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METHODS OF TREATING GOUT

CROSS REFERENCE TO RELATED APPLICATIONS

[0001] This application claims the benefit of U.S. Provisional Patent Application Nos.
63/063,826, filed August 10, 2020 and 63/148,982, filed February 12, 2021, the disclosures

of which are incorporated by reference herein in their entireties.

[0002] Gout affects approximately 4% of the U.S. population, is the most common form
of inflammatory arthritis in men, and is associated with decreased quality of life. The
frequency of gout is increasing worldwide, with prevalence rates estimated to be as high as
7% in older men. It is estimated that up to 400,000 (up to 5% of the estimated 8 million
persons with gout) in the United States experience chronic refractory gout, characterized by
ongoing symptoms of active disease and a failure to control/maintain serum urate < 6 mg/dL
with conventional xanthine oxidase inhibitors (i.e., allopurinol and febuxostat) and uricosuric
agents (i.e., probenecid). These patients often have significant, disabling urate deposits in soft
tissues and bone known as tophi.

[0003] Uric acid (UA) is the end metabolite in the human purine catabolic pathway.
Unlike most mammalian species, humans lack the urate oxidase enzymatic pathway for the
oxidation and disposition of uric acid and are susceptible to the development of gout. To
develop an animal model of hyperuricemia and gout for a therapeutic uricase proof-of-
concept study, a mouse was genetically modified by knocking out its endogenous uricase
gene (Uox). This genetic lesion results in a marked elevation of plasma uric acid levels,
leading to deposition of urate in kidney tissue and causing a profound defect in renal
concentrating ability and nephrogenic diabetes insipidus. The studies in the mouse Uox-/-
system demonstrate the therapeutic potential of pegloticase administration for the treatment
of hyperuricemia and provided a “proof of principle” for the clinical use of pegloticase.
[0004] A series of pharmacokinetic (PK) studies was conducted in rats, rabbits, dogs and
pigs to determine the circulation half-life and bioavailability as a function of the route of
pegloticase administration. Plasma pegloticase levels were determined by assaying uricase
bioactivity in plasma. As part of the PK studies, antibody levels in plasma were determined 2
weeks after the last injection in the rabbit, dog and rat. Collectively, the results of the PK
studies in these animals lend support to the expectation of high bioavailability and prolonged

retention of pegloticase after administration in humans. Absorption, distribution, metabolism
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and excretion of pegloticase were examined in rat studies. Approximately 70% of the dose
was excreted in the urine during the course of 7 days after injection.

[0005] When the concentration of serum uric acid (SUA) is above the biochemical limit
of solubility, 6.8 mg/dL, monosodium urate crystals may precipitate in tissues. It is
hypothesized that after many years of persistent hyperuricemia, accumulation of monosodium
urate crystals causes symptoms of gout, such as acute inflammation of joints (gout flare),
formation of gout tophi, gouty arthritis, and UA nephropathy (including UA renal stones).
Control of chronic gout cannot be achieved without maintaining SUA <6 mg/dL. A total of
8.3 million patients have been diagnosed with gout in the United States. The principal
pharmaceutical approach to the treatment of gout is the use of the xanthine oxidase inhibitors,
allopurinol, and febuxostat, to block the synthesis of UA. Approximately 2% of patients
treated with allopurinol develop allergic reactions and a severe hypersensitivity syndrome
occurs in about 0.4% of the patients. Patients with medical contraindications to xanthine
oxidase inhibitors because of allergy/hypersensitivity, or who have failed to normalize SUA
at maximum medically appropriate doses of these medications, can go on to develop chronic
gout.

[0006] Pegloticase or PEGylated uricase (KRYSTEXXA®; “KXX")is a
monomethoxypoly(ethylene glycol) (PEG) modified recombinant mammalian uricase (urate
oxidase) which reduces levels of UA in the serum (or plasma) by catalyzing its conversion to
allantoin, a water-soluble metabolite more readily excreted in the urine than uric acid.
Pegloticase provides a new therapeutic mechanism to reduce SUA in patients with chronic
gout refractory to conventional oral therapy. These patients experience a severe burden of
gout disease characterized by tophi (approximately 70%), frequent and often crippling flares
(approximately 7 per year), and deforming arthritis. Pegloticase provides medical benefits in
patients who respond by lowering SUA and by reducing tophus burden in these patients who
currently have no therapeutic options.

[0007] Seven clinical studies have been conducted with pegloticase in patients with
refractory chronic gout. The Phase 1 program established an acceptable profile of tolerability
and safety for intravenous (IV) dosing, whereas subcutaneous dose administration was less
well tolerated. The Phase 2 program identified a minimally effective dose (4 mg), a dose-
response plateau dose (12 mg), a safe and optimally effective dose (8 mg), and a once every 2
weeks or once every 4 weeks dosing regimen.

[0008] Two randomized, double-blind, placebo-controlled, multi-center, 6-month safety

and efficacy Phase 3 studies have been conducted in a total of 225 hyperuricemic patients
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(SUA > 8 mg/dL) with symptomatic gout who reported contraindication to or who had failed
to normalize SUA with allopurinol therapy. The primary endpoint was defined as plasma UA
(highly correlated to serum uric acid) reduction to below 6 mg/dL for 80% of the time in
Months 3 and 6 combined. The pooled efficacy results showed improvements in tophus
burden consistent with urate-lowering effect of pegloticase in both dose groups.
Improvements were more rapid in patients who received pegloticase 8 mg every 2 weeks
compared to every 4 weeks and met the outcomes data of complete resolution of at least 1
tophus with no new or progressive tophi as assessed by blinded assessment of digital
photographs of target tophi.

[0009] The pooled safety results from these Phase 3 studies showed that deaths, AEs,
SAE:s, as well as the laboratory abnormalities were generally equally distributed across
placebo and pegloticase treatment groups, with the clear exception of gout flares and IRs.
Gout flares were more common in the pegloticase groups than in the placebo group during
the first 3 months of therapy, a physiological effect resulting from SUA-lowering which is
commonly observed upon the initiation of all urate-lowering therapies. Despite use of
prophylactic medications against hypersensitivity including administration of corticosteroids,
antihistamine and acetaminophen in advance of each pegloticase infusion, IRs were seen in
22/85 (26%) of subjects receiving the 8 mg 2-week regimen, although it is noted that there
was no pre-infusion uric acid monitoring protocol during this study, and the 26% IR rate is
higher than that seen in clinical practice/studies with a monitoring protocol, typically about
8%.

[0010] During the second 3 months of treatment, a lower proportion of pegloticase-
treated patients experienced flares than patients receiving placebo. The incidence of flares
during this period was lowest in the group receiving pegloticase 8 mg every 2 weeks than in
the group who received pegloticase 8 mg every 4 weeks, as was the incidence of infusion-
related reactions (26% with biweekly dosing vs. 40% with the every-4-week dosing regimen).
Both infusion reactions (IRs) and gout flares were least common in patients with sustained
urate-lowering responses to treatment and those who received bi-weekly treatment. In most
pegloticase-treated patients with IRs, a loss of response to pegloticase (return to SUA > 6
mg/dL) preceded the time of the first IR (20/21; 95%).

[0011] A relationship between the loss of urate-lowering efficacy, incidence of IRs, and
high-titer antibody formation was identified in a post-hoc analysis of the pooled data from the
Phase 3 studies. Patients with high anti-pegloticase antibody titers (>1:2430) showed a loss of

pegloticase activity attributed to a more rapid clearance of drug in the presence of these
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antibodies. In one study, 69 (41%) of 169 patients receiving pegloticase developed high titer
anti-pegloticase antibodies and subsequently lost response to the drug. In a second study,
only 1 of 52 participants with high antibody titers maintained a response to pegloticase
(serum urate < 6 mg/dL). In addition, 60% participants with high titers developed IR. Anti-
pegloticase antibodies were largely directed to the polyethylene glycol (PEG) portion of the
molecule and altered the pharmacokinetic clearance of pegloticase, resulting in inhibition of
SUA lowering activity. In another study, only 7 of 65 patients (10.8%) with an antibody titer
exceeding 1:2430 at any time during treatment maintained a response to pegloticase
compared with 89.2% (58/65) who had never had an antibody titer above that level. In
addition, 31 of 52 (60%) patients with titers exceeding 1:2430 developed IRs. The ability of
pegloticase to induce antibody production demonstrated the antigenic potential of the drug,
and thus raised the possibility that relatively large or more frequent doses of pegloticase
(antigen) might reduce antibody formation by induction of antigen-specific non-
responsiveness (high zone tolerance). By preventing the formation of anti-pegloticase
antibodies, a tolerizing dose regimen should prevent loss of response to the drug and decrease
the incidence of IRs associated with it.

[0012] As described herein, an alternate approach to prevent immunogenicity by
pegloticase and therefore reduce the incidence of IRs, as well as to enhance the response rate
seen with pegloticase alone in adults with uncontrolled gout, is co-administration or
concomitant administration of pegloticase and an immunosuppressive agent. As described
herein, one such immunosuppressive agent is methotrexate (MTX). As described herein, a
shortened infusion (e.g., about 30, about 45, or about 60 minutes) or administration time may
be employed for patients receiving pegloticase + MTX therapy as deemed appropriate and
provided that patients do not meet infusion speed-limiting criteria as set forth herein. In some
embodiments, pegloticase may also be administered in a reduced volume, such as a volume
of 50 mL, rather than the 250 mL volume that is the current standard treatment. Speed-
limiting criteria may include, but are not limited to, (i) respiratory symptoms: difficulty
breathing with wheezing or stridor; upper airway swelling (lip, tongue, throat, uvula, or
larynx); respiratory distress manifested as at least 2 or more of the following: tachypnoea,
increased use of accessory respiratory muscles, cyanosis, recession, grunting; (ii)
cardiovascular symptoms: hypertension, tachycardia, measured hypotension, a decreased
level of consciousness, loss of consciousness; (iii) dermatological or mucosal symptoms:
generalized urticaria (hives) or generalized erythema, angioedema, generalized pruritus with

skin rash. Patients receiving KXX treatment as described herein, e.g., in a shortened infusion
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period (e.g., about 30, about 45, or about 60 minutes) or with a reduced infusion volume (e.g.,
about 50 mL), may not experience an increase in adverse events and/or may experience an
adverse event profile similar in nature and severity to patients receiving the PEGylated
uricase in a 120-minute infusion period with a 250 mL infusion volume as approved by the
FDA.

[0013] The long-term safety of pegloticase has been demonstrated in an open-label
extension study that enrolled 151 patients: 149 received pegloticase either bi-weekly or every
4 weeks for up to 30 months and 2 chose observation only. No new safety signals were
observed and ongoing patient benefit in several clinical outcome measures was maintained
beyond the 6-month period of the double-blind studies.

[0014] Currently, pegloticase is FDA approved for intravenous administration over no
less than 120 minutes in an infusion volume of 250 mL (cc). Pegloticase is re-administered
every two weeks to achieve optimal therapeutic outcomes, prevent elevations in sUA levels,
and reduce tophus burden. Compliance with such a regimen can be burdensome and pose a
barrier to treatment for some patients who may otherwise benefit from the infusion.
Therefore, there is an unmet need for patients with uncontrolled gout to have access to a
therapy that is effective with limited AEs, amenable to high patient compliance over several
months. Administering pegloticase over a shorter duration time, and/or with a reduced
infusion volume, may address this unmet need.

[0015] One concern, however, is that a shorter infusion duration may lead to increased
AEs. Pegloticase has been associated with IRs, including anaphylaxis. In Phase 3 studies
(which included IR prophylaxis for all subjects), with pegloticase administered over 120
minutes, IRs occurred in 26% of subjects receiving pegloticase compared to 5% of subjects
receiving placebo and anaphylaxis was reported in 5% of subjects receiving pegloticase and
0% of subjects receiving placebo (pegloticase, KRYSTEXXA®, KXX). These AEs are
thought to be related to the development of anti-drug antibodies and can be reduced by
avoiding infusions in patients who initially respond and then have a rebound of their serum
uric acid to 6 mg/mL or greater. These anti-drug antibodies are also associated with loss of
efficacy as reflected in this increase in sUA levels.

[0016] To address the possibility of increased AEs with a shorter infusion duration, this
study will incorporate an IR prophylaxis regimen as well as pre-treatment and concomitant
use of MTX with pegloticase.

[0017] Individual subject sUA Discontinuation Criteria will also be in place to minimize

the potential for AEs in subjects who are non-responders to treatment. Since the risk of
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anaphylaxis and IRs is higher in patients who have lost therapeutic response, this study will
also discontinue treatment if SUA levels increase to 6 mg/dL or above at 2 consecutive study
visits to minimize the potential for such AEs.

[0018] As described herein, the present study will be initiated enrolling subjects assigned
to 60-minute infusion durations. Based on tolerability, this infusion duration may be
progressively shortened to 45-minute and 30-minute infusions. The consistent adverse event
profile supports initiating this trial with subjects receiving infusions at 60-minute durations
and progressively moving to shorter durations of 45 minutes and 30 minutes.

[0019] Thus, in one aspect, the disclosure provides a method of treating gout in a patient
having a serum uric acid (SUA) level of > 6 mg/dL comprising: administering methotrexate
(MTX) to said patient at a dose of about 15 mg per week for a period of 2-4 weeks prior to a
first administration of a PEGylated uricase; and co-administering the PEGylated uricase and
MTX to said patient using a dosage regimen comprising a dose of from about 8 mg to about
32 mg of the PEGylated uricase intravenously every 2-4 weeks for a total of 6-26 doses, and
adose of about 15 mg of MTX per week, wherein the co-administered MTX is administered
concurrently with each administration of the PEGylated uricase; wherein the PEGylated
uricase is administered within a shortened infusion period of 60 minutes or less; and wherein
the infusion is administered in a reduced volume of 50 mL.

[0020] In another aspect, the disclosure provides method of reducing immunogenicity to
PEGylated uricase and prolonging the urate lowering effect comprising co-administering a
PEGylated uricase at a dosage of about 8 mg to about 32 mg intravenously every 2-4 weeks
and methotrexate (MTX) at a dosage of about 15 mg per week to a patient having a serum
uric acid (SUA) level of > 6 mg/dL prior to PEGylated uricase treatment initiation, wherein
the administration of the PEGylated uricase and MTX result in the SUA level being reduced
relative to a patient not receiving co-administration of the PEGylated uricase and MTX
immunosuppressive therapy, wherein the PEGylated uricase is administered within a
shortened infusion period of about 60 minutes or less; and wherein the infusion is
administered in a reduced volume of about 50 mL.

[0021] In one embodiment, a method described herein further comprises reducing the
administration period of the PEGylated uricase to 45 minutes for subjects who do not meet
infusion speed-limiting criteria. In another embodiment, a method described herein further
comprises reducing the infusion period of the PEGylated uricase to 30 minutes for subjects
who do not meet infusion speed-limiting criteria. In another embodiment, the infusion speed-

limiting criteria comprise one or more of: (i) respiratory symptoms: difficulty breathing with
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wheezing or stridor; upper airway swelling (lip, tongue, throat, uvula, or larynx); respiratory
distress manifested as at least 2 or more of the following: tachypnoea, increased use of
accessory respiratory muscles, cyanosis, recession, grunting; (ii) cardiovascular symptoms:
hypertension, tachycardia, measured hypotension, a decreased level of consciousness, loss of
consciousness; (iii) dermatological or mucosal symptoms: generalized urticaria (hives) or
generalized erythema, angioedema, generalized pruritus with skin rash. In another
embodiment, patients receiving the PEGylated uricase in the shortened infusion period: (i) do
not experience an increase in adverse events; or (ii) experience an adverse event profile
similar in nature and severity to patients receiving the PEGylated uricase in a 120-minute
infusion period.

[0022] In some embodiments, a PEGylated uricase (i.e., KXX) as described herein is
administered within a shortened infusion period of about 60 minutes or less. In some
embodiments, a shortened infusion period for administration of KXX may be, but is not
limited to, about 20 minutes, about 25 minutes, about 30 minutes, about 35 minutes, about 40
minutes, about 45 minutes, about 50 minutes, about 55 minutes, about 60 minutes, about 65
minutes, about 70 minutes, or the like.

[0023] In some embodiments, KXX may be administered to a patient as described herein
in a reduced volume compared to the standard 250 mL known in the art. In some
embodiments, a reduced volume refers to a volume of less than 250 mL, such as including,
but not limited to, 25 mL, 30 mL, 35 mL, 40 mL, 45 mL, 50 mL, 55 mL, 60 mL, 65 mL, 70
mL, 75 mL, 80 mL, 85 mL, 90 mL, 95 mL, 100 mL, 110 mL, 120 mL, 130 mL, 140 mL, 150
mL, 160 mL, 170 mL, 180 mL, 190 mL, 200 mL, 210 mL, 220 mL, 230 mL, or 240 mL. In
some embodiments, KXX is administered at a reduced volume of 50 mL (50 cc), rather than
the standard 250 mL known in the art. In some embodiments, and as described herein, a
dosage of 16 mg KXX is administered in a volume of 50 mL every 4 weeks or monthly. In
some embodiments, such a reduced volume may be given in normal or half-normal saline, or
0.45% or 0.9% Sodium Chloride Injection, USP.

[0024] In another embodiment, a method described herein further comprises
administering folic acid to said patient at a dosage of 1 mg per day. In another embodiment, a
method described herein further comprises an altered dosage of MTX, wherein the altered
dosage comprises: administering folic acid to said patient at a dosage of about 1 mg per day;
or administering MTX to said patient at a dosage of about 7.5 mg twice per day; or
administering MTX to said patient at a dosage of about 10 mg, wherein the altered dosage of

MTX is based on laboratory findings. In another embodiment, the altered dosage of MTX
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comprises a temporary stop for laboratory parameters selected from the group consisting of
WBC levels of less than about 3.0 x 109/L, platelet levels of less than about 50 x 10°/L,
hematocrit levels of less than about 27%, AST/ALT levels of greater than about 2x upper
limit of normal (ULN), and eGFR levels of less than 30 mL/min/1.73 m?, wherein the altered
dosage of MTX comprises a reduction in the dosage of MTX to 10 mg per week for
laboratory parameters selected from the group consisting of: WBC levels of from about 3.0 x
10%/L to about 3.5 x 10°/L and AST/ALT levels of between about 1.5 and about 2x ULN. In
another embodiment, a method described herein further comprises a prophylactic regimen of
colchicine for a period of at least 2 weeks prior to the first administration of the PEGylated
uricase. In another embodiment, the SUA levels of the patient are determined prior to each
dose of the PEGylated uricase. In another embodiment, a method described herein further
comprises measuring one or more of trough PEGylated uricase levels, anti-PEGylated uricase
antibody levels, and anti-PEG antibody levels, prior to each dose of the PEGylated uricase
after the first dose. In another embodiment, a method described herein further comprises
measuring hematology and liver function during treatment.

[0025] In another embodiment, co-administration of the PEGylated uricase and MTX
results in normalization of the SUA level in the patient relative to a patient not receiving co-
administration of the PEGylated uricase and MTX immunosuppressive therapy. In another
embodiment, the SUA level is reduced to less than 6 mg/dL as a result of co-administration
of the PEGylated uricase and MTX immunosuppressive therapy. In another embodiment, the
SUA level is reduced to less than 5 mg/dL as a result of co-administration of the PEGylated
uricase and MTX immunosuppressive therapy. In another embodiment, the SUA level is
reduced to less than 2 mg/dL as a result of co-administration of the PEGylated uricase and
MTX immunosuppressive therapy. In another embodiment, the incidence of infusion
reaction, gout flare, or anaphylaxis is reduced as a result of co-administration of the
PEGylated uricase and MTX immunosuppressive therapy. In another embodiment, the level
of MTX metabolite is increased relative to a patient not receiving co-administration of the
PEGylated uricase and MTX immunosuppressive therapy. In another embodiment, the mean
titer of anti-PEGylated uricase antibodies is less than or equal to 1:6000 as a result of co-
administration of the PEGylated uricase and MTX immunosuppressive therapy. In another
embodiment, the serum uric acid level is normalized by week 12 after co-administration of
PEGylated uricase and MTX treatment begins.

[0026] Provided is a method of treating gout in a patient having a serum uric acid (SUA)

level of > 6 mg/dL comprising: administering methotrexate (MTX) to said patient at a dose of
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about 15 mg per week for a period of 2 to 4 weeks prior to a first administration of a
PEGylated uricase; and co-administering the PEGylated uricase and MTX to said patient
using a dosage regimen comprising a dose of about 8 mg to about 32 mg of the PEGylated
uricase intravenously every 2 to 4 weeks for a total of 6 to 26 doses, and a dose of about 15
mg of MTX per week, wherein the co-administered MTX is administered concurrently with
each administration of the PEGylated uricase; wherein the PEGylated uricase is administered
over an infusion period of 60 minutes or less; and wherein the infusion volume is about 50
mL.

[0027] Also provided is a method of reducing immunogenicity to PEGylated uricase and
prolonging the urate lowering effect comprising co-administering a PEGylated uricase at a
dosage of about 8 mg to about 32 mg intravenously every 2 to 4 weeks and methotrexate
(MTX) at a dosage of about 15 mg per week to a patient having a serum uric acid (SUA)
level of > 6 mg/dL prior to PEGylated uricase treatment initiation, wherein the administration
of the PEGylated uricase and MTX result in the SUA level being reduced relative to a patient
not receiving co-administration of the PEGylated uricase and MTX immunosuppressive
therapy, wherein the PEGylated uricase is administered over an infusion period of 60 minutes
or less; and wherein the infusion volume is about 50 mL.

[0028] In some embodiments, the infusion period is 45 minutes and the infusion volume
is 50 mL.

[0029] In some embodiments, the infusion period is 30 minutes.

[0030] In some embodiments, the patient lacks one or more of the following symptoms:
(1) respiratory symptoms: difficulty breathing with wheezing or stridor; upper airway
swelling (lip, tongue, throat, uvula, or larynx); respiratory distress manifested as at least 2 or
more of the following: tachypnoea, increased use of accessory respiratory muscles, cyanosis,
recession, grunting; or (ii) cardiovascular symptoms: hypertension, tachycardia, measured
hypotension, a decreased level of consciousness, loss of consciousness; or (iii)
dermatological or mucosal symptoms: generalized urticaria (hives) or generalized erythema,
angioedema, generalized pruritus with skin rash.

[0031] In some embodiments, patients: (i) do not experience an increase in adverse
events; or (ii) experience an adverse event profile similar in nature and severity to patients
receiving the PEGylated uricase over a 120-minute infusion period and an infusion volume of
250 mL.

[0032] In some embodiments, the method further comprises administering folic acid to

said patient at a dosage of 1 mg per day.



WO 2022/035828 PCT/US2021/045350

[0033] In some embodiments, the method further comprises an altered dosage of MTX,
wherein the altered dosage comprises: administering folic acid to said patient at a dosage of
about 1 mg per day; or administering MTX to said patient at a dosage of about 7.5 mg twice
per day; or administering MTX to said patient at a dosage of about 10 mg, wherein the altered
dosage of MTX is based on laboratory findings.

[0034] In some embodiments, the altered dosage of MTX comprises a temporary stop for
laboratory parameters selected from the group consisting of WBC levels of less than about
3.0x 10°/L, platelet levels of less than about 50 x 10°/L, hematocrit levels of less than about
27%, AST/ALT levels of greater than about 2x upper limit of normal (ULN), and eGFR
levels of less than 30 mL/min/1.73 m?, wherein the altered dosage of MTX comprises a
reduction in the dosage of MTX to 10 mg per week for laboratory parameters selected from
the group consisting of: WBC levels of from about 3.0 x 10°/L to about 3.5 x 10°/L and
AST/ALT levels of between about 1.5 and about 2x ULN.

[0035] In some embodiments, the method further comprises a prophylactic regimen of
colchicine for a period of at least 2 weeks prior to the first administration of the PEGylated
uricase.

[0036] In some embodiments, the SUA levels of the patient are determined prior to each
dose of the PEGylated uricase.

[0037] In some embodiments, the method further comprises measuring one or more of
trough PEGylated uricase levels, anti-PEGylated uricase antibody levels, and anti-PEG
antibody levels, prior to each dose of the PEGylated uricase after the first dose.

[0038] In some embodiments, the method further comprises measuring hematology and
liver function during treatment.

[0039] In some embodiments, said co-administration of the PEGylated uricase and MTX
results in normalization of the SUA level in the patient relative to a patient not receiving co-
administration of the PEGylated uricase and MTX immunosuppressive therapy.

[0040] In some embodiments, the SUA level is reduced to less than 6 mg/dL as a result of
co-administration of the PEGylated uricase and MTX immunosuppressive therapy.

[0041] In some embodiments, the SUA level is reduced to less than 5 mg/dL as a result
of co-administration of the PEGylated uricase and MTX immunosuppressive therapy.

[0042] In some embodiments, the SUA level is reduced to less than 2 mg/dL as a result of

co-administration of the PEGylated uricase and MTX immunosuppressive therapy.
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[0043] In some embodiments, the incidence of infusion reaction, gout flare, or
anaphylaxis is reduced as a result of co-administration of the PEGylated uricase and MTX
immunosuppressive therapy.

[0044] In some embodiments, the level of MTX metabolite is increased relative to a
patient not receiving co-administration of the PEGylated uricase and MTX
immunosuppressive therapy.

[0045] In some embodiments, the mean titer of anti-PEGylated uricase antibodies is less
than or equal to 1:6000 as a result of co-administration of the PEGylated uricase and MTX
immunosuppressive therapy.

[0046] In some embodiments, the serum uric acid level is normalized by week 12 after
co-administration of PEGylated uricase and MTX treatment begins.

[0047] In some embodiments, the MTX is administered orally.

[0048] In some embodiments, MTX is administered for a period of 2 weeks prior to a
first administration of a PEGylated uricase.

[0049] In some embodiments, MTX is administered for a period of 3 weeks prior to a
first administration of a PEGylated uricase.

[0050] In some embodiments, MTX is administered for a period of 4 weeks prior to a
first administration of a PEGylated uricase.

[0051] In some embodiments, the PEGylated uricase is administered over an infusion
period of 30, 45, or 60 minutes.

[0052] In some embodiments, the PEGylated uricase is administered at a dose of about 8
mg.

[0053] In some embodiments, the PEGylated uricase is administered at a dose of about 12
mg.

[0054] In some embodiments, the PEGylated uricase is administered at a dose of about 16
mg.

[0055] In some embodiments, the PEGylated uricase is administered at a dose of about 20
mg.

[0056] In some embodiments, the PEGylated uricase is administered at a dose of about 24
mg.

[0057] In some embodiments, the PEGylated uricase is administered at a dose of about 28
mg.

[0058] In some embodiments, the PEGylated uricase is administered at a dose of about 32
mg.
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[0059] Also provided is a method of treating gout in a patient having a serum uric acid
(SUA) level of > 6 mg/dL comprising: administering methotrexate (MTX) to said patient at a
dose of about 15 mg per week for a period of 2 to 4 weeks prior to a first administration of a
PEGylated uricase; and co-administering the PEGylated uricase and MTX to said patient
using a dosage regimen comprising a dose of about 8 mg to about 32 mg of the PEGylated
uricase intravenously every 2 to 4 weeks for a total of 6 to 26 doses, and a dose of about 15
mg of MTX per week, wherein the co-administered MTX is administered concurrently with
each administration of the PEGylated uricase; wherein the PEGylated uricase is administered
over an infusion period of 60 minutes or less.

[0060] These and other embodiments of the disclosure are described in detail below.

BRIEF DESCRIPTION OF THE DRAWINGS

[0061] FIG. 1 depicts a graph of the urate reducing efficacy of pegloticase.

[0062] FIG. 2 depicts a study design for the present study. [V = intravenous; MTX =
methotrexate; PO = oral; Q2W = every 2 weeks; W = week. Study visits were completed
within + 3 days of the target visit date. (1) Prior to the Treatment Period, subjects will begin
taking at least one of the per protocol standard gout flare prophylaxis regimen (colchicine 0.6
mg/day and/or NSAID and/or low dose prednisone <10 mg/day) for 21 week before the first
dose of pegloticase and continuing flare prophylaxis throughout the pegloticase treatment
period per American College of Rheumatology guidelines. For IR prophylaxis, fexofenadine
(180 mg orally) will be taken the day before each infusion; fexofenadine (180 mg orally) and
acetaminophen (1000 mg orally) will be taken the morning of each infusion; and
methylprednisolone (125 mg IV) over an infusion duration between 10 and 30 minutes, will
be administered immediately prior to each infusion. (2) Stopping rules will be implemented:
Subjects with 2 sUA levels > 6 mg/dL at 2 consecutive study visits beginning with the Week
2 Visit will discontinue from pegloticase therapy and complete the End of Pegloticase
Infusions Visit and remain on study. (3) The determination on whether to enroll the next
cohort of subjects to a lower infusion duration level will be based on whether the previous
cohort meets the Infusion Speed-Limiting Criteria as well as the Safety Review Committee
decision. Expansion Cohort may follow Cohort 2 or Cohort 3, depending on tolerability

assessment decision.
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DETAILED DESCRIPTION

Overview

[0063] In one embodiment, the disclosure provides a method of treating gout in a patient
having a serum uric acid (SUA) level of > 6 mg/dL comprising: administering methotrexate
(MTX) to said patient at a dose of 15 mg per week for a period of 2-4 weeks prior to the first
administration of a PEGylated uricase; and co-administering the PEGylated uricase and MTX
to said patient using a dosage regimen comprising a dose of 8, 16, 24, or 32 mg of the
PEGylated uricase intravenously every 2-4 weeks for a total of 6-26 doses, and a dose of 15
mg of MTX per week, wherein the co-administered MTX is administered concurrently with
each administration of the PEGylated uricase; wherein the PEGylated uricase is administered
within a shortened infusion period of about 60 minutes or less, and wherein the infusion is
administered in a reduced volume of 50 mL. In another embodiment, the disclosure provides
a method of reducing or preventing a loss of response to PEGylated uricase and prolonging
the urate lowering effect comprising co-administering a PEGylated uricase at a dosage of 8,
16, 24, or 32 mg intravenously every 2-4 weeks and methotrexate (MTX) at a dosage of 15
mg per week to a patient having a serum uric acid (SUA) level of > 6 mg/dL prior to
PEGylated uricase treatment initiation, wherein the administration of the PEGylated uricase
and MTX result in the SUA level being reduced or normalized relative to a patient not
receiving co-administration of the PEGylated uricase and MTX immunosuppressive therapy,
wherein the PEGylated uricase is administered within a shortened infusion period of about 60
minutes or less, and wherein the infusion is administered in a reduced volume of 50 mL.
KRYSTYEXXA® (Pegloticase)

[0064] KRYSTEXXA® (“KXX,” pegloticase) is a uric acid specific enzyme, which is a
PEGylated product that consists of recombinant modified mammalian urate oxidase (uricase)
produced by a genetically modified strain of Escherichia coli. KXX is indicated for the
treatment of chronic gout in patients that are refractory to conventional therapy. KXX is
described at least in U.S. Patent Nos. 8,188,224; 7,811,800; 9,534,013; 6,576,235; 9,377,454;
6,783,965 as well as PCT Publ. No. WO 2018/089808, each of which is incorporated herein
in its entirety. In some embodiments, non-mammalian uricases may be used as deemed
appropriate, or a uricase from any species. In other embodiments, muteins of a uricase as
described herein, having an altered amino acid sequence, may be used and are encompassed
within the present disclosure.

[0065] Certain uricases are useful for preparing conjugates with various forms of

poly(ethylene glycol) or poly(ethylene oxide) (both referred to as PEG) to produce
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therapeutically efficacious forms of uricase having increased protein half-life and reduced
immunogenicity. Thus, in some embodiments, uricase is covalently conjugated to
monomethoxypoly(ethylene glycol) [mMPEG] (10 kDa molecular weight). The cDNA coding
for uricase is based on mammalian sequences. Each uricase subunit has a molecular weight of
approximately 34 kDa per subunit. The average molecular weight of pegloticase (tetrameric
enzyme conjugated to mPEG) is approximately 545 kDa.

[0066] In some embodiments, a uricase as described herein may be conjugated to any
desired number of PEG or mPEG molecules, such as 1,2, 3,4,5,6,7,8,9, 10, 11, 12, 13,
14, or the like. In other embodiments, a uricase as described herein may be conjugated to
other modifiers in addition to, or alternatively to, PEG or mPEG. Such PEG or mPEG
molecules may be attached to a uricase using any means appropriate in accordance with the
disclosure. For example, a PEG or mPEG molecule may be conjugated to a uricase as
described herein by a cysteine residue, or a serine residue, or a lysine residue. A PEG or
mPEG may be attached to a uricase as described herein using any specific amino acid in
accordance with the disclosure.

[0067] In other embodiments, a uricase of the present disclosure may be modified with a
non-PEG modification. For example, one or more residues of proline, alanine, and/or serine
(PAS), or combinations thereof, referred to herein as PASylation. In other embodiments, a
uricase as described herein may be modified by conjugation with an antibody, a protein, or a
small molecule, or may be conjugated to poly(2-ethyl-2-oxazoline) referred to herein as
POZylation. In other embodiments, a uricase may be modified at the amine end or the
carboxy end, or both. In other embodiments, any other modifiers deemed appropriate may be
used to extend the half-life in circulation in accordance with the present disclosure.

[0068] Clinical Pharmacokinetics of KXX

[0069] Pegloticase levels were determined in serum based on measurements of uricase
enzyme activity. Following single IV infusions of 0.5 mg to 12 mg pegloticase in 23 patients
with symptomatic gout, maximum serum concentrations of pegloticase increased in
proportion to the dose administered. The PK of pegloticase has not been studied in children
and adolescents.

[0070] In patients undergoing hemodialysis (Study M0403), pegloticase serum
concentrations were not clinically meaningfully affected by 2 hemodialysis sessions. Pre- and
post-dialyzer samples, as well as samples taken during dialysis, demonstrated that study drug
was not removed by the dialysis process. No formal studies have been conducted to examine

the effects of hepatic impairment on pegloticase PK.
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[0071] Risks of Pegloticase

[0072] Pegloticase is efficacious in reducing sUA levels and improving clinical signs and
symptoms of gout. The risks of pegloticase use are detailed in the full prescribing information
and include: (1) IRs, including anaphylaxis; (2) Hemolysis and methemoglobinemia in
patients with glucose-6-phosphate dehydrogenase (G6PD) deficiency; (3) Gout flares; (4)
Congestive heart failure exacerbation.

[0073] Subjects with diseases or conditions (e.g., non-compensated congestive heart
failure) that could potentially place them at increased risk for these events will be excluded
from the study.

[0074] It is required that all subjects receive prophylactic treatment to reduce the risk of
acute gout flares, unless medically contraindicated or not tolerated, as noted in the
pegloticase prescribing information. Subjects should begin a regimen of colchicine (0.6
mg/day) and/or NSAID and/or low-dose prednisone (<10 mg/day) prophylaxis 21 week
before the first dose of pegloticase and continuing flare prophylaxis throughout the
pegloticase treatment period per American College of Rheumatology guidelines (Khanna D
et al., 2012). All subjects who experience a gout flare during the study will be prescribed
anti-inflammatory treatment (e.g., NSAIDs, colchicine), as deemed clinically indicated by the
study physician.

[0075] Since IRs can occur, all subjects will receive pre-treatment prophylaxis consisting
of an antihistamine, acetaminophen and a corticosteroid prior to each infusion of pegloticase.
To standardize this regimen, subjects will receive fexofenadine (180 mg orally) the day
before each infusion; fexofenadine (180 mg orally) and acetaminophen (1000 mg orally) the
morning of each infusion; and methylprednisolone (125 mg IV) given over the infusion
duration 10-30 minutes (recommended) will be administered immediately prior to each
infusion.

[0076] The risk of anaphylaxis and IRs is higher in patients whose sUA level increases to
> 6 mg/dL. Therefore, as described herein in the Examples, beginning with Week 2, 2 pre-
dose blood samples (within 48 hours prior to dosing pegloticase) will be obtained to verify
the sUA level is < 6 mg/dL prior to infusion of pegloticase. A subject with sUA level > 6
mg/dL at 2 consecutive study visits, beginning with the Week 2 Visit, will be classified as a

non-responder and will be discontinued from pegloticase treatment, but continue on study.
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[0077] The principal safety risks associated with pegloticase include anaphylaxis, IRs and
gout flares. Pegloticase has not been formally studied in patients with congestive heart
failure, but some subjects in the clinical trials experienced exacerbation.

[0078] The data support that monitoring of sUA and discontinuation of pegloticase
therapy in patients who lose the ability to maintain uric acid < 6 mg/dL can lead to the
avoidance of the majority of IRs and unnecessary exposure to drug. The longer-term
exposure evidenced by the open-label extension study supports the benefit-to-risk assessment
of 8 mg of pegloticase IV every 2 weeks as an effective therapy in chronic gout patients,
particularly those with tophi who are unresponsive to other therapies.

[0079] Mode of Action of KXX

[0080] KXX achieves its therapeutic effect by catalyzing the oxidation of uric acid to
allantoin, thereby lowering serum uric acid. Allantoin is an inert and water-soluble purine
metabolite. It is readily eliminated, primarily by renal excretion.

[0081] KXX (pegloticase) concentrations are expressed as concentrations of uricase
protein. Each mL of KXX contains 8 mg of uricase protein (conjugated to 24 mg of 10 kDa
mPEG), 2.18 mg Disodium Hydrogen Phosphate Dihydrate (Na;HPO42H>0), 8.77 mg
Sodium Chloride (NaCl), 0.43 mg Sodium Dihydrogen Phosphate Dihydrate
(NaH2PO42H-0), and Water for Injection to deliver 8 mg of pegloticase (as uricase protein).
[0082] KXX was granted orphan designation by the FDA on February 21, 2001 (ODA
#00-1356) and KXX 8 mg every 2 weeks by IV infusion was approved by the United States
(US) FDA on September 14, 2010 for the treatment of adult patients with chronic gout
refractory to conventional therapy. Since pegloticase was approved in the US, there have
been no new safety signals reported to Horizon Pharma, PLC (Horizon) the manufacturer of
KXX. The most common adverse events continue to be IRs, anaphylaxis, and gout flares.
Post-marketing safety information suggests that the concomitant use of pegloticase with
urate-lowering agents may mask the detection of patients who have lost therapeutic response
to the drug and increase the risk of IR and/or anaphylaxis. Pegloticase is contraindicated in
patients with glucose-6-phosphate dehydrogenase (G6PD) deficiency because of the risk of
hemolysis and methemoglobinemia.

[0083] Treatment of Patients with KXX

[0084] KXX treatment may be initiated with monitoring of SUA levels prior to each
infusion. In some embodiments, KXX therapy may be discontinued if the SUA levels
increase to above 6 mg/dL, particularly when 2 consecutive levels of above 6 mg/dL are

observed, or when SUA levels at 2 consecutive visits are above 6 mg/dL.
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[0085] In addition, to reduce the incidence of infusion reactions, adverse events (AEs),
such as gout flare, or serious adverse events (SAEs) such as anaphylaxis, patients may be pre-
medicated with antihistamines and/or corticosteroids. AEs and SAEs are described in detail
below. Anaphylaxis or other IRs may occur with any infusion, including a first infusion, or
any subsequent infusion, and generally manifests within 2 hours of the infusion. Delayed-
type hypersensitivity reactions may also occur. The most common adverse reactions
(occurring in about 5% or more of KXX-treated patients) are gout flares, infusion reactions,
nausea, contusion or ecchymosis, nasopharyngitis, constipation, chest pain, anaphylaxis, and
vomiting. Additional monitoring of patients during and after infusion may be beneficial to
prevent or detect such reactions. In some embodiments, patients are monitored for one hour
or more following administration of KXX. In some embodiments, gout flare prophylaxis may
be recommended for patients when treating with KXX. For example, gout flare prophylaxis
may be recommended for a period of about the first six months of KXX therapy.

[0086] In some embodiments, patients or subjects receiving KXX therapy, either alone or
co-administered with an immunosuppressive agent, may experience exacerbation of
congestive heart failure. For such patients, close monitoring after infusion may be beneficial.
[0087] In some embodiments, and to prevent or manage reactions to KXX therapy, such
as anaphylaxis and/or infusion reactions, KXX may be administered in a healthcare setting
and by a healthcare provider. The KXX admixture may be administered by intravenous
infusion over a period of about 60 minutes, or about 45 minutes or about 30 minutes. The
KXX admixture may be administered by intravenous infusion over a period of about 45
minutes. The KXX admixture may be administered by intravenous infusion over a period of
about 30 minutes. The KXX admixture may be administered by intravenous infusion over a
period of about 60 minutes.

[0088] In some embodiments, a patient who tolerates a shortened infusion time may be
administered pegloticase at a further reduced infusion time as deemed appropriate by a
clinician. In some embodiments, a subject or patient receiving pegloticase in about 60, about
45, or about 30 minutes may not experience an increase in adverse events as described herein
and therefore may experience an adverse event profile similar in nature and severity to
patients receiving the PEGylated uricase in the FDA-approved 120-minute infusion period.
Regardless of infusion time, pegloticase is administered via gravity feed, syringe-type pump,
or infusion pump. As described in detail below, KXX may be administered alone to a patient,
or may be co-administered to a patient or subject with an immunosuppressive agent such as

methotrexate (MTX). In some embodiments, KXX may be administered in a healthcare
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setting as described herein, and an immunosuppressive agent may be administered at home.
In other embodiments, both KXX and an immunosuppressive agent such as MTX may be
administered in a healthcare setting.

[0089] In some embodiments, pre-screening of patients or subjects to be administered
KXX, either alone of co-administered with an immunosuppressive agent, such as MTX, for
the presence of, or a risk for developing glocose-6-phosphate dehydrogenase (G6PD)
deficiency may be beneficial. Such patients may be excluded from treatment with KXX
because of a risk of hemolysis and/or methemoglobinemia.

[0090] In some embodiments, KXX, either alone, or in combination with an
immunosuppressive agent or therapy, may be used to treat a patient with gout or an elevated
serum uric acid (SUA) level as described herein.

[0091] Dosage of KXX

[0092] In some embodiments, KXX may be administered at any dosage deemed
appropriate by a clinician or study director. In some embodiments, KXX may be
administered at a dosage of about 0.5 mg to about 24 mg of uricase in solution every 2 to 4
weeks. For example, a dosage of KXX as described herein may include, but is not limited to,
about 0.5 mg, about 1 mg, about 1.5 mg, about 2 mg, about 2.5 mg, about 3 mg, about 3.5
mg, about 4 mg, about 4.5 mg, about 5 mg, about 5.5 mg, about 6 mg, about 6.5 mg, about 7
mg, about 7.5 mg, about 8§ mg, about 8.5 mg, about 9 mg, about 9.5 mg, about 10 mg, about
10.5 mg, about 11 mg, about 11.5 mg, about 12 mg, about 12.5 mg, about 13 mg, about 13.5
mg, about 14 mg, about 14.5 mg, about 15 mg, about 15.5 mg, about 16 mg, about 16.5 mg,
about 17 mg, about 17.5 mg, about 18 mg, about 18.5 mg, about 19 mg, about 19.5 mg, about
20 mg, about 20.5 mg, about 21 mg, about 21.5 mg, about 22 mg, about 22.5 mg, about 23
mg, about 23.5 mg, about 24 mg, about 24.5 mg, about 25 mg, about 25.5 mg, about 26 mg,
about 26.5 mg, about 27 mg, about 27.5 mg, about 28 mg, about 28.5 mg, about 29 mg, about
29.5 mg, about 30 mg, about 30.5 mg, about 31 mg, about 31.5 mg, about 32 mg, about 32.5
mg, about 33 mg, about 33.5 mg, about 34 mg, about 34.5 mg, about 35 mg, about 35.5 mg,
about 36 mg, about 36.5 mg, about 37 mg, about 37.5 mg, about 38 mg, about 38.5 mg, about
39 mg, about 39.5 mg, about 40 mg, or the like.

[0093] In some embodiments, KXX may be administered every 2-4 weeks, such as every
2 weeks, every 3 weeks, or every 4 weeks. In some embodiments, KXX may be administered
once per month, or monthly, or twice per month, or bi-monthly.

[0094] The uricase may be administered in any appropriate way known to one of skill in

the art, for example intravenously, intramuscularly, or subcutaneously. In some
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embodiments, when the administration is intravenous, about 0.5 mg to about 12 mg of uricase
is administered, including, but not limited to, about 0.5 mg, about 1 mg, about 1.5 mg, about
2 mg, about 2.5 mg, about 3 mg, about 3.5 mg, about 4 mg, about 4.5 mg, about 5 mg, about
5.5 mg, about 6 mg, about 6.5 mg, about 7 mg, about 7.5 mg, about 8 mg, about 8.5 mg,
about 9 mg, about 9.5 mg, about 10 mg, about 10.5 mg, about 11 mg, about 11.5 mg, about
12 mg, or the like.

[0095] In some embodiments, when the administration is subcutaneous, about 4 mg to
about 24 mg of uricase is administered, such as including, but not limited to, about 4 mg,
about 4.5 mg, about 5 mg, about 5.5 mg, about 6 mg, about 6.5 mg, about 7 mg, about 7.5
mg, about 8 mg, about 8.5 mg, about 9 mg, about 9.5 mg, about 10 mg, about 10.5 mg, about
11 mg, about 11.5 mg, about 12 mg, about 12.5 mg, about 13 mg, about 13.5 mg, about 14
mg, about 14.5 mg, about 15 mg, about 15.5 mg, about 16 mg, about 16.5 mg, about 17 mg,
about 17.5 mg, about 18 mg, about 18.5 mg, about 19 mg, about 19.5 mg, about 20 mg, about
20.5 mg, about 21 mg, about 21.5 mg, about 22 mg, about 22.5 mg, about 23 mg, about 23.5
mg, about 24 mg, or the like.

