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1. Glossary of Abbreviations

Abbreviation Description

°C degrees Celsius

°F degrees Fahrenheit

AE Adverse event

ATC Anatomical Therapy Chemical

BID twice a day

BLQ Below limits of quantification

BMI Body Mass Index

BSA Body Surface Area

Cl Confidence Interval

CNS Central Nervous System

Cs Clinically significant

CTC Common Toxicity Criteria

CTCAE Common Terminology Criteria for Adverse Events
cv Coefficient of Variation

DECT dual-energy computed tomography

dL deciliter

ECG Electrocardiogram

eCRF Electronic CRF

ET Early termination

GCR Gout chronic response

GCR20 Gout chronic response — 20% reduction
GCR30 Gout chronic response — 50% reduction
GCR70 Gout chronic response — 70% reduction
GCRn Gout chronic response — n% reduction
HAQ Health Assessment Questionnaire
HAQ-DI Health Assessment Questionnaire — Disability Index
HIV human immunodeficiency virus

IMM Immunomodulator

ICF Informed Consent Form

lgG Immunoglobulin G

IR Infusion reaction

ITT Intent-to-Treat

SAP Version: 2.0/ 10JUL2020
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Abbreviation Description

A" intravenously

kg kilogram

KM Kaplan-Meier

b pound

MACE Major Adverse Cardiovascular Events

max Maximum

MedDRA Medical Dictionary for Regulatory Activities

mg milligram

min Minimum

mITT Modified Intent-to-Treat

mL milliliter

mmHg millimeters mercury

MTX Methotrexate

NCS Mot Clinically significant

NSAID Mon-steroidal anti-inflammatory drug

Oz Ounces

PK Pharmacokinetics

PO orally

PR Interval from the beginning of the P wave to the beginning of
the QRS complex on ECG

PT Preferred Term

aT Interval from the beginning of the Q wave and the end of the T
wave on ECG

QTec QT Interval corrected

QTcF QT Interval corrected (Fridericia’s correction)

RX Prescription

SAE Serious adverse event

SAP Statistical analysis plan

SD Standard Deviation

Sl International System of Units

sSMQ Standardized MedDRA Query

socC System Organ Class

SOP Standard Operating Procedure

SST serum separating tube

sUA serum uric acid

TEAE Treatment Emergent Adverse Event
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Abbreviation Description

TID three times per day

TFL Table, Figure and Listings
WHO World Health Organization
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2. Purpose

The purpose of this statistical analysis plan (SAP) is to ensure that the data listings, summary
tables and figures for the HZNP-KRY-201 study that will be produced, and the statistical
methodologies that will be used, are complete and appropriate to allow valid conclusions
regarding the study objectives.

2.1. Responsibilities

will perform the statistical analyses and are responsible for the production and
quality control of all tables, figures and listings for the HZNP-KRYY-201 study, including summaries
of study concentrations for methotrexate (MTX) polyglutamate and Pegloticase and anti-drug
antibodies. The details of summaries for pharmacokinetic (PK) parameters is not covered in the
scope of this SAP and will be provided in a separate PK analysis plan.

I ! provide summarizations and listings for safety reviews.

2.2. Timings of Analyses

The primary analysis of safety, efficacy and pharmacokinetics is planned after all subjects
complete the final study visit or terminate early from the study. Additionally, data may be
summarized after all subjects have completed 14 weeks of treatment in the Pegloticase +
Immunomodulator (IMM) Period or discontinued therapy (or study) prior to that time, and after all
subjects have completed 24 weeks of treatment in the Pegloticase + IMM Period or discontinued
therapy (or study) prior to that time.

Additional summary of the data may be performed periodically throughout the study, and safety
data will be summarized regularly for safety monitoring by the Sponsor.

This document is confidential.
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3.

Study Objectives

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

3.1.

Primary Objective

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 pegloticase with MTX.

3.2,

3.3.

Secondary Objectives

Estimate 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
in subjects receiving pegloticase with MTX.

Estimate 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.

Estimate 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.

Estimate the mean change from baseline to Weeks 14, 24, 36, and 52 in sUA in subjects
receiving pegloticase with MTX.

Exploratory Objectives

Estimate 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.

Estimate 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_

Estimate 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.

Estimate 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.

Estimate the time to first sUA =6 mg/dL in subjects receiving pegloticase with MTX.

Estimate the time fo two consecutive sUAs =6 mg/dL (stopping rule) in subjects
receiving pegloticase with MTX.

This document is confidential.
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3.4.

3.5.

Estimate 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.

Estimate the mean change from baseline in number of joints affected by tophi in subjects
receiving pegloticase with MTX.

