
IV Q4W

Weeks
21–24

DISSOLVE I and DISSOLVE II trials:
• Primary endpoint: percentage of patients with an sUA response (sUA levels <6 mg/dL for 

≥80% of time during weeks 21–24 of therapy)
• Key secondary endpoints: incidence of gout flares, sUA reduction, change in SF-36 

scores, change in HAQ-DI total scores, change in number of tender joints, tophi reduction

Post hoc analysis:
• Patients from the pooled DISSOLVE I and 

DISSOLVE II ITT population11 who received
6 doses of NASP or PBO

A validated flare assessment13 was used:
• Gout flares were assessed by study site 

investigators, all of whom had experience 
treating and managing gout

Patients received gout flare prophylaxis 
and premedication for infusion reactionsb

At treatment initiation, there was no increase in gout flares 
for patients treated with nanoencapsulated sirolimus plus 
pegadricase (NASP) or placebo (PBO), as has been observed 
with urate-lowering therapy (ULT)

Over the course of the study, the proportion of patients with 
gout flares decreased with NASP treatment

Over 95% of patients who received 6 doses of high-dose (HD) 
NASP were flare-free at weeks 21–24

These results highlight the potential of NASP as an effective 
therapy for reducing disease burden and improving a key 
clinical manifestation, gout flares, in patients with 
uncontrolled gout

NO DIFFERENCE
in proportion of patients with a gout flare 
at treatment initiation between patients 
who received HD NASP and LD NASP
or PBO

HD NASP
n=42

LD NASP
n=35

PBO
n=67

≥1 TEAE, n (%) 31 (73.8) 23 (65.7) 45 (67.2)

AESI, n (%)
Gout flares 18 (42.9) 17 (48.6) 29 (43.3)

Infections (including viral) 8 (19.0) 4 (11.4) 12 (17.9)

COVID-19a 2 (4.8) 0 5 (7.5)

Infusion-related AE within 24 h 4 (9.5) 3 (8.6) 1 (1.5)

Stomatitisb 3 (7.1) 3 (8.6) 0

Dyslipidemia 1 (2.4) 0 0

Hyperlipidemia 1 (2.4) 1 (2.9) 1 (1.5)

Hypertriglyceridemia 1 (2.4) 1 (2.9) 5 (7.5)

Renal impairment 1 (2.4) 0 0

Leukopenia 0 1 (2.9) 1 (1.5)