[0096] In some embodiments, the uricase is administered by intravenous infusion over a
period of about 30 minutes to about 240 minutes, such as including about 30 minutes, about
35 minutes, about 40 minutes, about 45 minutes, about 50 minutes, about 55 minutes, about
60 minutes, about 65 minutes, about 70 minutes, about 75 minutes, about 80 minutes, about
85 minutes, about 90 minutes, about 95 minutes, about 100 minutes, about 105 minutes,
about 110 minutes, about 115 minutes, about 120 minutes, about 125 minutes, about 130
minutes, about 135 minutes, about 140 minutes, about 145 minutes, about 150 minutes, about
155 minutes, about 160 minutes, about 165 minutes, about 170 minutes, about 175 minutes,
about 180 minutes, about 185 minutes, about 190 minutes, about 195 minutes, about 200
minutes, about 205 minutes, about 210 minutes, about 215 minutes, about 220 minutes, about
225 minutes, about 230 minutes, about 235 minutes, about 240 minutes, or the like, including
any specific length of time falling within the 30-240-minute range. In some embodiments, the
uricase is administered rapidly, i.e., in a shortened infusion time, e.g., over about 30 minutes
to about 240 minutes, or about 30 minutes to about 120 minutes, or about 30 minutes to about
90 minutes, or about 30 minutes to about 60 minutes, or about 30 minutes to about 45
minutes, or about 45 minutes to about 240 minutes, or about 45 minutes to about 120
minutes, or about 45 minutes to about 90 minutes, or about 45 minutes to about 60 minutes,
or about 60 minutes to about 240 minutes, or about 60 minutes to about 120 minutes, or about

60 minutes to about 90 minutes, or the like. In other embodiments, KXX is administered over
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a period of about 30 minutes, or about 45 minutes, or about 60 minutes, or about 75 minutes,
or about 90 minutes. Infusion times may be altered, i.e., reduced or extended, from any time
period recited herein as deemed appropriate by a clinician or physician.

[0097] In some embodiments, a dose of KXX described herein, such as a dose of about 8
mg, or about 12 mg, or about 16 mg, or about 20 mg, or about 24 mg, or about 28 mg, or
about 32 mg of uricase is administered once about every 2 weeks, or once about every 3
weeks, or once about every 4 weeks, or once about every 5 weeks, or once about every 6
weeks, or once about every 7 weeks, or once about every 8 weeks. In some embodiments, a
dose of KXX as described herein, such as a dose of about 8 mg, or about 12 mg, or about 16
mg, or about 20 mg, or about 24 mg, or about 28 mg, or about 32 mg of KXX may be
administered once about every month, or about monthly, or once about every 2 weeks, or
about bi-monthly, or once about every 2 months, or the like. In some embodiments, about 8
mg of uricase is administered once every 2 weeks or bi-monthly. In some embodiments,
about 32 mg of uricase is administered once every 4 weeks or monthly.

[0098] The recommended dose and regimen of KXX for adult patients is 8 mg (uricase
protein) given as an intravenous (IV) infusion every two weeks. The optimal treatment
duration with KXX has not been established. KXX is a sterile, clear, colorless solution
containing 8 mg/mL pegloticase in phosphate-buffered saline, and it intended for intravenous
infusion. In other embodiments, KXX is administered in a reduced volume of 50 mL as
described herein.

[0099] In some embodiments, KXX may be administered to a patient at a dosage of about
8 mg every 2 weeks, or about 8 mg every 3 weeks, or about 8 mg every 4 weeks, or about 8
mg once per month, or about 8 mg bi-monthly, or about 16 mg every 2 weeks, or about 16
mg every 3 weeks, or about 16 mg every 4 weeks, or about 16 mg once per month, or about
16 mg bi-monthly, or about 24 mg every 2 weeks, or about 24 mg every 3 weeks, or about 24
mg every 4 weeks, or about 24 mg once per month, or about 24 mg bi-monthly, or about 32
mg every 2 weeks, or about 32 mg every 3 weeks, or about 32 mg every 4 weeks, or about 32
mg once per month, or about 32 mg bi-monthly. In any of the embodiments described here, in
addition to KXX administered at about 8 mg, about 12 mg, about 16 mg, about 20 mg, about
24 mg, or about 32 mg, MTX is also administered to a patient along with MTX at an oral
dosage of 15 mg weekly.

[0100] In some embodiments, a dosage of KXX described herein, such as including, but
not limited to, about 0.5 mg, about 1 mg, about 1.5 mg, about 2 mg, about 2.5 mg, about 3

mg, about 3.5 mg, about 4 mg, about 4.5 mg, about 5 mg, about 5.5 mg, about 6 mg, about
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6.5 mg, about 7 mg, about 7.5 mg, about 8 mg, about 8.5 mg, about 9 mg, about 9.5 mg,
about 10 mg, about 10.5 mg, about 11 mg, about 11.5 mg, about 12 mg, about 12.5 mg, about
13 mg, about 13.5 mg, about 14 mg, about 14.5 mg, about 15 mg, about 15.5 mg, about 16
mg, about 16.5 mg, about 17 mg, about 17.5 mg, about 18 mg, about 18.5 mg, about 19 mg,
about 19.5 mg, about 20 mg, about 20.5 mg, about 21 mg, about 21.5 mg, about 22 mg, about
22.5 mg, about 23 mg, about 23.5 mg, about 24 mg, about 24.5 mg, about 25 mg, about 25.5
mg, about 26 mg, about 26.5 mg, about 27 mg, about 27.5 mg, about 28 mg, about 28.5 mg,
about 29 mg, about 29.5 mg, about 30 mg, about 30.5 mg, about 31 mg, about 31.5 mg, about
32 mg, about 32.5 mg, about 33 mg, about 33.5 mg, about 34 mg, about 34.5 mg, about 35
mg, about 35.5 mg, about 36 mg, about 36.5 mg, about 37 mg, about 37.5 mg, about 38 mg,
about 38.5 mg, about 39 mg, about 39.5 mg, about 40 mg KXX, is administered once every 4
weeks, or once per month or monthly, at a shortened infusion time as described herein, such
as about 30 minutes to about 240 minutes, or about 30 minutes to about 120 minutes, or about
30 minutes to about 90 minutes, or about 30 minutes to about 60 minutes, or about 30
minutes to about 45 minutes, or about 45 minutes to about 240 minutes, or about 45 minutes
to about 120 minutes, or about 45 minutes to about 90 minutes, or about 45 minutes to about
60 minutes, or about 60 minutes to about 240 minutes, or about 60 minutes to about 120
minutes, or about 60 minutes to about 90 minutes, or the like. In other embodiments, KXX is
administered over a period of about 30 minutes, or about 45 minutes, or about 60 minutes, or
about 75 minutes, or about 90 minutes. In any of the embodiments described here, in addition
to administration of KXX, MTX is also administered to a patient along with MTX at an oral
dosage of 15 mg weekly.

[0101] Dosage Forms of KXX

[0102] KXX may be provided in a 1-mL sterile concentrate for dilution containing 8 mg
of pegloticase protein, expressed in uricase protein amounts.

[0103] Toxicology of KXX

[0104] An observation in the chronic toxicology studies is the finding of a dose-
dependent increase in vacuolated cells. There were no associated clinical manifestations in
any animals in which vacuolated cells were present. Evidence of vacuolated cells, especially
in the spleen, has been observed with pegloticase administration in all the chronic toxicity
studies as well as the embryo/fetal development and absorption, distribution, metabolism and
excretion studies in the rat. It is thought that vacuolation of spleen macrophages is a result of
lysosomal overloading following phagocytosis of persistent circulating macromolecules of

high molecular weight. In the 39-week, long-term toxicity studies in dogs, vacuolated cells
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were also present in the basal area of the lamina propria within the duodenum and jejunum,
adrenal cortical cells, hepatic Kupffer cells and the intimal cells within the aortic outflow area
of the heart. The vacuolated cells in the heart and adrenal gland did not stain as macrophages.
In the aortic outflow tract of the heart, vacuoles were seen in the cytoplasm of endothelial
cells in the intimal lining of the aorta. In the adrenal gland, vacuoles were located within
cortical cells in the zona reticularis and zona fasciculata.

Methotrexate (MTX)

[0105] It some embodiments, as described herein, KXX may be administered alone as a
treatment, or may be co-administered with an immunosuppressive or immunomodulatory
agent, such as MTX. In some embodiments, a course of MTX can mitigate immunogenicity
to pegloticase, and/or enhance the response rate seen with pegloticase alone in adults with
uncontrolled gout. In some embodiments, MTX may be administered to patients receiving
KXX to prevent the formation of anti-KXX antibodies. Development of anti-KXX antibodies
may increase the clearance of KXX, thereby causing loss of a drug response in the patient.
[0106] For this study, MTX was co-administered with KXX to patients or subjects to
improve treatment efficacy and reduce IR in patients being treated for chronic refractory gout
as an innovative approach to gout management with pegloticase. New strategies to deal with
the growing burden of gout and to improve use of existing therapies are urgently needed and
the present disclosure represents a novel approach addressing both clinical and
immunological questions. In some embodiments, MTX may be administered for a specified
period before KXX treatment begins (i.e., pre-dosing of MTX), which may be referred to
herein as an MTX “lead-in” period. A lead-in period may begin, for example, 8 weeks, 7
weeks, 6 weeks, 5 weeks, 4 weeks, 3 weeks, 2 weeks, 1 week, 6 days, 5 days, 4 days, 3 days,
2 days, or 1 day prior to KXX treatment, at a dosage as described herein, e.g., 15 mg. In some
embodiments, such a pre-dosing period may begin at week -4 (i.e., 4 weeks prior to KXX
treatment begins) and continue for as long as deemed appropriate or beneficial. In some
embodiments, an MTX lead-in period may continue from week -4 through day 1 of KXX
treatment. In some embodiments, an MTX lead-in period may continue from week -3 through
day 1 of KXX treatment. In some embodiments, an MTX lead-in period may continue from
week -2 through day 1 of KXX treatment. In some embodiments, an MTX lead-in period may
continue from week -1 through day 1 of KXX treatment. In some embodiments, MTX may
be administered after the lead-in period and for the duration of KXX treatment as described

herein.
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[0107] In some embodiments, MTX may be administered to the patient in any form,
either orally or subcutaneously, and at any dose deemed appropriate by a clinician or
practitioner. For subcutaneous administration, an auto-injector (e.g., in dosages of 7.5 mg, 10
mg, 15 mg, 20 mg, or 25 mg) may be used by a patient or subject, or may be used by a
clinician or practitioner. In some embodiments, oral MTX exposure plateaus at doses of
greater than or equal to 15 mg/week. Thus, in some embodiments, the dosage of MTX used
in the present study is 15 mg per week, administered orally. In other embodiments, MTX may
be administered at a dosage of 15 mg to 25 mg per week, administered subcutaneously. In
some embodiments, a patient may be administered increasing doses of MTX to reach a final
dosage of 15 mg or 25 mg as described herein, e.g., titrate up to the final MTX dosage. One
of skill in the art will understand that different routes of administration may be used without
deviating from the scope of the disclosure.

[0108] Such a dosage may be administered to a patient to prevent or control
immunogenicity to KXX or associated AEs, SAEs, or IRs occurring as a result of KXX
treatment. In some embodiments, such a dosage may also be administered to enhance the
response rate seen with pegloticase alone in adults with uncontrolled gout. In some
embodiments, MTX may be administered to a patient starting when the serum uric acid level
is 6 mg/dL or greater. Alternate dosages of MTX may be used as deemed appropriate by a
clinician. For example, MTX may be administered at a dosage of 1.0 mg, 1.5 mg, 2.0 mg, 2.5
mg, 3.0 mg, 3.3 mg, 3.5 mg, 4.0 mg, 4.5 mg, 5.0 mg, 5.5 mg, 6.0 mg, 6.5 mg, 7.0 mg, 7.5 mg,
8.0 mg, 8.5 mg, 9.0 mg, 9.5 mg, 10.0 mg, 10.5 mg, 11.0 mg, 11.5 mg. 12.0 mg, 12.5 mg, 13.0
mg, 13.5 mg, 14.0 mg, 14.5 mg, 15.0 mg, 15.5 mg, 16.5 mg, 17.0 mg, 17.5 mg, 18.0 mg, 18.5
mg, 19.0 mg, 19.5 mg, 20.0 mg, 20.5 mg, 21.0 mg, 21.5 mg, 22.0 mg, 22.5 mg, 23.0 mg, 23.5
mg, 24.0 mg, 24.5 mg, 25 mg, 50 mg, 75 mg, 100 mg, 125 mg, 150 mg, 175 mg, 200 mg, or
the like. In some embodiments, the dosage may be from 10 mg to 25 mg, 15 mg to 30 mg, 5
mg to 50 mg, or the like. In some embodiments, a maximum dose of 20 mg of MTX may be
administered to a patient per week.

[0109] Risks of Methotrexate

[0110] MTX is a folic acid reductase inhibitor used as a disease-modifying, anti-
rheumatic drug for the treatment of autoimmune diseases. Methotrexate is a drug well-known
to rheumatologists, has a well-established and understood safety profile and is known to
prevent the formation of antidrug antibodies.

[0111] Adverse events (AEs) that may be experienced by subjects treated with MTX

include: (1) Gastrointestinal: nausea, vomiting, diarrhea, stomatitis; (2) Hematologic and
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oncologic: leukopenia, thrombocytopenia; (3) Hepatic: hepatotoxicity, increased serum
alkaline phosphatase, increased serum bilirubin, increased serum transaminases; (4)
Infection: increased susceptibility to infection; (5) General: malaise, fatigue, dizziness,
alopecia, photosensitivity.

[0112] In some embodiments, MTX dosages may be altered or down-titrated as necessary
in the event of gastrointestinal distress, central nervous system symptoms, or elevation in
liver function tests. In some embodiments, for subjects experiencing adverse symptoms as
described above, folic acid supplementation may be initiated or increased, or the dosage of
MTX may be divided into two doses on the same day. In some embodiments, the dosage of
MTX may be reduced to, for example, 10 mg in such subjects. In some embodiments, a
temporary stop of MTX may be ordered for the patient or subject.

[0113] Table 1 below provides lab parameters that may be used to determine the dosage
of MTX. The most common reasons to have a temporary stop are typically laboratory based
(e.g., increased liver function tests, a decline in renal function, or a decline in white blood
cells) or clinical, such as for gastrointestinal-related symptoms, infections, or other
intolerance. Additional information relating to MTX is provided herein in the Examples
below.

[0114] In some embodiments, if liver tests or renal tests become slightly abnormal or
changed from baseline, the dosage of MTX may be reduced or temporarily stopped for 2-4
weeks. After re-evaluation of the laboratory tests, MTX may be restarted if appropriate. In
other embodiments, a temporary stop of MTX may be ordered if an infection occurs, and
maintained while the patient is on antibiotics, which is often 7-14 days unless the infection is

severe. MTX may then be resumed if still clinically indicated.

[0115] For gastrointestinal symptoms or other tolerance issues, the dose of folic acid,
which is given as a supplement to MTX to reduce side effects, may be reduced, or MTX may

be held for 1-2 weeks if necessary.
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Table 1: MTX Dose Guidance During Run-In Period and KXX+MTX Treatment
Period

L35 Pasgmsters Valne AMTX Dose Thnnge
WBL Decresse to 10me

Temporasy siog

Platelesy &0 w L Temporasy siog
ARTALY Setwesn 1 5~2x ULN Derease to 10me
IR ULM Temporasy siop

[0116] In some embodiments, new clinically important symptoms or signs may also
affect the dosage of MTX, such as rash or oral ulceration, persistent nausea, vomiting and
diarrhea, new or increasing dyspnea or dry cough, or unexplained cough with fever, severe
sore throat, abnormal bruising, severe headaches, fatigue, and problems concentrating, any
other important medical events that might increase methotrexate toxicity or pre-dispose to
new or worsening infection (e.g., undergoing surgery, hospitalization, being treated with
antibiotics, having a clinical infection, developing new clinically significant
pericardial/pleural effusion or ascites). In such cases, MTX may be temporarily stopped as
deemed appropriate.

[0117] If minor clinical symptoms emerge, such as mild stomatitis, mild GI discomfort,
etc., the folic acid dose may be increased to 2 mg daily or the dose of MTX may be divided
(e.g., 3 tabs of 2.5 mg in the morning and evening on the day of dosing).

[0118] Emergence of any one of the following criteria should be reviewed: (1) ALT/AST
> 1.5 x ULN on 3 of any 5 consecutive measures; (2) Albumin < 0.8 x LLN on 2 consecutive
measures; (3) Any laboratory or clinical symptoms leading to temporary stop on 3
consecutive measures, in which case consideration for re-initiation, continued temporary
stop, or a permanent stop should be taken.

[0119] Guidance for increasing MTX back towards 15 mg after dose reduction, based on
improvement or resolution of abnormal liver enzymes (>2 x ULN) is as follows: (1) When

liver enzymes return to values <1.5 X ULN, increase MTX or dose by 2.5 mg and reassess in
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2 weeks; (2) If liver enzymes remain <1.5 X ULN, increase MTX or dose by 2.5 mg and
reassess in 2 weeks.

[0120] Improvement of other laboratory abnormalities potentially attributed to MTX may
also warrant titration back up to 15 mg weekly.

[0121] One of skill in the art will understand that dosages of drugs as described herein
may be altered as needed for a patient or subject without deviating from the scope of the
disclosure.

[0122] In other embodiments, MTX may be administered once per day, twice per day, 3
times per day, or more times per day as needed. In other embodiments, MTX may be
administered every 2 days, or every 3 days, or every 4 days, or every 5 days, or every 6 days,
or every 7 days, or every 8 days, or every 9 days, or every 10 days, or every 11 days, or every
12 days, or every 13 days, or every 14 days. In other embodiments, the drug may be
administered one per week, twice per week, 3 times per week, 4 times per week, 5 times per
week, 6 times per week, 7 times per week, 8 times per week, 9 times per week, 10 times per
week, 11 times per week, 12 times per week, 13 times per week, 14 times per week, or the
like. In some embodiments, different dosages or frequencies may be used on different days,
as described herein.

Pharmacokinetic (PK) Analysis

[0123] In some embodiments, patients or subjects of the present disclosure may have
blood samples taken for PK analysis during treatment with KXX, either alone, or co-
administered with an immunosuppressive or immunomodulatory agent, such as MTX. For all
subjects, serum samples for pegloticase PK analysis will be collected approximately 15
minutes to 2 hours after the end of infusion on Day 1, or any other infusion days; and prior to
infusion and approximately 15 minutes to 2 hours after the end of the infusion. An additional
PK sample may be collected at the End-of-Study/Early Termination Visit as applicable. Each
sample collection date and time will be recorded.

[0124] Although limited PK results have been reported in subjects receiving pegloticase,
and no PK studies have been performed in subjects weighing >120 kg, the present disclosure
provides PK analysis in patients receiving KXX treatment, either alone or co-administered
with an immunosuppressive agent or therapy. Sundy et al. (JAMA 306(7):711-20, 2011)
reported results from 24 subjects with refractory gout who received single doses from 0.5 to
12 mg of pegloticase. PK parameters included plasma uricase activity (pUox) and the plasma

urate concentration (pUAc). In this study, the pUox half-life was 6.4 to 13.8 days. After doses
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of 4 to 12 mg, the pUAc fell within 24 to 72 hours, from a mean + SD value of 11.1 + 0.6
mg/dL to 1.0 £ 0.5 mg/dL; the AUC value for the pUAc was equivalent to maintaining the
pUAc at 1.2 to 4.7 mg/dL for 21 days post-infusion. It remains uncertain whether body mass
affects drug distribution. Since pegloticase is administered as a single dose regardless of body
mass, this is important to assess.

Joint Imaging

[0125] In some embodiments, joint imaging may be performed for patients or subjects
receiving KXX, either alone or co-administered with immunosuppressive therapy, such as
MTX. Clinical research has shown that measuring tophus volume alone in gout is incomplete
as successful therapy also needs to be associated with a reduction in inflammation, chronic
synovitis, acute flares and slowing the progression or even healing of bone erosion, and thus,
application of all-inclusive measurements that can measure all parameters of the physiologic
impact of urate deposition will allow for comprehensive assessment of chronic gout and the
impact of treatment. In some embodiments, a sub-study may also be performed to assess the
ability of DECT and DCE-MRI to measure treatment response to pegloticase in subjects with
chronic refractory gout.

Co-Administration of KXX and Immunosuppressive Therapy

[0126] Immunogenicity in response to pegloticase therapy (anti-pegloticase antibodies)
may give rise to low serum drug levels, loss of therapeutic response, poor drug survival,
and/or adverse events (e.g., IR). The development of anti-drug antibodies can be influenced
by drug- and treatment-related factors, as well as participant characteristics. A potential
prophylactic strategy to manage anti-drug antibody response with biologic response modifiers
is the co-administration of immune modulating therapy. Reduction of immunogenicity with
concomitant administration of other biologic agents (e.g., methotrexate use with adalimumab,
infliximab) has been attributed to two mechanisms: (1) an immune modulating effect
downregulating B cell activation, differentiation, and immunoglobulin production, and (2)
alteration in Fc gamma R-mediated clearance mechanisms leading to prolongation of the
half-life of monoclonal antibodies.

[0127] Thus, in some embodiments, the addition of immune modulating therapy (i.e., co-
administration of KXX with an immunosuppressive or immunomodulatory agent) with an
induction regimen or loading dose provides additive benefit in abrogating immunogenicity
associated with biologics. As described herein, the immune modulating agent, methotrexate

(MTX), is beneficial for use as a therapy to improve treatment efficacy and reduce IR in
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patients being treated for chronic gout with KXX, and to enhance the response rate seen with
pegloticase alone in adults with uncontrolled gout.

[0128] Various embodiments of the disclosure provide for treatment of gout or gout
related symptoms by administering KXX, either alone or co-administered with an
immunosuppressive or immunomodulatory agent, such as MTX. In some embodiments, KXX
may be administered alone to a patient for treatment of gout. In other embodiments, KXX
may be co-administered with an immunosuppressant, such as MTX, for a combined
immunosuppressive therapy.

[0129] As used herein, “immunosuppressive agent” may also be referred to as
“immunosuppressant” or “immunosuppressive therapy.” In some embodiments, an
“immunosuppressant” may also be referred to herein as an “immunomodulatory agent.”
Examples of immunosuppressants include azathioprine, chloroquine, ciclosporin,
cyclophosphamide, etanercept, hydroxychloroquine tablets, leflunomide, methotrexate,
mycophenolate mofetil, penicillamine, prednisolone, prednisone, sirolimus, sodium
aurothiomalate, and tacrolimus.

[0130] Administration of an immunosuppressive drug may reduce or eliminate any
immune reactions that may occur in the patient. An immune reaction that may be encountered
in a drug treatment as described herein may be an allergic reaction or any associated
symptoms, including, but not limited to, hives, itching, nasal congestion, rash, scratchy
throat, watery or itchy eyes. Severe allergic reactions may have additional symptoms,
including, but not limited to abdominal cramping or pain, pain or tightness in the chest,
intestinal upset, dizziness, nausea, weakness, or the like. In some embodiments, a severe
allergic reaction may include symptoms of anaphylaxis as described herein. Drug reactions
may be referred to herein as adverse events (AEs), and may be mild AEs or may be serious
AEs (SAEs). Such combination of KXX and another drug, such as MTX, may reduce adverse
events in a patient or subject. Thus, in some embodiments, administration of an
immunosuppressive therapy with KXX may be beneficial for patients having gout or
symptoms thereof. In some embodiments, a patient or subject may be an individual having a
serum uric acid level of > 6 mg/dL.

[0131] In some embodiments, co-administration of a PEGylated uricase as described
herein and MTX results in normalization of the serum uric acid level in a patient relative to a
patient not receiving co-administration of the PEGylated uricase and MTX. In some
embodiments, the serum uric acid level may be reduced to less than 6 mg/dL as a result of co-

administration of the PEGylated uricase and MTX. In other embodiments, the serum uric acid
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level may be reduced to less than 5 mg/dL as a result of co-administration of the PEGylated
uricase and MTX. In another embodiment, the serum uric acid level is reduced to less than 2
mg/dL as a result of co-administration of the PEGylated uricase and MTX.

[0132] In some embodiments, patients or subjects may benefit from a particular dosage of
KXX, or a particular dosage regiment, as described herein. For example, patients may be
initially treated with a tolerizing dose of KXX, such as a dose of 8 mg KXX on a weekly
basis for 3 weeks for a total of 3 doses. In some embodiments, such tolerizing dosage may be
altered as deemed necessary by a clinician or practitioner.

[0133] In some embodiments, KXX may be administered to a patient following a
tolerizing dose at a dosage such as about 8 mg, or 12 mg, or about 16 mg, or about 20 mg, or
about 24 mg, or about 32 mg by intravenous infusion about every 2 weeks or about every 3
weeks or about every 4 weeks, or about once per month or monthly, or about twice per month
or bi-monthly. In some embodiments, KXX may be administered to a patient following a
tolerizing dose at a dosage such as about 8 mg, or about 12 mg, or about 16 mg, or about 20
mg, or about 24 mg, or about 32 mg by intravenous infusion about every 2 weeks or about
every 3 weeks or about every 4 weeks, or about once per month or monthly, or about twice
per month or bi-monthly. This dosage may be continued for any period of time deemed
appropriate by a clinician or practitioner. For example, about 8 mg, or about 12 mg, or about
16 mg, or about 20 mg, or about 24 mg, or about 32 mg KXX may be given to a particular
patient about every 2 weeks, or about every 3 weeks, or about every 4 weeks, or about once
per month or monthly, or about twice per month or bi-monthly about following a tolerizing
dosage regimen and lasting for a period of time totaling about 2 weeks, about 3 weeks, about
4 weeks, about 5 weeks, about 6 weeks, about 7 weeks, about 8 weeks, about 9 weeks, about
10 weeks, about 11 weeks, about 12 weeks, about 13 weeks, about 14 weeks, about 15 weeks,
about 16 weeks, about 17 weeks, about 18 weeks, about 19 weeks, about 20 weeks, about 21
weeks, about 22 weeks, about 23 weeks, about 24 weeks, about 25 weeks, about 26 weeks,
about 27 weeks, about 28 weeks, about 29 weeks, about 30 weeks, about 31 weeks, about 32
weeks, about 33 weeks, about 34 weeks, about 35 weeks, about 36 weeks, about 37 weeks,
about 38 weeks, about 39 weeks, about 40 weeks, about 41 weeks, about 42 weeks, about 43
weeks, about 44 weeks, about 45 weeks, about 46 weeks, about 47 weeks, about 48 weeks,
about 49 weeks, about 50 weeks, about 51 weeks, about 52 weeks, about 53 weeks, about 54
weeks, about 55 weeks, about 60 weeks, about 65 weeks, about 70 weeks, or the like.
Likewise, KXX + MTX therapy may continue for any specific number of treatment or

infusions as deemed appropriate by a clinician or study director. For example, during KXX +
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MTX treatment, KXX may be administered in 5 infusions, or 6 infusions, or 7 infusions, or 8
infusions, or 9 infusions, or 10 infusions, or 11 infusions, or 12 infusions, or 13 infusions, or
14 infusions, or 15 infusions, or 16 infusions, or 17 infusions, or 18 infusions, or 19
infusions, or 20 infusions, or 21 infusions, or 22 infusions, or 23 infusions, or 24 infusions, or
25 infusions, or 26 infusions, or 27 infusions, or 28 infusions, or 29 infusions, or 30
infusions. In some embodiments, KXX may be administered in 6-26 infusions. In some
embodiments, KXX may be given to a patient for more than about 6 months, or more than
about 7 months, or more than about 8 months, or more than about 9 months, or more than
about 10 months, or more than about 11 months, or more than about 12 months, or more than
about 13 months, or more than about 14 months, or more than about 15 months, or more than
about 18 months, or more than about 24 months. In other embodiments, KXX may be given
to a patient for any length of time deemed appropriate by a clinician or practitioner, and as
described herein, for the remainder of the patient’s life.

[0134] In some embodiments, the patient may be treated with KXX plus an
immunosuppressive or immunomodulatory agent or therapy for at least one month. In some
embodiments, the patient is treated for 2 months, 3 months, 4 months, 5 months, 6 months, 7
months, 8 months, 9 months, 10 months, 11 months, 12 months, 13 months, 14 months, 15
months, 18 months, 21 months, 24 months, 30 months, 36 months, or more. In some
embodiments, the patient may be treated for up to 52 weeks, or 51 weeks, or 50 weeks, or 49
weeks, or 48 weeks, or 47 weeks, or 46 weeks, or 45 weeks, or 44 weeks, or 43 weeks, or 42
weeks, or 41 weeks, or 40 weeks, or 39 weeks, or 38 weeks, or 37 weeks, or 36 weeks, or 35
weeks, or 34 weeks, or 33 weeks, or 32 weeks, or 31 weeks, or 30 weeks, or 25 weeks, or 20
weeks, or 17 weeks, or 12 weeks, or 6 weeks, or 4 weeks, or 2 weeks, or 24 months, or up to
36 months, or up to 48 months. In some embodiments, the patient may be treated for more
than 24 months. In some embodiments, the patient is treated with for the rest of the patient’s
life.

[0135] In some embodiments, a tolerizing dosage regimen as described herein may be
combined with the use or co-administration of an immunosuppressive agent or therapy. Such
a tolerizing dosage regimen may involve escalation of a dose of KXX and an
immunosuppressive agent or therapy such that the patient or subject is able to better tolerate
KXX or the dosage thereof. In other embodiments, such a tolerizing dosage regimen may
involve increasing or escalating doses of KXX with a particular dose of an
immunosuppressive agent or therapy. Such treatments may be employed for any duration as

described herein.
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[0136] In some embodiments, treatment with KXX either alone or co-administered with
an immunosuppressive or immunomodulatory agent, may be continued as appropriate for any
length of time, as long as the patient experiences an improvement in the symptoms or signs of
gout. Such signs/symptoms of gout that may serve as a metric for improvement in disease
severity may include, but are not limited to, serum uric acid level, peripheral joint urate
deposition volume, and inflammatory volume. For example, KXX treatment, either alone, or
co-administered with an immunosuppressive agent, such as MTX, may be monitored with
regular assessment of the patient or subject before, during, and following treatment. Any
number of diagnostic or evaluative testing procedures may be performed at any time, and at
any frequency as deemed necessary by a clinician or practitioner.

[0137] KXX treatment typically is monitored using regular determination of the patient’s
SUA levels. A reduction in the serum uric acid level relative to the SUA in the patient before
KXX treatment may generally be indicative of successful treatment with KXX, alone, or co-
administered with an immunosuppressive agent or therapy, such as MTX, as described
herein. Collection and measurement of a patient’s serum uric acid levels are known to those
of skill in the art. In some embodiments, the patient’s serum uric acid levels are assayed
before each KXX therapy. In some embodiments, any suitable method for collecting
appropriate samples and methods of measuring or quantifying uric acid levels may be used in
accordance with the disclosure.

[0138] Additional measurements to assess the efficacy and safety of KXX treatment may
be used in accordance with the disclosure. These may include trough KXX levels, anti-KXX
antibody levels, and/or anti-PEG antibody levels. In some embodiments, these measurements
may be taken prior to each dose of KXX after the first dose. In other words, an initial dose of
KXX may be administered to a patient without measurement of KXX levels, anti-KXX
antibody levels, and/or anti-PEG antibody levels. Then, prior to each subsequent dose of
KXX, such measurements may be taken as described herein. For treatment regiments wherein
KXX is co-administered with an immunosuppressive agent or therapy, the same
measurements may be taken at the same time periods, without deviating from the scope of the
disclosure. Such measurements may be obtained from each patient as necessary to evaluate
response to the treatment, or a lack thereof. Specific criteria for responders and non-
responders to treatment with KXX are described in the Examples.

[0139] For example, in some embodiments, serum uric acid levels may be evaluated to
assess the response rate of the patient to the KXX + MTX therapy or treatment, as well as the

response of a patient or subject to a shortened infusion period as described herein. Some
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embodiments provide for lowering or normalization of the SUA levels to below 6 mg/dL as
described herein. Other embodiments provide for lowering or normalization of the SUA
levels to 5 mg/dL or below as described herein. Some embodiments provide for lowering or
normalization of the SUA levels to 6 mg/dL or below as described herein. Other
embodiments provide for lowering or normalization of the SUA levels to 5 mg/dL or below
as described herein. In some embodiments, certain objectives of the present disclosure and
the studies described herein may include estimation of response rate during Month 3 (e.g.,
Weeks 10, 12 and 14) of KXX + MTX therapy, as measured by the sustained normalization
of SUA to <6 mg/dL for at least 80% of the time during Month 3 in subjects receiving
pegloticase with MTX. In some embodiments, estimation may be performed of the overall
response rate, as measured by the sustained normalization of SUA to <6 mg/dL for at least
80% of the time during both Month 3 (e.g., Weeks 10, 12 and 14) and Month 6 (e.g., Weeks
20, 22 and 24) combined of KXX + MTX therapy in subjects receiving pegloticase with
MTX. In other embodiments, estimation may be performed of the 5 mg/dL response rate
during Month 3, during Month 6, and Overall (Months 3 and 6 combined), as measured by
the sustained normalization of SUA to <5 mg/dL for at least 80% of the time in subjects
receiving pegloticase with MTX. In some embodiments, estimation may be performed of the
mean change from baseline to a certain time point, e.g., including, but not limited to, Weeks
14, 24, 36, and 52 in SUA for subjects receiving KXX + MTX. Such measurements and the
methods for their collection and evaluation are described in detail in the Examples.

[0140] In some embodiments, when KXX is co-administered with an immunosuppressive
agent or therapy, such as MTX, additional measurements for assessing the efficacy of
treatment may be obtained. For example, trough methotrexate metabolite levels may be
obtained for each patient or subject prior to each dose of KXX, as described herein. In other
embodiments, measurement of hematology and liver function may be obtained for each
patient on a weekly basis during treatment. This type of measurement may provide
information to clinicians relating to the breakdown of the immunosuppressive agent in the
patient’s body.

[0141] In some embodiments, co-administration of KXX and methotrexate
immunosuppressive therapy results in normalization of the serum uric acid level in the patient
relative to a patient not receiving KXX and MTX immunosuppressive therapy. As used
herein, “normalization” refers to lowering of the serum uric acid level similar to that found in
normal healthy patients. In other embodiments, normalization may refer to SUA levels being

reduced to levels similar to that found in patients not requiring KXX treatment or therapy. In
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some embodiments, the serum uric acid level is normalized after KXX and methotrexate
immunosuppressive therapy begins.

[0142] In some embodiments, as described herein, the serum uric acid level in patients
treated with KXX and an immunosuppressive therapy such as MTX is reduced to less than 6
mg/dL as a result of treatment, including, but not limited to, 6 mg/dL, 5.9 mg/dL, 5.8 mg/dL,
5.7 mg/dL, 5.6 mg/dL, 5.5 mg/dL, 5.4 mg/dL, 5.3 mg/dL, 5.2 mg/dL, 5.1 mg/dL, 5 mg/dL,
4.9 mg/dL, 4.8 mg/dL, 4.7 mg/dL, 4.6 mg/dL, 4.5 mg/dL, 4.4 mg/dL, 4.3 mg/dL, 4.2 mg/dL,
4.1 mg/dL, 4 mg/dL, 3.9 mg/dL, 3.8 mg/dL, 3.7 mg/dL, 3.6 mg/dL, 3.5 mg/dL, 3.4 mg/dL,
3.3mg/dL, 3.2 mg/dL, 3.1 mg/dL, 3 mg/dL, 2.9 mg/dL, 2.8 mg/dL, 2.7 mg/dL, 2.6 mg/dL,
2.5mg/dL, 2.4 mg/dL, 2.3 mg/dL, 2.2 mg/dL, 2.1 mg/dL, 2 mg/dL, 1.9 mg/dL, 1.8. mg/dL,
1.7 mg/dL, 1.6 mg/dL, 1.5 mg/dL, 1.4 mg/dL, 1.3 mg/dL, 1.2 mg/dL, 1.1 mg/dL, 1 mg/dL, or
the like. In other embodiments, the serum uric acid level may be reduced to less than 5 mg/dL
as a result of treatment. In still further embodiments, the serum uric acid level is reduced to
less than 2 mg/dL as a result of KXX and methotrexate immunosuppressive therapy.
Treatment with KXX plus an immunosuppressive therapy may be able to reduce the serum
uric acid levels to levels that result in improvement of symptoms associated with gout as
described herein.

[0143] In some embodiments, normalization of the SUA levels in a subject may be
achieved within a specific amount of time as a measurement of success or efficacy. For
example, in some embodiments, normalization of the SUA may be achieved by 2 weeks after
initiation of treatment with KXX + MTX, such as by week 1, or week 2, or week 3, or week
4, or week 5, or week 6, or week 7, or week 8, or week 9, week 10, or week 11, or week 12,
or week 13, or week 14, or week 15, week 16, or week 17, or week 18, or week 19, or week
20, or week 21, or week 22, or week 23, or week 24, or week 25, or week 26, or week 27, or
week 28, or week 29, or week 30, or week 31, or week 32, or week 33, or week 34, or week
35, or week 36, or week 37, or week 38, or week 39, or week 40, or week 41, or week 42, or
week 43, or week 44, or week 45, or week 46, or week 47, or week 48, or week 49, or week
50, or week 51, or week 52, or week 53, or week 54, or week 55, or week 56, or week 57, or
week 58, or week 59, or week 60, or the like.

[0144] In some embodiments, treatment of a patient or subject with KXX plus an
immunosuppressive or immunomodulatory agent such as MTX results in a reduction of the
incidence of infusion reaction, gout flare, or anaphylaxis.

[0145] In some embodiments, the level of MTX metabolite is increased relative to a

patient not receiving KXX and methotrexate immunosuppressive therapy.
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[0146] In some embodiments, analysis of the efficacy of a method as described herein for
treating gout may further comprise measurements to assess disease severity. For example, a
diagnostic imaging test, such as including, but not limited to, computed tomography (CT),
magnetic resonance imaging (MRI), X-ray, ultrasound, positron emission tomography (PET),
fluoroscopy, or the like.

[0147] In some embodiments, peripheral joint urate deposition volume and inflammatory
volume may be measured in a patient and used to evaluate disease severity or to evaluate
efficacy of the drug treatment. For example, in some embodiments, peripheral joint urate
deposition volume is reduced in the patient relative to a patient not receiving KXX and
methotrexate immunosuppressive therapy. In other embodiments, peripheral joint urate
deposition volume is determined by dual-energy computed tomography (DECT) scanning. In
other embodiments, inflammatory volume is reduced in the patient relative to a patient not
receiving KXX and methotrexate immunosuppressive therapy. In other embodiments,
inflammatory volume is determined by Dynamic Contrast Enhanced — Magnetic Resonance
Imaging (DCE-MRI) or MRI without contrast, or both.

[0148] In some embodiments, administration of KXX alone or co-administration of KXX
with an immunosuppressive therapy or agent or with a drug having
monomethoxypoly(ethylene glycol) (PEG) may elicit an immune reaction in the patient or
subject. Evaluation of antibodies in a subject or patient receiving KXX therapy may provide
an assessment of such an immune reaction to the drug treatment. For example, in some
embodiments, determination of a mean titer of anti-KXX antibodies or anti-
monomethoxypoly(ethylene glycol) (PEG) antibodies may be performed to determine an
immune reaction in the patient or subject, or to determine the efficacy of immunosuppressive
therapy. In some embodiments, a mean titer of anti-KXX antibodies may be determined for a
patient. In other embodiments, a mean titer of anti-monomethoxypoly (ethylene glycol)
(PEG) antibodies may be determined. In some embodiments, antibody titers may be any
value determined by any appropriate measurements or analyses. Antibody titers in a patient
as used herein are a metric for and may indicate an immune response to a drug such as KXX.
In some embodiments, an antibody titer as described herein may refer to antibodies in a
patient directed against KXX or PEG. In some embodiments, an anti-KXX or anti-PEG mean
antibody titer may be less than or equal to about 1:6000 as a result of KXX administration.
For example, an antibody titer for a patient receiving KXX therapy, either alone or in
combination with MTX, may be less than or equal to about 1:100, about 1:200, about 1:300,
about 1:400, about 1:500, about 1:600, about 1:700, about 1:800, about 1:900, about 1:1000,
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about 1:2000, about 1:3000, about 1:4000, about 1:5000, about 1:6000, about 1:7000, about
1:8000, about 1:9000, about 1:10000, or the like. In some embodiments, a responder may
have an anti-KXX antibody titer of about 1:837 & 1687, or about 1:4211, or about 1:5898. In
other embodiments, the antibody titers recited above may generally be found in patients who
exhibit a positive response to KXX therapy (i.e., a responder). In some embodiments, a non-
responder may have substantially or significantly higher antibody titers, for example, less
than or equal to about 1:30000, about 1:40000, about 1:50000, about 1:60000, about 1:70000,
about 1:80000, about 1:90000, about 1:100000, about 1:150000, about 1:200000, about
1:250000, about 1:300000, about 1:350000, about 1:400000, about 1:450000, about
1:500000, or the like. In some embodiments, a non-responder may have an anti-KXX
antibody titer of about 1:34528 + 42,228. In other embodiments, such antibody titers may be
determined for KXX treatment alone or may be determined for KXX + MTX
immunosuppressive therapy. Anti-KXX or anti-PEG mean antibody titers as a result of KXX
and MTX immunosuppressive therapy may be beneficially maintained at or below any
threshold value tolerable for the patient.

[0149] In some embodiments, anti-drug antibody titers may be reduced as a result of use
of an immunosuppressive agent or therapy, such as MTX as described herein. In other
embodiments, the titer of specific types of antibodies may be reduced. For example, in some
embodiments, the levels or titer of any specific type of antibodies may be reduced as a result
of KXX co-administered with an immunosuppressive agent or therapy, such as IgG
antibodies, IgA antibodies, IgM antibodies, IgD antibodies, IgE antibodies, or combinations
thereof.

[0150] In some embodiments, evaluation of antibody titers may be beneficial for patients
receiving KXX, either alone, or co-administered with an immunosuppressive agent or therapy
such as MTX, for the first time. In other embodiments, evaluation of antibody titers may be
beneficial for patients who have developed anti-KXX antibodies, or who have been classified
as non-responders to KXX treatment. Criteria for classifying a patient or subject as a
responder or a non-responder are described herein elsewhere.

[0151] In some embodiments, heavier and/or younger patients may have a higher
incidence of anti-KXX antibodies, or may have higher anti-KXX drug titers, than lighter
and/or older patients. In other embodiments, lighter and/or older patients may have higher
drug loading of KXX than heavier and/or younger patients. In some embodiments, lighter
patients may have higher exposures of KXX than heavier patients. For example, in some

embodiments, lighter patients may have greater than 2-fold exposure to KXX than heavier
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patients. In some embodiments, lower drug levels in a patient may result in anti-KXX
antibodies. For example, the mean area under the curve (AUC) for lighter patients may be
about 8.92 mg/L versus about 4.04 mg/L in heavier patients. In other embodiments, older
patients may have higher exposures of KXX than younger patients. For example, in some
embodiments, older patients may have greater than 2-fold exposure to KXX than younger
patients. In some embodiments, the mean area AUC for older patients may be about 8.86
mg/L versus about 3.93 mg/L in younger patients, indicating that younger patients may have
a more robust immune system. Thus, in some embodiments, additional 8-mg doses of KXX
(e.g., 16 mg, 24 mg, or 32 mg) may be beneficial for younger and/or heavier patients. In other
embodiments, younger and/or heavier patients may benefit from one or more loading doses of
16 mg of KXX.

[0152] In some embodiments, production of anti-drug antibodies, such as antibodies to
KXX, may be reduced or eliminated by increasing the amount of KXX delivered to a patient,
i.e., maintaining higher trough levels of KXX in a patient. Higher trough levels of KXX may
reduce anti-drug antibody production. In some embodiments, possible dosing strategies for
increasing the amount of KXX delivered to a patient, and thus producing higher trough levels
in the patient, may include reducing the interval between doses of KXX, or using higher
doses at the beginning of and/or during treatment. Another possible strategy for reducing
anti-KXX antibodies is the use of immunomodulators, such as MTX, as described herein.
Immunomodulators may reduce or eliminate an immune response to unfamiliar proteins. One
of skill in the art will understand that other immunomodulators may be used with similar
results, including, but not limited to, corticosteroids (i.e., prednisone), Rapimmune,
myophenolate, methotrexate, or the like.

[0153] The methods disclosed herein presume that the patient is effectively receiving all
the prescribed dose. In some embodiments, depending on the age of the patient, it may be
difficult to deliver a drug to a patient, for example when administering a drug to an infant
and, therefore, the compliance and effectiveness of drug delivery by the patient’s parent(s),
guardian(s), or health care provider(s) may also be assessed.

Definitions

[0154] Where a range of values is provided, it is understood that each intervening value,
to the tenth of the unit of the lower limit unless the context clearly dictates otherwise,
between the upper and lower limit of that range and any other stated or intervening value in
that stated range, is encompassed within the disclosure. The upper and lower limits of these

smaller ranges may independently be included in the smaller ranges, and are also
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encompassed within the disclosure, subject to any specifically excluded limit in the stated
range. Where the stated range includes one or both of the limits, ranges excluding either or
both of those included limits are also included in the disclosure.

[0155] Unless defined otherwise, all technical and scientific terms used herein have the
same meaning as commonly understood by one of ordinary skill in the art to which this
disclosure belongs. Although any methods and materials similar or equivalent to those
described herein can also be used in the practice or testing of the present disclosure, the
preferred methods and materials are now described. All publications mentioned herein are
incorporated herein by reference to disclose and describe the methods and/or materials in
connection with which the publications are cited. The publications discussed herein are
provided solely for their disclosure prior to the filing date of the present application. Nothing
herein is to be construed as an admission that the present disclosure is not entitled to antedate
such publication by virtue of prior disclosure. Further, the dates of publication provided may
be different from the actual publication dates which may need to be independently confirmed.
[0156] In some embodiments, numbers expressing quantities of ingredients,
properties such as molecular weight, reaction conditions, and so forth, used to describe and
claim certain embodiments of the present disclosure are to be understood as being modified
in some instances by the term “about.” In some embodiments, the term “about” is used to
indicate that a value includes the standard deviation of the mean for the device or method
being employed to determine the value. In some embodiments, the numerical parameters set
forth in the written description and attached claims are approximations that can vary
depending upon the desired properties sought to be obtained by a particular embodiment. In
some embodiments, the numerical parameters should be construed in light of the number of
reported significant digits and by applying ordinary rounding techniques. Notwithstanding
that the numerical ranges and parameters setting forth the broad scope of some embodiments
of the present disclosure are approximations, the numerical values set forth in the specific
examples are reported as precisely as practicable. The numerical values presented in some
embodiments of the present disclosure may contain certain errors necessarily resulting from
the standard deviation found in their respective testing measurements. The recitation of
ranges of values herein is merely intended to serve as a shorthand method of referring
individually to each separate value falling within the range. Unless otherwise indicated
herein, each individual value is incorporated into the specification as if it were individually

recited herein.
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[0157] The terms “comprise,” “have,” and “include” are open-ended linking verbs.