Estimate 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.

Estimate 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.

Estimate 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.

Estimate the mean change from baseline to Weeks 14, 24, 36, and 52 in the HAQ pain
score in subjects receiving pegloticase with MTX.

Estimate the mean change from baseline to Weeks 14, 24, 36, and 52 in the HAQ health
score in subjects receiving pegloticase with MTX.

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

Estimate the mean change from baseline to Weeks 14, 24, 36, and 52 in physician
global assessment of gout in subjects receiving pegloticase with MTX_

Estimate 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.

Estimate 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.

Assess the PK of pegloticase in subjects receiving concomitant MTX.
Assess the incidence of anti-PEG and anti-Uricase IgG antibodies.

Safety and Tolerability Objectives

Assess the incidence of infusion reactions (IRs), anaphylaxis, gout flares, cardiovascular
events, and the adverse event (AE/SAE) profile overall and potentially attributed to the
combination of pegloticase and MTX.

Erief Description

This study is a multicenter, open-label, efficacy and safety study of pegloticase in combination

This document is confidential.
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with MTX in adult subjects with uncontrolled gout.

Prior to Amendment 2, the study design included: 1) a Screening Period, lasting up to 6 weeks,
which includes a 4-week MTX Run-in Period; 2) a 24-week Dual Therapy Period (KRYSTEXXA
+ MTX); 3) an End-of-study (Week 24)/Early Termination Visit. The original protocol included a
telephone or email contact 30 days after the last infusion. Amendment 1 included a safety
Follow-up Phone/Email Visit 30 days after the last KRYSTEXXA infusion (if females of
childbearing potential have not ovulated since taking the last dose of MTX, a urine pregnancy
test will be required) and 5) a Phone/E-mail Visit will be conducted 3 months after MTX
discontinuation to non-vasectomized males regarding partner pregnancy.

The study design for Amendment 2.0 includes: 1) up to a 2-week Screening Period (screening
should be complete 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 + IMM (Pegloticase + MTX) Period 4) a Safety
Follow-up (Phone/Email/Site Visit) and 5) a 3 and 6 month Post Treatment Follow-up.

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.

Subjects will also take folic acid 1 mg orally every day beginning at Week -4 (the start of MTX)
and continuing until prior to the Week 52 Visit. Subjects must be able to tolerate MTX at a dose
of 15 mg during the MTX Run-in (Week -4 through Day 1) to be eligible to participate in the
Pegloticase + IMM Period. Subjects who are unable to tolerate MTX at a dose of 15 mg during
the MTX Run-in Period will be considered screen failures.

Subjects who take at least one dose of MTX and who are females of childbearing potential will
receive a safety follow-up Phone Call/E-mail/Site Visit approximately 30 days after the last dose
of MTX to verify at least one ovulatory cycle has occurred after the last dose of MTX. If the
subject has not ovulated, a urine pregnancy test will be performed. Subjects, who receive at
least one dose of MTX and who are non-vasectomized males, will be asked, 3 months after
MTX discontinuation, regarding partner pregnancy.

All subjects who complete the Run-In Period will receive the first pegloticase infusion on Day 1.
All subsequent doses and study visits will be scheduled based on the Day 1 visit date.

During the Pegloticase + IMM Period, pegloticase 8 mg will be administered intravenously (IV)
every 2 weeks from Day 1 through the Week 50 Visit for a total of 26 infusions; 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. Serum uric acid stopping rules will
be applied: subjects with sUA level = 6 mg/dL at 2 consecutive study visits beginning with the
Week 2 Visit will discontinue treatment, complete the End of Pegloticase Infusion Visit
procedures within 2 weeks and continue the subject visits according to the protocol (without
treatment).

During the Pegloticase + IMM 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 rules; however, if a subject does not do so, MTX must be taken = 60 minutes prior to
each Pegloticase infusion.
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After Day 1, if a subject becomes unable to tolerate 15 mg of MTX, the MTX dose may be
reduced and/or discontinued, and the subject may remain in the study.

The Investigator will review the clinical status and individual subject treatment goals at Week 24,
and the End of Pegloticase Infusions Visit (if applicable) and the Week 52/End of study/Early
Termination Visit.

