
Figure 4: Percentage of patients experiencing gout flares over the study period

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

Figure 1: Design of the DISSOLVE I and DISSOLVE II trials and key secondary endpoint evaluation

aAll 3 inclusion criteria had to be met. bAdministered as sequential infusions; for patients who received NASP, the pegadricase infusion began within 30 minutes of completion of the NAS infusion. cSecondary endpoint 
was below the broken hierarchy; therefore, it could not be formally tested for significance. P values are provided for descriptive purposes. dTriple read tophus evaluation and validated gout flare assessments8 were used. 
eOne assessment from the majority opinion was selected. f in the area of a tophus without enlargement of any existing tophus and no new tophus, and CR was defined as 

. g
baseline and had borders distinguishable to the independent reader. ACR, American College of Rheumatology; CR, complete response; EULAR, European Alliance of Associations for Rheumatology; HD NASP, high-dose 
NASP; IV, intravenous; LD NASP, low-dose NASP; NAS, nanoencapsulated sirolimus; NASP, nanoencapsulated sirolimus plus pegadricase; PBO, placebo; PR, partial response; Q4W, every 4 weeks; R, randomization;
sUA, serum uric acid; XOI, xanthine oxidase inhibitor.
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• Nanoencapsulated sirolimus plus pegadricase (NASP)–treated patients demonstrated rapid 
and sustained serum uric acid (sUA) control and 20–27-fold higher rates of complete 
resolution of tophi compared with placebo (PBO)–treated patients

• –4) and through week 20, NASP- and PBO-treated patients 
did not experience an increase in gout flares, as has been observed with urate-lowering 
therapy (ULT) initiation
– – -dose and low-dose 

NASP, respectively, were flare-free 
• In patients with stage 3 chronic kidney disease (CKD3) at baseline, safety 

was similar to that in the overall intent-to-treat population
• These results build on previous findings, highlighting NASP in reducing 

disease burden in patients with uncontrolled gout (UG) and chronic kidney 
disease (CKD)
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• Patients with gout often have chronic kidney disease (CKD); gout increases the risk of stage 3 CKD (CKD3) more than two-fold, and nearly one-quarter of patients with gout also have CKD32

• al urate-lowering therapy (ULT); this results in ongoing clinical manifestations, 
including tophi, joint pain, impaired function, and poor quality of life3

– Patients with UG are approximately twice as likely to develop CKD compared with patients with controlled gout4

• ULTs are suboptimal because CKD limits their efficacy and compromises their safety
• Nanoencapsulated sirolimus plus pegadricase (NASP; formerly SEL- -week, sequential two-component infusion therapy consisting of nanoencapsulated sirolimus 

(NAS; formerly SEL- -administered with a pegylated uricase (pegadricase [P]; formerly SEL-037); NASP is designed to reduce sUA in patients with UG
– NAS provides targeted antigen-specific tolerance to sequentially administered pegadricase through induction of regulatory T cells

• In the phase 3 DISSOLVE I and II trials, NASP demonstrated rapid and sustained sUA reduction in patients with CKD3 similar to the overall study population. High response rates were achieved with a trend 
toward improvement in estimated glomerular filtration rate (eGFR)7

• This post hoc analysis aims to describe additional efficacy and safety outcomes among patients with CKD3 (eGFR 30– 2) at baseline in the pooled phase 3 DISSOLVE I and II trials

Inclusion criteriaa: 
(i) Adults with uncontrolled 

OR OR current 
diagnosis of gouty arthritis); 
(ii) Failure to normalize sUA 
levels and control symptoms 
with XOIs (or contraindication 
to XOIs); (iii) Screening sUA 
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Dosing
IV Q4W

Primary endpoint: Percentage of patients with an sUA response 
–24 of therapy)

Key secondary endpoints: sUA reduction, tophus reduction,c incidence 
of gout flares, change in number of tender joints
Safety/tolerability

Gout flares were assessed by study site investigators, all 
of whom had experience treating and managing gout

Tender and swollen joints were counted; joints assessed 
included: hand, foot, shoulder, elbow, wrist, knee, ankle, 
tarsus, sternoclavicular, and acromioclavicular joints
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INTRODUCTION AND OBJECTIVES

• -blind, placebo (PBO)–controlled, phase 3 trials that investigated the efficacy and safety of NASP
• -dose NASP (HD NASP), low-dose NASP (LD NASP), or PBO every 4 weeks via intravenous infusion (Figure 1)
• Patients meeting the stopping rule or discontinuing treatment who continued visits could restart ULT at investigator discretion 

METHODS

Tophi assessmentsd were performed by 3 global gout 
experts from ACR and EULAR,e with overall tophus 
response assessment categories of PR and CRf

Qualitatively applied to 
non-measurable
“non-target tophi”g

Quantitatively applied 
to measurable
“target tophi”g

RESULTS
Population
• -to-

and 23 patients in the HD NASP, LD NASP, and PBO groups, respectively, had CKD3 with high disease burden at 
baseline (Table 1); additional baseline characteristics are shown in poster TH-