29 6

Any forms or tenses of one or more of these verbs, such as “comprises,” “comprising,” “has,”

“having,” “includes,” and “including,” are also open-ended. For example, any method that
“comprises,” “has,” or “includes” one or more steps is not limited to possessing only those
one or more steps and can also cover other unlisted steps. Similarly, any composition or
device that “comprises,” “has,” or “includes” one or more features is not limited to
possessing only those one or more features and can cover other unlisted features.

[0158] As used in this specification and the appended claims, the singular forms “a,”
“an,” and “the” include plural referents unless the context clearly dictates otherwise. Thus,
for example, “an active agent” refers not only to a single active agent but also to a
combination of two or more different active agents, “a dosage form” refers to a combination
of dosage forms as well as to a single dosage form, and the like.

[0159] As used herein, “KXX” may be used interchangeably with KRYSTEXXA® or
pegloticase. Likewise, as used herein, “Pegloticase + IMM Period” may also be referred to
herein as “KXX + IMM Period” or “KXX + MTX Period.” As used herein, “KXX + MTX
Period” or “Pegloticase + MTX Period” may be for any length of time deemed appropriate by
a clinician or study director.

[0160] “IMM?” as used herein refers to an immunomodulatory agent, such as MTX as
described herein. As such, IMM may also be used interchangeably herein with MTX.
Therefore, “Pegloticase + IMM Period” or other similar terminology refers to the presently
described co-administration or concomitant administration of KXX and MTX.

[0161] As used herein, an “adverse event” or “AE” refers to any untoward medical
occurrence associated with the use of a drug in humans, whether it is considered drug-related
or not. An AE or suspected adverse reaction is considered a “serious adverse event” or
“SAE” if, it results in any of the following outcomes: (1) Death, (2) Life-threatening: an AE
is considered “life-threatening” if its occurrence places the subject or subject at immediate
risk of death. It does not include an AE that, had it occurred in a more severe form, might
have caused death; (3) Inpatient hospitalization or prolongation of existing hospitalization
(treatment on an emergency, outpatient basis for an event not fulfilling any of the definitions
of SAEs and not resulting in hospital admission does not qualify); (4) A persistent or
significant incapacity or substantial disruption of the ability to conduct normal life functions.
(5) A congenital anomaly/birth defect; (6) A suspected transmission of any infectious agent
via a medicinal product; (7) Important medical events that may not result in death, be life-

threatening, or require hospitalization may be considered serious when, based upon
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appropriate medical judgment, they may jeopardize the patient or subject and may require
medical or surgical intervention to prevent one of the outcomes listed in this definition.
Examples of such medical events include invasive cancers, allergic bronchospasm requiring
intensive treatment in an emergency room or at home, blood dyscrasias or convulsions that
do not result in hospitalization, or the development of drug dependency or drug abuse. AEs
that do not result in any of these outcomes are considered non-serious.

[0162] As used herein, “anaphylaxis” refers to a severe, acute onset allergic reaction that
may occur over minutes to several hours. Anaphylaxis may involve the skin, mucosal tissue,
or both, and may have one or more symptoms including, but not limited to, generalized hives,
pruritus (itching), flushing, swelling of the lips, tongue, throat or uvula, shortness of breath,
vomiting, lightheadedness, wheezing, hemodynamic instability, and rash or urticaria. In
addition, anaphylaxis may be accompanied by at least one of the following: respiratory
compromise (e.g., dyspnea, wheeze-bronchospasm, stridor, reduced peak expiratory flow,
hypoxemia), and reduced blood pressure (i.e., systolic blood pressure < 90 mm Hg or greater
than 30% decrease from that person’s baseline) or associated symptoms of end-organ failure
(e.g., hypotonia [collapse], syncope, incontinence). Anaphylaxis in accordance with the
disclosure is defined by the National Institute of Allergy and Infectious Disease/Food Allergy
and Anaphylaxis Network (NIAID/FAAN) clinical criteria for diagnosing anaphylaxis
(Sampson et al., 2006). Anaphylaxis reactions were reported as a serious adverse event (SAE)
for the present disclosure. The Criteria are as follows: (1) Acute onset of an illness (minutes
to several hours) with involvement of the skin, mucosal tissue, or both (e.g., generalized
hives; pruritus or flushing; urticaria and angioedema (of lips, tongue, or uvula) and >1 of the
following: (a) Respiratory compromise (e.g., dyspnea, wheeze-bronchospasm, stridor,
reduced peak expiratory flow, hypoxemia); (b) Reduced BP or associated symptoms of end-
organ dysfunction (e.g., hypotonia [collapse], syncope, incontinence). (2) Two or more of the
following that occur rapidly after exposure to a likely allergen for that subject (minutes to
several hours): (a) Involvement of the skin-mucosal tissue (e.g., generalized hives, itch-flush,
swollen lips-tongue, uvula); (b) Respiratory compromise (e.g., dyspnea, wheeze-
bronchospasm, stridor, reduced peak expiratory flow, hypoxemia); (c) Reduced BP or
associated symptoms (e.g., hypotonia [collapse], syncope, incontinence); (d) Persistent
gastrointestinal symptoms (e.g., crampy, abdominal pain, vomiting). (3) Reduced BP after
exposure to known allergen for that subject (minutes to several hours): systolic BP <90

mmHg or >30% decrease from that subject’s baseline.
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[0163] Anti-drug Antibody Measurements: Immunogenicity of pegloticase will be
assessed via serum samples for evaluation of anti-PEG and anti-uricase IgG antibodies.
Samples will be collected prior to the pegloticase infusion on Day 1 and at regular intervals
throughout the treatment period, e.g., Weeks 2, 6, 12, 20, the End-of-study/Early Termination
Visit and 3- or 6-month Post-Treatment Follow-up Visits. In other embodiments, assessment
of anti-drug antibody measurements may be obtained at any time before, during, or after
infusion of KXX. In the event of an AE suspected to be an IR, a serum sample will be
collected at that time or at the subsequent visit for evaluation of pegloticase antibodies. Each
sample collection date and time will be recorded.

[0164] As used herein, “bi-monthly” refers to a period of time, e.g., for administration of
KXX as described herein, occurring every 2 weeks or twice per month. In some
embodiments, “monthly” refers to a period of time, e.g., for administration of KXX as
described herein, occurring every 4 weeks or once per month.

[0165] Cardiovascular Events: The following cardiovascular events were collected.
Major Adverse Cardiovascular Events (MACE) defined as: Non-Fatal Myocardial Infarction:
The presence of at least 2 of the 3 following criteria: (1) chest pain consistent with angina, (2)
abnormal values of cardiac enzymes (> upper limit of normal of the MB fraction of creatinine
phosphokinase and/or troponin that follows a pattern of myocardial injury), (3) myocardial
injury current (ST segment elevation) or the development of new Q waves in 2 contiguous
leads of the electrocardiogram. Non-Fatal Stroke: ischemic or hemorrhagic stroke defined as
an acute, focal neurologic event that persisted for > 24 hours. If neurologic symptoms last for
< 24 hours but magnetic resonance imaging (MRI) confirms an infarct, it was considered as a
stroke. Cardiovascular deaths: including any death from a cardiovascular cause including:
myocardial infarction, stroke, heart failure, arrhythmic death, aortic dissection or rupture, any
fatal thromboembolic event, sudden cardiac death, any death of unknown cause and
unwitnessed death. Congestive heart failure defined as: hospitalization or prolonged (> 12
hours) emergency department visit due to dyspnea, shortness of breath, with progressive
edema accompanied by clinical findings of pulmonary vascular congestion.

[0166] As used herein, “co-administration” refers to the simultaneous administration of
one or more drugs with another in a treatment regimen. For example, as described herein, co-
administration of KXX with MTX may refer to administration of MTX at the same time as
KXX or may refer to administration of MTX at a specific period of time before or after KXX
administration. In some embodiments, MTX may be administered before KXX. In other

embodiments, KXX may be administered before MTX. In other embodiments, both drugs are
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administered at the same time. As described herein elsewhere, co-administration may also
refer to any particular time period of administration of either KXX or MTX, or both. For
example, as described herein, MTX may be administered hours, days, weeks, or months
before KXX treatment, as long as both drugs are to be provided to a patient or subject in a
particular treatment regimen. In other embodiments, MTX may be administered to a patient
hours, days, weeks, or months after KXX treatment. In some embodiments, co-administration
may refer to any time of administration of KXX and/or MTX such that both drugs are present
in the body of a patient at the same. In some embodiments, either drug may be administered
before or after the other, so long as they are both present within the patient for enough time
that the patient received the intended clinical or pharmacological benefits.

[0167] As used herein, “concomitant administration” refers to a therapeutic or drug
regimen in which one or more medications are given together, i.e., at the same tirme. In some
embodiments, concomitant administration and co-administration may be referred to
interchangeably.

[0168] By the terms “effective amount™ and “therapeutically effective amount” of an
agent, compound, drug, composition or combination which is nontoxic and effective for
producing some desired therapeutic effect upon administration to a subject or patient (e.g., a
human subject or patient).

[0169] As used herein, “gout” or “uncontrolled gout” refers to chronic gout in adult
patients refractory to conventional management. As described herein, pegloticase (KXX) is
indicated for the treatment of chronic gout in adult patients refractory to conventional
management.

[0170] As used herein, a “gout flare” refers to a manifestation of physiological or
biochemical symptoms of gout, which is a possible side effect or AE associated with
treatment with KXX. A gout flare may produce burning itching, tingling, or stiffness in the
joints, particularly the peripheral joints. An individual may also experience redness, swelling,
and pain in the joints. In accordance with the disclosure, gout flares may initially increase
when starting treatment with KXX. For such individuals, medications to help reduce flares
may be taken regularly for the first few months after KXX is started. Prophylactic treatment
for gout flares may include, but is not limited to, anti-inflammatory treatment (e.g.,
corticosteroids, colchicine, intra-articular steroid injections, non-steroidal anti-inflammatory
drugs (NSAID), a or low-dose prednisone (e.g., <10 mg/day).

[0171] In some embodiments, prophylactic treatment may be given prior to an infusion of

KXX, for example one week prior to treatment with KXX.
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[0172] As used herein, “glucose-6-phosphate dehydrogenase (G6PD) Deficiency” or
“G6PD” refers to a condition caused by an inborn error of metabolism that predisposes an
individual to red blood cell breakdown. Individuals with G6PD deficiency are not included in
the present study and are generally advised not to take KXX.

[0173] As used herein, “immuno-tolerance” refers to the lack of an immune response in a
patient as a result of a drug treatment such as KXX. In some embodiments, establishing
immune-tolerance may also refer to reducing immunogenicity to KXX, or to reduce or
prevent loss of a response to KXX. Such loss of response may be the result of the formation
of anti-drug antibodies, which may increase clearance of KXX, causing a loss of response.
[0174] Individual Tophi Response: All measurable tophi were measured bi-dimensionally
(using the longest diameter and the longest perpendicular to that diameter) and the response
of each individual tophus was categorized according to the change from baseline in area of
each tophus at each visit as follows: Complete Response (CR) — A 100% decrease in the area
of the tophus; Marked Response (MR) — At least a 75% decrease in the area of the tophus;
Stable Disease (SD) — Neither a 50% decrease nor a 25% increase in the area of the tophus
can be demonstrated; Progressive Disease (PD) — A 25% or more increase in the area of the
tophus; Unable to Evaluate (UE) —The tophus cannot be accurately measured for any reason
at any given post-baseline time point (e.g., image missing or of poor quality, obvious
infection of the tophus).

[0175] Each individual unmeasured tophus was semi-quantitatively assessed based upon
the impression of the central reader using the following guideline: Complete Response - the
disappearance of the tophus; Improved - an approximate 50% or more reduction from
baseline in the size of the tophus; Stable Disease - neither improvement nor progression from
baseline can be determined; Progressive Disease - an approximate 50% or more increase
from baseline in the area of the tophus. Unable to Evaluate - the tophus cannot be assessed
for any reason at any given post-baseline time point (e.g., image missing or of poor quality,
or obvious infection of the tophus).

[0176] The overall response for a subject was based upon the best response among all
tophi (including measurable and unmeasured) for that subject (e.g., if any one tophus shows
complete response, the overall response is Complete Response). If any single tophus shows
progression, or if a new tophus appears during the study, the overall response for that subject
was Progressive Disease, regardless of the response of any other tophi. New tophi arising
outside of the regions photographed at baseline were captured and also resulted in an overall

response assessment of Progressive Disease.
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[0177] As used herein, an “infusion reaction” or “IR” refers to a reaction of a patient or
subject to a drug. An IR will be defined as any infusion-related AE or cluster of temporally-
related AEs, not attributable to another cause, which occur during the pegloticase infusion
and for 2 hours post infusion. Infusion reactions generally refer to drugs administered by
intravenous (I'V) infusion. The most common signs and symptoms of an infusion reaction,
including urticaria (skin rash), erythema (redness of the skin), dyspnea (difficulty breathing),
flushing, chest discomfort, chest pain, and rash. For the present disclosure, IRs were recorded
as Infusion Reaction AEs. If the IR meets the definition for “Serious” as described herein, it
is also reported as an SAE. In some embodiments, an IR was defined as any infusion-related
AE or cluster of temporally-related AEs, not attributable to another cause, which occur
during or within 2 hours after the infusion of pegloticase. Other AEs that occur outside of the
2-hour window following the infusion may also be categorized as an IR per the discretion of
each study site. Signs and symptoms of the IR, and treatments administered, were
documented. Examples of AEs not considered possible IRs include but are not limited to:
laboratory abnormalities that are unlikely to have occurred during or within 2 hours following
the infusion (e.g., anemia, hypercholesterolemia), gout flares, most infectious diseases, or the
recurrence or worsening of a known chronic medical problem identified in the participant’s
medical history.

[0178] As used herein, “IR Prophylaxis” refers to a treatment regimen to prevent infusion
reactions. In some embodiments, all participants received pre-treatment IR prophylaxis
consisting of at least an antihistamine and corticosteroid prior to each infusion of pegloticase.
In some embodiments, to standardize this prophylaxis regimen, participants may take (60 mg)
fexofenadine orally the night before and again on the morning of the infusion with 1000
mg/day of acetaminophen. Prior to the infusion, hydrocortisone 200 mg IV was administered
and a targeted physical exam was performed. The name, dose, route, date, and time of
administration of each prophylactic medication were recorded in the medical record and in
the CRF. In some embodiments, IR prophylaxis may include fexofenadine (180 mg orally)
and prednisone (50 mg orally) may be taken the night before each KXX infusion;
fexofenadine (180 mg orally), famotidine (20 mg orally), montelukast (10 mg orally), and
acetaminophen (1000 mg orally) may be taken the morning of each KXX infusion;
methylprednisolone (125 mg IV) may also be administered prior to each KXX infusion, e.g.,
over an infusion duration of 10 to 30 minutes. In some embodiments, IR prophylaxis may
include, but is not limited to, hydrocortisone (200 mg IV) immediately preceding infusions

and fexofenadine (60 mg PO) the night before and the morning of infusions.
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[0179] As used herein, “KRYSTEXXA®” or “KXX” or “pegloticase” or “PEGylated
uricase” refers to a covalent conjugate of uricase produced by a genetically modified strain of
Escherichia coli and monomethoxypoly (ethylene glycol). Although the term “uricase’™ or
“PEGylated uricase” may be used herein to refer to a PEGylated uricase such as
KRYSTEXXA®, one of skill in the art would understand that many different forms of a
uricase may be known and used in accordance with the disclosure, and therefore any
PEGylated uricase, such as KRYSTEXA or KXX, may be used for treatment of a patient
with elevated SUA as described herein. Per the prescribing information, KRYSTEXXA®
(pegloticase) concentrations are expressed as concentrations of uricase protein. Each mL of
KRYSTEXXA contains 8 mg of uricase protein (conjugated to 24 mg of 10 kDa mPEG),
2.18 mg Disodium Hydrogen Phosphate Dihydrate (NaxHPO4+2H>0), 8.77 mg Sodium
Chloride (NaCl), 0.43 mg Sodium Dihydrogen Phosphate Dihydrate (NaH>PO42H>0), and
Water for Injection to deliver 8 mg of pegloticase (as uricase protein).

[0180] MTX Polyglutamate Measurements: Blood samples will be collected prior to
pegloticase infusion on, e.g., Day 1, Weeks 14, 22, End of Pegloticase Infusions Visit (if
applicable) and any number of Visits during the Pegloticase + MTX Period, e.g., 6 visits, 12
visits, 18 visits, 24 visits, 26 visits, or the like. Each sample collection date and time will be
recorded.

[0181] As used herein, the term “normal uric acid level” refers to a patient’s blood
plasma uric acid concentration in a range that does not cause physiological or biochemical
symptoms or signs of gout. In some embodiments, a normal uric acid level may not exceed
the biochemical limit of solubility. For females, a normal uric acid range may fall between
about 2.4 mg/dL and about 6 mg dL, and for males, about 3.4 mg/dL to about 7 mg/dL. One
of skill in the art will recognize that these values may vary slightly depending on the subject
or patient, as well as on the laboratory. As used herein, the term “elevated uric acid levels”
refers to a patient’s blood plasma or serum uric acid concentration equal to or greater than
about 6 mg/dL. In some embodiments, the uric acid level in a patient may be normalized to
less than about 6 mg/dL, or less than about 5 mg/dL, or less than about 2 mg/dL, following
treatment with KXX, either alone or co-administered with an immunosuppressive agent or
therapy. To this effect, uric acid levels can vary based on the particular testing methodology
and from laboratory to laboratory.

[0182] As used herein, an “overdose” is defined as a known deliberate or accidental
administration of investigational drug, to, or by a study subject, at a dose above that which is

assigned to that individual subject according to the study protocol. All cases of medication

44



WO 2022/035828 PCT/US2021/045350

errors and overdose (with or without associated AEs) will be documented on the eCRF in
order to capture this important safety information consistently in the database. AEs associated
with an overdose and SAEs of overdose are to be reported. In the event of drug overdose, the
subject is to be treated as appropriate.

[0183] Patient Global Assessment: The Patient Global Assessment was collected at the
Screening and Week -4, -3, -2 (prior to the first dose of MTX) Visits during the MTX Run-in
Period; prior to KXX infusion, e.g., at the Day 1 and Weeks 14, 24, and 36 Visits during the
KXX + MTX Period; at the End of Pegloticase Infusions Visit (if applicable); the End of
Study/Early Termination Visit and the Post Treatment Periods 3 and 6 Month Follow-up
Visits.

[0184] By “pharmaceutically acceptable” is meant a material that is not biologically or
otherwise undesirable, i.e., the material may be incorporated into a pharmaceutical
composition administered to a patient without causing any undesirable biological effects or
interacting in a deleterious manner with any of the other components of the composition in
which it is contained. When the term “pharmaceutically acceptable” is used to refer to a
pharmaceutical carrier or excipient, it is implied that the carrier or excipient has met the
required standards of toxicological and manufacturing testing or that it is included on the
Inactive Ingredient Guide prepared by the U.S. Food and Drug administration.
“Pharmacologically active” (or simply “active™) as in a “pharmacologically active” (or
“active”) derivative or analog, refers to a derivative or analog having the same type of
pharmacological activity as the parent compound and approximately equivalent in degree.
The term “pharmaceutically acceptable salts” include acid addition salts which are formed
with inorganic acids such as, for example, hydrochloric or phosphoric acids, or such organic
acids as acetic, oxalic, tartaric, mandelic, and the like. Salts formed with the free carboxyl
groups can also be derived from inorganic bases such as, for example, sodium, potassium,
ammonium, calcium, or ferric hydroxides, and such organic bases as isopropylamine,
trimethylamine, histidine, procaine and the like.

[0185] Pharmacokinetic and Anti-drug Antibody Measurements: Serum samples for PK
analysis of pegloticase were collected prior to the pegloticase infusion and after the end of
infusion (prior to discharge) on, e.g., Day 1 and Week 2, 4, 6, 8 and 36 Visits, or Weeks 2, 6,
14, 24, 36, for the open-label and randomized studies, respectively, and prior to the
pegloticase infusion only at Weeks 10, 14, 18, 22, 24 (open-label study); at the End of
Pegloticase Infusions Visit (if applicable); and the End of Study/Early Termination Visits.

One of skill in the art will understand that serum, blood, urine, etc. samples may be obtained
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at any time or before/during/after any visit during the enrollment period, run-in period,
treatment period (e.g., KXX + MTX period) or follow-up period for assessment of patient
status, SUA, IRs, or the like. Visits for frequent sampling of a subset of subjects who consent
for additional non-infusion visit PK sampling can occur at any time, e.g., Weeks 1 and 7 or at
week 21 for the open-label and randomized studies, respectively.

[0186] Immunogenicity of pegloticase was assessed via serum samples for evaluation of
anti-PEG and anti-uricase IgG antibodies. Samples were collected prior to the pegloticase
infusion on, e.g., Day 1, and at the Weeks 2, 4, 6, 8, 10, 14, 18, 22, 24, 36, or weeks 2, 6, 14,
22,24, 36 for the open-label and randomized studies, respectively; at the End of Pegloticase
Infusions Visit (if applicable); and End of Study/Early Termination Visits and Post Treatment
3- or 6-month Follow-up Visits. Visits for frequent sampling of a subset of subjects who
consent for additional non-infusion visit PK sampling occurred at Weeks 1 and 7 (open-label
study). In the event of an AE suspected to be an infusion reaction, a serum sample may be
collected at that time or at the subsequent visit for evaluation of pegloticase antibodies.
[0187] Physician Global Assessment: The physician global assessment was collected at
the Screening and Week -4, -3, -2, -1, or Week -6 (prior to the first dose of MTX) Visits
during the MTX Run-in Period for the open-label and randomized studies, respectively; prior
to pegloticase infusion at any time, e.g., the Day 1 and Weeks 14, 24, and 36 Visits, and the
Day 1 and Week 6, 14, 20, 24, 30, 36, and 44 visits during the Pegloticase + IMM Period for
the open-label and randomized studies, respectively.

[0188] As used herein, “prolonging” refers to extending the duration of the treatment
effects of KXX therapy, either alone or co-administered with MTX. For example, as
described herein, treatment of a patient with KXX co-administered with MTX, may result in
a more enhanced response to the drug in the patient, resulting in a lowered SUA, when
compared with treatment with KXX alone.

[0189] As used herein, “reducing” refers to a lowering or lessening, such as reducing
immunogenicity to KXX in a patient. In some embodiments, co-administration of KXX and
MTX results in “reducing” immunogenicity to KXX, indicating that the patient does not
produce anti-KXX antibodies, or produces fewer anti-KXX antibodies than would be
expected for a patient not receiving the same treatment. “Reducing” may also refer to a
reduction in disease symptoms as a result of KXX treatment, either alone, or co-administered
with MTX. “Reducing” immunogenicity to KXX may also be referred to herein as increasing

or enhancing “immuno-tolerance.”
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[0190] As used herein, “relatedness” or “causality” assessment is required for AEs (and
SAESs) that occur during clinical investigations. The following terms were used during this
study.

[0191] Likely: Reasons to consider an AE likely related to treatment may include but are
not limited to the following: (1) Timing of the event relative to the administration of the
investigational product. (2) Location of the AE relative to the site of investigational product
administration. (3) Likelihood based on experience with similar products. (4) There is a
biologically plausible explanation based on the mechanism of action or mode of delivery of
the treatment. (5) The AE is repeated on subsequent treatments. (6) No other explanation is
likely.

[0192] Quality-of-Life Assessment: The HAQ was administered at any point during the
study. The HAQ-DI is a self-report functional status instrument that can be filled out by a
subject in less than 5 minutes and requires 1 minute to score. The index measures disability
over the past week by asking a total of 20 questions covering 8 domains of function: dressing
and grooming, arising, eating, walking, hygiene, reach, grip, and usual activities. There are at
least 2 questions in each domain and the 8 domains represent a comprehensive set of
functional activities. The HAQ-DI is calculated by scoring the answer to each question in the
HAQ from O to 3, with O representing the ability to do without any difficulty, and 3
representing inability to do. Any activity that requires assistance from another individual or
requires the use of an assistive device raises a 0 or 1 score to a 2. The highest score for each
of the 8 domains is summed (range from 0 to 24) and divided by 8 to yield, on a scale with 25
possible values, a Functional Disability Index with a range from O to 3. The disability index is
based on the number of domains answered and is computed only if the subject completes
answers to at least 6 domains. The HAQ pain scale asks subjects to record how much pain
they have had in the past week on a scale of 0 to 100, where zero represents “no pain” and
100 represents “severe pain”. The HAQ health scale is a measure of overall health. Subjects
are asked to rate how well they are doing on a score of 0 to 100, where zero represents “very
well” and 100 represents “very poor” health.

[0193] As used herein, a “reduced volume” refers to an infusion volume for pegloticase
or solutions or compositions thereof that is lower than the standard 250-mL (250 cc) infusion
volume. In some embodiments, a reduced volume may be 50 mL (50 cc). In some
embodiments, such a reduced volume may be given in normal or half-normal saline, or

0.45% or 0.9% Sodium Chloride Injection, USP.
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[0194] As used herein, a “screening period” refers to a period of time in which
prospective participants of a study may be evaluated for participation in the study. A
screening period may last as long as necessary to enroll a sufficient number of participants in
the study. In some embodiments, a screening period may be any length of time deemed
appropriate by a clinician or study director, such as including, but not limited to, 1 day, 2
days, 3 days, 4 days, 5 days, 6 days, 7 days, 8 days, 9 days, 10 days, 11 days, 12 days, 13
days, 14 days, 15 days, 16 days, 17 days, 18 days, 19 days, 20 days, 21 days, 22 days, 23
days, 24 days, 25 days, 26 days, 27 days, 28 days, 29 days, 30 days, 31 days, 32 days, 33
days, 34 days, 35 days, 36 days, 37 days, 38 days, 39 days, 40 days, 41 days, 42 days, 43
days, 44 days, 45 days, 46 days, 47 days, 48 days, 49 days, 50 days, 51 days, 52 days, 53
days, 54 days, 55 days, 56 days, 57 days, 58 days, 59 days, 60 days, or the like, 1 week, 2
weeks, 3 weeks, 4 weeks, 5 weeks, 6,weeks, 7, weeks, 8 weeks, or the like. In some
embodiments, a screening period as described herein may be a period of up to 2 weeks. In
some embodiments, a screening period as described herein may be a period of time lasting up
to 35 days.

[0195] As used herein, a “severe adverse event” or “severe AE” refers to a sign,
symptom, or event that causes severe discomfort to the participant and significantly affects
clinical status or the ability to perform usual life activities, whether the event is considered
related to the study drug or not. In some embodiments, treatment intervention may be
warranted for a severe AE.

[0196] Examples of an AE include: (1) Conditions newly detected or diagnosed after the
signing of the ICF, including conditions that may have been present but undetected prior to
the start of the study; (2) Conditions known to have been present prior to the start of the study
that worsen after the signing of the ICF; (3) Signs, symptoms, or the clinical sequelae of a
suspected drug interaction; (4) Signs, symptoms, or the clinical sequelae of a suspected
overdose of either investigational product or a concomitant medication (overdose per se was
not reported as an AE). Adverse events of special interest may include IRs, anaphylaxis, gout
flares, and cardiovascular events.

[0197] All AEs, both serious and non-serious, will be assessed for severity using the
Rheumatology Common Toxicity Criteria v2.0. The scale displays Grades 1 through 4 with
unique clinical descriptions of severity for each AE (including abnormal laboratory values)
based on this general guideline: Grade 1 (Mild) — asymptomatic or transient, short duration
(<1 week), no change in lifestyle, no medication or over-the-counter. Grade 2 (Moderate) —

symptomatic, duration 1 to 2 weeks, alter lifestyle occasionally, medications give relief (may
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be prescription). Grade 3 (Severe) — prolonged symptoms, reversible, major functional
impairment, prescription medications/partial relief, hospitalized <24 hours, temporary or
permanent study drug discontinuation. Grade 4 (Includes Life-threatening) — at risk of death,
substantial disability, especially if permanent, hospitalized >24 hours, permanent study drug
discontinuation.

[0198] As used herein, a “shortened infusion period” refers to an infusion or
administration time for pegloticase that is shorter than the FDA-approved 120-minute
infusion period. In some embodiments, a shortened infusion period may be about 60 minutes,
about 45 minutes, or about 30 minutes.

[0199] As used herein, “stopping rule” refers to subjects with an SUA > 6 mg/dL at 2
consecutive study visits beginning with the week 2 visit (not including post-infusion
samples). Individuals for whom this condition is met discontinued treatment and remained in
the study.

[0200] As used herein, “subject” or “individual” or “patient” refers to any patient for
whom or which therapy is desired, and generally refers to the recipient of the therapy.

[0201] As used herein, a “temporary stop” refers to a short-term interruption in a dosing
regimen as described herein, such as for KXX and/or MTX. A temporary stop typically lasts
2 to 4 weeks, after which the patient or subject resumes taking the drug or discontinues the
drug completely. For example, as provided in Table 1, a patient taking MTX as described
herein, and for whom WBC levels fall below 3x10°/L, was instructed to stop taking MTX for
a short period of time. Following a temporary stop, the patient or subject may either resume
taking the drug or may be instructed to discontinue the drug completely.

[0202] As used herein, “MTX tolerability assessment period” or “MTX run-in period”
refers to a period of time in which participants of a study may be evaluated for tolerability of
MTX. Such a period may be any length of time deemed appropriate by a clinician or study
director, such as including, but not limited to, 1 day, 2 days, 3 days, 4 days, 5 days, 6 days, 7
days, 8 days, 9 days, 10 days, 11 days, 12 days, 13 days, 14 days, 15 days, 16 days, 17 days,
18 days, 19 days, 20 days, 21 days, 22 days, 23 days, 24 days, 25 days, 26 days, 27 days, 28
days, 29 days, 30 days, 31 days, 32 days, 33 days, 34 days, 35 days, 36 days, 37 days, 38
days, 39 days, 40 days, 41 days, 42 days, 43 days, 44 days, 45 days, 46 days, 47 days, 48
days, 49 days, 50 days, 51 days, 52 days, 53 days, 54 days, 55 days, 56 days, 57 days, 58
days, 59 days, 60 days, or the like, or 1 week, 2 weeks, 3 weeks, 4 weeks, 5 weeks, 6,weeks,
7 weeks, 8 weeks, or the like. In some embodiments, an MTX run-in period as described

herein may be a period of 4 weeks, for example lasting from Week -4 through Day 1. In some
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embodiments, an MTX run-in period as described herein may be a period of 3 weeks, for
example lasting from Week -3 through Day 1. In some embodiments, an MTX run-in period
as described herein may be a period of 2 weeks, for example lasting from Week -2 through
Day 1. In some embodiments, an MTX run-in period as described herein may be a period of 1
weeks, for example lasting from Week -1 through Day 1. In some embodiments, MTX is
administered to a subject during the MTX run-in period at a dosage of 15 mg MTX per day in
a form suitable for oral administration. In some embodiments, titrating up of MTX may have
a target dose of 25 mg MTX for patients having an estimated glomerular filtration rate
(eGFR) of >45 mL/min/1.73 m?, or a target dose of 15 mg MTX for patient having an eGFR
of >45 mL/min/1.73 m2.

[0203] As used herein, a “tolerizing dosage regimen” refers to a dosage or treatment
regimen with KXX that induces immunological tolerance to the drug. A tolerizing dosage
regimen prevents the loss of response to a drug in a patient by preventing the formation of
anti-KXX antibodies. A tolerizing dosage regimen may also decrease the incidence of IRs
associated with the drug.

[0204] The terms “treating” and “treatment” as used herein refer to reduction in severity
and/or frequency of symptoms, elimination of symptoms and/or underlying cause, and
improvement or remediation of damage. In certain aspects, the term “treating” and
“treatment” as used herein refer to the prevention of the occurrence of symptoms. In other
aspects, the term “treating” and “treatment” as used herein refer to the prevention of the
underlying cause of symptoms associated with obesity, excess weight, and/or a related
condition. The phrase “administering to a patient” refers to the process of introducing a
composition or dosage form into the patient via an art-recognized means of introduction.
[0205] As used herein, “trough” refers to the lowest concentration of a drug in a patient
before the next dose of the drug is administered. For example, trough KXX levels refer to the
lowest levels of KXX in a patient before the next infusion of KXX. Trough levels may be
used by clinicians or practitioners to determine the efficacy of the drug, or the response of the
patient to the drug treatment. Trough levels of KXX or MTX may be determined or measured
at any point during a treatment period as described herein, such as before any infusion of
KXX, or before any administration of MTX.

[0206] As used herein, an “unexpected adverse event” or “unexpected AE” refers to any
AE, the specificity, frequency or severity of which is not consistent with either: The known
or foreseeable risk of AEs associated with the procedures involved in the research that are

described in the protocol-related documents, such as the IRB-approved research protocol, any
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applicable investigator brochure, the current IRB-approved informed consent document, and
other relevant sources of information (e.g., product labeling and package inserts); or the
expected natural progression of any underlying disease or condition of the participant(s)
experiencing the AE.

[0207] An AE or suspected adverse reaction is considered unexpected if it is not listed in
the Reference Safety Information section of the Investigator’s Brochure or is not listed with
the specificity or severity that has been observed. Unexpected, as used in this definition, also
refers to AEs or suspected adverse reactions that are mentioned in the Reference Safety
Information as occurring with a class of drugs or as anticipated from the pharmacological
properties of the drug, but are not specifically mentioned as occurring with the particular drug
under investigation.

[0208] Unlikely: An AE with no temporal association with the study drug but rather
related to other etiologies such as concomitant medications or conditions, or subject’s known
clinical state.

[0209] All methods described herein can be performed in any suitable order unless
otherwise indicated herein or otherwise clearly contradicted by context. The use of any and
all examples, or exemplary language (e.g., “such as”) provided with respect to certain
embodiments herein is intended merely to better illuminate the present disclosure and does
not pose a limitation on the scope of the present disclosure otherwise claimed. No language in
the specification should be construed as indicating any non-claimed element essential to the
practice of the present disclosure.

[0210] Groupings of alternative elements or embodiments of the present disclosure
disclosed herein are not to be construed as limitations. Each group member can be referred to
and claimed individually or in any combination with other members of the group or other
elements found herein. One or more members of a group can be included in, or deleted from,
a group for reasons of convenience or patentability.

[0211] Unless defined otherwise, all technical and scientific terms used herein have the
meaning commonly understood by one of ordinary skill in the art to which the disclosure
pertains. Specific terminology of importance to the description of the present disclosure is
defined below.

[0212] Having described the present disclosure in detail, it will be apparent that
modifications, variations, and equivalent embodiments are possible without departing the
scope of the present disclosure defined in the appended claims. Furthermore, it should be

appreciated that all examples in the present disclosure are provided as non-limiting examples.
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EXAMPLES
[0213] Examples of embodiments of the present disclosure are provided in the following
examples. The following examples are presented only by way of illustration and to assist one
of ordinary skill in using the disclosure. The examples are not intended in any way to
otherwise limit the scope of the disclosure.
Example 1 — Clinical Trial: Shorter Infusion Duration
[0214] The present disclosure describes a study in subjects initiating pegloticase for
treatment of chronic refractory gout. The purpose of the present study was to assess the
tolerability of pegloticase administered on a monthly (e.g., every 4 weeks) administered with
a shorter infusion duration and in a reduced volume of 50 mL (50 cc) in subjects with
uncontrolled gout receiving methotrexate. One concern with shortened infusion is that a
shorter infusion duration may lead to increased AEs. Pegloticase has been associated with
IRs, including anaphylaxis. In a Phase 2 study in which pegloticase was administered in 30
minutes in the majority of subjects, 44% of subjects experienced an IR (no subjects
experienced anaphylaxis). Methotrexate was not administered as part of the protocol and the
majority of subjects did not receive any IR prophylaxis. In Phase 3 studies (which included
IR prophylaxis for all subjects), with pegloticase administered over 120 minutes, IRs
occurred in 26% of subjects receiving pegloticase compared to 5% of subjects receiving
placebo and anaphylaxis was reported in 5% of subjects receiving pegloticase and 0% of
subjects receiving placebo (pegloticase (KRYSTEXXA®). The nature and the severity of the
IRs in the Phase 2 and Phase 3 studies were relatively similar. These AEs are thought to be
related to the development of anti-drug antibodies and can be reduced by avoiding infusions
in patients who initially respond and then have a rebound of their serum uric acid above 6
mg/mL. These anti-drug antibodies are also associated with loss of efficacy as reflected in
this increase in SUA levels.
[0215] Pretreatment and co-administration with the study dose of methotrexate 15 mg
orally once weekly has been shown to reduce failure rates in pegloticase treated patients with
chronic gout.
[0216] To address the possibility of increased AEs with a shorter infusion duration, the
present study will incorporate an IR prophylaxis regimen as well as pre-treatment and
concomitant use of MTX with pegloticase.
[0217] This study is an open-label, non-randomized, single-arm design in which all

subjects will receive the same study drugs (i.e., MTX and pegloticase) in the same volume
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(50 mL). The study will be initiated enrolling patients assigned to 60-minute infusion
durations. Infusion duration assignment may be progressively shortened to 45-minute or 30-
minute infusion durations based on tolerability of previous subjects.

[0218] The present disclosure describes a Phase 4, multicenter, open-label, infusion
duration, proof-of-concept study of pegloticase administered over < 120 minutes in a volume
of 50 mL with MTX in adult subjects with uncontrolled gout. Approximately 30-50 subjects
will be enrolled. Treatment duration with pegloticase will be approximately 24 weeks.

[0219] The current approved dose of pegloticase for intravenous infusions, i.e., 8 mg
every 2 weeks, will be tested in this study. In other aspects of this study, alternate dosages of
KXX (e.g., about 8 mg, about 12 mg, about 16 mg, about 20 mg, about 24 mg, about 28 mg,
or about 32 mg) will be administered at shortened infusion times (e.g., 30 minutes, 45
minutes, 60 minutes, etc.) and/or in reduced infusion volumes (e.g., 50 mL) every 2-4 weeks.
In some embodiments, a reduced volume of pegloticase solution as described herein may
result in an increased concentration of the administered solution, i.e., 8 mg of pegloticase in a
final volume to be administered of 50 mL normal or half-normal saline or 0.45% or 0.9%
Sodium Chloride Injection, USP, as compared to the standard 8 mg of pegloticase in a final
volume to be administered of 250 mL normal or half-normal saline or 0.45% or 0.9% Sodium
Chloride Injection, USP.

[0220] The study design will include: (1) a Screening Period, lasting up to 35 days; and
(2) a4-week MTX Run-in Period; (3) a 24-week Pegloticase + MTX Period which includes
an End-of study Week 24/Early Termination Visit. In some aspects of the study, the study
may be continued for a total of 12 months, with the primary endpoint evaluated at 6 months
or 24 weeks.

[0221] All subjects who meet eligibility criteria at Screening will begin oral MTX at a
dose of 15 mg weekly for 4 weeks prior to the first dose of pegloticase.

[0222] Subjects will also take folic acid 1 mg orally every day beginning at Week -4 (the
start of MTX) continuing until prior to the End of Pegloticase Infusion Visit (if applicable) or
the Week 24/End of Study/Early Termination Visit. Subjects must be able to tolerate MTX at
a dose of 15 mg during the 4-week MTX Run-in Period (prior to Day 1) to be eligible to
participate in the Pegloticase + MTX Period.

[0223] Subjects who are unable to tolerate MTX at a dose of 15 mg during the MTX
Run-in Period will be considered screen failures.

[0224] Prior to the Treatment Period, subjects will begin taking at least one of the per

protocol standard gout flare prophylaxis regimen (colchicine 0.6 mg/day and/or nonsteroidal
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anti-inflammatory drug (NSAID) and/or low dose prednisone <10 mg/day) for 21 week
before the first dose of pegloticase and continues flare prophylaxis throughout the pegloticase
treatment period per American College of Rheumatology guidelines.

[0225] For IR prophylaxis, fexofenadine (180 mg orally) will be taken the night before
each infusion; fexofenadine (180 mg orally) and acetaminophen (1000 mg orally) will be
taken the morning of each infusion; and methylprednisolone (125 mg IV) over an infusion
duration between 10 and 30 minutes, will be administered immediately prior to each infusion.
[0226] During the Pegloticase + MTX Period, all subjects will receive pegloticase 8 mg
every 2 weeks administered I'V for a total of 12 infusions of 50 mL each from Day 1 through
Week 22, inclusive. In other aspects of the study, subjects may receive a dosage of
pegloticase as described herein, e.g., 8 mg, 12 mg, 16 mg, 20 mg, 24 mg, 28 mg, or 32 mg,
every 2-4 weeks, e.g., monthly, for a treatment period described herein, e.g., monthly for 12
months. Pegloticase will be administered after all pre-dose study visit assessments have been
completed at each visit. The date and start and stop time of infusion will be recorded. sUA
Discontinuation Criteria will be applied: subjects with sUA level > 6 mg/dL at 2 consecutive
study visits beginning with the Week 2 Visit will discontinue treatment but continue on with
the study as described herein.

[0227] Up to three pegloticase infusion durations will be assessed in the Pegloticase +
MTX Period: (1) 60-minute infusion, (2) 45-minute infusion, and (3) 30-minute infusion.
Cohorts of 10 subjects will be enrolled sequentially at progressively shorter infusion
durations, beginning with the 60-minute infusion duration, progressing down to the 45-
minute infusion duration and then to the 30-minute infusion duration. All infusions will be
given in a volume of 50 mL. An additional cohort of 10 subjects will be enrolled following
the last infusion duration cohort. The study plan is outlined in FIG. 2.

[0228] The overall objective of the study is to assess the tolerability of pegloticase
administered with a shorter infusion duration and reduced volume in subjects with
uncontrolled gout receiving methotrexate.

[0229] The primary objective is to assess the tolerability of pegloticase infusions
administered over < 120 minutes and in a volume of 50 mL with methotrexate (MTX) from
Day 1 through Week 24, as measured by the incidence of infusion reactions (including
anaphylaxis) related to pegloticase.

[0230] Secondary objectives of the present disclosure include the following:
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[0231] (1) Assess the proportion of subjects receiving pegloticase with MTX who
experienced any of the following events: infusion reaction (IR) leading to discontinuation of
treatment, anaphylaxis, or meeting Individual Subject sUA Discontinuation Criteria.

[0232] (2) Assess the time to any of the following events: IR leading to discontinuation of
treatment, anaphylaxis, or meeting Individual Subject sUA Discontinuation Criteria (two
consecutive pre-infusion sUAs > 6 mg/dL).

[0233] (3) Assess the proportion of subjects who experienced IR leading to slowing down
of the infusion rate or discontinuation of treatment.

[0234] (4) Assess the time to first IR leading to slowing down of the infusion rate or
discontinuation of treatment.

[0235] (5) Assess the time to first IR.

[0236] (6) Assess the proportion of subjects who were able to complete all infusions over
the assigned treatment duration length or a lesser time, without clinically requiring an
increased infusion time.

[0237] (7) Assess the proportion of infusions completed over the assigned duration length
or a lesser time, without clinically requiring an increased infusion time.

[0238] Exploratory objectives of the present disclosure include the following:

[0239] (1) Assess the rate of interrupted infusions from Day 1 to Week 24.

[0240] (2) Assess the incidence of subjects with at least one interrupted infusion from
Day 1 to Week 24.

[0241] (3) Assess the proportion of subjects meeting Individual Subject sUA
Discontinuation Criteria (two consecutive pre-infusion sUAs > 6 mg/dL).

[0242] (4) Estimate the response rate at Month 6 (Weeks 20, 22 and 24), as measured by
the sustained normalization of sUA to < 6 mg/dL for at least 80% of the time during Month 6.
[0243] (5) Assess the proportion of subjects with sSUA < 6 mg/dL for each visit.

[0244] (6) Estimate the mean change from baseline to Weeks 14 and 24 in patient global
assessment of gout.

[0245] (7) Estimate the mean change from baseline to Weeks 14 and 24 in physician
global assessment of gout.

[0246] (8) Assess the pharmacokinetics of pegloticase.

[0247] (9) Assess the profile of anti-uricase antibodies and anti-poly (ethylene glycol)
antibodies.

[0248] Safety objectives of the present disclosure include the following:
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[0249] (1) Assess the incidence of adverse events of special interest (AESI), including
IRs, anaphylaxis, gout flares, cardiovascular events, and the AE/SAE profile overall.

[0250] (2) Laboratory tests and 12-lead electrocardiogram (ECG).

[0251] (3) Vital signs and physical examinations.

[0252] Subjects diagnosed with gout eligible for this study will have sUA > 6 mg/dL and
inability to maintain sUA < 6 mg/dL on other urate-lowering therapy, or intolerable side
effects associated with current urate-lowering therapy, or with a contraindication to xanthine
oxidase inhibitor therapy.

[0253] Eligible subjects must meet/provide all the following criteria:

¢ Uncontrolled gout, defined as meeting the following criteria: (a) Hyperuricemia
during the screening period defined as SUA > 6 mg/dL, and; (b) Failure to maintain
normalization of SUA with xanthine oxidase inhibitors at the maximum medically
appropriate dose, or with intolerable side effects or a contraindication to xanthine
oxidase inhibitor therapy based on medical record review or subject interview, and;
(c) Symptoms of gout including at least 1 of the following: (i) Presence of at least one
tophus; (ii) Recurrent flares defined as 2 or more flares in the past 12 months prior to
screening; and (iii) Presence of chronic gouty arthritis.

e Willing to discontinue any oral urate lowering therapy for at least 7 days prior to
MTX dosing at Week - 4 and remain off of urate lowering therapy when receiving
pegloticase infusions during the study.

e Able to tolerate MTX 15 mg for 4 weeks during the MTX Run-in period prior to the
first dose of pegloticase.

[0254] Subjects were ineligible for study participation if they meet any of the following
criteria:

e  Weight >160 kg (352 pounds) at Screening.

® Any serious acute bacterial infection, unless treated and completely resolved with
antibiotics at least 2 weeks prior to the Week -4 Visit.

e Severe chronic or recurrent bacterial infections, such as recurrent pneumonia or
chronic bronchiectasis.

e Current or chronic treatment with systemic immunosuppressive agents such as MTX,
azathioprine, or mycophenolate mofetil; prednisone > 10 mg/day or equivalent dose
of other corticosteroid on a chronic basis (3 months or longer) would also meet

exclusion criteria.
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e Known history of any solid organ transplant surgery requiring maintenance
immunosuppressive therapy unless treated and no chronic or active infection
confirmed by HBV serology.

e Known history of hepatitis B virus surface antigen positivity or hepatitis B DNA
positivity, unless treated and viral load is negative and no chronic or active infection
confirmed by HBV serology.

e Known history of hepatitis C virus RNA positivity unless treated and viral load is
negative.

e Known history of Human Immunodeficiency Virus (HIV) positivity.