Serum samples for measurement of sUA levels will be collected at the Screening Visit (within 2
weeks prior to the first dose of MTX at Week -4), the Week -4 Visit (prior to the first dose of
MTX), and the Week -2 Visit during the MTX Run-in Period; within 48 hours prior to each
pegloticase infusion (except on Day 1 when only 1 pre-infusion sample is required) and after the
end of each pegloticase infusion prior to discharge, from the Pegloticase + IMM Pericd through
Week 24 and at Weeks 32, 34, 36, 48 and 50; within 48 hours prior to each pegloticase infusion
at Weeks 26, 28, 30, 38, 40, 42, 44 and 46 during the Pegloticase + IMM Period; and at the at
the End of Pegloticase Infusions Visit (if applicable); at the Week 52/End of study/Early
Termination Visit and Month 3 and Month 6 Visits. Optional (subjects who agree to participate)
visits for frequent sampling for additional non-infusion visit sUA sampling (random, maorming
preferred) will occur at Week 1 and Week 7. A subject with sUA level =6 mg/dL (based on the
local or central laboratory) at 2 consecutive study visits, beginning with the Week 2 Visit, will be
discontinued from pegloticase treatment and remain on study.

Samples for measurement of PK analysis of pegloticase, pegloticase immunogenicity and MTX
Polyglutamate analysis will be collected at visits indicated in the Schedule of Assessments
(Protocol Section 2.1).

Safety assessments, including monitoring and recording of all AEs, whether or not drug-related,
measurement of vital signs, physical examinations, and monitoring of hematology and blood
chemistry, will be performed.

3.6. Determination of Sample Size

A sample size of approximately 12-16 subjects is planned for this study. The primary efficacy
endpoint, the proportion of subjects achieving and maintaining sUA <6 mg/dL for at least 80% of
the time during Month & (Weeks 20, 22, and 24) of the Pegloticase + IMM Period, will be
demonstrated to be statistically greater than 43.5% (proportion of responders during Month 6 in
phase 3 studies), according to an exact test for proportions with a 5% type | error, if at least
10/13 (77%) responders are observed:; in that case, the lower bound of a 95% confidence
interval (Cl) for the proportion of responders will be approximately 46%.

3.7. Treatment Assignment & Blinding
The study is open-label.

3.8. Administration of Study Medication

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. Subjects will be instructed to take MTX
weekly on the same day each week (if dosing more frequently than once in a day (i.e. twice per
day (BID), or three times per day (TID)), the total MTX dose should be taken within 24 hours,
preferably the same calendar day) and record the date and time of dose/s in the dosing
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calendar. During the Pegloticase + IMM Period, MTX should be taken 1 to 3 days prior to
pegloticase infusion; however, if a subject does not do so, MTX must be taken = 60 minutes
prior to pegloticase infusion. During the MTX Run-in Period, if a dose is missed, it should be
taken as soon as it is remembered. If it is within 48 hours of the next scheduled dose, the
subject will be instructed to skip the missed dose and resume at the next regularly scheduled
time; thus, subjects will be instructed not to double a dose to make up for a missed dose if
within 48 hours of the next dose. If a subject becomes unable to tolerate the prescribed dosage
of MTX during the Pegloticase + IMM Period, the dosage may be decreased (see Protocol
Section 9.4.6.3.2.2).

Subjects who enrolled under Amendment 1 (Version 2.0) of the protocol, who did not consent to
Amendment 2 (Version 3.0), will receive 12 infusions during the Pegloticase + IMM Period at the
same dose of 8 mg administered IV every 2 weeks. Subjects who enrolled to Version 3.0 or
reconsented to Version 3 will receive pegloticase at the same dose of 8 mg administered IV
every 2 weeks for a total of 26 infusions from Day 1 through Week 50, inclusive. The date and
start and stop time of infusion including the flush 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. All subjects will receive standardized prophylactic treatment to reduce the risk of acute
gout flares, unless medically contraindicated or not tolerated, beginning =1 week before the first
dose of pegloticase. Standardized IR prophylaxis consisting of pre-treatment with
antihistamines, acetaminophen, and corticosteroids will accompany each infusion.

Subjects will take folic acid 1 mg orally every day beginning at Week -4 (the start of MTX) until
prior to the Week 52/End of Study/Early Termination Visit.

If the subject discontinues pegloticase due to the stopping rules or other reason, MTX and folic
acid should also be discontinued.

It is required that before a subject begins the Pegloticase + IMM 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 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
patients with one or more tophi detected on initial physical exam that have since resolved.

3.9. Study Procedures and Flowchart

The flowchart copied from the protocol, Amendment 2, Section 2.1, is reproduced here.
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Screening IMM Run-In Pegloticase! + IMM Period? Follow-up
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IMM=Immunomodulatory therapy; W=week; *non-infusion visits; PO=cral
1. Stopping rubes 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 Infuskons Visit, and remain on study.
2. Key efficacy and safety assessments conducted during Months 3, 6, 9 and 12.
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