Efficacy (cont.)
• A greater proportion of NASP- vs PBO-treated patients had a complete resolution of tophi by week 24, where CR 

rates were approximately 20–27-fold higher in NASP-treated patients compared with PBO-treated patients 
(Figure 3A)
–

• Example patient images are shown in Figure 3B

Efficacy
• -

and LD NASP, respectively (Figure 2)
–

–
similar to sUA in PBO-treated patients

– Most patients who discontinued NASP did not transition to an oral ULT
• For patients in the PBO group, sUA remained similar to

week 24 (Figure 2)

Efficacy (cont.)
• –4), despite rapid sUA reductions, a similar proportion of HD NASP- and

PBO-treated patients experienced gout flares. A slightly higher proportion of LD NASP-treated patients experienced 
gout flares upon treatment initiation, but the proportion decreased during subsequent weeks (Figure 4)

• As patients continued treatment, the proportion experiencing gout flares remained consistently low or decreased 
in HD NASP- and LD NASP-treated patients (Figure 4) Table 1: Baseline characteristics in pooled DISSOLVE I and DISSOLVE II patient population with CKD3 at baseline

a BMI, body mass index; CKD3, stage 3 chronic 
kidney disease; 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=20

LD NASP
n=18

PBO
n=23

Patient characteristics
Age, years, mean (SD)7

2, mean (SD)7

7

White7

Black
Asian 0 0
Other 0 2 (8.7)

Comorbidities,a

Hypertension
Hyperlipidemia
Dyslipidemia 
Obesity 4 (22.2)

HD NASP
n=20

LD NASP
n=18

PBO
n=23

Disease characteristics
Time since gout diagnosis, years, mean (SD)

7

Number of tophi, mean (SD)

Number of tender joints, mean (SD)
Number of swollen joints, mean (SD)

Safety
• Adverse events of special interest in patients with CKD3 at baseline (Table 3) were similar to those in the ITT 

population (previously presented)
– Poster TH-

thrombocytopenia
• One case of proteinuria was observed in each NASP arm and was considered not drug related

Table 2: Change in the number of tender and swollen joints

aLeast-square mean difference (SE) in the change in number of tender or swollen joints from baseline to week 24. HD NASP, high-dose NASP; LD NASP, low-dose 
NASP; NASP, nanoencapsulated sirolimus plus pegadricase; PBO, placebo; SD, standard deviation; SE, standard error.

Figure 2: sUA over time among patients on vs off NASP treatmenta

Post- -dose measurements were collected for patients that were off treatment.
aOff treatment defined as last dose plus 28 days. bSeven days prior to next dose. HD NASP, high-dose NASP; LD NASP, low-dose NASP; NA, not applicable;
NASP, nanoencapsulated sirolimus plus pegadricase; PBO, placebo; SEM, standard error of the mean; sUA, serum uric acid; trt, treatment.

Figure 3: Tophus CR rates by week 24 (A) and an example of tophus response in a patient with UG who had CKD3 
and tophi at baseline and CR after treatment at the end of the double-blind phase (B)

aSecondary endpoint was below the broken hierarchy; therefore, it could not be formally tested for significance. P values are provided for descriptive purposes. 
Responses were evaluated using the blinded triple read model. The percentage of responders was estimated using a logistic regression model that included 

-square test comparing each treatment to PBO was used to generate P values. The logistic 
method considering treatment group was used to impute missing values for response. CKD3, stage 3 chronic kidney disease; CR, complete response; 
HD NASP, high-dose NASP; LD NASP, low-dose NASP; NASP, nanoencapsulated sirolimus plus pegadricase; PBO, placebo; UG, uncontrolled gout.
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• NASP-treated patients showed substantial improvements in the number of tender and swollen joints from baseline 
to week 24 when compared with PBO (Table 2)

HD NASP
n=20

LD NASP
n=18

PBO
n=23

Tender joints, n

Mean change from baseline to week 24 (SD)

Least-square mean difference vs PBO (SE)a

Swollen joints, n 

Mean change from baseline to week 24 (SD)

Least-square mean difference vs PBO (SE)a

Table 3: Adverse events in patients with CKD3 at baseline

aIncludes stomatitis, mouth ulceration, oral ulcer, and aphthous ulcer. bOther renal and urinary disorders include acute kidney injury, hematuria, micturition 
AESI, adverse event of special 

interest; CKD3, stage 3 chronic kidney disease; COVID- -dose NASP; LD NASP, low-dose NASP; NASP, 
nanoencapsulated sirolimus plus pegadricase; PBO, placebo; SAE, serious adverse event; TEAE, treatment-emergent adverse event.

HD NASP
n=20

LD NASP
n=18

PBO
n=23

Gout flare7

Stomatitisa,7 0

Infections (including viral)7

COVID- 0 2 (8.7)

Infusion-related AE within 24 h 
of treatment7

Infusion-related AE
of treatment 0 0

Select renal and urinary disordersb 0

Renal impairment 0

Microalbuminuria 0 0
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