¢ Glucose-6-phosphate dehydrogenase (G6PD) deficiency (tested at the Screening
Visit).

e Severe chronic renal impairment, defined as an estimated glomerular filtration rate
(eGFR) < 40 mL/min/1.73 m? at the Screening Visit based on 4 variable-Modification
of Diet in Renal Disease [MDRD] formula or currently on dialysis.

* Non-compensated congestive heart failure or hospitalization for congestive heart
failure or treatment for acute coronary syndrome (myocardial infarction or unstable
angina) within 3 months of the Screening Visit, or current uncontrolled arrhythmia, or
current uncontrolled blood pressure (BP) (>160/100 mmHg) prior to Week -4.

e Prior treatment with pegloticase, another recombinant uricase (rasburicase), or
concomitant therapy with a polyethylene glycol-conjugated drug.

e Known allergy to pegylated products or history of anaphylactic reaction to a
recombinant protein or porcine product.

e Contraindication to MTX treatment or MTX treatment considered inappropriate.

e Known intolerance to MTX.

e Liver transaminase levels (AST or ALT) > upper limit of normal (ULN) or albumin <
the lower limit of normal (LLN) at the Screening Visit.

e Chronic liver disease.

e White blood cell count < 4,000/ul, hematocrit < 32%, or platelet count < 75,000/ul.

¢ (Currently receiving systemic or radiologic treatment for ongoing cancer.

e History of malignancy within 5 years other than non-melanoma skin cancer or in situ
carcinoma of cervix.

¢ Uncontrolled hyperglycemia with a plasma glucose value >240 mg/dL at Screening

that is not subsequently controlled by the end of the Screening.
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® Diagnosis of osteomyelitis.

e Known history of hypoxanthine-guanine phosphoribosyl-transferase deficiency, such
as Lesch-Nyhan and Kelley-Seegmiller syndrome.

* A known intolerance to all protocol standard gout flare prophylaxis regimen (i.e.,
colchicine and/or non-steroidal anti-inflammatory drugs and/or low -dose prednisone
< 10 mg/day).

e Currently receiving urate-lowering therapies and unable to discontinue treatment at
least 7 days prior to MTX dosing at Week -4 and remain off of urate lowering therapy
when receiving pegloticase infusions during the study.

¢ Current pulmonary fibrosis, bronchiectasis or interstitial pneumonitis.

[0255] During the MTX Run-in Period, which begins 4 weeks prior to the first dose of
pegloticase, subjects will take oral MTX at a dose of 15 mg weekly.

[0256] Subjects will also take folic acid 1 mg orally every day beginning at Week -4 (the
start of MTX) until prior to the Week 24 Visit.

[0257] All subjects who meet the inclusion/exclusion criteria and tolerate oral MTX 15
mg weekly during the MTX Run-in Period will receive pegloticase at a dose of 8 mg
administered IV every 2 weeks in a volume of 50 mL for a total of 12 infusions from Day 1
through Week 22 inclusive (Pegloticase + MTX Period).

[0258] All subjects will receive standardized prophylactic treatment to reduce the risk of
acute gout flares, beginning >1 week before the first dose of pegloticase and continuing
throughout the pegloticase treatment per American College of Rheumatology guidelines
(Khanna et al., 2012).

[0259] Standardized IR prophylaxis consisting of pre-treatment with an antihistamine,
acetaminophen and a corticosteroid will accompany each infusion.

[0260] During the Pegloticase + MTX Period, MTX should be taken 1 to 3 days prior to
the pegloticase infusion and one additional weekly dose after the last infusion (at Week 22)
for subjects who have not stopped pegloticase due to study sUA Discontinuation Criteria. If a
subject is not able to take the MTX 1 to 3 days prior to the pegloticase infusion, MTX must
be taken 260 minutes prior to the pegloticase infusion.

[0261] During the Pegloticase + MTX Period, if a subject becomes unable to tolerate the
MTX the dosage may be decreased.

[0262] Subjects will also take folic acid 1 mg orally every day beginning at Week -4 (the
start of MTX) until prior to the Week 24 Visit.
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[0263] Pegloticase is a clear, colorless, sterile solution in phosphate-buffered saline
intended for IV infusion after dilution. Each mL of pegloticase contains 8 mg of uricase
protein conjugated to 24 mg of 10 kDa monomethoxypoly(ethylene glycol). Excipients
include disodium hydrogen phosphate dihydrate, sodium chloride, sodium dihydrogen
phosphate dihydrate and water for injection.

[0264] Before preparation for use, pegloticase will be stored in the carton, maintained
under refrigeration between 2°C and 8°C (36°F and 46°F), protected from light and will not be
shaken or frozen. Pegloticase diluted in infusion bags is stable for 4 hours at 2°C to 8§°C
(36°F to 46°F) and for 4 hours at room temperature (20°C to 25°C, 68°F to 77°F).

[0265] Syringe contents will be injected into a single 50 mL bag of 0.45% or 0.9%
Sodium Chloride Injection, USP for IV infusion and will not be mixed or diluted with other
drugs. The infusion bag containing the dilute pegloticase solution will be inverted a number
of times to ensure thorough mixing but will not be shaken. In accordance with good
pharmacy practice, gloves will be worn during preparation of the dose.

[0266] Pegloticase must be started within 4 hours of dilution. Before administration, the
diluted solution of pegloticase will be allowed to reach room temperature. Pegloticase must
never be subjected to artificial heating.

[0267] Pegloticase will be administered as an admixture of 8 mg in 50 mL of 0.45% or
0.9% Sodium Chloride Injection, USP for IV infusion by gravity feed or infusion pump.
Pegloticase will not be administered as an IV push or bolus. In some embodiments, KXX will
be administered as a drug alone, i.e., no admixture or additives (e.g., excipients or adjuvants).
[0268] In a patent IV site, using tubing with no in-line filter, the pegloticase preparation
will be infused over approximately 30 to 60 +5 minutes, depending on cohort assignment,
while the subject is under close observation for any signs of distress. If an in-line filter is
used, it should be 0.2 um or larger. At the end of the infusion, the I'V line will be flushed with
10 mL of normal saline to ensure the full dose is administered. The date and time of infusion
start and stop (inclusive of the IV flush) will be recorded.

[0269] In the event of an IR, the infusion should be slowed, or stopped and restarted at a
slower rate. Infusions subsequent to an IR in an individual subject may be given in a larger
volume of diluent, not to exceed 500 mL. In this case, the infusion duration will also be
extended to a minimum of 3 hours.

[0270] All subjects who meet the inclusion/exclusion criteria and tolerate oral MTX 15
mg weekly during the MTX Run-in Period will receive pegloticase at a dose of 8 mg

administered IV every 2 weeks for a total of 12 infusions from Day 1 through Week 22
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inclusive (Pegloticase + MTX Period). The date and start and stop time of infusion will be
recorded. Subjects will not be fasting on the day of infusion and will be encouraged to have a
snack or normal meal before or after the infusion.

[0271] All subjects will receive standardized prophylactic treatment to reduce the risk of
acute gout flares, beginning >1 week before the first dose of pegloticase and continuing flare
prophylaxis throughout the pegloticase treatment period per American College of
Rheumatology guidelines.

[0272] Standardized IR prophylaxis consisting of pre-treatment with an antihistamine,
acetaminophen and a corticosteroid will accompany each infusion.

[0273] It is required that before a subject begins the Pegloticase + MTX Period, he or she
has been taking at least one protocol standard gout flare prophylaxis regimen (i.e., colchicine
and/or NSAIDs and/or low-dose prednisone <10 mg/day) for 21 week before the first dose of
pegloticase and continuing flare prophylaxis throughout the pegloticase treatment period per
American College of Rheumatology guidelines.

[0274] Since IRs can occur with pegloticase, all subjects will receive IR prophylaxis prior
to each infusion, consisting of an antihistamine, acetaminophen and a corticosteroid. To
standardize this regimen, subjects will receive fexofenadine (180 mg orally) the day before
each infusion; fexofenadine (180 mg orally) and acetaminophen (1000 mg orally) the
morning of each infusion; and methylprednisolone (125 mg IV) given over an infusion
duration between 10 - 30 minutes, immediately prior to each infusion. Substitution of the
corticosteroid is not allowed. The name, dose, route, date and time of administration of each
prophylactic medication will be recorded. The Solumedrol used for IR prophylaxis will be
supplied by the site. Other IR medications administered prior to each infusion may also be
supplied by the site.

[0275] Infusions subsequent to an IR in an individual subject may be given in a larger
volume of diluent, not to exceed 500 mL. In this case, the infusion duration will also be
extended to a minimum of 3 hours.

[0276] During the MTX Run-in a subject will be considered a screen failure if any of the
following new laboratory findings or symptoms reflecting MTX intolerance occur:

[0277] (1) Abnormal Hematology findings: (a) WBC < 3.5 x 10%/L; (b) Platelets < 75 x
10°/L; (c) Hematocrit < 32%

[0278] (2) Abnormal hepatic function findings: (a) AST/ALT >1.5 x upper limit of

reference range and (b) Albumin < lower limit (LLN) of reference range.
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[0279] (3) Abnormal renal function: eGFR <30ml/min/1.73 m? (as estimated with the
MDRD equation).

[0280] (4) New clinically important signs and symptoms, such as the following: (a) Rash
or oral ulceration; (b) Persistent nausea, vomiting and diarrhea; (c) New or increasing
dyspnea or dry cough, or unexplained cough with fever; (d) Severe sore throat, abnormal
bruising; (e) Severe headaches, fatigue and problems concentrating.

[0281] If minor clinical symptoms emerge, such as mild stomatitis, mild GI discomfort,
etc., the folic acid dose may be increased (e.g., 2 mg daily) or a divided dose of MTX (e.g., 3
tabs of 2.5 mg in the morning and evening on the day of dosing) may be administered; if
symptoms improve, subject will not be considered a screen failure on the basis of that
symptom.

[0282] Screening: Up to 35 days prior to the Pegloticase + MTX Period.

[0283] MTX Run-in Period (Week — 4 to Day 1): 4 weeks of MTX dosing prior to initial
pegloticase dose.

[0284] Pegloticase + MTX Period (Day 1 through Week 24): 24 weeks (infusion visits
every 2 weeks) plus the End-of study/Early Termination Visit (Week 24).

[0285] Week 24/End-of-study/Early Termination Visit: Week 24 or earlier if the subject
withdraws consent to participate in the study.

[0286] Subjects will be directed to discontinue current urate-lowering therapy prior to
screening. Other medications used at the time of study initiation may be continued as deemed
appropriate.

[0287] Subjects should not receive the following medications from the time of Screening
through the end of pegloticase and MTX treatment:

[0288] (1) Oral urate-lowering therapies including allopurinol, febuxostat, probenecid,
lesinurad, or other ULT for gout; re-introduction of oral ULTs should not start until after the
End of Pegloticase Visit (or End of Study) laboratory tests are collected.

[0289] (2) Any PEG-conjugated drug.

[0290] (3) Any other investigational agent.

[0291] (4) Methotrexate (other than study investigational product), azathioprine,
mycophenolate mofetil, or other systemic immunosuppressants aside from glucocorticoids for
gout flare prophylaxis (< 10 mg prednisone or equivalent per day) or intermittent gout flare
treatment.

[0292] (5) If a subject is treated with antibiotics, a temporary stop may be ordered as

described herein.
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[0293] (6) Systemic immunosuppressive agents.
[0294] (7) Systemic radiologic treatment for ongoing cancer, excluding non-melanoma

skin cancer.

[0295] Concomitant medications are defined as drug or biological products other than the
study drugs (or prior gout medications) taken by a subject from Screening through the Post-
Treatment Follow-up Visits. This includes other prescription medications (including
preventive vaccines), over the counter medications, herbal medications, vitamins and food
supplements.

[0296] Subjects will be directed to discontinue current urate-lowering therapy prior to
initiation of pegloticase therapy as per the current package insert. Other medications used at
the time of study initiation may be continued as deemed appropriate.

[0297] The primary endpoint is the incidence of subjects experiencing IRs (including
anaphylaxis) related to pegloticase from Day 1 to Week 24.

[0298] Secondary Endpoints

[0299] The proportion of subjects who experienced any of the following events: IR
leading to discontinuation of treatment, anaphylaxis, or meeting Individual Subject sUA
Discontinuation Criteria.

[0300] Time to any of the following events: IR leading to discontinuation of treatment,
anaphylaxis, or meeting Individual Subject sSUA Discontinuation Criteria (two consecutive
pre-infusion sUAs > 6 mg/dL).

[0301] The proportion of subjects who experienced IR leading to slowing down of the
infusion rate or discontinuation of treatment.

[0302] The time to first IR leading to slowing down of the infusion rate or
discontinuation of treatment.

[0303] Time to first IR.

[0304] The proportion of subjects who were able to complete all infusions over the
assigned treatment duration length or a lesser time, without clinically requiring an increased
infusion time

[0305] The proportion of infusions completed over the assigned duration length or a
lesser time, without clinically requiring an increased infusion time.

[0306] Exploratory Endpoints

[0307] The proportion of interrupted infusions from Day 1 to Week 24.
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[0308] The incidence of subjects with at least one interrupted infusion from Day 1 to
Week 24.

[0309] The proportion of subjects meeting Individual Subject sUA Discontinuation
Criteria (two consecutive pre-infusion sUAs > 6 mg/dL).

[0310] The proportion of Month 6 (Weeks 20, 22 and 24) responders, defined as subjects
achieving and maintaining SUA < 6 mg/dL for at least 80% of the time during Month 6.
[0311] The proportion of subjects with sSUA < 6 mg/dL for each visit.

[0312] The mean change from baseline to Weeks 14 and 24 in patient global assessment
of gout.

[0313] The mean change from baseline to Weeks 14 and 24 in physician global
assessment of gout.

[0314] Pharmacokinetic and Anti-drug Antibody Endpoints

[0315] PK of pegloticase.

[0316] The incidence and titer of anti-PEG and anti-Uricase IgG antibodies.

[0317] Safety Objectives

[0318] Incidence of IRs, anaphylaxis, gout flares, cardiovascular events and the AE/SAE
profile overall and potentially attributed to the combination of pegloticase and MTX.

[0319] Efficacy will be assessed based on measurement of sUA from blood samples.
Example 2 — Clinical Trial:

[0320] In addition to the study described above, an open-label study was performed in
subjects starting pegloticase for treatment of chronic refractory gout. The purpose of the
study was to determine the efficacy and safety of using immune modulating therapy with
MTX to prevent immunogenicity conferred by pegloticase and to enhance the response rate
seen with pegloticase alone in adults with uncontrolled gout. This was a multicenter, open-
label, efficacy and safety study of pegloticase with MTX in adult subjects with uncontrolled
gout.

[0321] The study design included: (1) up to a 2-week Screening Period (screening was
completed within 2 weeks prior to Week -4); (2) a 4-week MTX Run-in Period (week -4
through day 1); (3) a 52-week Pegloticase + MTX Period (day 1 through week 52), MTX
dosed weekly and 50 weeks of KXX infusions visits every 2 weeks; non-infusion visits at
Weeks 1, 7 and 52); (4) a Safety Follow-up (Phone/Email/Site Visit); and (5) a 3- and 6-
month Post Treatment Follow-up.

[0322] In addition, if applicable, the following additional study periods applied:
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[0323] End of Pegloticase Infusions Visit —completed within approximately 2 weeks of
the last infusion if the subject discontinued pegloticase treatment prior to infusion Week 50,
such as due to the SUA stopping rules. Subjects continued in the study.

[0324] Week 52/End-of-study/Early Termination Visit: Week 52 or earlier if the subject
withdrew consent to participate in the study.

[0325] The subjects also took folic acid 1 mg orally every day beginning at Week -4 (the
start of MTX) continuing until prior to the Week 52/End of Study/Early Termination Visit.
Subjects had to be able to tolerate MTX at a dose of 15 mg during the 4-week MTX Run-in
Period (prior to Day 1) to be eligible to participate in the KXX + MTX Period. Subjects who
were unable to tolerate MTX at a dose of 15 mg during the MTX Run-in Period were
considered screen failures.

[0326] Criteria for Evaluation: Efficacy was assessed by SUA levels, tender and swollen
joint counts, patient and physician global assessments of gout, joint pain, and DECT.

[0327] Quality of life was assessed using the HAQ.

[0328] The PK of pegloticase and pegloticase immunogenicity as assessed by the
incidence of anti-PEG and anti-uricase IgG antibodies were assessed at specified time points.
[0329] Safety assessments included monitoring and recording of all AEs, whether drug-
related or not, measurement of vital signs, physical examinations, and monitoring of
hematology and blood chemistry.

[0330] The overall objective of the study is to assess the efficacy, safety, tolerability, and
pharmacokinetics (PK) of the concomitant use of KXX with MTX to enhance the response
rate seen with pegloticase alone in adults with uncontrolled gout.

Primary Objectives/Outcomes

[0331] The primary objective is to estimate the response rate during Month 6 (Weeks 20,
22, and 24), as measured by the sustained normalization of serum uric acid (SUA) to <6
mg/dL for at least 80% of the time during Month 6 in subjects receiving KXX with MTX.
[0332] The primary efficacy outcome endpoint is the sustained normalization of SUA to
< 6 mg/dL for at least 80% of the time during month 6 (weeks 20, 22, and 24) in subjects
receiving KXX with MTX. This is slightly below the urate solubility threshold and this
threshold has been the accepted standard for nearly all modern gout trials. Participants who
achieve this endpoint were classified as “responders.” Serum uric acid (SUA) responders may
also be defined as participants achieving and maintaining SUA < 6 mg/dL for at least 80% of
the time during Month 6 (Weeks 20, 22, and 24).
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[0333] Secondary Objectives/Outcomes

[0334] Secondary endpoints may examine anti-pegloticase Ab titers/types, different
definitions of SUA level for specific later time points of success, and patient reported
outcomes (PROs).

[0335] For example, in some embodiments, secondary outcomes may include one or
more of the following:

[0336] Estimation of the response rate during month 3 (weeks 10, 12, and 14), as
measured by the sustained normalization of serum uric acid (SUA) to <6 mg/dL for at least
80% of the time during month 3 in subjects receiving pegloticase with MTX;

[0337] Estimation of the overall response rate as measured by the sustained normalization
of SUA to <6 mg/dL for at least 80% of the time during month 3 (weeks 10, 12, and 14) and
month 6 (weeks 20, 22, and 24) combined in subjects receiving pegloticase with MTX;
[0338] Estimation of the 5 mg/dL response rate during month 3, during month 6, and
overall (months 3 and 6 combined), as measured by the sustained normalization of SUA to
<5 mg/dL for at least 80% of the time during month 3, during month 6, and months 3 and 6
combined in subjects receiving pegloticase with MTX;

[0339] Estimation of the mean change in serum uric acid from baseline to weeks 14, 24,
36, and 52 in SUA in subjects receiving pegloticase with MTX.

[0340] Exploratory Objectives/Outcomes

[0341] Exploratory objectives may include one or more of the following:

[0342] Estimation of the response rate during month 9 (weeks 32, 34 and 36), as
measured by the sustained normalization of SUA to <6 mg/dL for at least 80% of the time
during month 9 in subjects receiving pegloticase with MTX.

[0343] Estimation of the response rate during month 12 (weeks 48, 50 and 52), as
measured by the sustained normalization of SUA to <6 mg/dL for at least 80% of the time
during month 12 in subjects receiving pegloticase with MTX.

[0344] Estimation of the 5 mg/dL response rate during Month 9 (Weeks 32, 34 and 36),
as measured by the sustained normalization of SUA to <5 mg/dL for at least 80% of the time
during Month 9 in subjects receiving pegloticase with MTX.

[0345] Estimation of the 5 mg/dL response rate during Month 12 (Weeks 48, 50 and 52),
as measured by the sustained normalization of SUA to <5 mg/dL for at least 80% of the time
during Month 12 in subjects receiving pegloticase with MTX.

[0346] Estimation of the time to first SUA > 6 mg/dL in subjects receiving pegloticase
with MTX.
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[0347] Estimation of the time to SUA > 6 mg/dL (stopping rule) at 2 consecutive study
visits beginning with the week 2 visit (not including post-infusion samples) in subjects
receiving pegloticase with MTX.

[0348] Estimation of the mean change from baseline to Week 24, 36 and 52 in urate
volume and gout erosions using dual-energy computed tomography (DECT) scan of the
hands and feet in subjects receiving pegloticase with MTX.

[0349] Estimation of the mean change from baseline in number of joints affected by tophi
in subjects receiving pegloticase with MTX.

[0350] Estimation of the mean change from baseline to Weeks 14, 24, 36, and 52 in
tender joint count (68-point scale) in subjects receiving pegloticase with MTX.

[0351] Estimation of the mean change from baseline to Weeks 14, 24, 36, and 52 in
swollen joint count (66-point scale) in subjects receiving pegloticase with MTX.

[0352] Estimation of the mean change from baseline to Weeks 14, 24, 36, and 52 in the
Health Assessment Questionnaire — Disability Index (HAQ-DI) in subjects receiving
pegloticase with MTX.

[0353] Estimation of the mean change from baseline to Weeks 14, 24, 36, and 52 in the
HAQ Pain score in subjects receiving pegloticase with MTX.

[0354] Estimation of the mean change from baseline to Weeks 14, 24, 36, and 52 in the
HAQ Health score in subjects receiving pegloticase with MTX.

[0355] Estimation of the mean change from baseline to Weeks 14, 24, 36, and 52 in
patient global assessment of gout in subjects receiving pegloticase with MTX.

[0356] Estimation of the mean change from baseline to Weeks 14, 24, 36, and 52 in
physician global assessment of gout in subjects receiving pegloticase with MTX.

[0357] Estimation of the mean change from baseline to Weeks 14, 24, 36, and 52 in
subject assessment of average, least, and worst joint pain in subjects receiving pegloticase
with MTX.

[0358] Estimation of the proportion of subjects achieving 20%, 50%, or 70%
improvement based on gout chronic response criteria at Weeks 14, 24, 36, and 52 in subjects
receiving pegloticase with MTX.

Pharmacokinetic and anti-drug antibody Objectives/Outcomes

[0359] Assessment of the PK of pegloticase in subjects receiving concomitant MTX.
[0360] Assessment of the incidence of anti-PEG and anti-Uricase IgG antibodies.

Safety and Tolerability Objectives/Outcomes
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[0361] Safety and Tolerability objectives/outcomes may include assessment of the
incidence of infusion reactions (IRs), anaphylaxis, gout flares, cardiovascular events, and the
adverse event (AE)/serious AE profile overall and potentially attributed to the combination of
pegloticase and MTX.

Inclusion Criteria

[0362] Men and women > 18 years of age. Participants may also be selected based on an
age range between 18 and 65 years of age.

[0363] Hyperuricemic at screening visit, week -4, or week -2 of the screening or run-in
period as documented by SUA > 6 mg/dL.

[0364] Chronic refractory gout*, defined as subjects who failed to achieve a sustained
SUA of <6 mg/dL and whose signs and symptoms were inadequately controlled with
xanthine oxidase inhibitors at a medically appropriate dose or for whom these drugs were
contraindicated. Uncontrolled gout may be defined as meeting the following criteria: SUA >6
mg/dL prior to entry into the KXX + MTX Period (any laboratory tests during screening up
to and including during the MTX Run in Period) and at least 1 of the following: inability to
maintain SUA <6 mg/dL on other urate-lowering therapy; intolerable side effects associated
with current urate lowering therapy; functionally limiting tophaceous deposits (including
those detected clinically or by DECT imaging).

[0365] Able to tolerate MTX at a dosage of 15 mg for 4 weeks during the
Screening/MTX Run-in Period prior to the first dose of KXX.

Exclusion Criteria

[0366] Weight >160 kg (352 pounds).

[0367] Any serious acute bacterial infection, unless treated and complete resolved with
antibiotics at least 2 weeks prior to the week -4 Visit of the MTX run-in period.

[0368] Severe chronic or recurrent bacterial infections (such as recurrent pneumonia,
chronic bronchiectasis)

[0369] Current immunocompromised condition, including current or chronic treatment
with immunosuppressive agents (prednisone or equivalent dose > 5 mg/day). Prednisone >10
mg/day or equivalent dose of other corticosteroid may also exclude certain patients.

[0370] Subjects at risk for tuberculosis (TB). Specifically, subjects with i) current
clinical, radiographic or laboratory evidence of active or latent TB; ii) a history of active TB
within the last 3 years even if it was treated; iii) a history of active TB greater than 3 years
ago unless there is documentation that the prior anti-TB treatment was appropriate in duration

and type.
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[0371] Known history of Hepatitis-B surface antigen-positive or Hepatitis B DNA
positive subjects.

[0372] Known history of Hepatitis C RNA-positive subjects.

[0373] Human Immunodeficiency Virus (HIV) infection positive

[0374] G6PD deficiency (tested at Screening Visit 1)

[0375] Severe chronic renal impairment (glomerular filtration rate [GFR] <25
mL/min/1.73 m?) or currently on dialysis

[0376] Subjects having any transplant surgery requiring maintenance immunosuppressive
therapy.

[0377] Non-compensated congestive heart failure, uncontrolled arrhythmia, treatment for
acute coronary syndrome (myocardial infarction or unstable angina), or hospitalization for
congestive heart failure within 3 months of screening or uncontrolled blood pressure
(>160/100 mm Hg) at the end of the screening and MTX run-in period

[0378] Prior treatment with pegloticase, another recombinant uricase, or concomitant
therapy with a polyethylene glycol (PEG)-conjugated drug

[0379] Known allergy to pegylated products or history of anaphylactic reaction to a
recombinant protein or porcine product

[0380] Contraindication to MTX treatment or MTX treatment considered inappropriate
[0381] Known immunogenicity to MTX

[0382] Recipient of an investigational drug within 4 weeks or 5 half-lives prior to study
drug or MTX administration or plans to take an investigational agent during the study
[0383] Current liver disease as determined by alanine transaminase ALT or aspartate
transaminase (AST) levels >3 times upper limit of normal

[0384] Currently receiving treatment for ongoing cancer, excluding non-melanoma skin
cancer

[0385] History of malignancy within 5 years other than skin cancer or in situ carcinoma
of cervix

[0386] Uncontrolled hyperglycemia with a plasma glucose value >240 mg/dL at
screening that is not subsequently controlled by the end of the Screening/MTX Run-in
Period.

[0387] Diagnosed osteomyelitis

[0388] Individuals with hypoxanthine-guanine phosphoribosyl-transferase (HGPRT)

deficiency such as Lesch-Nyhan and Kelley-Seegmiller syndrome
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[0389] Currently receiving allopurinol and unable to discontinue medication 7 days prior
to MTX dosing at Week -4 and unable to discontinue treatment during the duration of the
study.

[0390] Administration - Pegloticase was administered as an admixture of 8 mg in 250 mL.
of 0.45% or 0.9% Sodium Chloride Injection, USP for IV infusion over a target infusion time
of 120 minutes by gravity feed or infusion pump. Pegloticase was not administered as an IV
push or bolus. Standardized IR prophylaxis consisting of pre-treatment with antihistamines
and corticosteroids accompanied each infusionPrior to pegloticase infusion participants
received infusion prophylaxis (e.g., oral fexofenadine (60 mg) the night before and
fexofenadine (60 mg/PO) and acetaminophen (1000 mg/PO) the morning of the infusion; and
hydrocortisone IV (200 mg) immediately prior to the infusion).

[0391] In a patent IV site, using tubing with no in-line filter, infuse the drug preparation
over approximately 120 minutes (within + 15 minutes) while the participant was under close
observation for any signs of distress. Administration of drug was immediately discontinued if
respiratory distress, agitation, chest or back pain, urticaria, or another clinically significant
event occurs during infusion.

[0392] Infusions after an infusion-related reaction in an individual participant may be
given in a larger volume of diluent, not to exceed 500 mL. In such a case, the infusion
duration was also extended to a minimum of 3 hours. The total volume and duration of
infusion was captured in the medical record and CRF.

[0393] Methotrexate (MTX) — MTX, the immune modulator therapy for the study, is an
anfifolate drug, and thos inhibits the activation of folic acid in the body. MTX is structurally
sinilar to folic acid, which is important for making new cells. MTX inhibits the enzyme
dibivdrofolate reductase, which activates folic acid.

[0394] Concomitant Medications - Concomitant medications were defined as drug or
biological products other than the study drug(s) taken by a participant during the clinical trial.
This includes other prescription medications (including preventive vaccines), over-the-
counter medications, herbal medications, vitamins, and food supplements.

[0395] Gout Flare Prophylaxis - All participants received prophylactic treatment to
reduce the risk of acute gout flares, unless medically contraindicated or not tolerated as noted
in the FDA-approved pegloticase full prescribing information. The participant began a regime
of colchicine (0.6 mg/day) or NSAID prophylaxis at least 1 week before the first dose of

pegloticase and continued for the duration of pegloticase therapy. Colchicine prophylaxis was
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not interrupted during the clinical trial unless medically contraindicated or if the participant
became intolerant of colchicine, regardless of whether a gout flare occurs.

[0396] Gout Flare Treatment - An increase in gout flares was frequently observed upon
initiation of anti-hyperuricemic therapy, including treatment with pegloticase. Participants
were instructed to contact the site within 12 hours of the onset of symptoms. Gout flares were
confirmed through questioning or direct observation. All participants who experience a gout
flare during the study were prescribed anti-inflammatory treatment (e.g., corticosteroids,
NSAIDs, colchicine) as deemed clinically indicated by the study physician.

[0397] Colchicine may be prescribed in a medically appropriate dose range of 0.6 to 1.8
mg/day, usually dosed as 0.6 mg orally twice per day unless reduced dosing was necessitated
by renal insufficiency or gastrointestinal intolerance. The precise dose and regimen of
colchicine was individualized for each participant, such as in the case of renal insufficiency
where colchicine was appropriately started at 0.6 mg/day and increased to three times a day
as tolerated.

Example 3 — Randomized, Double-Blind, Placebo-Controlled, Multicenter, Efficacy and
Safety Study of MTX to Increase Response Rates in Patients with Uncontrolled Gout
Receiving KXX

[0398] The overall objective of this study was to assess the potential for pegloticase with
MTX to increase the response rate seen with pegloticase alone, and to characterize the safety,
tolerability and pharmacokinetics (PK) of the concomitant use of pegloticase with MTX, by
comparing pegloticase co-administered with MTX to pegloticase co-administered with
placebo for MTX in adults with uncontrolled gout.

[0399] The primary objective was to evaluate the effect of pegloticase with MTX vs.
pegloticase with placebo for MTX on the response rate during Month 6 (Weeks 20, 21, 22, 23
and 24), as measured by the sustained normalization of SUA) to <6 mg/dL for at least 80% of
the time during Month 6.

[0400] Secondary objectives may include:

e Evaluate the effect of pegloticase with MTX vs. pegloticase with placebo for MTX
on the response rate during Month 9 (Weeks 32, 34, and 36), as measured by the
sustained normalization of SUA to <6 mg/dL for at least 80% of the time during
Month 9.

¢ Evaluate the effect of pegloticase with MTX vs. pegloticase with placebo for MTX
on the response rate during Month 12 (Weeks 48, 50, and 52), as measured by the
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sustained normalization of SUA to <6 mg/dL for at least 80% of the time during
Month 12.

Evaluate the effect of pegloticase with MTX vs. pegloticase with placebo for MTX
on the complete resolution of > 1 tophi (using digital photography) at Week 52 in

subjects with tophi at baseline.

[0401] Exploratory Objectives

Evaluate the effect of pegloticase with MTX vs. pegloticase with placebo for MTX
on the mean change from baseline in urate deposition volume and bone erosions due
to gout to Weeks 14, 24, and 52 based on dual-energy computed tomography
(DECT) of the hands and feet.

Evaluate the effect of pegloticase with MTX vs. pegloticase with placebo for MTX
on the mean change from baseline in bone erosions due to gout to Weeks 24 and 52
based on X-rays of the hands and feet.

Evaluate the effect of pegloticase with MTX vs. pegloticase with placebo for MTX
on the complete resolution of > 1 tophi (using digital photography) at Weeks 24 and
36 in subjects with tophi at baseline.

Evaluate the effect of pegloticase with MTX vs. pegloticase with placebo for MTX
on the mean change from baseline in tophus size (long axis measured using digital
photography) to Weeks 14, 24, 36 and 52 in subjects with tophus present at
baseline.

Evaluate the effect of pegloticase with MTX vs. pegloticase with placebo for MTX
on the response rate during Month 3 (Weeks 10, 12 and 14), as measured by the
sustained normalization of SUA to <6 mg/dL for at least 80% of the time during
Month 3.

Evaluate the effect of pegloticase with MTX vs. pegloticase with placebo for MTX
on the overall response rate, as measured by the sustained normalization of SUA to
<6 mg/dL for at least 80% of the time during Month 3 (Weeks 10, 12, and 14) and
Month 6 (Weeks 20, 21, 22, 23, and 24) combined.

Evaluate the effect of pegloticase with MTX vs. pegloticase with placebo for MTX
on reducing SUA to < 5 mg/dL for at least 80% of the time during Months 3, 6, 9
and 12, individually.

Evaluate the effect of pegloticase with MTX vs. pegloticase with placebo for MTX
on the mean change from baseline in SUA at Weeks 14, 24, 36 and 52.
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e Evaluate the effect of pegloticase with MTX vs. pegloticase with placebo for MTX
on the time to first SUA > 6 mg/dL.

e FEvaluate the effect of pegloticase with MTX vs. pegloticase with placebo for MTX
on the time to two consecutive SUA > 6 mg/dL (SUA stopping rule).

¢ Evaluate the effect of pegloticase with MTX vs. pegloticase with placebo for MTX
on the percentage of non-hyperuricemic (SUA < 6 mg/dL) time during Months 3, 6,
9 and 12.

¢ Evaluate the effect of pegloticase with MTX vs. pegloticase with placebo for MTX
on the mean change from baseline in HAQ Pain Score at Weeks 14, 24, 36 and 52.

¢ Evaluate the effect of pegloticase with MTX vs. pegloticase with placebo for MTX
on the mean change from baseline in HAQ Health Score at Weeks 14, 24, 36 and
52.

¢ Evaluate the effect of pegloticase and MTX vs. pegloticase and placebo for MTX on
the mean change from baseline in HAQ-DI Score at Weeks 14, 24, 36 and 52.

e Evaluate the effect of pegloticase with MTX vs. pegloticase with placebo for MTX
on the mean change from baseline in tender joint count (68-point scale) at Weeks
14, 24, 36 and 52.

e Evaluate the effect of pegloticase with MTX vs. pegloticase with placebo for MTX
on the mean change from baseline in swollen joint count (66-point scale) at Weeks
14,24, 36 and 52.

¢ Evaluate the effect of pegloticase with MTX vs. pegloticase with placebo for MTX
on the mean change from baseline in number of tender or swollen joints at Weeks
14,24, 36 and 52.

e Evaluate the effect of pegloticase with MTX vs. pegloticase with placebo for MTX
on the mean change from baseline in physician global assessment of gout at Weeks
14, 24, 36 and 52.

e Evaluate the effect of pegloticase with MTX vs. pegloticase with placebo for MTX
on the proportion of subjects achieving 20%, 50%, or 70% improvement based on
gout chronic response criteria at Weeks 14, 24, 36 and 52.

¢ Evaluate the effect of pegloticase with MTX vs. pegloticase with placebo for MTX

on the proportion of subjects whose treatment goals were met at Weeks 24 and 52.
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e Evaluate the effect of pegloticase with MTX vs. pegloticase with placebo for MTX
on the mean change from baseline in systolic blood pressure (SBP) and diastolic
blood pressure (DBP) to each visit.

* Assess the PK of pegloticase.

® Assess the incidence of anti-PEG and anti-Uricase IgG antibodies.

[0402] The study design included: 1) a Screening Period (screening should be completed
within 4 weeks prior to Week -6); 2) a 2-week MTX Tolerability Assessment Period
consisting of 2 weeks oral MTX for all subjects; 3) a Run-In Period consisting of
randomization followed by 4 weeks of blinded oral MTX or placebo for MTX; 4) a 52-week
Pegloticase + IMM Period; 5) a Safety Follow-up (Phone/Email/Site Visit) and 6) a 3 and 6
month Post Treatment Follow-up.

[0403] All subjects who met eligibility criteria at Screening began 15 mg MTX orally
weekly at the Week -6 visit. Subjects also took folic acid 1 mg orally every day beginning
during the MTX Tolerability Assessment Period (Week -6 to Week -4) and continuing until
prior to the Week 52 Visit.

[0404] Subjects had to be able to tolerate the weekly dose of MTX 15 mg for 2 weeks to
be eligible to be randomized at Week -4. Subjects who tolerate the weekly 15 mg MTX dose
during the 2 weeks preceding Week -4 Visit and continue to meet eligibility criteria were
randomized at the Week -4 Visit in a 2:1 ratio (stratified by presence of tophi) to receive
either blinded oral 15 mg MTX or blinded oral placebo for MTX. Subjects continued to take
the blinded MTX or placebo for MTX from Week -4 to Day 1 (the Run-in period) at the 15
mg MTX or placebo for MTX dose. If a subject does not tolerate the 15 mg MTX or placebo
for MTX dose after randomization at the Week -4 Visit and prior to Day 1, the MTX or
placebo for MTX may be dose-reduced or discontinued. After Day 1, MTX or placebo for
MTX may be re-initiated. The subject was re-initiated to the same treatment they were
randomized to at Week -4. The re-initiated MTX or placebo for MTX remained blinded.
[0405] It was required that before a subject begins the pegloticase + IMM Period, he or
she had been taking at least one protocol standard gout flare prophylaxis regimen (i.e.,
colchicine and/or non-steroidal anti-inflammatory drugs and/or low-dose prednisone <10
mg/day) for >1 week before the first dose of pegloticase and continues flare prophylaxis per
American College of Rheumatology guidelines for the greater of 1) 6 months, 2) 3 months
after achieving target serum urate (SUA < 6 mg/dL) for patients with no tophi detected on

physical exam, or 3) 6 months after achieving target serum urate (SUA < 5 mg/dL) for
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patients with one or more tophi detected on initial physical exam that had since resolved. For
IR prophylaxis, fexofenadine (180 mg orally) was taken the day before each infusion;
fexofenadine (180 mg orally) and acetaminophen (1000 mg orally) were taken the morning of
each infusion; and methylprednisolone (125 mg IV) given over an infusion duration between
10 - 30 minutes, immediately prior to each infusion.
[0406] During the Pegloticase + IMM Period, pegloticase 8 mg was administered
intravenously (IV) every 2 weeks from Day 1 through the Week 50 Visit for a total of 26
infusions; pegloticase was administered after all pre- dose study visit assessments were
completed at each visit. The date and start and stop time of infusion were recorded. Serum
uric acid stopping rules were applied: subjects with SUA level >6 mg/dL at 2 consecutive
study visits beginning with the Week 2 Visit discontinued treatment, complete the End of
Pegloticase Infusion Visit procedures within 2 weeks, and continued the subject visits
according to the protocol (without treatment).
[0407] During the Pegloticase + IMM Period, subjects were instructed to take MTX or
placebo for MTX weekly on the same day each week, within 1 to 3 days prior to each
pegloticase infusion and one additional weekly dose after the last infusion for subjects who
had not stopped pegloticase due to SUA stopping rules; however, if a subject does not do so,
MTX or placebo for MTX were taken >60 minutes prior to each pegloticase infusion.
[0408] After Day 1, if a subject became unable to tolerate MTX or placebo for MTX, the
MTX or placebo for MTX dose was reduced and/or discontinued based on pre-defined
criteria, and the subject remained in the study.
[0409] Subjects eligible for this study had SUA >7 mg/dL and gout refractory to
conventional therapy characterized by failure to normalize serum uric acid despite
conventional therapy or contraindication to conventional therapy, and ongoing symptoms of
gout including one of the following: visible tophi, recurrent gout flares, or chronic gouty
arthropathy.
[0410] Eligible subjects must meet/provide all the following criteria:

e Uncontrolled gout, defined as meeting the following criteria:

e Hyperuricemia during the screening period defined as SUA >7 mg/dL, and;

e Failure to maintain normalization of SUA with xanthine oxidase inhibitors at the

maximum medically appropriate dose, or with a contraindication to xanthine oxidase
inhibitor therapy based on medical record review or subject interview, and;

e Symptoms of gout including at least 1 of the following:
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[0411]

Presence of at least one tophus

Recurrent flares defined as 2 or more flares in the past 12 months prior to screening
Presence of chronic gouty arthritis

Willing to discontinue any oral urate lowering therapy for at least 7 days prior to
MTX dosing at Week - 6 and remain off when receiving pegloticase infusions.

Able to tolerate MTX 15 mg orally for 2 to 4 weeks during the screening/MTX Run-
in period prior to the first dose of KXX.

Subjects were ineligible for study participation if they meet any of the following

criteria:

Weight >160 kg (352 pounds) at Screening.

Any serious acute bacterial infection, unless treated and completely resolved with
antibiotics at least 2 weeks prior to the Week -6 Visit.

Severe chronic or recurrent bacterial infections, such as recurrent pneumonia or
chronic bronchiectasis.

Current or chronic treatment with systemic immunosuppressive agents such as MTX,
azathioprine, or mycophenolate mofetil; prednisone >10 mg/day or equivalent dose of
other corticosteroid on a chronic basis (3 months or longer) would also meet
exclusion criteria.

History of any transplant surgery requiring maintenance immunosuppressive therapy.
Known history of hepatitis B virus surface antigen positivity or hepatitis B DNA
positivity.

Known history of hepatitis C virus RNA positivity.

Known history of Human Immunodeficiency Virus (HIV) positivity.
Glucose-6-phosphate dehydrogenase deficiency (tested at the Screening Visit).

Chronic renal impairment defined as estimated glomerular filtration rate (eGFR) <40

mL/min/1.73 m?2 or currently on dialysis.

Non-compensated congestive heart failure or hospitalization for congestive heart
failure within 3 months of the Screening Visit, uncontrolled arrhythmia, treatment for
acute coronary syndrome (myocardial infarction or unstable angina), or uncontrolled
blood pressure (>160/100 mmHg) prior to Randomization at Week -4.

Prior treatment with pegloticase, another recombinant uricase (rasburicase), or
concomitant therapy with a polyethylene glycol-conjugated drug.

Known allergy to pegylated products or history of anaphylactic reaction to a

75



WO 2022/035828 PCT/US2021/045350

recombinant protein or porcine product.

¢ (Contraindication to MTX treatment or MTX treatment considered inappropriate.

e Known immunogenicity of MTX.

e Receipt of an investigational drug within 4 weeks or 5 half-lives, whichever was
longer, prior to MTX administration at Week -6 or plans to take an investigational
drug during the study.

e Liver transaminase levels (AST or ALT) > upper limit of normal (ULN) or albumin <
the lower limit of normal (LLN) at the Screening Visit.

e Chronic liver disease.

e White blood cell count < 4,000/ul, hematocrit < 32 percent, or platelet count
<75,000/ul.

e (Currently receiving systemic or radiologic treatment for ongoing cancer.

e History of malignancy within 5 years other than non-melanoma skin cancer or in situ
carcinoma of cervix.

¢ Diagnosis of osteomyelitis.

¢ Known history of hypoxanthine-guanine phosphoribosyl-transferase deficiency, such
as Lesch-Nyhan and Kelley-Seegmiller syndrome.

¢ A known intolerance to at least one protocol standard gout flare prophylaxis regimen
(i.e., colchicine and/or non-steroidal anti-inflammatory drugs and/or low-dose
prednisone <10 mg/day).

e Current pulmonary fibrosis, bronchiectasis or interstitial pneumonitis.

[0412] Pegloticase was administered as an admixture of 8§ mg in 250 mL of 0.45% or
0.9% Sodium Chloride Injection, United States Pharmacopeia (USP) for IV infusion by
gravity feed or infusion pump. Pegloticase was not administered as an IV push or bolus.
[0413] MTX 2.5 mg tablets for oral administration during the MTX Tolerability
Assessment Period (Week -6 through Week -4) were provided to subjects as a commercially
available generic.

[0414] MTX 2.5 mg tablets for oral administration during the Run-In Period (Week -4
through Day 1) and the Pegloticase + IMM Period (Day 1 through Week 52) were provided
to subjects as a methotrexate 2.5 mg tablet over-encapsulated in a size zero Swedish Orange

capsule.
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[0415] Placebo for methotrexate 2.5 mg for oral administration during the Run-In Period
(Week -4 through Day 1) and the Pegloticase + IMM Period (Day 1 through Week 52) were
provided as a size zero Swedish Orange capsule with Avicel® filling
[0416] Efficacy was assessed by SUA levels, tophus resolution, tophus size, tender and
swollen joint counts, physician global assessment of gout, and DECT and X-ray of hands
and feet.
[0417]  Quality of life was assessed using the HAQ.
[0418] The PK of pegloticase was assessed prior to and after the pegloticase infusion at
specified time points.
[0419] Pegloticase immunogenicity was assessed by the incidence of anti-PEG and anti-
uricase IgG antibodies prior to the pegloticase infusion at specified time points.
[0420] Safety assessments included monitoring and recording of all AEs, whether
drug-related or not, measurement of vital signs, physical examinations, and monitoring
of hematology and blood chemistry.
Example 4 — Results from Open-Label Clinical Trial in Patients with Uncontrolled Gout
- MIRROR OL
[0421] Adult patients with uncontrolled gout who were beginning pegloticase therapy
were considered for enrollment in this ongoing multicenter, open-label, efficacy and safety
study of pegloticase with MTX co-treatment (NCT03635957). Patients were administered
oral MTX (15 mg/week) and folate (1 mg/day) 4 weeks prior to the first pegloticase infusion
(Day 1) and throughout the pegloticase treatment period. Blood was drawn prior to each
infusion to measure sUA level, monitor clinical parameters, and examine for ADA
development. All patients followed typical IR prophylaxis protocols (fexofenadine one day
before and the morning of each infusion and acetaminophen and I'V corticosteroid the
morning of each infusion). Patients also received gout flare prophylaxis with either NSAIDs,
colchicine or prednisone initiated at least 1 week prior to Day 1. The primary study outcome
was the proportion of responders, defined as SUA <6 mg/dL for at least 80% of the time
during month 6 (weeks 20, 22, and 24). All analyses were performed on a modified intent-to-
treat population, defined as patients who received >1 pegloticase infusion.
[0422] A total of 17 patients were screened and 14 patients (all men, average age: 49.3 +
8.7 years) were enrolled. Patient characteristics are provided in Table 2. On Day 1, mean
SUA was 9.2 +2.5 mg/dL and 12 of the 14 patients had visible tophi. At the 6 months
timepoint, 11/14 (78.6%, 95%CI 49.2-95.3%) met the responder definition, with 3 patients

discontinuing after meeting stopping rules (pre-infusion sUA values greater than 6 mg/dL at
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2 consecutive scheduled visits). All patients tolerated MTX. One serious AE of bacterial
sepsis occurred (unrelated to study drug, resolved). AEs that occurred in >1 patient were:
diarrhea and upper respiratory tract infection in 3 patients each, nasopharyngitis, sinusitis,
muscle strain, and hypertension in 2 patients each. Gout flares occurred in 10/14 (71.4%)
patients. No new safety concerns were identified.

[0423] Results are provided in Tables 3-10. An increased proportion of patients
maintained therapeutic response at 6 months when treated concomitantly with MTX and
pegloticase (78.6%) when compared to the previously reported 42% using pegloticase alone.
These results support and reflect the improved response rates demonstrated in two prior case
series.

[0424] For the following tables, abbreviations as follows may apply: ITT = Intent-to-
Treat, Max = Maximum, Min = Minimum, mITT = Modified Intent-to-Treat, SD = Standard
Deviation, sUA = serum Uric Acid, IMM = Immunomodulator, MTX = Methotrexate, PK =
Pharmacokinetic, CI = Confidence Interval, NE = Not Estimable, eCRF = electronic case
report form.

[0425] Percentages were based on the number of subjects in each population. Month 6
includes pre-infusion and post-infusion sUA assessments at Week 20, pre-infusion and post-
infusion sUA assessments at Week 22, pre-infusion assessments at Week 24, and pre-infusion
unscheduled sUA assessments between Week 20 and Week 24. Local laboratory-reported
pre-infusion sUA values were included only when the SUA result from the central laboratory
at the same time point was unavailable.

[0426] [1] Treatment stopping Rule: Subjects with a sUA level > 6 mg/dL at 2
consecutive scheduled study visits beginning with Week 2

[0427] [2] If the subject's proportion of hours that SUA was < 6 mg/dL was greater than
or equal to 80% the subject was called a responder.

[0428] Subjects meeting the stopping rule were counted as non-responders. If only one
sUA result was collected during Month 6 period, response was based on the single value. A
subject with the proportion of hours less than 80% was counted as non-responders.

[0429] Any other subject was counted as a non-responder if sUA values were not
collected during the Month 6 period.

[0430] [3] Two-sided 95% Exact Clopper-Pearson confidence interval.
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Overall
Number of Subjects n (%)
Screened 17
Screen Failures 3
Received MTX [1] 1
Did not receive MTX 2
ITT Population 15
mITT Population 14
PK Population 0
Entered the MTX Run-in Period 15
Completed the MTX Run-in Period 14 (93.3)
Discontinued from MTX Run-in
Period [1] L6
Entered Pegloticase + IMM Period 14 (100)
Completed Treatment [2] 3(21.4)
24 Weeks (Amendment 1) 1(7.1)
52 Weeks (Amendment 2) 2(14.3)
Discontinued Treatment [3] 5
Reasons for Discontinuation
Adverse Events 0
Lack of Efficacy (sUA stopping
criteria met) 3(600)
Unacceptable Risk to Patient 0
Subject refusal of additional
iherapy 2(40.0)
Study Terminated by Sponsor 0
Pregnancy 0
Death 0

SUBSTITUTE SHEET (RULE 26)
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Overall
Number of Subjects n (%)
Completed Study 4(28.6)
At Week 24 (Amendment 1) 1(7.1)
At Week 52 (Amendment 2) 3(21.4)
Discontinued Study 3
Reasons for Discontinuation
Death 0
Lack of Efficacy (sUA stoppin
criteria met) [4] y e 3 (100
Lost to Follow-Up 0
Study Terminated by Sponsor 0
Withdrawal by Subject 0
Have 3 month follow-up 0
Have 6 month follow-up 0

Table 3. SUA <6 mg/dL Responders during Month 3 and Overall (Months 3 and 6

Combined) (ITT and mITT Populations)

ITT Population mITT Population

Time Point Nels N4
Month 3
(Weeks 10, 12, Responder, n (%) [2] 11 (73.3) 11 (78.6)
14)
95% Clopper-Pearson Confidence
Interval [3] 44.9,92.2 492,953
Non-Responder, n (%) 4(26.7) 3(214)
Proportion of Time during Period that
sUA <6 mg/dL
n 11 11
Mean (SD) 100.0 (0.00) 100.0 (0.00)
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I[TT Population mITT Population

Time Point
N=15 N=14
Median 100.0 100.0
Min, Max 100, 100 100, 100
Month 3 (Weeks Discontinued due to stopping rule prior
3(20.0) 3(21.4)
10, 12, 14) to Week 14, n (%) [1]
Subjects missing all data in analysis
3(20.0) 2(14.3)
period, n (%)
Subjects with only one measurement
1(6.7) 1(7.1)
(above cutoff) in analysis period, n (%)
Subjects with only one measurement 0
(below cutoff) in analysis period, n (%)
Overall (Month
3 and Month 6 Responder, n (%) [2] 11(73.3) 11(78.6)
Combined) [4]
95% Clopper-Pearson Confidence
449,922 49.2,95.3
Interval [3]
Non-Responder, n (%) 4 (26.7) 3(214)
Overall (Month
Proportion of Time during Period that
3 and Month 6
sUA <6 mg/dL
Combined) [4]
n 11 11
Mean (SD) 100.0 (0.00) 100.0 (0.00)
Median 100.0 100.0
Min, Max 100, 100 100, 100
Discontinued due to stopping rule prior
PPN P 3(20.0) 3(21.4)

to Week 14, n (%) [1]

Table 4. Serum Uric Acid < 5 mg/dL Responders during Month 3, Month 6, and Overall

{(Month 3 and Month 6 Combined) (ITT Population and mITT Population)
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ITT Population mITT Population

Time Point
N=15 N=14
Month 3 (Weeks 10,
Responder, n (%) [2] 11(73.3) 11(78.6)
12, 14)
95% Clopper-Pearson Confidence
44.9,92.2 49.2,95.3
Interval [3]
Non-Responder, n (%) 4(26.7) 3(21.4)
Proportion of Time during Period that
sUA <5 mg/dL
n 11 11
Mean (SD) 100.0 (0.00) 100.0 (0.00)
Median 100.0 100.0
Min, Max 100, 100 100, 100
Month 3 (Weeks 10, Discontinued due to stopping rule
3(20.0) 3(21.4)
12, 14) prior to Week 14, n (%) [1]
Subjects missing all data in analysis
. 3(20.0 2(14.3)
period, n (%)
Subjects with only one measurement
(above cutoff) in analysis period, n 1(6.7) 1(71)
(%)
Subjects with only one measurement
(below cutoff) in analysis period, n 0 0
(%)
Month 6 (Weeks 20,
Responder, n (%) [2] 11 (73.3) 11(78.6)
22,24)
95% Clopper-Pearson Confidence
44.9,92.2 492,953
Interval [3]
Non-Responder, n (%) 4(26.7) 3(21.4)
Month 6 (Weeks 20, Proportion of Time during Period that
22,24) sUA < 5 mg/dL
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ITT Population mITT Population

Time Point
N=15 N=14
n 11 11
Mean (SD) 100.0 (0.00) 100.0 (0.00)
Median 100.0 100.0
Min, Max 100, 100 100, 100
Discontinued due to stopping rule
prior to Week 24, n (%) [1] 3 (200 I (29
Subjects missing all data in analysis
period, n (%) 4(26.7) 3(21.4)
Subjects with only one measurement
(above cutoff) in analysis period, n 0 0
(%)
Subjects with only one measurement
(below cutoff) in analysis period, n 0 0
(%)
Overall (Month 3
and Month 6 Responder, n (%) [4] 11(73.3) 11(78.6)
Combined) [4]
95% Clopper-Pearson Confidence
Interval [3] 44.9,92.2 49.2,95.3
Non-Responder, n (%) 4(26.7) 3(21.4)
Proportion of Time during Period that
sUA <5 mg/dL
n 11 11
Mean (SD) 100.0 (0.00) 100.0 (0.00)
Median 100.0 100.0
Min, Max 100, 100 100, 100
Discontinued due to stopping rule
3(20.0) 3(214)

prior to Week 24, n (%) [1]
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Table 5. Serum Uric Acid (mg/dL): Observed Values and Change from Methotrexate

Baseline Values (mITT Population)

mlTT Population (N=14)

Visit Change from
Statistics Baseline [1] Observed Baseline
Baseline [2]
n 14
Mean (SD) 8.91 (1.877)
Median 9.05
Min, Max 54,124
95% CI [3] (7.82,9.99)
sUA < 6 mg/dL, n (%) 1( 7.1%)
Week -2
n 14 14 14
Mean (SD) 8.91 (1.877) 9.45(2.211) 0.54 (0.839)
Median 9.05 9.30 0.50
Min, Max 54,124 5.2,14.6 -0.9,2.2
95% CI [3] (7.82,9.99) (8.17,10.73) (0.06, 1.03)
sUA < 6 mg/dL, n (%) 1( 7.1%)
Day 1 - Pre-Infusion
n 14 14 14
Mean (SD) 8.91 (1.877) 9.16 (2.486) 0.25(1.283)
Median 9.05 9.00 -0.25
Min, Max 54,124 4.7,15.8 -1.2,34
95% CI 3] (7.82,9.99) (7.72,10.59) (-0.49, 0.99)
sUA < 6 mg/dL, n (%) 1( 7.1%)
Day 1 - Post-Infusion
n 11 11 11
84
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mITT Population (N=14)

SUBSTITUTE SHEET (RULE 26)

Visit Change from
Statistics Baseline [1] Observed Baseline

Mean (SD) 8.48 (1.758) 1.18 (1.417) -7.30 (2.081)
Median 8.70 0.30 -1.30
Min, Max 54,116 0.3,4.9 -11.3,-38
95% CI [3] (7.30, 9.66) (0.23,2.13) (-8.70, -5.90)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 1
n 6 6 6
Mean (SD) 8.10 (1.541) 0.30 (0.000) -7.80 (1.541)
Median 8.30 0.30 -8.00
Min, Max 54,96 0.3,03 93,-5.1
95% CI [3] (6.48,9.72) {0.30, 0.30) (-9.42,-6.18)
sUA < 6 mg/dL, n (%) 6 (100%)

Week 2 - Pre-Infusion
n 14 14 14
Mean (SD) 8.91 (1.877) 1.26 (2.163) -7.65 (2.496)
Median 9.05 0.30 -8.00
Min, Max 54,124 0.3,7.7 -11.3,-1.0
95% CI [3] (7.82,9.99) (0.01, 2.51) (-9.09,-6.21)
sUA < 6 mg/dL, n (%) 13 (92.9%)

Week 2 - Post-Infusion
n 14 14 14
Mean (SD) 8.91 (1.877) 0.30 (0.000) -8.61 (1.877)
Median 9.05 0.30 -8.75
Min, Max 54,124 0.3,0.3 -12.1,-5.1
95% CI [3] (7.82,9.99) (0.30, 0.30) (-9.69, -7.52)
sUA < 6 mg/dL, n (%) 14 (100%)
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Visit Change from
Statistics Baseline [1] Observed Baseline

Week 4 - Pre-Infusion
n 14 14 14
Mean (SD) 8.91 (1.877) 1.61 (2.637) -7.29 (3.137)
Median 9.05 0.30 -7.45
Min, Max 54,124 0.3,8.2 -12.1,-05
95% CI [3] (7.82,9.99) (0.09, 3.14) (-9.10, -5.48)
sUA < 6 mg/dL, n (%) 12 ( 85.7%)

Week 4 - Post-Infusion
n 13 13 13
Mean (SD) 8.92 (1.953) 0.30 (0.000) -8.62 (1.953)
Median 9.40 0.30 9.10
Min, Max 54,124 03,03 -12.1,-5.1
95% CI [3] (7.74, 10.10) (0.30, 0.30) (-9.80, -7.44)
sUA < 6 mg/dL, n (%) 13 (100%)

Week 6 - Pre-Infusion
n 13 13 13
Mean (SD) 8.92 (1.953) 0.91 (2.191) -8.02 (2.779)
Median 9.40 0.30 -8.40
Min, Max 54,124 0.3,82 -12.1,-14
95% CI [3] (7.74, 10.10) (0.00,2.23) (-9.69, -6.34)
sUA < 6 mg/dL, n (%) 12 (92.3%)

Week 6 - Post-Infusion
n 12 12 12
Mean (SD) 8.87(2.029) 0.30 (0.000) -8.57 (2.029)
Median 9.05 0.30 -8.75
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Visit Change from
Statistics Baseline [1] Observed Baseline

Min, Max 54,124 0.3,0.3 -12.1,-5.1
95% CI [3] (7.58, 10.16) (0.30, 0.30) (-9.86, -7.28)
sUA < 6 mg/dL, n (%) 12 (100%)

Week 7
n 4 4 4
Mean (SD) 8.70 (2.960) 0.30 (0.000) -8.40 (2.960)
Median 8.50 0.30 -8.20
Min, Max 54,124 0.3,0.3 -12.1,-5.1
95% CI [3] (3.99, 13.41) 0.30,0.30)  (-13.11, -3.69)
sUA < 6 mg/dL, n (%) 4 (100%)

Week 8 - Pre-Infusion
n 12 12 12
Mean (SD) 8.87(2.029) 1.08 (2.472) -71.79 (3.227)
Median 9.05 0.30 -7.98
Min, Max 54,124 0.3,89 -12.1,0.2
95% CI [3] (7.58,10.16) (0.00, 2.65) (-9.84, -5.74)
sUA < 6 mg/dL, n (%) 11 (91.7%)

Week 8 - Post-Infusion
n 12 12 12
Mean (SD) 8.87 (2.029) 0.30 (0.000) -8.57 (2.029)
Median 9.05 0.30 -8.75
Min, Max 54,124 0.3,03 -12.1,-5.1
95% CI [3] (7.58, 10.16) (0.30, 0.30) (-9.86, -7.28)
sUA < 6 mg/dL, n (%) 12 (100%)

Week 10 - Pre-Infusion
n 12 12 12
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mITT Population (N=14)
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Visit Change from
Statistics Baseline [1] Observed Baseline

Mean (SD) 8.87(2.029) 0.95 (2.252) -1.92 (3.069)
Median 9.05 0.30 -8.35
Min, Max 54,124 0.3,8.1 -12.1,-0.6
95% CI [3] (7.58, 10.16) (0.00, 2.38) (-9.87,-5.97)
sUA < 6 mg/dL, n (%) 11 (91.7%)

Week 10 - Post-Infusion
n 11 11 11
Mean (SD) 8.88 (2.127) 0.30 (0.000) -8.58 (2.127)
Median 9.40 0.30 9.10
Min, Max 54,124 03,03 -12.1,-5.1
95% CI [3] (7.45,10.31) (0.30,0.30)  (-10.01, -7.15)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 12 - Pre-Infusion
n 11 11 11
Mean (SD) 8.88 (2.127) 0.30 (0.015) -8.59 (2.124)
Median 9.40 0.30 9.10
Min, Max 54,124 03,03 -12.1,-5.1
95% CI [3] (7.45, 10.31) 0.29,0.31)  (-10.01, -7.16)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 12 - Post-Infusion
n 10 10 10
Mean (SD) 3.98 (2.216) 0.30 (0.000) -8.68 (2.216)
Median 9.50 0.30 9.20
Min, Max 54,124 0.3,0.3 -12.1,-5.1
95% CI [3] (7.40, 10.56) 0.30,0.30)  (-10.26, -7.10)
sUA < 6 mg/dL, n (%) 10 (100%)
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mITT Population (N=14)

Visit Change from
Statistics Baseline [1] Observed Baseline

Week 14 - Pre-Infusion
n 11 11 11
Mean (SD) 8.88 (2.127) 0.30 (0.000) -8.58 (2.127)
Median 9.40 0.30 9.10
Min, Max 54,124 0.3,03 -12.1,-5.1
95% CI [3] (7.45,10.31) (0.30,0.30)  (-10.01, -7.15)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 14 - Post-Infusion
n 10 10 10
Mean (SD) 8.80(2.224) 0.30 (0.000) -8.50 (2.224)
Median 8.65 0.30 -8.35
Min, Max 54,124 0.3,03 -12.1,-5.1
95% CI [3] (7.21, 10.39) (0.30,0.30)  (-10.09, -6.91)
sUA < 6 mg/dL, n (%) 10 (100%)

Week 16 - Pre-Infusion
n 11 11 11
Mean (SD) 8.88 (2.127) 0.30 (0.000) -8.58 (2.127)
Median 9.40 0.30 9.10
Min, Max 54,124 0.3,0.3 -12.1,-5.1
95% CI [3] (7.45, 10.31) 0.30,0.30)  (-10.01, -7.15)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 16 - Post-Infusion
n 11 11 11
Mean (SD) 8.88 (2.127) 0.30 (0.000) -8.58 (2.127)
Median 9.40 0.30 9.10
Min, Max 54,124 0.3,03 -12.1,-5.1
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Visit Change from
Statistics Baseline [1] Observed Baseline

95% CI [3] (7.45,10.31) 0.30,0.30)  (-10.01, -7.15)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 18 - Pre-Infusion
n 11 11 11
Mean (SD) 8.88 (2.127) 0.30 (0.000) -8.58 (2.127)
Median 9.40 0.30 9.10
Min, Max 54,124 0.3,0.3 -12.1,-5.1
95% CI [3] (7.45,10.31) 0.30,0.30)  (-10.01, -7.15)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 18 - Post-Infusion
n 11 11 11
Mean (SD) 8.88 (2.127) 0.30 (0.000) -8.58 (2.127)
Median 9.40 0.30 9.10
Min, Max 54,124 0.3,0.3 -12.1,-5.1
95% CI [3] (7.45,10.31) 0.30,0.30)  (-10.01, -7.15)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 20 - Pre-Infusion
n 11 11 11
Mean (SD) 8.88 (2.127) 0.30 (0.000) -8.58 (2.127)
Median 9.40 0.30 9.10
Min, Max 54,124 0.3,0.3 -12.1,-5.1
95% CI[3] (7.45, 10.31) 0.30,0.30)  (-10.01, -7.15)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 20 - Post-Infusion
n 11 11 11
Mean (SD) 8.88 (2.127) 0.30 (0.000) -8.58 (2.127)
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Statistics Baseline [1] Observed Baseline

Median 9.40 0.30 9.10
Min, Max 54,124 0.3,03 -12.1,-5.1
95% CI[3] (7.45, 10.31) 0.30,0.30)  (-10.01, -7.15)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 22 - Pre-Infusion
n 11 11 11
Mean (SD) 8.88 (2.127) 0.30 (0.000) -8.58 (2.127)
Median 9.40 0.30 9.10
Min, Max 54,124 03,03 -12.1,-5.1
95% CI [3] (7.45, 10.31) (0.30,0.30)  (-10.01, -7.15)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 22 - Post-Infusion
n 11 11 11
Mean (SD) 8.88 (2.127) 0.30 (0.000) -8.58 (2.127)
Median 9.40 0.30 9.10
Min, Max 54,124 0.3,0.3 -12.1,-5.1
95% CI [3] (7.45, 10.31) (0.30,0.30)  (-10.01, -7.15)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 24 - Pre-Infusion
n 11 11 11
Mean (SD) 8.88 (2.127) 0.30 (0.000) -8.58 (2.127)
Median 9.40 0.30 9.10
Min, Max 54,124 03,03 -12.1,-51
95% CI 3] (7.45,10.31) (0.30,0.30)  (-10.01, -7.15)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 24 - Post-Infusion
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Visit Change from
Statistics Baseline [1] Observed Baseline

n 5 5 5
Mean (SD) 9.02 (2.648) 0.30 (0.000)  -8.72 (2.648)
Median 9.60 0.30 9.30
Min, Max 54,124 0.3,0.3 -12.1,-5.1
95% CI [3] (5.73, 12.31) (0.30,0.30)  (-12.01, -5.43)
sUA < 6 mg/dL, n (%) 5 (100%)

Week 26 - Pre-Infusion
n 8 8 8
Mean (SD) 9.10 (2.449) 0.30(0.000)  -8.80(2.449)
Median 9.65 0.30 9.35
Min, Max 54,124 0.3,03 -12.1,-5.1
95% CI [3] (7.05, 11.15) (0.30,0.30)  (-10.85, -6.75)
sUA < 6 mg/dL, n (%) 8 (100%)

Week 28 - Pre-Infusion
n 8 8 8
Mean (SD) 9.10 (2.449) 0.30 (0.000)  -8.80(2.449)
Median 9.65 0.30 9.35
Min, Max 54,124 0.3,0.3 -12.1,-5.1
95% CI [3] (7.05, 11.15) 0.30,0.30)  (-10.85, -6.75)
sUA < 6 mg/dL, n (%) 8 (100%)

Week 30 - Pre-Infusion
n 8 8 8
Mean (SD) 9.10 (2.449) 0.30 (0.000)  -8.80(2.449)
Median 9.65 0.30 9.35
Min, Max 54,124 0.3,0.3 -12.1,-5.1
95% CI [3] (7.05, 11.15) 0.30,0.30)  (-10.85, -6.75)
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Visit Change from
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sUA < 6 mg/dL, n (%) 8 (100%)

Week 32 - Pre-Infusion
n 10 10 10
Mean (SD) 8.83(2.235) 0.30 (0.000)  -8.53(2.235)
Median 8.75 0.30 -8.45
Min, Max 54,124 0.3,03 -12.1,-5.1
95% CI [3] (7.23, 10.43) 0.30,030)  (-10.13,-6.93)
sUA < 6 mg/dL, n (%) 10 (100%)

Week 32 - Post-Infusion
n 8 8 8
Mean (SD) 9.10 (2.449) 0.30 (0.000)  -8.80(2.449)
Median 9.65 0.30 9.35
Min, Max 54,124 0.3,03 -12.1,-5.1
95% CI [3] (7.05, 11.15) 0.30,0.30)  (-10.85, -6.75)
sUA < 6 mg/dL, n (%) 8 (100%)

Week 34 - Pre-Infusion
n 10 10 10
Mean (SD) 8.83(2.235) 0.82 (1.046)  -8.01(2.709)
Median 8.75 0.30 -8.20
Min, Max 54,124 0.3,29 -12.1,-49
95% CI [3] (7.23, 10.43) 0.07, L.57) (-9.95, -6.07)
sUA < 6 mg/dL, n (%) 10 (100%)

Week 34 - Post-Infusion
n 8 8 8
Mean (SD) 9.10 (2.449) 0.30 (0.000)  -8.80(2.449)
Median 9.65 0.30 9.35
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Visit Change from
Statistics Baseline [1] Observed Baseline

Min, Max 54,124 03,03 -12.1,-5.1
95% CI [3] (7.05, 11.15) 0.30,0.30)  (-10.85, -6.75)
sUA < 6 mg/dL, n (%) 8 (100%)

Week 36 - Pre-Infusion
n 9 9 9
Mean (SD) 9.10 (2.190) 1.58 (2.425) -1.52 (3.769)
Median 9.60 0.30 9.14
Min, Max 54,124 0.1, 6.4 -12.1,-1.2
95% CI [3] (7.42, 10.78) (0.00,3.44)  (-10.42,-4.63)
sUA < 6 mg/dL, n (%) 8 (88.9%)

Week 36 - Post-Infusion
n 6 6 6
Mean (SD) 9.38 (2.577) 0.30 (0.000) -9.08 (2.577)
Median 9.65 0.30 9.35
Min, Max 54,124 0.3,03 -12.1,-5.1
95% CI [3] (6.68, 12.09) (0.30,0.30)  (-11.79, -6.38)
sUA < 6 mg/dL, n (%) 6 (100%)

Week 38 - Pre-Infusion
n 5 5 5
Mean (SD) 8.94 (2.613) 0.93 (1.583) -8.01 (3.904)
Median 9.60 0.30 9.30
Min, Max 54,124 0.0,3.8 -12.1,-1.6
95% CI [3] (5.70, 12.18) (0.00,2.90)  (-12.86, -3.16)
sUA < 6 mg/dL, n (%) 5 (100%)

Week 40 - Pre-Infusion
n 3 3 3
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Statistics Baseline [1] Observed Baseline

Mean (SD) 10.57 (1.589)  0.30 (0.000)  -10.27 (1.589)
Median 9.70 0.30 9.40
Min, Max 9.6,12.4 0.3,0.3 -12.1,-93
95% CI [3] (6.62, 14.51) (0.30,0.30)  (-14.21,-6.32)
sUA < 6 mg/dL, n (%) 3 (100%)

Week 42 - Pre-Infusion
n 3 3 3
Mean (SD) 10.57 (1.589)  0.30 (0.000)  -10.27 (1.589)
Median 9.70 0.30 9.40
Min, Max 9.6,124 03,03 -12.1,-93
95% CI [3] (6.62, 14.51) (0.30,0.30)  (-14.21, -6.32)
sUA < 6 mg/dL, n (%) 3 (100%)

Week 44 - Pre-Infusion
n 3 3 3
Mean (SD) 10.57 (1.589) 1.05 (1.305) -9.51(2.487)
Median 9.70 0.30 -9.30
Min, Max 9.6,12.4 0.3,2.6 -12.1,-7.1
95% CI [3] (6.62, 14.51) 0.00,4.29)  (-15.69, -3.34)
sUA < 6 mg/dL, n (%) 3 (100%)

Week 46 - Pre-Infusion
n 2 2 2
Mean (SD) 11.00 (1.980)  0.30(0.000)  -10.70 (1.980)
Median 11.00 0.30 -10.70
Min, Max 9.6,12.4 0.3,0.3 -12.1,-9.3
95% CI [3] (0.00, 28.79) (0.30, 0.30) (-28.49,7.09)
sUA < 6 mg/dL, n (%) 2 (100%)
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Week 48 - Pre-Infusion
n 2 2 2
Mean (SD) 11.00 (1.980)  0.30 (0.000)  -10.70 (1.980)
Median 11.00 0.30 -10.70
Min, Max 96,124 03,03 -12.1,-93
95% CI [3] (0.00, 28.79) (0.30, 0.30) (-28.49,7.09)
sUA < 6 mg/dL, n (%) 2 (100%)

Week 48 - Post-Infusion
n 3 3 3
Mean (SD) 9.87 (2.411) 1.60 (2.252) -8.27 (4.441)
Median 9.60 0.30 9.30
Min, Max 7.6,12.4 03,42 -12.1,-34
95% CI [3] (3.88, 15.86) (0.00,7.19) (-19.30,2.77)
sUA < 6 mg/dL, n (%) 3 (100%)

Week 50 - Pre-Infusion
n 2 2 2
Mean (SD) 11.00 (1.980)  0.30 (0.000)  -10.70 (1.980)
Median 11.00 0.30 -10.70
Min, Max 96,124 03,03 -12.1,-93
95% CI [3] (0.00, 28.79) (0.30, 0.30) (-28.49,7.09)
sUA < 6 mg/dL, n (%) 2 (100%)

Week 50 - Post-Infusion
n 3 3 3
Mean (SD) 9.87 2.411) 1.37 (1.848) -8.50 (4.060)
Median 9.60 0.30 9.30
Min, Max 7.6,12.4 0.3,35 -12.1, 4.1
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Visit Change from
Statistics Baseline [1] Observed Baseline

95% CI [3] (3.88, 15.86) (0.00,5.96)  (-18.58,1.58)
sUA < 6 mg/dL, n (%) 3 (100%)

Week 52/ET
n 2 2 2
Mean (SD) 11.00 (1.980)  0.30 (0.000)  -10.70 (1.980)
Median 11.00 0.30 -10.70
Min, Max 9.6,12.4 0.3,0.3 -12.1,-9.3
95% CI [3] (0.00, 28.79) 0.30,0.30)  (-28.49,7.09)
sUA < 6 mg/dL, n (%) 2 (100%)

End of Pegloticase Infusions Visit
n 2 2 2
Mean (SD) 7.75 (0.212) 0.30(0.000)  -7.45(0.212)
Median 7.75 0.30 -7.45
Min, Max 7.6,79 0.3,03 -1.6,-1.3
95% CI [3] (5.84,9.66) (0.30, 0.30) (-9.36, -5.54)
sUA < 6 mg/dL, n (%) 2 (100%)

Early Termination Visit
n 3 3 3
Mean (SD) 9.00 (0.520) 8.17(0.058)  -0.83(0.493)
Median 8.70 8.20 -0.60
Min, Max 8.7,9.6 8.1,8.2 -1.4,-0.5
95% CI[3] (7.71, 10.29) (8.02,8.31) (-2.06, 0.39)
sUA < 6 mg/dL, n (%) 0
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Table 6. Serum Uric Acid (mg/dL): Observed Values and Change from Pegloticase

Baseline Values (mITT Population)

mITT Population (N=14)

Visit Change from
Statistics Baseline [1] Observed Baseline

Baseline [2]
n 14
Mean (SD) 9.16 (2.486)
Median 9.00
Min, Max 4.7,15.8
95% CI [3] (7.72,10.59)
sUA < 6 mg/dL, n (%) 1(7.1%)

Day 1 - Post-Infusion
n 11 11 11
Mean (SD) 8.47 (1.736) 118 (1.417)  -7.29(2.254)
Median 8.40 0.30 -1.30
Min, Max 47,114 0.3,4.9 -11.1,-35
95% CI [3] (7.31, 9.64) (0.23,2.13) (-8.80, -5.78)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 1
n 6 6 6
Mean (SD) 7.58 (1.556) 0.30 (0.000)  -7.28 (1.556)
Median 8.05 0.30 -1.75
Min, Max 47,9.1 0.3,0.3 -8.8,-4.4
95% CI [3] (5.95,9.22) (0.30, 0.30) (-8.92, -5.65)
sUA < 6 mg/dL, n (%) 6 (100%)

Week 2 - Pre-Infusion
n 14 14 14
Mean (SD) 9.16 (2.486) 1.26(2.163)  -7.90 (2.878)
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Visit Change from
Statistics Baseline {1] Observed Baseline
Median 9.00 0.30 -8.70

Min, Max 47,158 0.3,7.7 -11.9,-0.7
95% CI[3] (7.72, 10.59) 0.01,2.51) (-9.56, -6.24)
sUA < 6 mg/dL, n (%) 13 (92.9%)

Week 2 - Post-Infusion
n 14 14 14
Mean (SD) 9.16 (2.486) 0.30 (0.000)  -8.86(2.486)
Median 9.00 0.30 -8.70
Min, Max 477,158 0.3,0.3 -15.5,-44
95% CI [3] (7.72,10.59) (0.30,0.30)  (-10.29,-7.42)
sUA < 6 mg/dL, n (%) 14 (100%)

Week 4 - Pre-Infusion
n 14 14 14
Mean (SD) 9.16 (2.486) 1.61(2.637)  -7.54 (3.768)
Median 9.00 0.30 -8.00
Min, Max 4.7,15.8 0.3,82 -15.5,-02
95% CI [3] (7.72,10.59) 0.09,3.14) (-9.72, -5.37)
sUA < 6 mg/dL, n (%) 12 ( 85.7%)

Week 4 - Post-Infusion
n 13 13 13
Mean (SD) 9.22 (2.577) 0.30 (0.000)  -8.92(2.577)
Median 9.10 0.30 -8.80
Min, Max 47,158 03,03 -15.5,-4.4
95% CI 3] (7.66, 10.77) (0.30,0.30)  (-10.47, -7.36)
sUA < 6 mg/dL, n (%) 13 (100%)

Week 6 - Pre-Infusion
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n 13 13 13
Mean (SD) 9.22 (2.577) 091(2.191)  -8.31(3.538)
Median 9.10 0.30 -8.80
Min, Max 47,158 0.3,8.2 -15.5,-0.2
95% CI [3] (7.66, 10.77) 0.00,2.23)  (-10.45,-6.17)
sUA < 6 mg/dL, n (%) 12 (92.3%)

Week 6 - Post-Infusion
n 12 12 12
Mean (SD) 9.28 (2.679) 0.30(0.000)  -8.98(2.679)
Median 9.25 0.30 -8.95
Min, Max 47,158 03,03 -15.5,-44
95% CI [3] (7.58,10.99) (0.30,030)  (-10.69, -7.28)
sUA < 6 mg/dL, n (%) 12 (100%)

Week 7
n 4 4 4
Mean (SD) 9.20 (4.755) 0.30 (0.000)  -8.90 (4.755)
Median 8.15 0.30 -7.85
Min, Max 47,158 0.3,03 -15.5,-44
95% CI [3] (1.63,16.77) (0.30,0.30)  (-16.47, -1.33)
sUA < 6 mg/dL, n (%) 4 (100%)

Week 8 - Pre-Infusion
n 12 12 12
Mean (SD) 0.28 (2.679) 1.08 (2.472)  -8.20 (3.624)
Median 9.25 0.30 -8.33
Min, Max 47,158 0.3, 89 -15.5,-05
95% CI [3] (7.58,10.99) 0.00,2.65)  (-10.51, -5.90)
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Visit Change from
Statistics Baseline {1] Observed Baseline

sUA < 6 mg/dL, n (%) 11 (91.7%)

Week 8 - Post-Infusion
n 12 12 12
Mean (SD) 9.28 (2.679) 0.30 (0.000)  -8.98 (2.679)
Median 9.25 0.30 -8.95
Min, Max 47,158 03,03 -15.5, 4.4
95% CI [3] (7.58,10.99) (0.30,030)  (-10.69, -7.28)
sUA < 6 mg/dL, n (%) 12 (100%)

Week 10 - Pre-Infusion
n 12 12 12
Mean (SD) 9.28 (2.679) 0.95(2.252)  -8.33(3.476)
Median 9.25 0.30 -8.70
Min, Max 47,158 03,8.1 -15.5,-1.3
95% CI [3] (7.58,10.99) 0.00,2.38)  (-10.54, -6.12)
sUA < 6 mg/dL, n (%) 11 (91.7%)

Week 10 - Post-Infusion
n 11 11 11
Mean (SD) 9.27 (2.810) 0.30 (0.000)  -8.97 (2.810)
Median 9.10 0.30 -8.80
Min, Max 47,158 03,03 -15.5,-4.4
95% CI [3] (7.38, 11.16) (0.30,0.30)  (-10.86, -7.08)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 12 - Pre-Infusion
n 11 11 11
Mean (SD) 9.27 (2.810) 0.30(0.015)  -8.98 (2.806)
Median 9.10 0.30 -8.80
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mITT Population (N=14)
Visit Change from
Statistics Baseline {1] Observed Baseline

Min, Max 47,158 03,03 -15.5,-4.4
95% CI [3] (7.38, 11.16) 0.29,0.31)  (-10.86, -7.09)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 12 - Post-Infusion
n 10 10 10
Mean (SD) 943 (2911) 0.30(0.000)  -9.13(2.911)
Median 9.35 0.30 9.05
Min, Max 477,15.8 0.3,0.3 -15.5,-4.4
95% CI [3] (7.35,11.51) (0.30,0.30)  (-11.21,-7.05)
sUA < 6 mg/dL, n (%) 10 (100%)

Week 14 - Pre-Infusion
n 11 11 11
Mean (SD) 9.27 (2.810) 0.30 (0.000)  -8.97 (2.810)
Median 9.10 0.30 -8.80
Min, Max 47,158 0.3,0.3 -15.5, -4.4
95% CI [3] (7.38, 11.16) (0.30,0.30)  (-10.86, -7.08)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 14 - Post-Infusion
n 10 10 10
Mean (SD) 9.31(2.959) 0.30 (0.000)  -9.01 (2.959)
Median 9.35 0.30 -9.05
Min, Max 47,158 0.3,0.3 -15.5,-4.4
95% CI [3] (7.19, 11.43) (0.30,0.30)  (-11.13, -6.89)
sUA < 6 mg/dL, n (%) 10 (100%)

Week 16 - Pre-Infusion
n 11 11 11
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Visit Change from
Statistics Baseline {1] Observed Baseline

Mean (SD) 9.27 (2.810) 0.30 (0.000)  -8.97 (2.810)
Median 9.10 0.30 -8.80
Min, Max 47,158 0.3,0.3 -15.5,-4.4
95% CI [3] (7.38, 11.16) (0.30,0.30)  (-10.86, -7.08)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 16 - Post-Infusion
n 11 11 11
Mean (SD) 9.27 (2.810) 0.30 (0.000)  -8.97 (2.810)
Median 9.10 0.30 -8.80
Min, Max 47,158 03,03 -15.5,-4.4
95% CI [3] (7.38, 11.16) (0.30,0.30)  (-10.86, -7.08)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 18 - Pre-Infusion
n 11 11 11
Mean (SD) 9.27 (2.810) 0.30 (0.000)  -8.97 (2.810)
Median 9.10 0.30 -8.80
Min, Max 47,158 0.3,0.3 -15.5,-4.4
95% CI [3] (7.38, 11.16) (0.30,0.30)  (-10.86, -7.08)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 18 - Post-Infusion
n 11 11 11
Mean (SD) 9.27 (2.810) 0.30(0.000)  -8.97 (2.810)
Median 9.10 0.30 -8.80
Min, Max 47,158 0.3,0.3 -15.5,-4.4
95% CI [3] (7.38, 11.16) (0.30,0.30)  (-10.86, -7.08)
sUA < 6 mg/dL, n (%) 11 (100%)
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Visit Change from
Statistics Baseline {1] Observed Baseline

Week 20 - Pre-Infusion
n 11 11 11
Mean (SD) 9.27 (2.810) 0.30 (0.000)  -8.97 (2.810)
Median 9.10 0.30 -8.80
Min, Max 47,158 03,03 -15.5,-4.4
95% CI [3] (7.38, 11.16) (0.30,0.30)  (-10.86, -7.08)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 20 - Post-Infusion
n 11 11 11
Mean (SD) 9.27 (2.810) 0.30(0.000)  -8.97 (2.810)
Median 9.10 0.30 -8.80
Min, Max 47,158 03,03 -15.5,-4.4
95% CI [3] (7.38,11.16) (0.30,0.30)  (-10.86, -7.08)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 22 - Pre-Infusion
n 11 11 11
Mean (SD) 9.27 (2.810) 0.30 (0.000)  -8.97 (2.810)
Median 9.10 0.30 -8.80
Min, Max 47,158 03,03 -15.5,-4.4
95% CI [3] (7.38, 11.16) (0.30,0.30)  (-10.86, -7.08)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 22 - Post-Infusion
n 11 11 11
Mean (SD) 9.27 (2.810) 0.30 (0.000)  -8.97 (2.810)
Median 9.10 0.30 -8.80
Min, Max 47,158 03,03 -15.5,-4.4
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Visit Change from
Statistics Baseline {1] Observed Baseline

95% CI [3] (7.38, 11.16) (0.30,0.30)  (-10.86, -7.08)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 24 - Pre-Infusion
n 11 11 11
Mean (SD) 9.27 (2.810) 0.30 (0.000)  -8.97 (2.810)
Median 9.10 0.30 -8.80
Min, Max 47,158 0.3,03 -15.5,-4.4
95% CI [3] (7.38,11.16) 0.30,0.30)  (-10.86, -7.08)
sUA < 6 mg/dL, n (%) 11 (100%)

Week 24 - Post-Infusion
n 5 5 5
Mean (SD) 948 (4.135) 0.30(0.000)  -9.18 (4.135)
Median 9.60 0.30 -9.30
Min, Max 47,158 0.3,0.3 -15.5, -4.4
95% CI [3] (4.35,14.61) (0.30,0.30)  (-14.31, -4.05)
sUA < 6 mg/dL, n (%) 5 (100%)

Week 26 - Pre-Infusion
n 8 8 8
Mean (SD) 941 (3.293) 0.30 (0.000)  -9.11(3.293)
Median 9.25 0.30 -8.95
Min, Max 47,158 0.3,0.3 -15.5,-4.4
95% CI[3] (6.66,12.17) (0.30,0.30)  (-11.87, -6.36)
sUA < 6 mg/dL, n (%) 8 (100%)

Week 28 - Pre-Infusion
n 8 8 8
Mean (SD) 941 (3.293) 0.30 (0.000)  -9.11 (3.293)
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Visit Change from
Statistics Baseline {1] Observed Baseline
Median 9.25 0.30 -8.95

Min, Max 47,158 0.3,0.3 -15.5, -4.4
95% CI[3] (6.66,12.17) (0.30,030)  (-11.87, -6.36)
sUA < 6 mg/dL, n (%) 8 (100%)

Week 30 - Pre-Infusion
n 8 8 8
Mean (SD) 941 (3.293) 0.30 (0.000)  -9.11 (3.293)
Median 9.25 0.30 -8.95
Min, Max 477,158 0.3,0.3 -15.5,-44
95% CI [3] (6.66, 12.17) (0.30,0.30)  (-11.87, -6.36)
sUA < 6 mg/dL, n (%) 8 (100%)

Week 32 - Pre-Infusion
n 10 10 10
Mean (SD) 9.29 (2.961) 0.30 (0.000)  -8.99 (2.961)
Median 9.25 0.30 -8.95
Min, Max 4.7,15.8 0.3,03 -15.5,-4.4
95% CI [3] (7.17,11.41) (0.30,0.30)  (-11.11, -6.87)
sUA < 6 mg/dL, n (%) 10 (100%)

Week 32 - Post-Infusion
n 8 8 8
Mean (SD) 941 (3.293) 0.30 (0.000)  -9.11(3.293)
Median 9.25 0.30 -8.95
Min, Max 47,158 03,03 -15.5,-4.4
95% CI 3] (6.66,12.17) (0.30,030)  (-11.87, -6.36)
sUA < 6 mg/dL, n (%) 8 (100%)

Week 34 - Pre-Infusion
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Visit Change from
Statistics Baseline {1] Observed Baseline

n 10 10 10
Mean (SD) 9.29 (2.961) 0.82(1.046)  -8.47(3.248)
Median 9.25 0.30 -7.95
Min, Max 47,158 0.3,2.9 -15.5,-4.4
95% CI [3] (7.17,11.41) 0.07,1.57)  (-10.79, -6.15)
sUA < 6 mg/dL, n (%) 10 (100%)

Week 34 - Post-Infusion
n 8 8 8
Mean (SD) 941 (3.293) 0.30(0.000)  -9.11(3.293)
Median 9.25 0.30 -8.95
Min, Max 47,158 03,03 -15.5,-44
95% CI [3] (6.66,12.17) (0.30,0.30)  (-11.87,-6.36)
sUA < 6 mg/dL, n (%) 8 (100%)

Week 36 - Pre-Infusion
n 9 9 9
Mean (SD) 9.48 (3.077) 1.58 (2.425)  -7.90 (4.094)
Median 9.60 0.30 -8.60
Min, Max 47,158 0.1,6.4 -15.5,-25
95% CI [3] (7.11,11.84) 0.00,3.44)  (-11.05, -4.75)
sUA < 6 mg/dL, n (%) 8 (88.9%)

Week 36 - Post-Infusion
n 6 6 6
Mean (SD) 9.68 (3.799) 0.30 (0.000)  -9.38(3.799)
Median 9.50 0.30 -9.20
Min, Max 47,158 0.3,0.3 -15.5,-4.4
95% CI [3] (5.70, 13.67) 0.30,0.30)  (-13.37,-5.40)
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Visit Change from
Statistics Baseline {1] Observed Baseline

sUA < 6 mg/dL, n (%) 6 (100%)

Week 38 - Pre-Infusion
n 5 5 5
Mean (SD) 0.34 (4.142) 093 (1.583)  -8.41(5.229)
Median 8.90 0.30 -8.60
Min, Max 47,158 0.0, 3.8 -15.5,-09
95% CI [3] (4.20, 14.48) 0.00,2.90)  (-14.90, -1.92)
sUA < 6 mg/dL, n (%) 5 (100%)

Week 40 - Pre-Infusion
n 3 3 3
Mean (SD) 11.60 (3.686)  0.30(0.000)  -11.30(3.686)
Median 10.10 0.30 -9.80
Min, Max 89,158 0.3,0.3 -15.5,-8.6
95% CI [3] (2.44, 20.76) (0.30,0.30)  (-20.46, -2.14)
sUA < 6 mg/dL, n (%) 3 (100%)

Week 42 - Pre-Infusion
n 3 3 3
Mean (SD) 11.60 (3.686)  0.30(0.000)  -11.30(3.686)
Median 10.10 0.30 -9.80
Min, Max 89,158 0.3,0.3 -15.5,-8.6
95% CI [3] (2.44,20.76) (0.30,0.30)  (-20.46, -2.14)
sUA < 6 mg/dL, n (%) 3 (100%)

Week 44 - Pre-Infusion
n 3 3 3
Mean (SD) 11.60 (3.686)  1.05(1.305)  -10.55 (4.625)
Median 10.10 0.30 9.80
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Visit Change from
Statistics Baseline {1] Observed Baseline

Min, Max 89,158 0.3,2.6 -15.5,-6.3
95% CI [3] (2.44,20.76) (0.00,4.29)  (-22.04,0.94)
sUA < 6 mg/dL, n (%) 3 (100%)

Week 46 - Pre-Infusion
n 2 2 2
Mean (SD) 12.95(4.031)  0.30(0.000)  -12.65 (4.031)
Median 12.95 0.30 -12.65
Min, Max 10.1, 15.8 0.3,0.3 -15.5,-9.8
95% CI [3] (0.00, 49.16) (0.30,0.30)  (-48.86, 23.56)
sUA < 6 mg/dL, n (%) 2 (100%)

Week 48 - Pre-Infusion
n 2 2 2
Mean (SD) 12.95(4.031)  0.30(0.000)  -12.65 (4.031)
Median 12.95 0.30 -12.65
Min, Max 10.1, 15.8 0.3,0.3 -15.5,-9.8
95% CI [3] (0.00, 49.16) (0.30,0.30)  (-48.86, 23.56)
sUA < 6 mg/dL, n (%) 2 (100%)

Week 48 - Post-Infusion
n 3 3 3
Mean (SD) 11.93(3.350) 1.60(2.252) -10.33 (4.922)
Median 10.10 0.30 -9.80
Min, Max 99,158 03,42 -15.5,-5.7
95% CI [3] (3.61,20.26) 0.00,7.19)  (-22.56,1.89)
sUA < 6 mg/dL, n (%) 3 (100%)

Week 50 - Pre-Infusion
n 2 2 2
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Mean (SD) 12.95(4.031)  0.30(0.000)  -12.65 (4.031)
Median 12.95 0.30 -12.65
Min, Max 10.1, 15.8 0.3,0.3 -15.5,-9.8
95% CI [3] (0.00, 49.16) (0.30,0.30)  (-48.86, 23.56)
sUA < 6 mg/dL, n (%) 2 (100%)

Week 50 - Post-Infusion
n 3 3 3
Mean (SD) 11.93(3.350)  1.37(1.848)  -10.57 (4.598)
Median 10.10 0.30 -9.80
Min, Max 99,158 03,35 -15.5,-6.4
95% CI [3] (3.61,20.26) 0.00,596)  (-21.99,0.86)
sUA < 6 mg/dL, n (%) 3 (100%)

Week 52/ET
n 2 2 2
Mean (SD) 12.95(4.031)  0.30(0.000)  -12.65 (4.031)
Median 12.95 0.30 -12.65
Min, Max 10.1, 15.8 0.3,0.3 -15.5,-9.8
95% CI [3] (0.00, 49.16) (0.30,0.30)  (-48.86, 23.56)
sUA < 6 mg/dL, n (%) 2 (100%)

End of Pegloticase Infusions Visit
n 2 2 2
Mean (SD) 8.80 (1.556) 0.30(0.000)  -8.50 (1.556)
Median 8.80 0.30 -8.50
Min, Max 77,99 0.3,0.3 9.6, -7.4
95% CI [3] (0.00, 22.78) (0.30,0.30)  (-22.48,5.48)
sUA < 6 mg/dL, n (%) 2 (100%)
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mITT Population (N=14)

Visit Change from
Baseline [1] Observed
Statistics Baseline

Early Termination Visit

n 3 3 3
Mean (SD) 8.73(0.577) 8.17(0.058)  -0.57 (0.635)
Median 8.40 8.20 -0.20
Min, Max 84,94 8.1,8.2 -1.3,-0.2
95% CI (3] (7.30,10.17) (8.02, 8.31) (-2.14, 1.01)
sUA < 6 mg/dL, n (%) 0

Table 7. Serum Uric Acid (mg/dL): Observed Values and Change from Pegloticase
Baseline Values by Month 6 sUA Responder Subgroup (mITT Population)

Month 6 sUA Responders [1]
Month 6 sUA Non-Responders [1] (N=3)

(N=11)
Visit Baseline Change from Change from
Statistics 2] Observed Baseline Baseline [2] - Observed Baseline
Baseline [3]
n 11 3
Mean (SD) 9.27 (2.810) 8.73(0.577)
Median 9.10 8.40
Min, Max 47,158 8.4,9.4
95% CI [4] (7.38, 11.16) (7.30, 10.17)
sUA<6
mg/dL, 1(9.1%) 0
n (%)
Day 1 - Post-
Infusion
n 8 8 8 3 3 3

111

SUBSTITUTE SHEET (RULE 26)



WO 2022/035828 PCT/US2021/045350

Month 6 sUA Responders [1]
(N=11)

Month 6 sUA Non-Responders [1] (N=3)

Visit Baseline Change from Change from
Observed Baseline [2] Observed _
Statistics [2] Baseline Baseline

8.38
Mean (SD) 2.04) 0.83 (0.798) -7.55(2.158) 8.73 (0.577) 2.13 (2.438) -6.60 (2.848)

Median 8.30 0.30 -71.50 8.40 1.20 -1.20
Min, Max 47,114 03,24 -11.1,-4.4 8.4,94 0.3,4.9 9.1,-35

95% CI [4] 5(6)(6);; (0.16, 1.49) (-9.35,-5.75) (7.30,10.17) (0.00, 8.19) (-13.67,0.47)
sUA<6
mg/dL, 8 (100%) 3 (100%)
n (%)
Week 1
n 4 4 4 2 2 2

7.18
Mean (SD) (1836) 0.30 (0.000) -6.88 (1.836) 8.40 (0.000) 0.30 (0.000) -8.10 (0.000)

Median 7.45 0.30 -1.15 8.40 0.30 -8.10
Min, Max 47,91 03,03 -8.8,-4.4 8.4,84 0.3.0.3 -8.1,-8.1

(4.25,
95% CI [4] (0.30,0.30) (-9.80,-3.95) (8.40,8.40) (0.30,0.30) (-8.10, -8.10)

10.10)

sUA<6
mg/dL, 4 (100%) 2 (100%)
n (%)

Week 2 - Pre-
Infusion

n 11 11 11 3 3 3
9.27
Mean (SD) 2810) 0.63 (1.096) -8.64 (2.086) 8.73 (0.577) 3.57(3.775) -5.17 (4.225)

Median 9.10 0.30 -8.80 8.40 2.70 -5.70
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Month 6 sUA Responders [1]

Month 6 sUA Non-Responders [1] (N=3)
(N=11)

Visit Baseline Change from Change from
Observed Baseline [2] Observed
Statistics [2] Baseline Baseline

Min, Max 47,158 03,39 -11.9,-4.4 84,94 0.3,7.7 -9.1,-0.7

(7.38, (-10.04, -

95% CI [4] (0.00, 1.37) (7.30, 10.17) (0.00, 12.95) (-15.66, 5.33)
11.16) 7.24)

sUA <6

mg/dL, 11 (100%) 2 (66.7%)

n (%)

Week 2 - Post-

Infusion

n 11 11 11 3 3 3
9.27
Mean (SD) 2810) 0.30 (0.000) -8.97 (2.810) 8.73 (0.577) 0.30(0.000) -8.43 (0.577)

Median 9.10 0.30 -8.80 8.40 0.30 -8.10
Min, Max 47,158 03,03 -15.5,-4.4 84,94 0.3,0.3 9.1,-8.1

(7.38, (-10.86, -
95% CI [4] (0.30, 0.30) (7.30,10.17) (0.30,0.30) (-9.87,-7.00)
11.16) 7.08)
sUA<6
mg/dL, 11 (100%) 3 (100%)
n (%)
Week 4 - Pre-
Infusion
n 11 11 11 3 3 3
9.27
Mean (SD) 2310) 0.68 (1.043) -8.59 (2.884) 8.73 (0.577) 5.03 (4.177) -3.70 (4.744)
Median 9.10 0.30 -8.60 8.40 6.60 -1.80

Min, Max 47,158 03,38 -15.5,-4.4 84,94 03,82 -9.1,-02

(7.38, (-10.53, -
95% CI [4] (0.00, 1.38) (7.30,10.17) (0.00, 15.41) (-15.49, 8.09)
11.16) 6.65)
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Month 6 sUA Responders [1]
Month 6 sUA Non-Responders [1] (N=3)

(N=11)

Visit Baseline Change from ) Change from
Statistics [2] Observed Baseline Baseline [2] - Observed Baseline
sUA<6
mg/dL, 11 (100%) 1(33.3%)

n (%)

Week 4 - Post-

Infusion
n 11 11 11 2 2 2

9.27
Mean (SD) 810 030 (0.000) -8.97 (2.810) 8.90 (0.707) 0.30 (0.000) -8.60 (0.707)

Median 9.10 0.30 -8.80 8.90 0.30 -8.60
Min, Max 47,158 03,03 -15.5,-4.4 84,94 03,03 9.1,-8.1

(7.38, (-10.86, - (-14.95, -
95% CI [4] (0.30, 0.30) (2.55, 15.25) (0.30, 0.30)
11.16) 7.08) 2.25)
sUA <6
mg/dL, 11 (100%) 2 (100%)
n (%)
Week 6 - Pre-
Infusion
n 11 11 11 2 2 2
9.27
Mean (SD) 2810) 0.30 (0.000) -8.97 (2.810) 8.90 (0.707) 4.25(5.586) -4.65 (6.293)
Median 9.10 0.30 -8.80 8.90 4.25 -4.65

Min, Max 47,158 03,03 -15.5,-4.4 84,94 0.3,82 -9.1,-02

(7.38, (-10.86, - (-61.19,
95% CI [4] (0.30, 0.30) (2.55, 15.25) (0.00, 54.44)
11.16) 7.08) 51.89)
sUA <6
mg/dL, 11 (100%) 1 (50.0%)
n (%)
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Month 6 sUA Responders [1]
Month 6 sUA Non-Responders [1] (N=3)

(N=11)
Visit Baseline Change from Change from
Observed Baseline [2] Observed
Statistics [2] Baseline Baseline
Week 6 - Post-
Infusion
n 11 11 11 1 1 1

9.27
Mean (SD) 23810) 0.30 (0.000) -8.97(2.810) 9.40(NE) 030(NE) -9.10(NE)

Median 9.10 0.30 -8.80 9.40 0.30 -9.10
Min, Max 47,158 03,03 -15.5,-4.4 94,94 03,03 9.1,-9.1

(7.38, (-10.86, -

95% CI [4] (0.30, 0.30) (NE, NE) (NE, NE) (NE, NE)
11.16) 7.08)

sUA <6

mg/dL, 11 (100%) 1 (100%)

n (%)

Week 7
n 4 4 4 0 0 0

9.20
Mean (SD) 0.30 (0.000) -8.90 (4.755)
(4.755)

Median 8.15 0.30 -7.85
Min, Max 47,158 03,03 -15.5,-44

st (0.30, 0.30) (1647,
16.77) 1.33)
sUA <6
mg/dL, 4 (100%) 0
n (%)
Week 8 - Pre-
Infusion
n 1 1 1 1 1 1
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Month 6 sUA Responders [1]
(N=11) Month 6 sUA Non-Responders [1] (N=3)
Visit Baseline Change from Change from
Statistics [2] Observed Baseline Baseline [2] - Observed Baseline
Mean (SD) 2.810) 0.37(0.224) -8.91(2.824) 9.40(NE) 8.90(NE) -0.50 (NE)
Median 9.10 0.30 -8.60 9.40 8.90 -0.50
Min, Max 47,158 0.3,1.0 -15.5,-4.4 94,94 8.9, 8.9 -0.5,-0.5
osuciidl L 0205 OO NENE) (NENE)  (NENE)
11.16) 7.01)
sUA <6
mg/dL, 11 (100%) 0
n (%)
Week 8 - Post-
Infusion
n 11 11 11 1 1 1
Mean (SD) 0.30 (0.000) -8.97(2.810) 9.40(NE) 0.30(NE) -9.10 (NE)
Median 9.10 0.30 -8.80 9.40 0.30 -9.10
Min, Max 47,158 0.3,0.3 -155,-4.4 94,94 0.3,0.3 9.1,-9.1
ospciil Y (030,030 ('170(’;6)’ "~ (NE,NE) (NE,NE) (NE,NE)
sUA<6
mg/dL, 11 (100%) 1 (100%)
n (%)
Week 10 - Pre-
Infusion
n 11 11 11 1 1 1
Mean (SD) Q 82170) 0.30 (0.000) -8.97(2.810) 9.40(NE) 8.10(NE) -1.30 (NE)
Median 9.10 0.30 -8.80 9.40 8.10 -1.30
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Month 6 sUA Responders [1]

Month 6 sUA Non-Responders [1] (N=3)
(N=11)

Visit Baseline Change from Change from
Observed Baseline [2] Observed
Statistics [2] Baseline Baseline

Min, Max 47,158 03,03 -15.5,-4.4 94,94 8.1,81 -1.3,-13

(7.38, (-10.86, -

95% CI [4] (0.30, 0.30) (NE,NE) (NE,NE) (NE,NE)
11.16) 7.08)

sUA <6

mg/dL, 11 (100%) 0

n (%)

Week 10 -

Post-Infusion

n 11 11 11 0 0 0
9.27
Mean (SD) 0.30 (0.000) -8.97 (2.810)
(2.810)

Median 9.10 0.30 -8.80
Min, Max 47,158 03,03 -15.5,-44

(7.38, (-10.86, -
95% CI [4] (0.30, 0.30)
11.16) 7.08)
sUA<6
mg/dL, 11 (100%) 0
n (%)
Week 12 - Pre-
Infusion
n 11 11 11 0 0 0
9.27
Mean (SD) 0.30 (0.015) -8.98 (2.806)
(2.810)
Median 9.10 0.30 -8.80

Min, Max 47,158 03,03 -15.5,-4.4

(7.38, (-10.86, -
95% CI [4] 0.29, 0.31)
11.16) 7.09)
117

SUBSTITUTE SHEET (RULE 26)



WO 2022/035828 PCT/US2021/045350

Month 6 sUA Responders [1]
Month 6 sUA Non-Responders [1] (N=3)

(N=11)

Visit Baseline Change from Change from
Statistics [2] Observed Baseline Baseline [2] - Observed Baseline
sUA<6
mg/dL, 11 (100%) 0
n (%)

Week 12 -

Post-Infusion
n 10 10 10 0 0 0

9.43
Mean (SD) 030 (0.000) -9.13 (2.911)
(2.911)

Median 9.35 0.30 -9.05
Min, Max 47,158 03,03 -15.5,-44

(7.35, (-11.21, -
95% CI [4] (0.30, 0.30)
11.51) 7.05)

sUA <6
mg/dL, 10 (100%) 0
n (%)

Week 14 - Pre-

Infusion

n 11 11 11 0 0 0

9.27
Mean (SD) 0.30 (0.000) -8.97 (2.810)
(2.810)

Median 9.10 0.30 -8.80
Min, Max 47,158 03,03 -15.5,-4.4

(7.38, (-10.86, -
95% CI [4] (0.30, 0.30)
11.16) 7.08)
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Month 6 sUA Responders [1]
Month 6 sUA Non-Responders [1] (N=3)

(N=11)

Visit Baseline Change from ) Change from
Statistics [2] Observed Baseline Baseline [2] - Observed Baseline
sUA<6
mg/dL, 11 (100%) 0
n (%)

Week 14 -

Post-Infusion
n 10 10 10 0 0 0

9.31
Mean (SD) 030 (0.000) -9.01 (2.959)
(2.959)

Median 9.35 0.30 -9.05
Min, Max 47,158 03,03 -15.5,-44

(7.19, (-11.13, -
95% CI [4] (0.30, 0.30)
11.43) 6.89)
sUA <6
mg/dL, 10 (100%) 0
n (%)
Week 16 - Pre-
Infusion
n 11 11 11 0 0 0
9.27
Mean (SD) 0.30 (0.000) -8.97 (2.810)
(2.810)
Median 9.10 0.30 -8.80

Min, Max 47,158 03,03 -15.5,-4.4

(7.38, (-10.86, -
95% CI [4] (0.30, 0.30)
11.16) 7.08)
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Month 6 sUA Responders [1]
Month 6 sUA Non-Responders [1] (N=3)

(N=11)

Visit Baseline Change from ) Change from
Statistics [2] Observed Baseline Baseline [2] - Observed Baseline
sUA<6
mg/dL, 11 (100%) 0
n (%)

Week 16 -

Post-Infusion
n 11 11 11 0 0 0

9.27
Mean (SD) 030 (0.000) -8.97 (2.810)
(2.810)

Median 9.10 0.30 -8.80
Min, Max 47,158 03,03 -15.5,-4.4

(7.38, (-10.86, -
95% CI [4] (0.30, 0.30)
11.16) 7.08)
sUA <6
mg/dL, 11 (100%) 0
n (%)
Week 18 - Pre-
Infusion
n 11 11 11 0 0 0
9.27
Mean (SD) 0.30 (0.000) -8.97 (2.810)
(2.810)
Median 9.10 0.30 -8.80

Min, Max 47,158 03,03 -15.5,-4.4

(7.38, (-10.86, -
95% CI [4] (0.30, 0.30)
11.16) 7.08)
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Month 6 sUA Responders [1]
Month 6 sUA Non-Responders [1] (N=3)

(N=11)

Visit Baseline Change from ) Change from
Statistics [2] Observed Baseline Baseline [2] - Observed Baseline
sUA<6
mg/dL, 11 (100%) 0
n (%)

Week 18 -

Post-Infusion
n 11 11 11 0 0 0

9.27
Mean (SD) 030 (0.000) -8.97 (2.810)
(2.810)

Median 9.10 0.30 -8.80
Min, Max 47,158 03,03 -15.5,-4.4

(7.38, (-10.86, -
95% CI [4] (0.30, 0.30)
11.16) 7.08)
sUA <6
mg/dL, 11 (100%) 0
n (%)
Week 20 - Pre-
Infusion
n 11 11 11 0 0 0
9.27
Mean (SD) 0.30 (0.000) -8.97 (2.810)
(2.810)
Median 9.10 0.30 -8.80

Min, Max 47,158 03,03 -15.5,-4.4

(7.38, (-10.86, -
95% CI [4] (0.30, 0.30)
11.16) 7.08)
sUA <6
mg/dL, 11 (100%) 0
n (%)
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Month 6 sUA Responders [1]
Month 6 sUA Non-Responders [1] (N=3)

(N=11)
Visit Baseline Change from Change from
Observed Baseline [2] Observed
Statistics [2] Baseline Baseline
Week 20 -
Post-Infusion
n 11 11 11 0 0 0

9.27
Mean (SD) 0.30 (0.000) -8.97 (2.810)
(2.810)

Median 9.10 0.30 -8.80
Min, Max 47,158 03,03 -15.5,-44

(7.38, (-10.86, -
95% CI [4] (0.30, 0.30)
11.16) 7.08)

sUA <6
mg/dL, 11 (100%) 0
n (%)

Week 22 - Pre-

Infusion

n 11 11 11 0 0 0
9.27
Mean (SD) 0.30 (0.000) -8.97 (2.810)
(2.810)

Median 9.10 0.30 -8.80
Min, Max 47,158 03,03 -15.5,-44

95% CI [4] 735, (0.30, 0.30) (-10.86,-
11.16) 7.08)
sUA< 6
me/dL, 11 (100%) 0
n (%)
Week 22 -
Post-Infusion
n 11 11 11 0 0 0
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Month 6 sUA Responders [1]

Month 6 sUA Non-Responders [1] (N=3)
(N=11)

Visit Baseline Change from Change from
Observed Baseline [2] Observed
Statistics [2] Baseline Baseline

9.27
Mean (SD) 0.30 (0.000) -8.97 (2.810)
(2.810)

Median 9.10 0.30 -8.80
Min, Max 47,158 03,03 -15.5,-44

(7.38, (-10.86, -
95% CI [4] (0.30, 0.30)
11.16) 7.08)

sUA <6
mg/dL, 11 (100%) 0
n (%)

Week 24 - Pre-

Infusion

n 11 11 11 0 0 0
9.27
Mean (SD) 0.30 (0.000) -8.97 (2.810)
(2.810)

Median 9.10 0.30 -8.80
Min, Max 47,158 03,03 -15.5,-44

(7.38, (-10.86, -
95% CI [4] (0.30, 0.30)
11.16) 7.08)

sUA <6
mg/dL, 11 (100%) 0
n (%)

Week 24 -

Post-Infusion
n 5 5 5 0 0 0
9.48
Mean (SD) 0.30 (0.000) -9.18 (4.135)
(4.135)
Median 9.60 0.30 -9.30
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Month 6 sUA Responders [1]

Month 6 sUA Non-Responders [1] (N=3)

(N=11)
Visit Baseline Change from Change from
Observed Baseline [2] Observed
Statistics [2] Baseline Baseline
Min, Max 47,158 03,03 -15.5,-4.4
(4.35, (-14.31, -
95% CI [4] (0.30, 0.30)
14.61) 4.05)
sUA<6
mg/dL, 5 (100%)
n (%)
Week 26 - Pre-
Infusion
n 8 8 8 0 0
9.41
Mean (SD) 0.30 (0.000) -9.11 (3.293)
(3.293)
Median 9.25 0.30 -8.95
Min, Max 47,158 03,03 -15.5,-44
(6.60, (-11.87, -
95% CI [4] (0.30, 0.30)
12.17) 6.36)
sUA <6
mg/dL, 8 (100%)
n (%)
Week 28 - Pre-
Infusion
n 8 8 8 0 0

9.41
Mean (SD) 0.30 (0.000) -9.11(3.293)
(3.293)

Median 9.25 0.30 -8.95
Min, Max 47,158 03,03 -15.5,-44

(6.66, (-11.87, -
95% CI [4] (0.30, 0.30)
12.17) 6.36)
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Month 6 sUA Responders [1]

Month 6 sUA Non-Responders [1] (N=3)

(N=11)
Visit Baseline Change from Change from
Observed Baseline [2] Observed
Statistics [2] Baseline Baseline
sUA<6
mg/dL, 8 (100%)
n (%)
Week 30 - Pre-
Infusion
n 8 8 8 0 0
41
Mean (SD) ) 0.30 (0.000) -9.11 (3.293)
Median 9.25 0.30 -8.95
Min, Max 47,158 03,03 -15.5,-44
(6.60, (-11.87, -
95% (I [4] (0.30,0.30)
6.36)
sUA<6
mg/dL, 8 (100%)
n (%)
Week 32 - Pre-
Infusion
n 10 10 10 0 0
9.29
Mean (SD) 0.30 (0.000) -8.99 (2.961)
(2.961)
Median 9.25 0.30 -8.95
Min, Max 47,158 03,03 -15.5, -4.4
(7.17, (-11.11, -
95% CI [4] (0.30, 0.30)
11.41
sUA <6
mg/dL, 10 (100%)
n (%)
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Month 6 sUA Responders [1]
Month 6 sUA Non-Responders [1] (N=3)

(N=11)
Visit Baseline Change from Change from
Observed Baseline [2] Observed
Statistics [2] Baseline Baseline
Week 32 -
Post-Infusion
n 8 8 8 0 0 0

9.41
Mean (SD) 0.30 (0.000) -9.11(3.293)
(3.293)

Median 9.25 0.30 -8.95
Min, Max 47,158 03,03 -15.5,-44

(6.66, (-11.87, -
95% CI [4] (0.30, 0.30)
12.17) 6.36)

sUA <6
mg/dL, 8 (100%) 0
n (%)

Week 34 - Pre-

Infusion

n 10 10 10 0 0 0
9.29
Mean (SD) 0.82 (1.046) -8.47(3.248)
(2.961)

Median 9.25 0.30 -7.95
Min, Max 47,15.8 03,29 -15.5,-44

(7.17, (-10.79, -
95% CI [4] (0.07, 1.57)
11.41) 6.15)

sUA< 6
mg/dL, 10 (100%) 0
n (%)

Week 34 -

Post-Infusion

n 8 8 8 0 0 0
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Month 6 sUA Responders [1]
(N=11)

Month 6 sUA Non-Responders [1] (N=3)

Visit Baseline Change from Change from
Observed Baseline [2] Observed
Statistics [2] Baseline Baseline

9.41
Mean (SD) 0.30 (0.000) -9.11(3.293)
(3.293)

Median 9.25 0.30 -8.95
Min, Max 47,158 03,03 -15.5,-44

(6.66, (-11.87, -
95% CI [4] (0.30, 0.30)
12.17) 6.36)

sUA<6
mg/dL, 8 (100%) 0
n (%)

Week 36 - Pre-

Infusion

n 9 9 9 0 0 0
9.48
Mean (SD) 1.58 (2.425) -7.90 (4.094)
(3.077)

Median 9.60 0.30 -8.60
Min, Max 47,158 01,64 -15.5,-2.5
(7.11, (-11.05, -
95% CI [4] (0.00, 3.44)
11.84) 4.75)

sUA <6
mg/dL, 8 (88.9%) 0
n (%)

Week 36 -

Post-Infusion

n 6 6 6 0 0 0

9.68
Mean (SD) 0.30 (0.000) -9.38(3.799)
(3.799)
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Month 6 sUA Responders [1]
Month 6 sUA Non-Responders [1] (N=3)

(N=11)
Visit Baseline Change from Change from
Observed Baseline [2] Observed
Statistics [2] Baseline Baseline
Median 9.50 0.30 -9.20

Min, Max 47,158 03,03 -15.5,-4.4
(3.70, (-13.37, -
95% CI [4] (0.30, 0.30)
13.67) 5.40)
sUA <6
mg/dL, 6 (100%) 0
n (%)

Week 38 - Pre-

Infusion

n 5 5 5 0 0 0
9.34
Mean (SD) 0.93 (1.583) -8.41 (5.229)
(4.142)

Median 8.90 0.30 -8.60
Min, Max 47,158 00,38 -15.5,-0.9
(4.20, (-14.90, -
95% CI [4] (0.00, 2.90)
14.48) 1.92)

sUA<6
mg/dL, 5 (100%) 0
n (%)

Week 40 - Pre-

Infusion

n 3 3 3 0 0 0

11.60 -
Mean (SD) 0.30 (0.000)
(3.686) (3.686)

Median 10.10 0.30 -9.80
Min, Max 89,158 0.3,0.3 -15.5,-8.6
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Month 6 sUA Responders [1]

Month 6 sUA Non-Responders [1] (N=3)

(N=11)
Visit Baseline Change from Change from
Observed Observed
Statistics [2] Baseline Baseline
(2.44, (-20.46, -
95% CI [4] (0.30, 0.30)
2.14)
sUA<6
mg/dL, 3 (100%)
n (%)
Week 42 - Pre-
Infusion
n 3 3 3 0
60 -11.30
Mean (SD) 0.30 (0.000)
) (3.686)
Median 10.10 0.30 -9.80
Min, Max 89,158 0.3,03 -15.5,-8.6
(2.4, (-20.46, -
95% CI [4] (0.30, 0.30)
2.14)
sUA<6
mg/dL, 3 (100%)
n (%)
Week 44 - Pre-
Infusion
n 3 3 3 0
-10.55
Mean (SD) 1.05 (1.309)
(3.686) (4.625)
Median 10.10 0.30 -9.80
Min, Max 89,158 03,26 -15.5,-6.3
(2.44
95% CI [4] (0.00,4.29) (-22.04, 0.94)
20.76
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Month 6 sUA Responders [1]
Month 6 sUA Non-Responders [1] (N=3)

(N=11)
Visit Baseline Change from Change from
Observed Baseline [2] Observed
Statistics [2] Baseline Baseline
sUA <6
mg/dL, 3 (100%) 0
n (%)
Week 46 - Pre-
Infusion
n 2 2 2 0 0 0
12.95 -12.65
Mean (SD) 0.30 (0.000)
(4.031) (4.031)
Median 12.95 0.30 -12.65

10.
Min, Max 0.3,0.3 -15.5,-9.8
15.8

(0.00, (-48.86,
95% CI [4] (0.30, 0.30)
49.16) 23.56)
sUA <6
mg/dL, 2 (100%) 0
n (%)
Week 48 - Pre-
Infusion
n 2 2 2 0 0 0
12.95 -12.65
Mean (SD) 0.30 (0.000)
(4.031) (4.031)
Median 12.95 0.30 -12.65
10.1,
Min, Max 0.3,0.3 -15.5,-9.8
15.8
(0.00, (-48.86,
95% CI [4] (0.30, 0.30)
49.16) 23.56)
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Month 6 sUA Responders [1]
Month 6 sUA Non-Responders [1] (N=3)

(N=11)

Visit Baseline Change from ) Change from
Statistics [2] Observed Baseline Baseline [2] - Observed Baseline
sUA<6
mg/dL, 2 (100%) 0
n (%)

Week 48 -

Post-Infusion
n 3 3 3 0 0 0

11.93
Mean (SD) 1.60 (2.252)
(3.350) (4.922)

Median 10.10 0.30 -9.80
Min, Max 99,158 03,42 -15.5,-5.7

(3.61,
95% CI [4] (0.00, 7.19) (-22.56, 1.89)
20.26)
sUA <6
mg/dL, 3 (100%) 0
n (%)
Week 50 - Pre-
Infusion
n 2 2 2 0 0 0
12.95 -12.65
Mean (SD) 0.30 (0.000)
4.031) (4.031)
Median 12.95 0.30 -12.65
10.1,
Min, Max 0.3,0.3 -15.5,-9.8
15.8
(0.00, (-48.86,
95% CI [4] (0.30, 0.30)
49.16) 23.56)
131

SUBSTITUTE SHEET (RULE 26)



WO 2022/035828 PCT/US2021/045350

Month 6 sUA Responders [1]
Month 6 sUA Non-Responders [1] (N=3)

(N=11)

Visit Baseline Change from ) Change from
Statistics [2] Observed Baseline Baseline [2] - Observed Baseline
sUA<6
mg/dL, 2 (100%) 0
n (%)

Week 50 -

Post-Infusion
n 3 3 3 0 0 0

11.93
Mean (SD) 1.37 (1.848)
(3.350) (4.598)

Median 10.10 0.30 -9.80
Min, Max 99,158 03,35 -15.5,-6.4

(3.61,
95% CI [4] (0.00, 5.96) (-21.99, 0.86)
20.26)
sUA<6
mg/dL, 3 (100%) 0
n (%)
Week 52/ET
n 2 2 2 0 0 0
12.95 -12.65
Mean (SD) 0.30 (0.000)
(4.031) (4.031)
Median 12.95 0.30 -12.65
10.1,
Min, Max 0.3,0.3 -15.5,-9.8
15.8
(0.00, (-48.86,
95% CI [4] (0.30, 0.30)
49.16) 23.56)
sUA <6
mg/dL, 2 (100%) 0
n (%)

132

SUBSTITUTE SHEET (RULE 26)



WO 2022/035828 PCT/US2021/045350

Month 6 sUA Responders [1]
Month 6 sUA Non-Responders [1] (N=3)

(N=11)
Visit Baseline Change from Change from
Observed Baseline [2] Observed

Statistics [2] Baseline Baseline
End of
Pegloticase
Infusions Visit

n 2 2 2 0 0 0

8.80
Mean (SD) 0.30 (0.000) -8.50 (1.556)
(1.556)

Median 8.80 0.30 -8.50
Min, Max 77,99 03,03 -9.6,-7.4

(0.00,
95% CI [4] (0.30, 0.30) (-22.48, 5.48)
22.78)

sUA <6
mg/dL, 2 (100%) 0
n (%)

Early

Termination

Visit

n 0 0 0 3 3 3
Mean (SD) 8.73 (0.577) 8.17(0.058) -0.57 (0.635)
Median 8.40 8.20 -0.20
Min, Max 8.4,9.4 8.1,8.2 -1.3,-0.2
95% CI [4] (7.30,10.17) (8.02,8.31) (-2.14,1.01)

sUA <6
mg/dL, 0 0
n (%)
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Table 8. Serum Uri

PCT/US2021/045350

¢ Acid < 6 mg/dL Responders during Month 9 and Month 12 (ITT

Population and mITT Population)

ITT mlTT
Time Point Population  Population
N=15 N=14
Month 9 (Weeks 32,
Responder, n (%) [3] 10(71.4) 10(76.9)
34,36)
95% Clopper-Pearson Confidence Interval
41.9,91.6  46.2,95.0
[4]
Non-Responder, n (%) 4 (28.6) 3(23.1)
Number of subjects eligible for analysis [1] 14 13
Proportion of Time during Period that sUA <
6 mg/dL
n 10 10
99.48 99.48
Mean (SD)
(1.656) (1.656)
Median 100.00 100.00
Min, Max 94.8,100.0 94.8,100.0
Month 9 (Weeks 32, Discontinued treatment due to stopping rule
3(21.4) 3(23.1)
34, 36) prior to Week 36, n (%) [2]

Subjects missing all data in analysis period, n
4 (28.6) 3(23.1)

(%)
Subjects with only one measurement (above
cutoff) in analysis period, n (%) 0
Subjects with only one measurement (below 0
cutoff) in analysis period, n (%)

Month 12 (Weeks
Responder, n (%) [5] 3(21.4) 3(23.1)

48, 50, 52)

95% Clopper-Pearson Confidence Interval
[4]
Non-Responder, n (%) 11(78.6) 10(76.9)

4.7,50.8 5.0,53.8
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ITT mITT
Time Point Population  Population
N=15 N=14
Month 12 (Weeks
Number of subjects eligible for analysis [1] 14 13
48, 50, 52)
Proportion of Time during Period that sUA <
6 mg/dL
n 3 3
100.00 100.00
Mean (SD)
(0.000) (0.000)
Median 100.00 100.00
Min, Max 100.0, 100.0 100.0, 100.0

Month 12 (Weeks Discontinued treatment due to stopping rule

3(21.4) 3(23.1)
48, 50, 52) prior to Week 52, n (%) [2]

Subjects missing all data in analysis period, n
11(78.6) 10(76.9)

(%)

Subjects with only one measurement (above

cutoff) in analysis period, n (%) 0
Subjects with only one measurement (below 0

cutoff) in analysis period, n (%)

Table 9. Serum Uric Acid < 5 mg/dL Responders during Month 9 and Month 12 (ITT
Population and mITT Population)

ITT ml[TT
Time Point Population  Population
N=15 N=14
Month 9 (Weeks 32,
Responder, n (%) [3] 10(71.4)  10(76.9)
34,36)
95% Clopper-Pearson Confidence
419,916 46.2,95.0
Interval [4]
Non-Responder, n (%) 4 (28.6) 3(23.1)
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ITT mlTT
Time Point Population  Population
N=15 N=14
Number of subjects eligible for analysis
14 13
(1]
Proportion of Time during Period that
sUA <5 mg/dL
n 10 10
97.73 971.73
Mean (SD)
(5.805) (5.805)
Median 100.00 100.00
Min, Max 81.7,100.0 81.7,100.0

Month 9 (Weeks 32, Discontinued treatment due to stopping

34, 36)

Month 12 (Weeks

rule prior to Week 36, n (%) [2]
Subjects missing all data in analysis
period, n (%)

Subjects with only one measurement
(above cutoff) in analysis period, n (%)
Subjects with only one measurement

(below cutoff) in analysis period, n (%)

Responder, n (%) [3]

3(21.4) 3(23.1)

4 (28.6) 3(23.1)

3(21.4) 3(23.1)

48, 50, 52)
95% Clopper-Pearson Confidence
nterval [4] 4.7,50.8 5.0,53.8
Non-Responder, n (%) 11(78.6) 10(76.9)
Month 12 (Weeks Number of subjects eligible for analysis " "
48, 50, 52) [1]
Proportion of Time during Period that
sUA < 5 mg/dL
n 3 3
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ITT mlTT
Time Point Population  Population
N=15 N=14
100.00 100.00
Mean (SD)
(0.000) (0.000)
Median 100.00 100.00
Min, Max 100.0, 100.0 100.0, 100.0

Month 12 (Weeks  Discontinued treatment due to stopping

3(21.4) 3(23.1)
48, 50, 52) rule prior to Week 52, n (%) [2]

Subjects missing all data in analysis

11(78.6) 10(76.9)
period, n (%)
Subjects with only one measurement

(above cutoff) in analysis period, n (%)

Subjects with only one measurement

(below cutoff) in analysis period, n (%)

Table 10. Time to First Pre-infusion Serum Uric Acid > 6 mg/dL and Time to 2

Consecutive Pre-infusion Serum Uric Acid > 6 mg/dL (mITT Population)

mITT Population
N=14
Had pre-Infusion sUA > 6 mg/dL post-Day 1 Pegloticase Infusion,
n (%)
Yes 4(28.6)
No 10(71.4)
Time to pre-infusion sUA > 6 mg/dL post-Day 1 Pegloticase
Infusion (days) [1]
Mean (SD) 218.3 (110.41)
Min, Max 16, 353
Kaplan-Meier Estimate
Median NE
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mITT Population
N=14
95% CI 57.0,NE
Had 2 Consecutive Pre-Infusion sUA > 6 mg/dL post-Day 1
Pegloticase Infusion, n (%)
Yes 3(21.4)
No 11 (78.6)
Time to 2 Consecutive Pre-Infusion sUA > 6 mg/dL post-Day 1
Pegloticase Infusion (days) [2]
Mean (SD) 218.3 (110.41)
Min, Max 16, 353
Kaplan-Meier Estimate
Median NE
95% CI 57.0,NE

Table 11. Assessment of Number of Joints Affected by Tophi (mITT Population)

mITT Population (N=14)

Visit Statistics Baseline [1] Observed Change from
Baseline

Screening n 13

Mean (SD) 6.9 (7.94)

Median 4.0

Min, Max 1,31
Week 24 n 9 9 9

Mean (SD) 8.7(9.10) 4.0(3.64) -4.7(6.36)

Median 7.0 3.0 -3.0

Min, Max 1,31 1,12 -19,2
Week 36 n 4 4 4

Mean (SD) 14.8 (11.15) 3.3(3.86) -11.5 (7.33)
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mITT Population (N=14)

Visit Statistics Baseline [1] Observed Change from
Baseline
Median 10.5 L5 -9.0
Min, Max 7,31 1,9 -22,-6
Week 52/ET n 2 2 2
Mean (SD) 22.0 (12.73) 5.0(2.83) -17.0 (9.90)
Median 22.0 5.0 -17.0
Min, Max 13,31 3,7 -24,-10

Table 12. Tender Joint Count and Swollen Joint Count: Observed Values and Change
from Methotrexate Baseline Values (mITT Population)

mITT Population (N=14)

Visit Change from
Parameter Baseline [1] Observed
Statistics Baseline

Tender Joint Count Baseline [2]

n 14

Mean (SD) 11.6 (15.06)

Median 75

Min, Max 0,51
Day 1

n 14 14 14

Mean (SD) 11.6 (15.06) 9.6 (11.03) -1.9(9.75)

Median 7.5 7.0 0.0

Min, Max 0,51 0,37 23,11

95% CI13] -1.6,3.7
Week 14

n 14 14 14

Mean (SD) 11.6 (15.06) 4.6 (6.16) -7.0 (14.20)
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mlTT Population (N=14)
Parameter Visit Baseline [1] Observed Change from
Statistics Baseline
Median 7.5 2.0 0.0
Min, Max 0,51 0,18 -43,5
95% CI [3] -152,1.2
Tender Joint Count Week 24
n 11 11 11
Mean (SD) 12.8 (16.68) 2.6 (3.88) -10.2(14.27)
Median 7.0 0.0 -4.0
Min, Max 0,51 0,11 -40,0
95% CL[3] -19.8,-0.6
Week 36
n 9 9 9
Mean (SD) 14.4 (18.12) 2.1 (4.54) -12.3 (14.56)
Median 7.0 0.0 -7.0
Min, Max 0,51 0,14 37,0
95% CI 3] -23.5,-1.1
Week 52/ET
n 3 3 3
Mean (SD) 29.3 (18.93) 53(3.21) -24.0 (21.38)
Median 210 4.0 -17.0
Min, Max 16, 51 3,9 -48, -7
95% CI[3] -77.1,29.1
Tender Joint Count End of Pegloticase
Infusions Visit
n 2 2 2
Mean (SD) 14.0 (9.90) 2.0(2.83) -12.0 (7.07)
Median 14.0 2.0 -12.0
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mlTT Population (N=14)

Parameter Visit Baseline [1] Observed Change from
Statistics Baseline
Min, Max 7,21 0,4 -17,-7
95% CI[3] -75.5,51.5
Early Termination
Visit
n 3 3 3
Mean (SD) 7.0 (6.56) 7.7 (8.96) 0.7 (5.13)
Median 8.0 3.0 2.0
Min, Max 0,13 2,18 -55
95% CI 3] -12.1,13.4
Swollen Joint Count Baseline [2]
n 14
Mean (SD) 6.0 (9.25)
Median 20
Min, Max 0,28
Swollen Joint Count Day 1
n 14 14 14
Mean (SD) 6.0 (9.25) 5.3(6.94) -0.7(5.21)
Median 2.0 35 05
Min, Max 0,28 0,26 -12,6
95% CI[3] 37,23
Week 14
n 14 14 14
Mean (SD) 6.0 (9.25) 1.7(3.73) -4.3 (7.38)
Median 2.0 0.0 2.0
Min, Max 0,28 0,13 27,0
95% CI[3] -8.5,0.0
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mlTT Population (N=14)

Parameter Visit Baseline [1] Observed Change from
Statistics Baseline
Week 24
n 11 11 11
Mean (SD) 7.2 (10.16) 0.5 (1.21) -6.6 (9.03)
Median 3.0 0.0 -3.0
Min, Max 0,28 0,3 -25,0
95% CI[3] -12.7,-0.6
Swollen Joint Count Week 36
n 9 9 9
Mean (SD) 7.9 (11.04) 0.1 (0.33) -7.8 (10.81)
Median 3.0 0.0 -3.0
Min, Max 0,28 0,1 27,0
95% CI[3] -16.1,0.5
Week 52/ET
n 3 3 3
Mean (SD) 21.0 (9.64) 0.0 (0.00) -21.0 (9.64)
Median 250 0.0 -25.0
Min, Max 10,28 0,0 28, -10
95% CI [3] -45.0,3.0
End of Pegloticase
Infusions Visit
n 2 2 2
Mean (SD) 7.0(4.24) 0.0 (0.00) -7.0 (4.24)
Median 7.0 0.0 -1.0
Min, Max 4,10 0,0 -10, -4
95% CI[3] -45.1,31.1
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mlTT Population (N=14)

Visit Change from
Parameter Baseline [1] Observed
Statistics Baseline
Early Termination
Swollen Joint Count
Visit
n 3 3 3
Mean (SD) 1.7 2.08) 0.7 (0.58) -1.0(1.73)
Median 1.0 1.0 0.0
Min, Max 0,4 0,1 3,0
95% CI[3] -5.3,33

Table 13. Tender Joint Count and Swollen Joint Count: Observed Values and Change

from Pegloticase Baseline Values (mITT Population)

mITT Population (N=14)

Parameter Visit Baseline [1] Observed Change from
Statistics Baseline
Tender Joint Count Baseline [2]
n 14
Mean (SD) 9.6 (11.03)
Median 7.0
Min, Max 0,37
Week 14
n 14 14 14
Mean (SD) 9.6 (11.03) 4.6 (6.16) -5.1(8.12)
Median 7.0 2.0 -3.0
Min, Max 0,37 0,18 -29,6
95% CI [3] -9.8,-04
Week 24
n 11 11 11
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mlTT Population (N=14)

Parameter Visit Baseline [1] Observed Change from
Statistics Baseline
Mean (SD) 9.5(11.29) 2.6 (3.88) -6.8 (8.16)
Median 7.0 0.0 -4.0
Min, Max 0,37 0,11 -26, 1
95% CI 3] -12.3,-1.3
Tender Joint Count Week 36
n 9 9 9
Mean (SD) 9.9 (12.57) 2.1(4.54) -1.8 (8.94)
Median 4.0 0.0 -4.0
Min, Max 0,37 0,14 23,0
95% CI[3] -14.7,-0.9
Week 52/ET
n 3 3 3
Mean (SD) 21.3(17.16) 5.3(3.21) -16.0(17.52)
Median 240 4.0 -15.0
Min, Max 3,37 3,9 -34,1
95% CI [3] -59.5,27.5
End of Pegloticase
Infusions Visit
n 2 2 2
Mean (SD) 5.0 (2.83) 2.0 (2.83) -3.0 (5.66)
Median 5.0 20 -3.0
Min, Max 3,7 0,4 7,1
95% CI[3] -53.8,47.8
Tender Joint Count Eatly Termination
Visit
n 3 3 3
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mlTT Population (N=14)
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Visit Change from
Statistics Baseline {1] Observed Baseline
Mean (SD) 10.3 (12.34) 7.7 (8.96) -2.7(4.16)
Median 7.0 3.0 -4.0
Min, Max 0,24 2,18 -6,2
95% CI1[3] -13.0,7.7

Swollen Joint Count Baseline [2]
n 14
Mean (SD) 5.3(6.94)
Median 3.5
Min, Max 0,26

Week 14
n 14 14 14
Mean (SD) 5.3(6.94) 1.7(3.73) -3.6 (7.04)
Median 35 0.0 25
Min, Max 0,26 0,13 25,7
95% CI[3] -1.6,0.5

Swollen Joint Count Week 24
n 11 11 11
Mean (SD) 5.6 (1.71) 0.5 (1.21) -5.1(6.66)
Median 3.0 0.0 -3.0
Min, Max 0,26 0,3 23,0
95% CL[3] 9.6, -0.6

Week 36
n 9 9 9
Mean (SD) 6.3 (8.44) 0.1 (0.33) -6.2 (8.15)
Median 4.0 0.0 -4.0
Min, Max 0,26 0,1 25,0
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mlTT Population (N=14)

Parameter Visit Baseline [1] Observed Change from
Statistics Baseline
95% CI 3] -12.5,0.0

Week 52/ET
n 3 3 3
Mean (SD) 13.0 (13.00) 0.0 (0.00) -13.0 (13.00)
Median 13.0 0.0 -13.0
Min, Max 0,26 0,0 -26,0
95% CIL[3] -45.3,19.3
Swollen Joint Count tind of Pegloticase
Infusions Visit
n 2 2 2
Mean (SD) 2.0(2.83) 0.0 (0.00) -2.0(2.83)
Median 2.0 0.0 2.0
Min, Max 0,4 0,0 -4,0
95% CI[3] -27.4,23.4
Early Termination
Visit
n 3 3 3
Mean (SD) 4.0 3.61) 0.7 (0.58) -3.3(3.06)
Median 5.0 1.0 -4.0
Min, Max 0,7 0,1 -6,0
95% CI[3] -10.9,4.3
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Table 14. Health Assessment Questionnaire: Observed Values and Change from

Methotrexate Baseline Values (mITT Population)

mITT Population (N=14)

Parameter Vist Baseline [1] Observed Change from

Statistics Baseline
HAQ-DI Baseline [2]

n 14

Mean (SD) 0.7 (0.71)

Median 0.6

Min, Max 0,2

Day 1

n 13 13 13

Mean (SD) 0.8 (0.71) 0.8(0.77) 0.1(0.27)

Median 0.6 0.5 0.0

Min, Max 0,2 0,2 0,1

95% CI 3] -0.1,0.2

Week 14

n 14 14 14

Mean (SD) 0.7 (0.71) 0.50.4D) -0.2(0.77)

Median 0.6 0.5 0.0

Min, Max 0,2 0,1 2,1

95% CI 3] -0.7,0.2
HAQ-DI Week 24

n 11 11 11

Mean (SD) 0.8 (0.77) 0.2 (0.33) -0.5(0.74)

Median 0.6 0.1 -0.1

Min, Max 0,2 0,1 2,0

95% CI 3] -1.0, 0.0
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mlTT Population (N=14)

Parameter Visit Baseline [1] Observed Change from
Statistics Baseline
Week 36
n 9 9 9
Mean (SD) 0.8 (0.86) 0.3(0.49) -0.5 (0.80)
Median 0.4 0.1 0.0
Min, Max 0,2 0,1 2,0
95% CI[3] -1.1,0.1
Week 52/ET
n 3 3 3
Mean (SD) 1.0 (0.76) 0.4 (0.29) -0.6 (0.87)
Median 0.9 0.3 -0.1
Min, Max 0,2 0,1 2,0
95% CI[3] -2.8,1.5
HAQ-DI End of Pegloticase

Infusions Visit

SUBSTITUTE SHEET (RULE 26)

n 2 2 2

Mean (SD) 0.3 (0.18) 0.1 (0.18) -0.1 (0.35)

Median 0.3 0.1 -0.1

Min, Max 0,0 0,0 -0,0

95% CI[3] -3.3,3.1
Early Termination
Visit

n 3 3 3

Mean (SD) 0.5 (0.45) 0.7 (0.51) 0.2 (0.90)

Median 0.6 0.6 -0.3

Min, Max 0,1 0,1 0,1

148



WO 2022/035828 PCT/US2021/045350
mlTT Population (N=14)
Parameter Visit Baseline [1] Observed Change from
Statistics Baseline
95% CI 3] -2.0,2.5
HAQ-Pain Baseline [2]
n 14
Mean (SD) 40.9 (23.30)
Median 47.5
Min, Max 0,75
HAQ-Pain Day 1
n 13 13 13
Mean (SD) 40.2 (24.10) 42.5(22.24) 2.3(19.93)
Median 45.0 40.0 0.0
Min, Max 0,75 3,80 27, 47
95% CI[3] 9.7, 14.4
Week 14
n 14 14 14
Mean (SD) 40.9 (23.30) 27.1(26.25) -13.9 (30.48)
Median 47.5 15.0 -12.5
Min, Max 0,75 0,90 -60, 60
95% CI[3] -31.5,3.7
Week 24
n 11 11 11
Mean (SD) 44.5 (22.96) 25.4(27.50) -19.2 (35.13)
Median 50.0 20.0 -10.0
Min, Max 0,75 0,80 -75, 55
95% CI[3] -42.8,4.4
HAQ-Pain Week 36
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mlTT Population (N=14)

Parameter Visit Baseline [1] Observed Change from
Statistics Baseline
n 9 9 9
Mean (SD) 43.9 (23.02) 21.0(27.60) -22.9(28.41)
Median 50.0 10.0 -20.0
Min, Max 0,75 0, 80 -74, 30
95% CI[3] -44.7,-1.1
Week 52/ET
n 3 3 3
Mean (SD) 46.7 (22.55) 4.0 (5.20) -42.7(18.04)
Median 450 1.0 -44.0
Min, Max 25,70 1,10 -60, -24
95% CI[3] -87.5,2.1
End of Pegloticase
Infusions Visit
n 2 2 2
Mean (SD) 37.5(17.68) 40.0 (56.57) 2.5(74.25)
Median 375 40.0 2.5
Min, Max 25,50 0, 80 -50, 55
95% CI[3] -664.6, 669.6
Early Termination
HAQ-Pain Visit
n 3 3 3
Mean (SD) 27.7(23.59) 46.7 (40.41) 19.0 (36.51)
Median 300 40.0 7.0
Min, Max 3,50 10,90 -10, 60
95% CI [3] -71.7,109.7
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mlTT Population (N=14)
Parameter Visit Baseline [1] Observed Change from
Statistics Baseline
HAQ-Health Baseline [2]
n 14
Mean (SD) 49.1 (30.79)
Median 55.0
Min, Max 0,90
Day 1
n 13 13 13
Mean (SD) 46.7 (30.68) 37.8 (27.06) -8.8(38.29)
Median 50.0 25.0 10.0
Min, Max 0,90 2,75 -70, 55
95% CI[3] -32.0,14.3
HAQ-Health Week 14
n 14 14 14
Mean (SD) 49.1 (30.79) 36.6 (33.87) -12.5(36.79)
Median 55.0 16.5 -5.0
Min, Max 0,90 0,90 -75, 60
95% CI[3] -33.7,8.7
Week 24
n 11 11 11
Mean (SD) 54.5(29.02) 21.4 (26.65) -33.2(36.01)
Median 60.0 10.0 -40.0
Min, Max 0,90 0,80 -80, 20
95% CI[3] -574,-9.0
Week 36
n 9 9 9
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mlTT Population (N=14)
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Visit Change from
Statistics Baseline {1] Observed Baseline
Mean (SD) 55.0(30.41) 27.3(35.18) -27.7(42.59)
Median 60.0 10.0 -10.0
Min, Max 0,90 0, 100 -85, 20
95% CI[3] -60.4,5.1

HAQ-Health Week 52/ET
n 3 3 3
Mean (SD) 76.7 (15.28) 60.0 (48.22) -16.7(59.23)
Median 80.0 80.0 15.0
Min, Max 60, 90 5,95 -85, 20
95% CI[3] -163.8, 130.5

End of Pegloticase

Infusions Visit
n 2 2 2
Mean (SD) 80.0 (0.00) 0.0 (0.00) -80.0 (0.00)
Median 80.0 0.0 -80.0
Min, Max 80, 80 0,0 -80, -80
95% CI [3] -80.0, -80.0

Early Termination

Visit
n 3 3 3
Mean (SD) 29.0(34.39) 28.3(40.72) -0.7(16.77)
Median 20.0 10.0 8.0
Min, Max 0,67 0,75 -20, 10
95% CI 3] -42.3,41.0
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Table 15. Health Assessment Questionnaire: Observed Values and Change from

Pegloticase Baseline Values (mITT Population)

mlTT Population (N=14)

Parameter Visit Baseline [1] Observed Change from
Statistics Baseline
HAQ-DI Baseline [2]
n 14
Mean (SD) 0.8 (0.76)
Median 0.5
Min, Max 0,2
Week 14
n 14 14 14
Mean (SD) 0.8 (0.76) 0.5 (0.41) -0.3 (0.80)
Median 0.5 0.5 0.0
Min, Max 0,2 0,1 2,1
95% CI [3] -0.7,0.2
Week 24
n 11 11 11
Mean (SD) 0.8 (0.86) 0.2 (0.33) -0.6 (0.85)
Median 0.4 0.1 -0.1
Min, Max 0,2 0,1 2,0
95% CI [3] -1.2,0.0
HAQ-DI Week 36
n 9 9 9
Mean (SD) 0.9(0.93) 0.3 (0.49) -0.5 (0.86)
Median 0.4 0.1 -0.1
Min, Max 0,2 0,1 2,0
95% CI[3] -1.2,0.1
Week 52/ET
n 3 3 3
Mean (SD) 1.2(0.97) 0.4(0.29) -0.8 (1.08)
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mlTT Population (N=14)

Visit Change {rom
Parameter Baseline [1] Observed
Statistics Baseline
Median 0.9 0.3 -0.1
Min, Max 0,2 0,1 2,0
95% CI [3] 34,19
End of Pegloticase

Infusions Visit

n 2 2 2

Mean (SD) 0.3(0.18) 0.1 (0.18) -0.1(0.35)

Median 0.3 0.1 -0.1

Min, Max 0,0 0,0 -0,0

95% CI[3] -3.3,3.1
HAQ-DI Early Termination

Visit

n 3 3 3

Mean (SD) 0.5 (0.07) 0.7 (0.51) 0.2 (0.56)

Median 0.5 0.6 0.1

Min, Max 1,1 0,1 0,1

95% CI [3] -1.2, 1.6
HAQ-Pain Baseline [2]

n 14

Mean (SD) 43.1 (21.46)

Median 45.0

Min, Max 3,80

Week 14

n 14 14 14

Mean (SD) 43.1 (21.46) 27.1(26.25) -16.0 (30.65)

Median 45.0 15.0 -12.5

Min, Max 3,80 0,90 -65, 50

95% CI[3] -33.7, 1.7
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mlTT Population (N=14)

Parameter Visit Baseline [1] Observed Change from
Statistics Baseline
HAQ-Pain Week 24
n 11 11 11
Mean (SD) 42.1 (24.23) 25.4(27.50) -16.7(38.53)
Median 30.0 20.0 -10.0
Min, Max 3,80 0,80 -66, 55
95% CI[3] -42.6,9.2
Week 36
n 9 9 9
Mean (SD) 40.9 (25.46) 21.0 (27.60) -19.9 (20.25)
Median 30.0 10.0 -20.0
Min, Max 3,80 0,80 -59, 10
95% CI[3] -35.5,-4.3
Week 52/ET
n 3 3 3
Mean (SD) 45.0 (30.41) 4.0 (5.20) -41.0 (25.24)
Median 30.0 1.0 -29.0
Min, Max 25,80 1,10 -70, -24
95% CI 3] -103.7,21.7
HAQ-Pain End of Pegloticase
Infusions Visit
n 2 2 2
Mean (SD) 37.5 (17.68) 40.0 (56.57) 2.5(74.25)
Median 375 40.0 25
Min, Max 25,50 0,80 -50, 55
95% CI [3] -664.6, 669.6
Early Termination
Visit
n 3 3 3
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mlTT Population (N=14)
Parameter Visit Baseline [1] Observed Change from
Statistics Baseline
Mean (SD) 46.7(5.77) 46.7 (40.41) 0.0 (45.83)
Median 50.0 40.0 -10.0
Min, Max 40, 50 10,90 -40, 50
95% CI[3] -113.8,113.8
HAQ-Health Baseline [2]
n 14
Mean (SD) 40.9 (28.33)
Median 32.5
Min, Max 2,80
HAQ-Health Week 14
n 14 14 14
Mean (SD) 40.9 (28.33) 36.6 (33.87) -4.3 (43.82)
Median 325 16.5 -1.0
Min, Max 2,80 0,90 -75,75
95% CI 3] -29.6,21.0
Week 24
n 11 11 11
Mean (SD) 41.1 (29.29) 21.4 (26.65) -19.7(43.38)
Median 40.0 10.0 -10.0
Min, Max 2,80 0,80 -80, 55
95% CI[3] -48.9,9.4
Week 36
n 9 9 9
Mean (SD) 43.6 (31.78) 27.3 (35.18) -16.2 (50.72)
Median 500 10.0 -10.0
Min, Max 2,80 0, 100 -80, 90
95% CI[3] -55.2,22.8
HAQ-Health Week 52/ET
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mlTT Population (N=14)

Parameter Visit Baseline [1] Observed Change from
Statistics Baseline
n 3 3 3
Mean (SD) 36.7 (34.03) 60.0 (48.22) 23.3(54.85)
Median 25.0 80.0 5.0
Min, Max 10,75 5,95 -20, 85
95% CI[3] -112.9, 159.6

End of Pegloticase

Infusions Visit

n 2 2 2
Mean (SD) 45.0 (49.50) 0.0 (0.00) -45.0 (49.50)
Median 45.0 0.0 -45.0
Min, Max 10, 80 0,0 -80, -10
95% CI [3] -489.7,399.7
Early Termination
Visit
n 3 3 3
Mean (SD) 40.0 (30.41) 28.3(40.72)  -11.7(62.52)
Median 25.0 10.0 -10.0
Min, Max 20,75 0,75 -75, 50
95% CI [3] -167.0, 143.6

Table 16. Patient Global Assessment of Gout and Physician Global Assessment of Gout:

Observed Values and Change from Methotrexate Baseline Values (mITT Population)

mITT Population (N=14)

Visit Change from
Parameter Baseline [1] Observed
Statistics Baseline
Patient Global
Baseline [2]
Assessment of Gout
n 14
157

SUBSTITUTE SHEET (RULE 26)



WO 2022/035828

PCT/US2021/045350

mITT Population (N=14)

Parameter Visit Baseline [1] Observed Change from
Statistics Baseline
Mean (SD) 5.6 (2.21)
Median 6.0
Min, Max 1,10
Day 1
n 14 14 14
Mean (SD) 5.6 (2.21) 5.8 (1.76) 0.2 (1.89)
Median 6.0 6.0 0.0
Min, Max 1,10 3,8 3,4
95% CI13] -09,1.3
Week 14
n 14 14 14
Mean (SD) 5.6 (2.21) 3.1(2.27) 2.5Q2.77)
Median 6.0 3.0 2.5
Min, Max 1,10 0,9 -6, 4
95% CI13] -4.1,-0.9
Patient Global
Assessment of Gout Week 24
n 11 11 11
Mean (SD) 5.7 (2.45) 2.0 (1.79) -3.7(3.23)
Median 6.0 3.0 3.0
Min, Max 1,10 0,4 -10,0
95% CIL13] -5.9,-1.6
Week 36
n 9 9 9
Mean (SD) 5.6 (2.07) 2.1 (2.80) -3.4(2.92)
Median 6.0 1.0 -4.0
Min, Max 1,8 0,8 -8,2
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Visit

mITT Population (N=14)

Change from

Parameter Statistics Baseline [1] Observed Baseline
95% CI13] -5.7,-1.2
Week 52/ET
n 3 3 3
Mean (SD) 5.3 (1.53) 1.0 (1.00) -4.3 (0.58)
Median 5.0 1.0 -4.0
Min, Max 4,7 0,2 -5,-4
95% CI13] -5.8,-2.9
End of
Patient Global Pegloticase
Assessment of Gout  Infusions
Visit
n 2 2 2
Mean (SD) 6.0 (1.41) 2.0(2.83) -4.0 (4.24)
Median 6.0 2.0 -4.0
Min, Max 5,7 0,4 -7,-1
95% CI[3] -42.1,34.1
Early
Termination
Visit
n 3 3 3
Mean (SD) 5.0 (1.00) 5.7 (3.06) 0.7 (2.89)
Median 5.0 5.0 -1.0
Min, Max 4,6 3,9 -1,4
95% CI13] -6.5,7.8
Physician Global
Assessment of Gout Bascline [2
n 14
Mean (SD) 6.1 (2.25)
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mITT Population (N=14)

Parameter Visit Baseline [1] Observed Change from
Statistics Baseline
Median 7.0
Min, Max 1,9
Physician Global
Assessment of Gout Pay |
n 14 14 14
Mean (SD) 6.1 (2.25) 6.0 (2.45) 0.1 (2.35)
Median 7.0 7.0 0.0
Min, Max 1,9 0,9 -6, 4
95% CI[3] -1.5,1.2
Week 14
n 14 14 14
Mean (SD) 6.1 (2.25) 1.9 (1.64) -4.2(2.22)
Median 7.0 2.0 5.0
Min, Max 1,9 0,6 -8, -1
95% CI13] -5.5,-29
Week 24
n 11 11 11
Mean (SD) 6.1(2.39) 0.8 (0.87) -5.3(2.10)
Median 7.0 1.0 -6.0
Min, Max 1,9 0,3 -8, -1
95% CI13] -6.7,-3.9
Physician Global Week 36
Assessment of Gout
n 9 9 9
Mean (SD) 6.6 (2.40) 0.7 (1.00) -5.9(2.03)
Median 7.0 0.0 -6.0
Min, Max 1,9 0,2 -8, -1
95% CI13] -7.4,-43
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mITT Population (N=14)

Parameter Vst Baseline [1] Observed Change from
Statistics Baseline
Week 52/ET
n 3 3 3
Mean (SD) 8.3 (0.58) 1.0 (0.00) 1.3 (0.58)
Median 8.0 1.0 -1.0
Min, Max 8,9 I, 1 -8, -7
95% CI[3] -8.8,-5.9
End of
Pegloticase
Infusions
Visit
n 2 2 2
Mean (SD) 7.5 (0.71) 0.5 (0.71) -7.0 (0.00)
Median 7.5 0.5 -1.0
Min, Max 7,8 0,1 -7,-7
95% CIL13] -1.0,-7.0
Early
Physician Global Termination
Assessment of Gout
Visit
n 3 3 3
Mean (SD) 6.3 (2.08) 3.7 (2.08) 2.7 (2.08)
Median 7.0 3.0 2.0
Min, Max 4,8 2,6 -5,-1
95% CI13] -1.8,2.5
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Table 17. Patient Global Assessment of Gout and Physician Global Assessment of

Gout: Observed Values and Change from Pegloticase Baseline Values (mITT

Population)
mITT Population (N=14)
Parameter Visit Baseline [1] Observed Change from
Statistics Baseline
Patient Global
Assessment of Gout Baseline [2]
n 14
Mean (SD) 5.8 (1.76)
Median 6.0
Min, Max 3,8
Week 14
n 14 14 14
Mean (SD) 5.8(1.76) 3.12.27) -2.7(2.43)
Median 6.0 3.0 -3.0
Min, Max 3,8 0,9 -6, 4
95% CI [3] 4.1,-13
Week 24
n 11 11 11
Mean (SD) 5.9(1.97) 2.0(1.79) -3.9 (2.51)
Median 7.0 3.0 -4.0
Min, Max 3,8 0,4 -8,0
95% CI [3] -5.6,-2.2
Patient Global
Week 36
Assessment of Gout
n 9 9 9
Mean (SD) 5.6 (2.01) 2.1 (2.80) -3.4 (2.46)
Median 6.0 1.0 -3.0
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mITT Population (N=14)

SUBSTITUTE SHEET (RULE 26)

Visit Change from
Statistics Baseline {1] Observed Baseline
Min, Max 3,8 0,8 -1,0
95% CI [3] -5.3,-1.6
Week 52/ET
n 3 3 3
Mean (SD) 5.3(2.08) 1.0 (1.00) -4.3(1.15)
Median 6.0 1.0 -5.0
Min, Max 3,7 0,2 -5,-3
95% CI [3] -1.2,-1.5
End of
Pegloticase
Infusions
Visit
n 2 2 2
Mean (SD) 6.5 (0.71) 2.0(2.83) -4.5 (3.54)
Median 6.5 20 -4.5
Min, Max 6,7 0,4 27,2
95% CI [3] -36.3,27.3
Patient Global Farly
Termination
Assessment of Gout Visit
n 3 3 3
Mean (SD) 5.3 (0.58) 5.7 (3.06) 03@3.5D
Median 5.0 5.0 0.0
Min, Max 3,6 3,9 3,4
95% CI [3] -8.4,9.1
Physician Global
Assessment of Gout Baseline 12}
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Visit Change from
Statistics Baseline {1] Observed Baseline
n 14
Mean (SD) 6.0 (2.45)
Median 7.0
Min, Max 0,9
Week 14
n 14 14 14
Mean (SD) 6.0 (2.45) 1.9 (1.64) -4.1(2.40)
Median 7.0 2.0 -4.5
Min, Max 0,9 0,6 -8,0
95% CI [3] -5.5,-2.7
Physician Global Week 24
Assessment of Gout
n 11 11 11
Mean (SD) 6.1 (2.70) 0.8 (0.87) -5.3(2.41)
Median 7.0 1.0 -6.0
Min, Max 0,9 0,3 -8,0
95% CI [3] -6.9, -3.7
Week 36
n 9 9 9
Mean (SD) 6.1 (2.98) 0.7 (1.00) -5.4(2.46)
Median 7.0 0.0 -1.0
Min, Max 0,9 0,2 -7,0
95% CI [3] -1.3,-3.6
Week 52/ET
n 3 3 3
Mean (SD) 8.3 (1.15) 1.0 (0.00) -1.3 (1.15)
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mlTT Population (N=14)

Parameter Visit Baseline [1] Observed Change from
Statistics Baseline
Median 9.0 1.0 -8.0
Min, Max 7,9 1,1 -8, -6
95% CI [3] -10.2,-4.5
End of
Physician Global Pegloticase
Assessment of Gout Infusions
Visit
n 2 2 2
Mean (SD) 7.0 (0.00) 0.5 (0.71) -6.5(0.71)
Median 7.0 0.5 -6.5
Min, Max 7,7 0,1 -7,-6
95% CI [3] -12.9,-0.1
Early
Termination
Visit
n 3 3 3
Mean (SD) 5.7(1.53) 3.7 (2.08) -2.0 (1.00)
Median 6.0 3.0 2.0
Min, Max 4,7 2,6 -3, -1
95% CI [3] -4.5,0.5

[0001] Joint Pain Assessment after Treatment with KXX and MTX

Table 18. Joint Pain Associated with Gout Assessment: Observed Values and Change

from Methotrexate Baseline Values (mITT Population)
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mlTT Population (N=14)

SUBSTITUTE SHEET (RULE 26)

Visit Change from

Statistics Baseline {1] Observed Baseline

Average Joint Pain Baseline [2]

n 14

Mean (SD) 49(2.18)

Median 5.0

Min, Max 0,8
Day 1

n 14 14 14

Mean (SD) 4.9 (2.18) 4.9 (1.94) 0.1 (1.54)

Median 5.0 55 0.0

Min, Max 0,8 2,8 3,3

95% CI 3] -0.8,1.0
Week 14

n 14 14 14

Mean (SD) 4.9 (2.18) 3.2(242) -1.6 (3.00)

Median 5.0 2.5 -1.5

Min, Max 0,8 0,9 -6,6

95% CI 3] -34,0.1

Average Joint Pain  Week 24

n 11 11 11

Mean (SD) 5.1(2.39) 23(241) -2.8(3.28)

Median 6.0 2.0 -3.0

Min, Max 0,8 0,8 -8,3

95% CI[3] 5.0, -0.6
Week 36

n 9 9 9
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mlTT Population (N=14)
Parameter Visit Baseline [1] Observed Change from
Statistics Baseline
Mean (SD) 5.1(2.62) 2.1(2.76) -3.0(2.78)
Median 6.0 1.0 2.0
Min, Max 0,8 0,8 81
95% CI[3] -5.1,-09
Week 52/ET
n 3 3 3
Mean (SD) 5.0 (2.00) 2.0 (0.00) -3.0(2.00)
Median 5.0 2.0 -3.0
Min, Max 3,7 2,2 -5, -1
95% CI[3] -8.0,2.0
End of Pegloticase
Average Joint Pain Infusions Visit
n 2 2 2
Mean (SD) 6.0 (1.41) 4.0 (5.66) -2.0(7.07)
Median 6.0 4.0 -2.0
Min, Max 5,7 0,8 ‘1,3
95% CI [3] -65.5,61.5
Early Termination
Visit
n 3 3 3
Mean (SD) 4.0 (1.00) 6.0 (3.00) 2.0 (3.61)
Median 4.0 6.0 1.0
Min, Max 3,5 3,9 -1,6
95% CI 3] -1.0,11.0
Least Joint Pain Baseline [2]
167

SUBSTITUTE SHEET (RULE 26)



WO 2022/035828 PCT/US2021/045350

mlTT Population (N=14)

SUBSTITUTE SHEET (RULE 26)

Visit Change from
Statistics Baseline {1] Observed Baseline
n 14
Mean (SD) 3.1(2.03)

Median 35
Min, Max 0,6
Least Joint Pain Day 1
n 14 14 14
Mean (SD) 3.12.03) 3.4 (2.47) 0.3 (1.73)
Median 3.5 3.0 0.5
Min, Max 0,6 0,8 4,3
95% CI[3] -0.7,1.3

Week 14
n 14 14 14
Mean (SD) 3.1(2.03) 1.7 (1.20) -1.4(2.14)
Median 3.5 2.0 -1.5
Min, Max 0,6 0,3 -6, 3
95% CI 3] 27,02

Week 24
n 11 11 11
Mean (SD) 3.5(2.02) 1.1(1.45) -2.4 (1.86)
Median 4.0 0.0 -2.0
Min, Max 0,6 0,4 -5,0
95% CI [3] -3.6,-1.1

Least Joint Pain Week 36
n 9 9 9
Mean (SD) 3.22.17) 1.3 (2.69) -1.9(2.15)
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mlTT Population (N=14)

Parameter Visit Baseline [1] Observed Change from
Statistics Baseline
Median 3.0 0.0 -2.0
Min, Max 0,6 0,8 5,2
95% CI [3] -3.5,02

Week 52/ET
n 3 3 3
Mean (SD) 3.7(2.08) 1.0 (1.00) -2.7(1.15)
Median 3.0 1.0 2.0
Min, Max 2,6 0,2 4,-2
95% CI[3] -5.5,02
End of Pegloticase

Infusions Visit

n 2 2 2

Mean (SD) 4.0(1.41) 0.0 (0.00) -4.0(1.41)

Median 4.0 0.0 -4.0

Min, Max 3,5 0,0 -5,-3

95% CI[3] -16.7,8.7
L east Joint Pain Early Termination

Visit

n 3 3 3

Mean (SD) 2.0 (2.00) 3.0 (0.00) 1.0 (2.00)

Median 2.0 3.0 1.0

Min, Max 0,4 3,3 -1,3

95% CI[3] -4.0, 6.0
Worst Joint Pain ~ Baseline [2]

n 14
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mlTT Population (N=14)

170

SUBSTITUTE SHEET (RULE 26)

Visit Change from
Statistics Baseline {1] Observed Baseline
Mean (SD) 5.8(2.49)

Median 6.0
Min, Max 0,9

Day 1
n 14 14 14
Mean (SD) 5.8(2.49) 6.3 (2.23) 0.5(2.28)
Median 6.0 7.0 0.5
Min, Max 0,9 2,9 3,4
95% CI[3] -0.8, 1.8

Worst Joint Pain ~ Week 14
n 14 14 14
Mean (SD) 5.8 (2.49) 4.4 (2.76) -1.4 (3.16)
Median 6.0 35 -1.0
Min, Max 0,9 0,9 -6, 6
95% CI[3] -3.3,04

Week 24
n 11 11 11
Mean (SD) 5.9 (2.66) 2.9 (2.66) -3.0(4.22)
Median 6.0 3.0 2.0
Min, Max 0,9 0,8 9,5
95% CL[3] -5.8,0.2

Week 36
n 9 9 9
Mean (SD) 5.7(2.74) 2.8 (3.15) -2.9(3.44)
Median 6.0 2.0 -3.0
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mITT Population (N=14)

Parameter Visit Baseline [1] Observed Change from
Statistics Baseline
Min, Max 0,9 0,8 9,2
95% CI[3] -5.5,-02

Worst Joint Pain ~~ Week 52/ET
n 3 3 3
Mean (SD) 5.0 (2.00) 2.0 (1.00) -3.0(1.73)
Median 5.0 2.0 -2.0
Min, Max 3,7 1,3 -5,-2
95% CI[3] -7.3,1.3

End of Pegloticase
Infusions Visit
n 2 2 2
Mean (SD) 5.5(3.54) 4.0 (5.66) -1.5(9.19)
Median 55 4.0 -1.5
Min, Max 3,8 0,8 -8,5
95% CI 3] -84.1, 81.1
Early Termination
Visit
n 3 3 3
Mean (SD) 5.3(2.08) 7.3 (1.53) 2.0 (3.46)
Median 6.0 7.0 0.0
Min, Max 3,7 6,9 0,6
95% CI 3] -6.6, 10.6
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Table 19. Gout Chronic Response - Relative to Methotrexate Baseline (mITT

Population)
Visit in Dual Parameter mITT Population
Category
Therapy Period Statistics N=14
20% Reduction in Tender Joint Count, n / m
Day 1 GCR20 6/13(46.2)
(%)
20% Reduction in Swollen Joint Count, n/ m
4/13(30.8)
(%)
20% Reduction in HAQ-Health Score, n/ m
5/12(41.7)
(%)
20% Reduction in HAQ-Pain, n/ m (%) 4712 (33.3)
GCR20 Responders [1], n (%) 2/13(15.4)
95% Confidence Interval [2] 1.9,454
50% Reduction in Tender Joint Count, n / m
GCR50 4713 (30.8)
(%)
50% Reduction in Swollen Joint Count, n/ m
3/13(23.1)
(%)
50% Reduction in HAQ-Health Score, n/ m
5/12(41.7)
(%)
50% Reduction in HAQ-Pain, n/ m (%) 1/12( 8.3)
GCRS0 Responders [1], n (%) 1/13(7.7)
95% Confidence Interval [2] 0.2,36.0
70% Reduction in Tender Joint Count, n / m
GCR70 3/13(23.1)
(%)
70% Reduction in Swollen Joint Count,n/ m
3/13(23.1)
(%)
70% Reduction in HAQ-Health Score, n/ m
4/12(33.3)
(%)
70% Reduction in HAQ-Pain, n/ m (%) 1/12( 8.3)
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Visit in Dual Parameter mlTT Population
Category
Therapy Period Statistics N=14
GCR70 Responders [1], n (%) 1/13(7.7)
95% Confidence Interval [2] 0.2,36.0
Visit in Dual Parameter mITT Population
Category
Therapy Period Statistics N=14
20% Reduction in Tender Joint Count, n / m
Week 14 GCR20 9/13(69.2)
(%)
20% Reduction in Swollen Joint Count, n/ m
12 /13 (92.3)
(%)
20% Reduction in HAQ-Health Score, n/ m
7/13(53.8)
(%)
20% Reduction in HAQ-Pain, n/ m (%) 9/13(69.2)
GCR20 Responders [1], n (%) 8/13(61.5)
95% Confidence Interval [2] 31.6,86.1
50% Reduction in Tender Joint Count, n / m
GCR50 9/13(69.2)
(%)
50% Reduction in Swollen Joint Count, n/ m
10/13(76.9)
(%)
50% Reduction in HAQ-Health Score, n/ m
6/13(46.2)
(%)
50% Reduction in HAQ-Pain, n/ m (%) 7/13(53.8)
GCR350 Responders [1], n (%) 6/13(46.2)
95% Confidence Interval [2] 19.2,74.9
70% Reduction in Tender Joint Count, n / m
GCR70 ‘ 7713 (53.8)
(%)
70% Reduction in Swollen Joint Count, n/ m
10/13(76.9)
(%)
70% Reduction in HAQ-Health Score, n/ m
5/13(38.5)

(%)
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Visit in Dual Parameter mlTT Population
Category
Therapy Period Statistics N=14
70% Reduction in HAQ-Pain, n/ m (%) 5/13(38.5)
GCR70 Responders [1], n (%) 5/13(38.3)
95% Confidence Interval [2] 13.9,684
Visit in Dual Parameter mITT Population
Category
Therapy Period Statistics N=14
20% Reduction in Tender Joint Count, n/ m
Week 24 GCR20 10 /10 (100)
(%)
20% Reduction in Swollen Joint Count, n/ m
10 /10 (100)
(%)
20% Reduction in HAQ-Health Score, n/ m
7/10(70.0)
(%)
20% Reduction in HAQ-Pain, n/ m (%) 9/10(90.0)
GCR20 Responders [1], n (%) 10 /10 (100)
95% Confidence Interval [2] 69.2, 100.0
50% Reduction in Tender Joint Count, n / m
GCR50 9/10(90.0)
(%)
50% Reduction in Swollen Joint Count, n/ m
10 /10 (100)
(%)
50% Reduction in HAQ-Health Score, n/ m
7710 (70.0)
(%)
50% Reduction in HAQ-Pain, n/ m (%) 5/10(50.0)
GCRS50 Responders [1], n (%) 6/10(60.0)
95% Confidence Interval [2] 26.2,87.8
70% Reduction in Tender Joint Count, n / m
GCR70 8/10(80.0)
(%)
70% Reduction in Swollen Joint Count, n/ m
10 /10 (100)

(%)
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Visit in Dual Parameter mlTT Population
Category
Therapy Period Statistics N=14
70% Reduction in HAQ-Health Score, n/ m
6/10 (60.0)
(%)
70% Reduction in HAQ-Pain, n/ m (%) 5/10(50.0)
GCR70 Responders [1], n (%) 6/10(60.0)
95% Confidence Interval [2] 26.2,87.8
Visit in Dual Parameter mITT Population
Category
Therapy Period Statistics N=14
20% Reduction in Tender Joint Count, n / m
Week 36 GCR20 9/ 9 (100)
(%)
20% Reduction in Swollen Joint Count, n/ m
97 9 (100)
(%)
20% Reduction in HAQ-Health Score, n/ m
6/ 9(66.7)
(%)
20% Reduction in HAQ-Pain, n/ m (%) 8/ 9(88.9)
GCR20 Responders [1], n (%) 8/ 9(88.9)
95% Confidence Interval [2] 51.8,99.7
50% Reduction in Tender Joint Count, n / m
GCR50 97 9(100)
(%)
50% Reduction in Swollen Joint Count, n/ m
9/ 9(100)
(%)
50% Reduction in HAQ-Health Score, n/ m
6/ 9(66.7)
(%)
50% Reduction in HAQ-Pain, n/ m (%) 6/ 9(66.7)
GCR50 Responders [1], n (%) 8/ 9(88.9)
95% Confidence Interval [2] 51.8,99.7
70% Reduction in Tender Joint Count, n / m
GCR70 ) 97 9(100)
0
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Visit in Dual Parameter mlTT Population
Category
Therapy Period Statistics N=14
70% Reduction in Swollen Joint Count, n/ m
9/ 9 (100)
(%)
70% Reduction in HAQ-Health Score, n/ m
4/ 9(44.4)
(%)
70% Reduction in HAQ-Pain, n/ m (%) 5/ 9(55.6)
GCR70 Responders [1], n (%) 6/ 9(66.7)
95% Confidence Interval [2] 29.9,92.5
Visit in Dual Parameter mITT Population
Category
Therapy Period Statistics N=14
20% Reduction in Tender Joint Count, n / m
Week 52/ET  GCR20 3/ 3(100)
(%)
20% Reduction in Swollen Joint Count, n/ m
3/ 3(100)
(%)
20% Reduction in HAQ-Health Score, n/ m
1/ 3(33.3)
(%)
20% Reduction in HAQ-Pain, n / m (%) 3/ 3(100)
GCR20 Responders [1], n (%) 3/ 3(100)
95% Confidence Interval [2] 29.2,100.0
50% Reduction in Tender Joint Count, n / m
GCR50 2/ 3(66.7)
(%)
50% Reduction in Swollen Joint Count, n/ m
3/ 3(100)
(%)
50% Reduction in HAQ-Health Score, n/ m
1/ 3(33.3)
(%)
50% Reduction in HAQ-Pain, n/ m (%) 3/ 3(100)
GCR50 Responders [1], n (%) 3/ 3(100)
95% Confidence Interval [2] 29.2,100.0
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Visit in Dual Parameter mlTT Population
Category
Therapy Period Statistics N=14
70% Reduction in Tender Joint Count, n / m
GCR70 2/ 3(66.7)
(%)
70% Reduction in Swollen Joint Count, n/ m
3/ 3(100)
(%)
70% Reduction in HAQ-Health Score, n/ m
1/ 3(33.3)
(%)
70% Reduction in HAQ-Pain, n/ m (%) 3/ 3(100)
GCR70 Responders [1], n (%) 3/ 3(100)
95% Confidence Interval [2] 29.2,100.0

Table 20. Gout Chronic Response - Relative to Pegloticase Baseline (mITT Population)

Visit in Dual Parameter mITT Population
Category
Therapy Period Statistics N=14
20% Reduction in Tender Joint Count, n / m
Week 14 GCR20 ) 11713 (84.6)
(4

20% Reduction in Swollen Joint Count,n/ m
11/13 ( 84.6)

(%)
20% Reduction in HAQ-Health Score, n/ m
6/13(46.2)
(%)
20% Reduction in HAQ-Pain, n / m (%) 9/13(69.2)
GCR20 Responders [1], n (%) 8/13(61.5)
95% Confidence Interval [2] 31.6, 86.1
50% Reduction in Tender Joint Count, n / m
GCR50 8/13(61.5)

(%)
50% Reduction in Swollen Joint Count, n/ m
(%)

11713 (84.6)

50% Reduction in HAQ-Health Score, n / m
(%)

4/13(30.8)

177

SUBSTITUTE SHEET (RULE 26)



WO 2022/035828 PCT/US2021/045350
Visit in Dual Parameter mITT Population
Category
Therapy Period Statistics N=14
50% Reduction in HAQ-Pain, n / m (%) 7/13(53.8)
GCR50 Responders [1], n (%) 5/13(38.5)
95% Confidence Interval [2] 13.9, 68.4
70% Reduction in Tender Joint Count, n / m
GCR70 7713 (53.8)
(%)
70% Reduction in Swollen Joint Count, n / m
11713 ( 84.6)
(%)
70% Reduction in HAQ-Health Score, n/ m
3/13(23.1)
(%)
70% Reduction in HAQ-Pain, n/ m (%) 5713 (38.5)
GCR70 Responders [1], n (%) 4/13(30.8)
95% Confidence Interval [2] 91,614
Visit in Dual Parameter mITT Population
Category
Therapy Period Statistics N=14
20% Reduction in Tender Joint Count, n/ m ‘
Week 24 GCR20 9/10(90.0)
(%)
20% Reduction in Swollen Joint Count, n/ m
10 /10 (100)
(%)
20% Reduction in HAQ-Health Score, n/ m
6/10(60.0)
(%)
20% Reduction in HAQ-Pain, n/ m (%) 6/10(60.0)
GCR20 Responders [1], n (%) 6/10(60.0)
95% Confidence Interval [2] 26.2,87.8
50% Reduction in Tender Joint Count, n / m
GCR50 8/10(80.0)
(%)
50% Reduction in Swollen Joint Count, n/ m
10 /10 (100)

(%)

178

SUBSTITUTE SHEET (RULE 26)



WO 2022/035828 PCT/US2021/045350
Visit in Dual Parameter mITT Population
Category
Therapy Period Statistics N=14
50% Reduction in HAQ-Health Score, n/ m
6/10(60.0)
(%)
50% Reduction in HAQ-Pain, n/ m (%) 5/10(50.0)
GCRS50 Responders [1], n (%) 5/10(50.0)
95% Confidence Interval [2] 18.7,81.3
70% Reduction in Tender Joint Count, n / m
GCR70 7/10(70.0)
(%)
70% Reduction in Swollen Joint Count, n/ m
10 /10 (100)
(%)
70% Reduction in HAQ-Health Score, n/ m
6/10(60.0)
(%)
70% Reduction in HAQ-Pain, n/ m (%) 5710 (50.0)
GCR70 Responders [1], n (%) 5/10(50.0)
95% Confidence Interval [2] 18.7,81.3
Visit in Dual Parameter mITT Population
Category
Therapy Period Statistics N=14
20% Reduction in Tender Joint Count, n/ m
Week 36 GCR20 9/ 9(100)
(%)
20% Reduction in Swollen Joint Count, n/ m
9/ 9 (100)
(%)
20% Reduction in HAQ-Health Score, n / m
57 9(55.6)
(%)
20% Reduction in HAQ-Pain, n/ m (%) 71 9(71.8)
GCR20 Responders [1], n (%) 71 9(77.8)
95% Confidence Interval [2] 40.0,97.2
50% Reduction in Tender Joint Count, n / m
GCR50 8/ 9(88.9)

(%)
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Visit in Dual Parameter mITT Population
Category
Therapy Period Statistics N=14
50% Reduction in Swollen Joint Count, n/ m
9/ 9(100)
(%)
50% Reduction in HAQ-Health Score, n/ m
5/ 9(55.6)
(%)
50% Reduction in HAQ-Pain, n/ m (%) 5/ 9(55.6)
GCRS50 Responders [1], n (%) 6/ 9(66.7)
95% Confidence Interval [2] 299,925
70% Reduction in Tender Joint Count, n / m
GCR70 71 9(71.8)
(%)
70% Reduction in Swollen Joint Count, n/ m
9/ 9 (100)
(%)
70% Reduction in HAQ-Health Score, n/ m
5/ 9(55.6)
(%)
70% Reduction in HAQ-Pain, n/ m (%) 4/ 9(44.4)
GCR70 Responders [1], n (%) 4/ 9(44.4)
95% Confidence Interval [2] 13.7,78.8
Visit in Dual Parameter mITT Population
Category
Therapy Period Statistics N=14
20% Reduction in Tender Joint Count, n / m
Week 52/ET  GCR20 2/ 3(66.7)
(%)
20% Reduction in Swollen Joint Count, n/ m
3/ 3(100)
(%)
20% Reduction in HAQ-Health Score, n / m
1/ 3(33.3)
(%)
20% Reduction in HAQ-Pain, n/ m (%) 37 3(100)
GCR20 Responders [1], n (%) 2/ 3(66.7)
95% Confidence Interval [2] 04,992
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Visit in Dual Parameter mITT Population
Category
Therapy Period Statistics N=14
50% Reduction in Tender Joint Count, n / m
GCR50 2/ 3(66.7)
(%)
50% Reduction in Swollen Joint Count, n/ m
3/ 3(100)
(%)
50% Reduction in HAQ-Health Score, n/ m
1/ 3(33.3)
(%)
50% Reduction in HAQ-Pain, n/ m (%) 37 3(100)
GCRS50 Responders [1], n (%) 2/ 3(66.7)
95% Confidence Interval [2] 94,99.2
70% Reduction in Tender Joint Count, n / m
GCR70 1/ 3(33.3)
(%)
70% Reduction in Swollen Joint Count, n/ m
3/ 3(100)
(%)
70% Reduction in HAQ-Health Score, n/ m
1/ 3(33.3)
(%)
70% Reduction in HAQ-Pain, n/ m (%) 37 3(100)
GCR70 Responders [1], n (%) 2/ 3(66.7)
95% Confidence Interval [2] 9.4,99.2
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[0003]

PCT/US2021/045350

Assessment of Safety of KXX + MTX Treatment (ADD 195-200 HERE

(SAFETY))

Table 21. Treatment-Emergent Adverse Events by System Organ Class and Preferred

Term during the Methotrexate Run-in Period (ITT Population and mITT Population)

ITT Population (N=15) /
Total PY of MTX=1.1

mITT Population (N=14) /
Total PY of MTX=1.0

Total Events /

Total Events /

System Organ Class Incidence Rate Incidence Rate
n (%) n (%
Preferred Term (Events/PY of (Events/PY of
MTX) MTX)
10 (
Any TEAEs 10 ( 66.7) 20/18.2 20/20.0
Blood And Lymphatic
1(6.7) 2/1.8 1(7.1) 2/2.0
System Disorders
Leukopenia 1(6.7) 1/09 1(7.1) 1/1.0
Neutropenia 1(6.7) 1/0.9 1(7.01) 1/1.0
Eye Disorders 1(6.7) 1/0.9 1(7.1) 1/1.0
Dry Eye 1(6.7) 1/0.9 1(7.1) 1/1.0
Gastrointestinal Disorders 5 ( 33.3) 6/55 5(35.7) 6/6.0
Abdominal Discomfort 2 ( 13.3) 2/1.8 2(14.3) 2/2.0
Dental Caries 1(6.7) 1/09 1(7.1) 1/1.0
Diarrhoea 1(6.7) 1/0.9 1( 7.1 1/1.0
Nausea 2(13.3) 2/1.8 2(14.3) 2/12.0
Infections And
2(13.3) 2/1.8 2(14.3) 2/2.0
Infestations
Chronic Sinusitis 1(67) 1/0.9 1(7.1) 1/1.0
Nasopharyngitis 1(6.7) 1/09 1(7.1) 1/1.0
Metabolism And Nutrition
5(33.3) 6/55 5(35.7) 6/6.0
Disorders
Gout 5(33.3) 6/5.5 5(35.7) 6/6.0
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ITT Population (N=15) / mITT Population (N=14) /
Total PY of MTX=1.1 Total PY of MTX=1.0
Total Events / Total Events /
System Organ Class Incidence Rate Incidence Rate
n (%) n (%)
Preferred Term (Events/PY of (Events/PY of
MTX) MTX)
Nervous System Disorders 1( 6.7) 1/0.9 1(71) 1/1.0
Headache 1(67) 1/0.9 1(71) 1/1.0
Respiratory, Thoracic And
1(6.7) 1/0.9 1(71) 1/1.0
Mediastinal Disorders
Cough 1(6.7) 1/0.9 1(7.1) 1/1.0
Skin And Subcutaneous
1(6.7) 1/0.9 1(71) 1/1.0
Tissue Disorders
Pruritus 1(6.7) 1/09 1(7.1) 1/1.0

Table 22. Treatment-Emergent Adverse Events by System Organ Class and Preferred
Term during the Pegloticase + Inmunomodulator Period Through Week 24 (mITT

Population)
mITT Population (N=14) /
Total PY of MTX=5.2/
Total PY of Pegloticase=5.4
Total Events /
Total Events /
System Organ Class Incidence Rate
n (%) Incidence Rate
Preferred Term (Events/PY of
(Events/PY of MTX)
Pegloticase)

Any TEAEs 14 (100) 110/21.2 110/20.4
Eye Disorders 1(7.1) 1/0.2 1/02

Eye Irritation L(7.1) 1702 1702
Gastrointestinal

_ 4(28.6) 7/1.3 7/13
Disorders

Abdominal Pain 1(7.1) 1/0.2 1/02

Constipation 1(7.1) 1/0.2 1/02
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mITT Population (N=14) /
Total PY of MTX=5.2/
Total PY of Pegloticase=5.4

Total Events /

Total Events /
System Organ Class Incidence Rate
n (%) Incidence Rate
Preferred Term (Events/PY of
(Events/PY of MTX)
Pegloticase)
Diarrhoea 3(214) 3/0.6 3706
Gastrooesophageal
1( 7.1 1/0.2 1/02
Reflux Disease
Tooth Impacted 1(7.1) 1/0.2 1/02
General Disorders And
Administration Site 1(7.1) 1/0.2 1/02
Conditions
Non-Cardiac Chest
1(7.1) 1/0.2 1/02
Pain
Hepatobiliary Disorders 1 ( 7.1) 1/0.2 1/02
Cholecystitis Acute 1(7.1) 1/0.2 1/02
Infections And
7(50.0) 10/1.9 10/1.9
Infestations
Bacterial Sepsis 1(7.1) 1/0.2 1/02
Chronic Sinusitis L(7.1) 1702 1/02
Gastroenteritis Viral 1(7.1 1/0.2 1/02
Influenza 1(7.1) 1/0.2 1/02
Nasopharyngitis 1(7.1) 1/0.2 1/02
Sinusitis 2(14.3) 2704 2/04
Upper Respirator
PP P Y 3(214) 3/0.6 3706
Tract Infection
Injury, Poisoning And
Procedural 3(214) 4708 47107
Complications
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mITT Population (N=14) /
Total PY of MTX=5.2/
Total PY of Pegloticase=5.4

Total Events /

Total Events /
System Organ Class Incidence Rate
n (%) Incidence Rate
Preferred Term (Events/PY of
(Events/PY of MTX)
Pegloticase)
Infusion Related
1(7.1) 1/0.2 1/02
Reaction
Limb Injury 1(7.1) 1/0.2 1/02
Muscle Strain 2(14.3) 2/0.4 2/04
Investigations 2(14.3) 2/0.4 2/04
Alanine
Aminotransferase 1(7.1) 1/0.2 1/02
Increased
Liver Function Test
1(7.1) 1/0.2 1/02
Increased
Metabolism And
12 (85.7) 68/13.1 68/12.6
Nutrition Disorders
Gout 12 (85.7) 67/12.9 67/124
Hypercholesterolaemia 1 ( 7.1) 1/0.2 1/0.2
Musculoskeletal And
Connective Tissue 3(21.4) 3/0.6 3706
Disorders
Arthralgia 1(7.1) 1/0.2 1/02
Plantar Fasciitis 1(7.1) 1/0.2 1/02
Tendonitis 1(7.1) 1/0.2 1/02
Nervous System
) 3(214) 4/0.8 4/10.7
Disorders
Carpal Tunnel
1(7.1) 1/02 1/02
Syndrome
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mITT Population (N=14)
Total PY of MTX=5.2/

/

Total PY of Pegloticase=5.4

Total Events /

Total Events /
System Organ Class Incidence Rate
n (%) Incidence Rate
Preferred Term (Events/PY of
(Events/PY of MTX)
Pegloticase)

Dysgeusia 1(7.1) 1/02 1/02

Headache 1(7.1) 1/0.2 1/02

Parosmia 1(7.1) 1/0.2 1702
Renal And Urinary

1(71) 1/0.2 1/02

Disorders

Dysuria 1(7.1) 1/0.2 1/02
Respiratory, Thoracic
And Mediastinal 1(7.1) 1/0.2 1/02
Disorders

Cough 1(7.1 1/0.2 1/02
Skin And Subcutaneous

3(214) 4/0.8 470.7

Tissue Disorders

Pruritus L(7.1) 2/0.4 2704

Rash Papular 1(7.1) 1/0.2 1/02

Skin Lesion 1(7.1) 1/0.2 1/02
Vascular Disorders 2(14.3) 2704 2/04

Hypertension 2(14.3) 2/04 2704
Uncoded 1(7.01 1/0.2 1/02

Uncoded 1(7.1) 1/0.2 1/02
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[0004] Assessment of Adverse Events for Treatment with KXX + MTX (ADD 230-
248 HERE (GOUT FLARE))

Table 23. Treatment-Emergent Adverse Events of Special Interest during the

Methotrexate Run-in Period: Gout Flares (ITT Population and mITT Population)

ITT Population mITT Population

Preferred Term
N=15 N=14
Gout Flares, n (%) 5(33.3) 5(35.7)
Number of Gout Flares per Subject, n (%)
1 4(26.7) 4(28.6)
2 1(6.7) 1(7.1)
Among subjects with at least one gout flare
Mean (SD) 1.2 (0.45) 1.2 (0.45)
Median 1.0 1.0
Min, Max 1,2 1,2

Table 24. Treatment-Emergent Adverse Events of Special Interest during the

Pegloticase + Immunomodulator Period Through Week 24: Gout Flares (mITT

Population)
mITT Population
Preferred Term
N=14
Time Period
n/m (%)
Gout Flares
Full Pegloticase + Immunomodulator Period 12/14 (85.7)
Number of Gout Flares per Subject
1 1/14( 7.1)
2 2/14(14.3)
3 1/14(7.1)
4 1/14(7.1)
5 3/14(21.4)
6 1/14( 7.1)
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mITT Population
Preferred Term
N=14
Time Period
n/m (%)
9 1/14( 7.1)
10 1/14( 7.1
15 1/14( 7.1)
Among subjects with at least one gout flare
Mean (SD) 5.6 (4.01)
Median 5.0
Min, Max 1,15
mITT Population
Preferred Term
N=14
Time Period
n/m (%)
Gout Flares (cont)
Day 1 — Week 12 of the Pegloticase +
12/14 (85.7)
Immunomodulator Period
Number of Gout Flares per Subject
1 1/14(7.1)
2 2/14(14.3)
3 1/14( 7.1)
4 3/14(21.4)
5 L/14(¢7.D)
6 2/14(14.3)
7 1/14(7.1)
8 1/14( 7.1)
Among subjects with at least one gout flare
Mean (SD) 4.3 (2.15)
Median 4.0
Min, Max 1,8
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mITT Population
Preferred Term
N=14
Time Period
n/m (%)
mITT Population
Preferred Term
N=14
Time Period
n/m (%)
Gout Flares (cont)
> Week 12 — Week 24 of the Pegloticase +
5/11(45.5)
Immunomodulator Period
Number of Gout Flares per Subject
1 2/11(18.2)
2 1/11(9.1)
4 1/11(9.1)
7 1/11(9.1)
Among subjects with at least one gout flare
Mean (SD) 3.0(2.55)
Median 2.0
Min, Max 1,7

Table 25. Assessment of Gout Flares during the Methotrexate Run-in Period and

Pegloticase + Immunomodulator Period (ITT Population and mITT Population)

ITT mlTT
Time Point Population ~ Population
N=15 N=14
Week -4 Number Assessed 14 13
Any Gout Flares Since the Last Visit, n (%) 8(57.1) 7(53.8)
If Yes, the following are assessed
Pain different than normal, n (%) 6(42.9) 5(38.5)
Pain at rest > 3 out of 10, n (%) 7(50.0) 6(46.2)
Swelling in Joints, n (%) 7(50.0) 6(46.2)
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ITT mlTT
Time Point Population ~ Population
N=15 N=14
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 6 5
Mean (SD) 85(1.22) 8.2(1.10)
Median 8.0 8.0
Min, Max 7,10 7,10
Day 1 Number Assessed 14 14
Any Gout Flares Since the Last Visit, n (%) 8 (57.1) 8(57.1)
If Yes, the following are assessed
Pain different than normal, n (%) 7(50.0) 7(50.0)
Pain at rest > 3 out of 10, n (%) 8 (57.1) 8(57.1)
Swelling in Joints, n (%) 6(42.9) 6(42.9)
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 8 8
Mean (SD) 5.8(1.28) 5.8(1.28)
Median 55 5.5
Min, Max 4,8 4,8
Week 2 Number Assessed NA 14
Any Gout Flares Since the Last Visit, n (%) 12 (85.7)
If Yes, the following are assessed
Pain different than normal, n (%) 11 (78.6)
Pain at rest > 3 out of 10, n (%) 12 (85.7)
Swelling in Joints, n (%) 10(71.4)
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 12
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ITT mlTT
Time Point Population ~ Population
N=15 N=14
Mean (SD) 6.5 (1.17)
Median 7.0
Min, Max 4,8
Week 4 Number Assessed NA 14
Any Gout Flares Since the Last Visit, n (%) 11 (78.6)
If Yes, the following are assessed
Pain different than normal, n (%) 9(64.3)
Pain at rest > 3 out of 10, n (%) 9(64.3)
Swelling in Joints, n (%) 9(64.3)
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 11
Mean (SD) 6.5 (2.62)
Median 7.0
Min, Max 2,10
Week 6 Number Assessed NA 13
Any Gout Flares Since the Last Visit, n (%) 9(69.2)
If Yes, the following are assessed
Pain different than normal, n (%) 8(61.5)
Pain at rest > 3 out of 10, n (%) 7(53.8)
Swelling in Joints, n (%) 8(61.5)
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 9
Mean (SD) 6.0 (2.18)
Median 6.0
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ITT mlTT
Time Point Population ~ Population
N=15 N=14
Min, Max 3,9
Week 8§ Number Assessed NA 12
Any Gout Flares Since the Last Visit, n (%) 7(58.3)
If Yes, the following are assessed
Pain different than normal, n (%) 5(41.7)
Pain at rest > 3 out of 10, n (%) 6 (50.0)
Swelling in Joints, n (%) 5(41.7)
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 6
Mean (SD) 5.8(2.23)
Median 6.0
Min, Max 2,8
Week 10 Number Assessed NA 12
Any Gout Flares Since the Last Visit, n (%) 6 ( 50.0)
If Yes, the following are assessed
Pain different than normal, n (%) 4(33.3)
Pain at rest > 3 out of 10, n (%) 4(33.3)
Swelling in Joints, n (%) 4(33.3)
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 5
Mean (SD) 6.2 (2.86)
Median 6.0
Min, Max 3,10
Week 12 Number Assessed NA 11
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ITT mlTT
Time Point Population ~ Population
N=15 N=14
Any Gout Flares Since the Last Visit, n (%) 7(63.6)
If Yes, the following are assessed
Pain different than normal, n (%) 5(45.5)
Pain at rest > 3 out of 10, n (%) 5(45.5)
Swelling in Joints, n (%) 4(364)
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 6
Mean (SD) 4.3 (0.82)
Median 4.5
Min, Max 3,5
Week 14 Number Assessed NA 11
Any Gout Flares Since the Last Visit, n (%) 5(45.5)
If Yes, the following are assessed
Pain different than normal, n (%) 4(364)
Pain at rest > 3 out of 10, n (%) 3(27.3)
Swelling in Joints, n (%) 3(27.3)
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 4
Mean (SD) 5.0 (2.45)
Median 4.5
Min, Max 3,8
Week 16 Number Assessed NA 11
Any Gout Flares Since the Last Visit, n (%) 4(36.4)

If Yes, the following are assessed
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ITT mlTT
Time Point Population ~ Population
N=15 N=14
Pain different than normal, n (%) 3(21.3)
Pain at rest > 3 out of 10, n (%) 3(27.3)
Swelling in Joints, n (%) 2(18.2)
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 3
Mean (SD) 5.0 (1.73)
Median 6.0
Min, Max 3,6
Week 18 Number Assessed NA 11
Any Gout Flares Since the Last Visit, n (%) 5(45.5)
If Yes, the following are assessed
Pain different than normal, n (%) 3(21.3)
Pain at rest > 3 out of 10, n (%) 3(21.3)
Swelling in Joints, n (%) 3(27.3)
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 3
Mean (SD) 6.3 (1.33)
Median 6.0
Min, Max 5,8
Week 20 Number Assessed NA 11
Any Gout Flares Since the Last Visit, n (%) 4(36.4)
If Yes, the following are assessed
Pain different than normal, n (%) 2(18.2)
Pain at rest > 3 out of 10, n (%) 3(21.3)
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ITT mlTT
Time Point Population ~ Population
N=15 N=14
Swelling in Joints, n (%) 3(27.3)
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 3
Mean (SD) 6.7 (0.58)
Median 7.0
Min, Max 6,7
Week 22 Number Assessed NA 11
Any Gout Flares Since the Last Visit, n (%) 3(21.3)
If Yes, the following are assessed
Pain different than normal, n (%) 2(18.2)
Pain at rest > 3 out of 10, n (%) 3(21.3)
Swelling in Joints, n (%) 2(18.2)
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 2
Mean (SD) 9.0 (0.00)
Median 9.0
Min, Max 9,9
Week 24 Number Assessed NA 11
Any Gout Flares Since the Last Visit, n (%) 2(18.2)
If Yes, the following are assessed
Pain different than normal, n (%) 1(9.1
Pain at rest > 3 out of 10, n (%) 1(9.1)
Swelling in Joints, n (%) 1(9.0)

Maximum Reported Intensity of Flare (0-10
scale) [1]
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ITT mlTT
Time Point Population ~ Population
N=15 N=14
n 1
Mean (SD) 8.0 (NE)
Median 8.0
Min, Max 8,8
Week 26 Number Assessed NA 10
Any Gout Flares Since the Last Visit, n (%) 3(30.0)
If Yes, the following are assessed
Pain different than normal, n (%) 2(20.0)
Pain at rest > 3 out of 10, n (%) 3(30.0)
Swelling in Joints, n (%) 2(20.0)
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 2
Mean (SD) 7.5 (0.71)
Median 7.5
Min, Max 7,8
Week 28 Number Assessed NA 10
Any Gout Flares Since the Last Visit, n (%) 2(20.0)
If Yes, the following are assessed
Pain different than normal, n (%) 0
Pain at rest > 3 out of 10, n (%) 0
Swelling in Joints, n (%) 0
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 1
Mean (SD) 3.0(NE)
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ITT mlTT
Time Point Population ~ Population
N=15 N=14
Median 3.0
Min, Max 3,3
Week 30 Number Assessed NA 10
Any Gout Flares Since the Last Visit, n (%) 1(10.0)
If Yes, the following are assessed
Pain different than normal, n (%) 1(10.0)
Pain at rest > 3 out of 10, n (%) 1(10.0)
Swelling in Joints, n (%) 0
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 1
Mean (SD) 5.0(NE)
Median 5.0
Min, Max 5,5
Week 32 Number Assessed NA 10
Any Gout Flares Since the Last Visit, n (%) 1(10.0)
If Yes, the following are assessed
Pain different than normal, n (%) 1(10.0)
Pain at rest > 3 out of 10, n (%) 1(10.0)
Swelling in Joints, n (%) 0
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 1
Mean (SD) 7.0 (NE)
Median 7.0
Min, Max 1,7
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ITT mlTT
Time Point Population ~ Population
N=15 N=14
Week 34 Number Assessed NA 10
Any Gout Flares Since the Last Visit, n (%) 2(20.0)
If Yes, the following are assessed
Pain different than normal, n (%) 2(20.0)
Pain at rest > 3 out of 10, n (%) 2(20.0)
Swelling in Joints, n (%) 1(10.0)
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 2
Mean (SD) 7.0 (4.24)
Median 7.0
Min, Max 4,10
Week 36 Number Assessed NA 8
Any Gout Flares Since the Last Visit, n (%) 2(25.0)
If Yes, the following are assessed
Pain different than normal, n (%) 2(25.0)
Pain at rest > 3 out of 10, n (%) 1(12.5)
Swelling in Joints, n (%) 1(12.5)
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 1
Mean (SD) 8.0 (NE)
Median 8.0
Min, Max 8,8
Week 38 Number Assessed NA 6
Any Gout Flares Since the Last Visit, n (%) 2(33.3)
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ITT mlTT
Time Point Population ~ Population
N=15 N=14
If Yes, the following are assessed
Pain different than normal, n (%) 2(33.3)
Pain at rest > 3 out of 10, n (%) 1(16.7)
Swelling in Joints, n (%) 1(16.7)
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 2
Mean (SD) 4.0 (2.83)
Median 4.0
Min, Max 2,6
Week 40 Number Assessed NA 4
Any Gout Flares Since the Last Visit, n (%) 0
If Yes, the following are assessed
Pain different than normal, n (%) 0
Pain at rest > 3 out of 10, n (%) 0
Swelling in Joints, n (%) 0
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 0
Mean (SD)
Median
Min, Max
Week 42 Number Assessed NA 4
Any Gout Flares Since the Last Visit, n (%) 1(25.0)
If Yes, the following are assessed
Pain different than normal, n (%) 0
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ITT mlTT
Time Point Population ~ Population
N=15 N=14
Pain at rest > 3 out of 10, n (%) 1(25.0)
Swelling in Joints, n (%) 1(25.0)
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 1
Mean (SD) 8.0 (NE)
Median 8.0
Min, Max 8,8
Week 44 Number Assessed NA 4
Any Gout Flares Since the Last Visit, n (%) 0
If Yes, the following are assessed
Pain different than normal, n (%) 0
Pain at rest > 3 out of 10, n (%) 0
Swelling in Joints, n (%) 0
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 0
Mean (SD)
Median
Min, Max
Week 46 Number Assessed NA 3
Any Gout Flares Since the Last Visit, n (%) 0
If Yes, the following are assessed
Pain different than normal, n (%) 0
Pain at rest > 3 out of 10, n (%) 0
Swelling in Joints, n (%) 0
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ITT mlTT
Time Point Population ~ Population
N=15 N=14
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 0
Mean (SD)
Median
Min, Max
Week 48 Number Assessed NA 3
Any Gout Flares Since the Last Visit, n (%) 0
If Yes, the following are assessed
Pain different than normal, n (%) 0
Pain at rest > 3 out of 10, n (%) 0
Swelling in Joints, n (%) 0
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 0
Mean (SD)
Median
Min, Max
Week 50 Number Assessed NA 3
Any Gout Flares Since the Last Visit, n (%) 0
If Yes, the following are assessed
Pain different than normal, n (%) 0
Pain at rest > 3 out of 10, n (%) 0
Swelling in Joints, n (%) 0
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 0
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ITT mlTT
Time Point Population ~ Population
N=15 N=14
Mean (SD)
Median
Min, Max
Week 52/ET  Number Assessed NA 3
Any Gout Flares Since the Last Visit, n (%) 0
If Yes, the following are assessed
Pain different than normal, n (%) 0
Pain at rest > 3 out of 10, n (%) 0
Swelling in Joints, n (%) 0
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 0
Mean (SD)
Median
Min, Max
End of
Pegloticase =~ Number Assessed NA 2
Infusions Visit
Any Gout Flares Since the Last Visit, n (%) 1(50.0)
If Yes, the following are assessed
Pain different than normal, n (%) 1(50.0)
Pain at rest > 3 out of 10, n (%) 1(50.0)
Swelling in Joints, n (%) 1(50.0)
Maximum Reported Intensity of Flare (0-10
scale) [1]
n 1
Mean (SD) 8.0 (NE)
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mlTT
Time Point Population ~ Population
N=15 N=14
Median 8.0
Min, Max 8.8
[0005] Extent of Methotrexate Exposure (ADD 670-676 HERE)
Table 26. Extent of Methotrexate Exposure
Period
Variable ITT Population mlTT Population
Statistic N NEls
MTX Run-in Period
Duration of MTX Treatment (days) [1]
n 15 14
Mean (SD) 23.0 (4.90) 24.1 (2.70)
Median 22.0 22.0
Min, Max 8,28 21,28
Total Dosage (mg) [2]
n 15 14
Mean (SD) 64.0 (11.98) 66.4 (7.70)
Median 60.0 60.0
Min, Max 30,75 60, 75
Any Reductions in dosage from planned 15
mg/week, n (%) [3] i 0
Pegloticase + Immunomodulator Period Through
Week 24
Duration of MTX Treatment (days) [1]
n 14 14
Mean (SD) 132.2 (50.95) 132.2 (50.95)
Median 161.5 161.5
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Period
Variable ITT Population mITT Population
Statistic N1 N=ls
Min, Max 22,164 22,164
Pegloticase + Immunomodulator Period Through
Week 24 (cont.)
Total Dosage (mg) [2]
n 14 14
Mean (SD) 288.9 (112.08) 288.9 (112.08)
Median 357.5 357.5
Min, Max 60, 375 60, 375
Any Reductions in dosage from planned 15
mehweek. n (%) [3] 3(20.0) 3(21.4)
Overall
Duration of MTX Treatment (days) [4]
n 15 14
Mean (SD) 152.7 (63.41) 163.1 (51.02)
Median 190.0 190.0
Min, Max 8, 198 57,198
Total Dosage (mg) [5]
n 15 14
Mean (SD) 333.7(137.78) 355.4 (113.33)
Median 415.0 417.5
Min, Max 30, 450 135, 450
Any Reductions in dosage from planned 15
3(20.0) 3(21.4)

mg/week, n (%) [3]
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Table 27. Extent of Pegloticase Exposure in the Pegloticase + Immunomodulator Period

Through Week 24 (mITT Population)

mITT Population
N=14
Pegloticase + Immunomodulator Treatment Period
Number of Infusions Received Overall, n (%) [1]
2 1(7.1)
3 1(7.1)
5 1(¢7.1)
12 3(21.4)
13 8(57.1)
Mean (SD) 10.7 (4.07)
Median 13.0
Min, Max 2,13
Duration of Exposure (days) [2]
n 14
Mean (SD) 137.3 (56.89)
Median 168.5
Min, Max 16,172
Number of Incomplete Infusions Received, n (%) [1] [3]
0 Incomplete Infusions 14 (100)
At Least 1 Incomplete Infusion 0(0.0)
Mean (SD)
Median
Min, Max
Number of Infusions Received with Interruption, n (%) [1]
0 Infusions with Interruptions 13(92.9)
At Least 1 Infusion with Interruption 1(7.1)
1(7.1)

2
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mITT Population
N=14
Mean (SD) 2.0 (NE)
Median 2.0
Min, Max 2,2
Day 1 Infusion
Number of Subjects Infused 14
Complete Infusion, n (%) [3] [4] 14 (100)
Completed Infusion without Interruption, n (%) [4] 14 (100)
Interrupted Infusion, n (%) [4] 0
Week 2 Infusion
Number of Subjects Infused 14
Complete Infusion, n (%) [3] [4] 14 (100)
Completed Infusion without Interruption, n (%) [4] 14 (100)
Interrupted Infusion, n (%) [4] 0
Week 4 Infusion
Number of Subjects Infused 13
Complete Infusion, n (%) [3] [4] 13 (100)
Completed Infusion without Interruption, n (%) [4] 13 (100)
Interrupted Infusion, n (%) [4] 0
Week 6 Infusion
Number of Subjects Infused 12
Complete Infusion, n (%) [3] [4] 12 (100)
Completed Infusion without Interruption, n (%) [4] 12 (100)
Interrupted Infusion, n (%) [4] 0
Week 8 Infusion
Number of Subjects Infused 12
Complete Infusion, n (%) [3] [4] 12 (100)
Completed Infusion without Interruption, n (%) [4] 11(91.7)
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mITT Population
N=14
Interrupted Infusion, n (%) [4] 1( 8.3)
Week 10 Infusion
Number of Subjects Infused 11
Complete Infusion, n (%) [3] [4] 11 (100)
Completed Infusion without Interruption, n (%) [4] 11 (100)
Interrupted Infusion, n (%) [4] 0
Week 12 Infusion
Number of Subjects Infused 11
Complete Infusion, n (%) [3] [4] 11 (100)
Completed Infusion without Interruption, n (%) [4] 11 (100)
Interrupted Infusion, n (%) [4] 0
Week 14 Infusion
Number of Subjects Infused 11
Complete Infusion, n (%) [3] [4] 11 (100)
Completed Infusion without Interruption, n (%) [4] 11 (100)
Interrupted Infusion, n (%) [4] 0
Week 16 Infusion
Number of Subjects Infused 11
Complete Infusion, n (%) [3] [4] 11 (100)
Completed Infusion without Interruption, n (%) [4] 11 (100)
Interrupted Infusion, n (%) [4] 0
Week 18 Infusion
Number of Subjects Infused 11
Complete Infusion, n (%) [3] [4] 11 (100)
Completed Infusion without Interruption, n (%) [4] 11 (100)
Interrupted Infusion, n (%) [4] 0
Week 20 Infusion
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mITT Population
N=14
Number of Subjects Infused 11
Complete Infusion, n (%) [3] [4] 11 (100)
Completed Infusion without Interruption, n (%) [4] 11 (100)
Interrupted Infusion, n (%) [4] 0
Week 22 Infusion
Number of Subjects Infused 11
Complete Infusion, n (%) [3] [4] 11 (100)
Completed Infusion without Interruption, n (%) [4] 11 (100)
Interrupted Infusion, n (%) [4] 0
Week 24 Infusion
Number of Subjects Infused 8
Complete Infusion, n (%) [3] [4] 8 (100)
Completed Infusion without Interruption, n (%) [4] 8 (100)
Interrupted Infusion, n (%) [4] 0
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Example 4 — Phase 4, Open-Label Study to Assess Efficacy, Safety, PK, and PD Parameters
of IV KXX Q4 Weeks Co-administered with Weekly Doses of MTX in Patients with
Uncontrolled Gout (FORWARD OL)

[0436] This trial is to assess efficacy, safety, blood levels and bodily effects of up to 2 dose
ievels of intravenous (IV)Y KXX infusions at every 4 week intervals (Q4 Weeks) forup to 6
months (Day 1 to 24 weeks with an optional 24 - 48 weeks treatment duration} when given in
combination with weekly oral doses of methotrexate (MTX). The goal is to identify an
appropriate dose to be administered every 4 weeks to be used for patients with chronic gout that
does not adequately respond to conventional therapy.

[0437] The primary objective is to assess the effect of pegloticase at 16 mg dose with a
possibility of potential additional dose (e.g., 24 or 32 mg) administered via IV every 4 weeks, co-
administered with weekly doses of oral MTX, as measured by the sustained normalization of
serum uric acid (SUA) to <6 mg/dL for at least 80% of the time during Month 6 and the duration
of sSUA to <6 mg/dL over 24 week treatment period in adult participants with chronic gout
refractory to conventional therapy.

[0438] Secondary objectives include the assessment of up to 2 dose levels of pegloticase (16
mg IV and a possible second dose of 24 mg IV or 32 mg IV) every 4 weeks co-administered with
weekly doses of oral MTX in adult subjects with chronic gout refractory to conventional therapy.
The following measures may be made: pharmacokinetics; pharmacodynamics, including the
proportion of subjects with pre-infusion sUA levels < 6 mg/dL, area under the sUA
concentration vs. time curve from day 1 to week 24 and from day 1 to week 48, and proportion
of time subjects sustain sSUA <6 mg/dL from day 1 to week 24 to day 1 to week 48; and profile
of anti-uricase antibodies and anti-poly(ethylene glycol) antibodies.

[0439] Exploratory objectives may include the assessment of the following of up to 2 dose
levels of pegloticase (16 mg IV and a possible second dose of 24 mg IV or 32 mg IVQ4W co-
administered with weekly doses of oral MTX in adult subjects with chronic gout refractory to
conventional therapy:

¢ Profile of MTX polyglutamates (MTX-PG 1 through 5)

® Proportion of subjects with complete resolution of >1 tophi (using digital photography) at

Weeks 24 and 36 and 48 in subjects with tophi at baseline
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® Proportion of subjects who experienced any infusion reaction or anaphylaxis following

multiple doses of pegloticase
¢ Change from baseline to each scheduled visit in physician global assessment of gout

¢ Change from baseline in tophus size (long axis measured using digital photography) to

Weeks 14, 24, 36 and 48 in subjects with tophus present at baseline

¢ Proportion of overall responders, defined as subjects achieving and maintaining sUA <6
mg/dL for at least 80% of the time at each time interval: Month 3 (Weeks 10, 11, 12, 13
and 14), Month 6 (Weeks 20, 21, 22, 23 and 24), Month 9 (Weeks 32, 34, 36) and Month
12 (Weeks 44, 46 and 48)

® Change from baseline in sSUA at Weeks 14, 24, 36 and 48
* Time to first sSUA >6 mg/dL after first achieving sUA <6 mg/dL
¢ Time to two consecutive sUA >6 mg/dL

¢ Percentage of time sUA is <6 mg/dL during Month 3 (Weeks 10, 11, 12, 13 and 14),
Month 6 (Weeks 20, 21, 22, 23 and 24), Month 9 (Weeks 32, 34, 36) and Month 12
(Weeks 44, 46 and 48)

¢ (Change from baseline in Health Assessment Questionnaire (HAQ) Pain score at Weeks

14, 24, 36 and 48
¢ Change from baseline in HAQ Health score at Weeks 14, 24, 36 and 48

¢ (Change from baseline in Health Assessment Questionnaire — Disability Index (HAQ-DI)
score at Weeks 14, 24, 36 and 48

¢ Change from baseline in physician global assessment of gout at Weeks 14, 24, 36 and 48

¢ Change from baseline in Systolic Blood Pressure (SBP) and Diastolic Blood Pressure

(DBP) to each scheduled visit

[0440] The trial design will include 5 to 6 distinct components: 1) a Screening Period (screening
should be completed within 35 days prior to Week -4); 2) a 4-week Run-In MTX Tolerability
Assessment Period; 3) a 20-week Q4 Wks pegloticase + MTX Treatment Period which includes a
Week 24/End of Trial/Early Termination (ET) Visit; 4) an optional extension Q4 Wks pegloticase +
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MTX Treatment Period from Week 24 to Week 44 if a subject might benefit from additional
pegloticase treatment; 5) an End of Pegloticase Infusions Visit (if applicable) within 2 weeks
following the final infusion if the infusion is prior to Week 48; and 6) an End of Trial/Week 48/ET
Visit. All subjects who meet eligibility criteria at Screening will begin 15 mg MTX orally weekly at
the Week -4 visit. Subjects will also take folic acid 1 mg daily dose orally, which may be increased to
2 mg daily dose if MTX tolerability is inadequate at 1 mg. The folic acid daily dose will begin at the
MTX Tolerability Assessment Period (Week -4) and continuing until prior to the Week 21 Visit, with
an optional extension for an additional 24 (total of 45) weeks. All subjects who complete the Run-In
Period will receive the first pegloticase infusion on Day 1.

[0441] It is required that before a subject begins the pegloticase + MTX Period, he or she has
been taking at least one protocol standard gout flare prophylaxis regimen (i.e. colchicine and/or non-
steroidal anti-inflammatory drugs and/or low-dose prednisone <10 mg/day) for >1 week before the
first dose of pegloticase and continues flare prophylaxis per American College of Rheumatology
guidelines. For infusion reaction (IR) prophylaxis, fexofenadine (180 mg orally) will be taken the
day before each infusion; fexofenadine (180 mg orally) and acetaminophen (1000 mg orally) will be
taken the morning of each infusion; and methylprednisolone (125 mg IV) given over an infusion
duration between 10 - 30 minutes, immediately prior to each infusion.

[0442] For the first cohort, during the Pegloticase + MTX Period, pegloticase 16 mg will be
administered intravenously (IV) every 4 weeks from Day 1 through the Week 20 Visit with an End of
Trial Visit at Week 24 for a total of 6 infusions. An optional extension will be available for
continued infusions through the Week 44 Visit with an End of Trial Visit at Week 48 for a total of up
to 12 infusions. Pegloticase will be administered after all pre-dose trial visit assessments have been
completed at Day 1 and each Q4 Wk visit.

[0443] Serum uric acid stopping criteria will be applied: subjects with sUA level >6 mg/dL at 2
consecutive weekly visits beginning with the Week 1 Visit, with observations 1 and 2 weeks after
each infusion prioritized over sUA values 3 and 4 weeks after each infusion, may discontinue
treatment (complete the End of Pegloticase Infusion Visit procedures within 2 weeks and continue
the subject visits according to the protocol (without treatment). sSUA levels will be collected prior to
and post infusion on the day of all infusions as well as weekly at each non-infusion visit until Week
24 then bi-weekly during the optional duration of the trial (Week 24 though Week 48). Given that the

sUA may rise towards the end of the Q4 interval simply due to the pharmacokinetics of pegloticase
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rather than necessarily indicating a loss of efficacy due to formation of Anti-Drug Antibodies (ADA),
the 1- and 2-week post infusion values will be prioritized for the purpose of the stopping criteria.
[0444] During the Pegloticase + MTX Period, subjects will be instructed to take MTX weekly on
the same day each week, within 1 to 3 days prior to each pegloticase infusion and one additional
weekly dose after the last infusion for subjects who have not stopped pegloticase due to SUA
stopping criteria; however, if a subject does not do so, MTX must be taken >60 minutes prior to each
pegloticase infusion.
[0445] After Day 1, if a subject becomes unable to tolerate MTX, the MTX dose may be reduced
and/or discontinued based on pre-defined criteria, and the subject may remain in the trial.
[0446] Eligible subjects must meet/provide all of the following criteria:
¢ Uncontrolled gout, defined as meeting the following criteria
= Hyperuricemia during the screening period defined as sUA 26 mg/dL,
and;
= Failure to maintain normalization of sUA with xanthine oxidase inhibitors
at the maximum medically appropriate dose, or with a contraindication to
xanthine oxidase inhibitor therapy, and;
= Sympioms of gout including at least 1 of the following:
e Presence of at least one tophus
e Recurrent flares defined as 2 or more flares in the past 12 months
prior to screening
® Presence of chronic gouty arthrifis as evidenced by etther clinical
signs consistent with chronic synovitis on clinical examination or
the presence of typical gouty erosion(s) ou hand and/or foot X-rays
o  Willing to discontinae any oral urate lowering therapy {or at least 7 days prior
to MTX dosing at Week -4 and remain off while receiving pegloticase
freatments.
¢ Able to tolerate MTX 15 mg orally for 4 wecks (Week -4 through Day 1) prior
to enrollment.
[0447] Subjects will be ineligible for trial participation if they meet any of the following criteria:

& Weight >160 kg (352 pounds) at Screening.
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s Any serious acoie bacterial infection, unless treated and completely resolved
with antibiotics at least 2 weeks prior to the Day 1 Visit.

¢ Severe chrouic or recurrent bacterial infections, such as recurrent pneumonia or
chronic bronchiectasis,

¢ Current or chronic treatment with systemic immunosuppressive agents such as
MTX, azathioprine, or mycophenolate mofetil; prednisone 210 mg/day or
equivalent dose of other corticostersid on a chronic basis (3 months or longer)
would also meet exclusion criteria.

¢ History of any transplant surgery requiring maintenance immunosuppressive
therapy.

¢ Known history of hepatitis B virus sarface antigen positivity or hepatitis B
DNA positivity.

e Known history of hepatitis C virus RNA positivily, onless treated and viral load
is negative.

e Known history of Human Immounedeficiency Viras (HIV) positivity.

e (lucose-6-phosphate dehydrogenase deficiency (tested at the Screening Visit
centrally or locally).

e Chronic renal impairment defined as estimated glomerular filtration rate (eGFR)
<40 mb/min/1.73 mAZ or currently on dialysis.

s Non-compensated congestive heart fatiure or hospitalization for congestive
heart failure within 3 months of the Screening Visit, uncontrolied arrhythmia,
treatment for acute coronary syndrome {(myocardial infarction or unstable
angina), or uncontrolled blood pressure (>160/100 mmtg) prior to enrollment
at Day 1.

8 Prior treatment with pegloticase, another recombinant uricase (vasburicase), or
concontitant therapy with a polyethylene glycol- conjugated drug.

s  Known allergy to pegylated products or history of anaphylactic reaction to a
recombinant protein or porcine product.

& Contraindication to MTX treatment or MTX treatment considered inappropriate.

& Known intolerance to MTX.
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s  Receipt of an investigational drog within 4 weeks or 5 half-lives, whichever is
longer, prior to MTX administration at Week -4 or plans to take an
investigational drug during the trial.

e Liver transaminase levels (AST or ALT) > 1.25 X upper lirnit of norraal (ULN)
or albumin < the lower limit of normal (LLN) at the Screening Visit.

e Chronic liver disease.

e White blood cell count <40G00/pl, hematocrit <32 percent, or platelet count
<75,000/ul.

o (Currently receiving systemic or radiologic treatment for ongoing cancer,
excluding non-melanoma skin cancer.

¢ History of malignancy within 5 years other than non-melanoma skin cancer or
in situ carcinoma of cervix.

® Diagnosis of osteomyelitis.

¢  Known history of hypoxanthine-guanine phosphoribosyl-transferase deficiency,
such as Lesch-Nvhan and Kelley-Seegmiller syndrome.

o A known intolerance to all protocol standard gout flare prophylaxis regimens
(i.e., subject must be able to tolerate at least one: colchicine and/or non-steroidal
anti-inflammatory drugs and/or low dose prednisone 10 mg/day).

o (Cuwrrent pulmonary fibrosis, bronchiectasts or interstitial pneumonitis.

° In some embodiments, KXX is administered intravenously to a patient at a dosage of

16 mg every 4 weeks, along with 15 mg oral doses of MTX weekly. The duration of the study is

for up to 6 months (Pay 1 to 24 weeks with an optional 24 - 48 weeks treatment duration) when

both drugs are given in combination. The Screening period is up to 35 days, followed by a 4-

week methotrexate (MTX) tolerability run-in. Treatment will comprise 16 mg KXX given IV

every 4 weeks for a total of 6 1nfusions (over a period of 24 Weeks) with co-administered weekly

doses of oral MTX. An optional extension treatment (24-48 weeks) will be available for 6 more

infusions (total of 12 infusions). After completing 2 infusions, the data from the first ~10

participants will be analyzed to determine if: {1) 5 more participants in the first cohort should be

enrolled, (2) > 5 participants should be enrolled in the first cohort, (3) enrollment in the first

cohort shonld discontinue, and/or 4} enrolliment for a second cobiort should begin.
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[0448] Parameters to be collected include sUA, AUC, Cmax, Crrough, proportion of
participants with sUA < 6 mg/dL at each scheduled visit, arca under the sUA concentration vs
time curve from Day 1 to Week 24 (including extended treatment period), area under the sSUA
concentration vs time curve from Day 1 to Wecek 48 (inclading extended treatment period),
proportion of participants with anti-PEG antibodies and its tifer at each scheduled visit, and
proportion of participants with anti-KXX antibodies and its titer at each scheduled visit.

[0449] In some embodiments, KXX is administered intravenously to a patient at a dosage of
24 mg every 4 weeks, along with 15 mg oral doses of MTX weekly. The duration of the study is
for up to 6 months {Day 1 to 24 weeks with an optional 24 - 48 wecks treatment duoration) when
both drags are given in combination. The Screening period is up to 35 day, followed by a 4-week
methotrexate (MTX) tolerability run-in. Treatment will consist of 24 mg KXX given IV every 4
weeks for a total of 6 infusions {over a period of 24 Weeks) with co-administered weekly doses
of oral MTX. An optional extension {reatment (24-48 weeks) will be available for 6 more
infusions (total of 12 infusions). After completing 2 infusions, the data from the first ~10

participants will be analyzed to determine if: (1) 5 more participants in the first cohort shouid be

cohort shounld discontinue, and/or 4} enrolliment for a second cobiort should begin.

[0450] Parameters to be collected include sUA, AUC, Cmax, Cirough, proportion of
participants with sUA < 6 mg/dL at each scheduled visit, area under the stA concentration vs
time curve from Day 1 to Week 24 (including extended treatment period), area under the sUA
concentration vs time curve from Day 1 to Week 48 (including extended treatruent period),
proportion of participants with anti-PEG antibodics and its titer at cach scheduled visit, and
proportion of participants with anti-KXX antibodies and its titer at each scheduled visit.

[0451] In some embodiments, KXX is administered intravenously to a patient at a dosage of
32 mg every 4 weeks, along with 15 mg oral doses of MTX weekly. The duration of the study is
for up to 6 months (Day 1 to 24 weeks with an optional 24 - 48 weeks treatment duration) when
both drags are given in combination. The Screening period is up to 35 days, followed by a 4-
week methotrexate (MTX) tolerability run-in. Treatment will consist of 32 mg KXX given IV
every 4 weeks for a total of 6 infusions (over a period of 24 Wecks) with co-administered weekly
doses of oral MTX. An optional exieusion treatment (24-48 weeks) will be available for 6 roore

infusions (total of 12 infusions). After completing 2 infusions, the data from the first ~10
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participants will be analyzed to determine if: {1) 5 more participants in the first cohort should be
enrolled, (2) > 5 participants should be enrolled in the first cohort, (3) enrollment in the first
cobort should discountinue, and/or 4) enrollment for a second cobort should begin.

[0452] Parameters to be collected include sUA, AUC, Cmax, Cirough, proportion of
participants with sUA < 6 mg/dL at each scheduled visit, area onder the sUA concentration vs
time curve from Day 1 to Week 24 (inciuding extended {reatment period), area under the sUA
concentration vs tme curve from Day 1 to Week 48 (including extended treatment period),
proportion of participants with anti-PEG antibodies and its titer at each scheduled visit, and

proportion of participants with anti-KXX antibodies and its titer at cach scheduled visit,
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CLAIMS
What is claimed is:

1. A method of treating gout in a patient having a serum uric acid (SUA) level of > 6 mg/dL
comprising:

administering methotrexate (MTX) to said patient at a dose of about 15 mg per week for
a period of 2 to 4 weeks prior to a first administration of a PEGylated uricase; and

co-administering the PEGylated uricase and MTX to said patient using a dosage regimen
comprising a dose of about 8 mg to about 32 mg of the PEGylated uricase intravenously every 2
to 4 weeks for a total of 6 to 26 doses, and a dose of about 15 mg of MTX per week, wherein the
co-administered MTX is administered concurrently with each administration of the PEGylated
uricase;

wherein the PEGylated uricase is administered over an infusion period of 60 minutes or
less; and

wherein the infusion volume is about 50 mL.

2. A method of reducing immunogenicity to PEGylated uricase and prolonging the urate
lowering effect comprising co-administering a PEGylated uricase at a dosage of about 8 mg to
about 32 mg intravenously every 2 to 4 weeks and methotrexate (MTX) at a dosage of about 15
mg per week to a patient having a serum uric acid (SUA) level of > 6 mg/dL prior to PEGylated
uricase treatment initiation,

wherein the administration of the PEGylated uricase and MTX result in the SUA level
being reduced relative to a patient not receiving co-administration of the PEGylated uricase and
MTX immunosuppressive therapy,

wherein the PEGylated uricase is administered over an infusion period of 60 minutes or
less; and

wherein the infusion volume is about 50 mL.

3. The method of claims 1 or 2, wherein the infusion period is 45 minutes and the infusion

volume is 50 mL.

4, The method of any of claims 1 to 3, wherein the infusion period is 30 minutes.
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5. The method of any of claims 1 to 4, wherein the patient lacks one or more of the
following symptoms:

(i) respiratory symptoms: difficulty breathing with wheezing or stridor; upper airway
swelling (lip, tongue, throat, uvula, or larynx); respiratory distress manifested as at least 2 or
more of the following: tachypnoea, increased use of accessory respiratory muscles, cyanosis,
recession, grunting; or

(i) cardiovascular symptoms: hypertension, tachycardia, measured hypotension, a
decreased level of consciousness, loss of consciousness; or

(iii) dermatological or mucosal symptoms: generalized urticaria (hives) or generalized

erythema, angioedema, generalized pruritus with skin rash.

6. The method of any of claims 1 to 5, wherein patients:
(i) do not experience an increase in adverse events; or
(i) experience an adverse event profile similar in nature and severity to patients receiving

the PEGylated uricase over a 120-minute infusion period and an infusion volume of 250 mL.

7. The method of claims 1 or 2, further comprising administering folic acid to said patient at

a dosage of 1 mg per day.

8. The method of claims 1 or 2, further comprising an altered dosage of MTX, wherein the
altered dosage comprises:
administering folic acid to said patient at a dosage of about 1 mg per day; or
administering MTX to said patient at a dosage of about 7.5 mg twice per day; or
administering MTX to said patient at a dosage of about 10 mg, wherein the altered

dosage of MTX is based on laboratory findings.

9. The method of claim 8, wherein the altered dosage of MTX comprises a temporary stop
for laboratory parameters selected from the group consisting of WBC levels of less than about
3.0x 10°/L, platelet levels of less than about 50 x 10°/L, hematocrit levels of less than about
27%, AST/ALT levels of greater than about 2x upper limit of normal (ULN), and eGFR levels of
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less than 30 mL/min/1.73 m?, wherein the altered dosage of MTX comprises a reduction in the
dosage of MTX to 10 mg per week for laboratory parameters selected from the group consisting
of: WBC levels of from about 3.0 x 10%/L to about 3.5 x 10°/L and AST/ALT levels of between
about 1.5 and about 2x ULN.

10. The method of claims 1 or 2, further comprising a prophylactic regimen of colchicine for

a period of at least 2 weeks prior to the first administration of the PEGylated uricase.

11. The method of any of claims 1 to 10, wherein the SUA levels of the patient are

determined prior to each dose of the PEGylated uricase.

12. The method of any of claims 1 to 10, further comprising measuring one or more of trough
PEGylated uricase levels, anti-PEGylated uricase antibody levels, and anti-PEG antibody levels,

prior to ecach dose of the PEGylated uricase after the first dose.

13. The method of claims 1 or 2, further comprising measuring hematology and liver

function during treatment.

14. The method of any of claims 1 to 13, wherein said co-administration of the PEGylated
uricase and MTX results in normalization of the SUA level in the patient relative to a patient not

receiving co-administration of the PEGylated uricase and MTX immunosuppressive therapy.

15. The method of any of claims 1 to 14, wherein the SUA level is reduced to less than 6
mg/dL as a result of co-administration of the PEGylated uricase and MTX immunosuppressive

therapy.
16. The method of any of claims 1 to 15, wherein the SUA level is reduced to less than 5

mg/dL as a result of co-administration of the PEGylated uricase and MTX immunosuppressive

therapy.
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17. The method of any of claims 1 to 16, wherein the SUA level is reduced to less than 2
mg/dL as a result of co-administration of the PEGylated uricase and MTX immunosuppressive

therapy.

18. The method of any of claims 1 to 17, wherein the incidence of infusion reaction, gout
flare, or anaphylaxis is reduced as a result of co-administration of the PEGylated uricase and

MTX immunosuppressive therapy.

19. The method of any of claims 1 to 18, wherein the level of MTX metabolite is increased
relative to a patient not receiving co-administration of the PEGylated uricase and MTX
immunosuppressive therapy.

20. The method of any of claims 1 to 19, wherein the mean titer of anti-PEGylated uricase
antibodies is less than or equal to 1:6000 as a result of co-administration of the PEGylated

uricase and MTX immunosuppressive therapy.

21. The method of any of claims 1 to 20, wherein the serum uric acid level is normalized by

week 12 after co-administration of PEGylated uricase and MTX treatment begins.

22. The method of any one of the preceding claims, wherein the MTX is administered orally.

23. The method of any one of the preceding claims, wherein MTX is administered for a

period of 2 weeks prior to a first administration of a PEGylated uricase.

24, The method of claim 1, wherein MTX is administered for a period of 3 weeks prior to a

first administration of a PEGylated uricase.

25. The method of claim 1, wherein MTX is administered for a period of 4 weeks prior to a

first administration of a PEGylated uricase.
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26. The method of any one of the preceding claims, wherein the PEGylated uricase is

administered over an infusion period of 30, 45, or 60 minutes.

27. The method of claim 1, wherein the PEGylated uricase is administered at a dose of about
8 mg.

28. The method of claim 1, wherein the PEGylated uricase is administered at a dose of about
12 mg.

29. The method of claim 1, wherein the PEGylated uricase is administered at a dose of about
16 mg.

30. The method of claim 1, wherein the PEGylated uricase is administered at a dose of about
20 mg.

31. The method of claim 1, wherein the PEGylated uricase is administered at a dose of about
24 mg.

32. The method of claim 1, wherein the PEGylated uricase is administered at a dose of about
28 mg.

33. The method of claim 1, wherein the PEGylated uricase is administered at a dose of about
32 mg.

34. A method of treating gout in a patient having a serum uric acid (SUA) level of > 6 mg/dL
comprising:
administering methotrexate (MTX) to said patient at a dose of about 15 mg per week for
a period of 2 to 4 weeks prior to a first administration of a PEGylated uricase; and
co-administering the PEGylated uricase and MTX to said patient using a dosage regimen
comprising a dose of about 8 mg to about 32 mg of the PEGylated uricase intravenously every 2

to 4 weeks for a total of 6 to 26 doses, and a dose of about 15 mg of MTX per week, wherein the
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co-administered MTX is administered concurrently with each administration of the PEGylated
uricase;
wherein the PEGylated uricase is administered over an infusion period of 60 minutes or

less.
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