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The final analyses of safety and efficacy data are planned after all subjects complete the study (or 
terminate early from the study). Final analyses were planned to be done in two stages; when Type A 
subjects complete the study and when Type B subjects complete the study. After Type A subjects 
completed the study, a database freeze was performed and an analysis was conducted on data collected 
for all Type A subjects. Once Type B subjects complete the study and database is locked, a final analysis 
will be conducted using all data collected in the database through the time of the database lock.  
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4 Endpoints

4.1 Primary Endpoint 

The primary endpoint of the study is the safety and tolerability of EQ001, as assessed by treatment-
emergent adverse events (TEAEs), treatment-emergent serious adverse events (TESAEs), clinical 
laboratory values, vital signs, 12-lead electrocardiogram (ECG), and physical examinations. 

4.2 Secondary Endpoints 

The secondary endpoints of the study are: 

 Pharmacokinetics of EQ001, as assessed by EQ001 serum concentrations at specified 
timepoints 

4.3 Exploratory Endpoints 

 For Type B cohort subjects: Change from baseline in the Short-Form 36 Health Survey (SF-36) 
and FACIT-F (Additional Concerns domain) total score to FU1 and FU2 and change from 
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baseline in the Lupus Quality of Life (QoL), patient global assessment, and physician global 
assessment (PGA) to FU2 
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5 Analysis Populations

5.1 Safety Population  

The Safety Population consists of all subjects who receive any study drug. All safety data summaries will 
use this population. 

5.2 PK Population 

The PK Population consists of subjects in the Safety Population who have at least one measurable post-
EQ001 exposure serum concentration. 

5.4 Efficacy Population 

The Efficacy Population consists of subjects in the Safety Population who have at least one post-
treatment assessment for a marker of clinical activity. Note that for Type B subjects, only post-treatment 
within 14 weeks of last treatment will be considered for the purpose of defining the Efficacy Population. 
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6 General Considerations

6.1 General Methods 

Statistical analysis of data from this study will be performed using SAS version 9.4 or higher. 

Summaries of baseline characteristics (including demographics), safety, PD parameter receptor 
occupancy, and efficacy will be presented for each EQ001 dose level within each Type A cohorts and the 
Type B cohort as applicable. Additionally, data will also be summarized for all Type A subjects combined. 
A given dose may be studied in more than one cohort of Type A subjects and/or in Type B subjects. 
Selected safety summaries will also be produced that combine like doses across Type A and B cohorts. 

Groups Presented for Baseline Characteristics, Safety, PD, and Efficacy Data Summaries 

Type A Cohorts 

 Dose 1 

 Dose 2 

 Dose 3 

 Dose 4 

 Dose 5 

 All doses combined 

Type B Cohort 

 Dose 1 

Type A + Type B Cohort 

Selected summaries that combine doses across Type A and B cohorts will be produced for the following: 
Adverse events by systemic organ class (SOC) and preferred terms, adverse events of special interest, 
serious adverse events, and adverse events resulting in study drug discontinuation. Like doses from Type 
A and Type B will be pooled, eg., Type A Dose 1.6 mg/kg combined with Type B Dose 1.6 mg/kg. 

As the primary objective of this Phase 1b study is to characterize the safety and tolerability of EQ001, no 
formal statistical hypothesis testing will be performed. Confidence intervals (CIs) for selected clinical 
activity parameters may be presented for exploratory purposes only.  

Most statistical summaries will be descriptive in nature. Unless otherwise indicated, continuous variables 
will be summarized using the number of observations (n), mean, standard deviation (SD), median, 
minimum, and maximum and categorical variables will be summarized using number of observations (n), 
frequency and percentages of subjects. 

All dosed subjects will be included in subject data listings unless otherwise noted. If applicable, the 
relative day (i.e., relative to date of first dose of study treatment) of all complete dates will be presented in 
subject listings.  

Data collected at unscheduled visits will also be included in the subject listings. 

Adverse events, medical and surgical histories will be coded for summarization using the Medical 
Dictionary for Regulatory Activities (MedDRA® Version 23.1). Concomitant medications will be coded 
using the World Health Organization (WHO) Drug Dictionary Global B3 (March 2019 Version). 
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7.6.1 Prior Medications 

Prior medications are defined as those medications with a start date prior to the first dose date of any 
study drug. Prior medications will be summarized in a table and presented in a by-subject listing.  
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7.6.2 Concomitant Medications 

Concomitant medications are defined as any medications taken on or after the date of first dose of any 
study drug, including any medications that were started before the first dose date of any study drug and 
are ongoing. Concomitant medications will be summarized descriptively and presented in a by-subject 
listing. 

Medications can be both prior and concomitant depending on the start and stop date as related to the first 
dose date of any study drug. 

7.6.3 Induction Treatments 

Summary of induction treatments is provided for Type B subjects only using the Safety Population. Time 
from last induction regimen to first dose (months) and time from last best response to first dose (months) 
will be summarized as continuous variables.  Time from last induction treatment start date to first dose is 
calculated as (first dose date – start date of last induction treatment) / 30.4375, rounded to one decimal 
place. Time from last best response to first dose is calculated as (first dose date – end date of the last 
best response) / 30.4375, rounded to one decimal place. Best response and the last induction regimen 
will be summarized as categorical variables.   

Complete response or partial response are considered as best response for the calculation of time from 
last best response to first dose. Complete Response > Partial Response > No Response > Ongoing > 
Unknown where ‘>’ symbol indicates ‘better than’ and ‘Ongoing’ indicates that the treatment is ongoing. 

7.6.4 Systemic Steroid Use 

All systemic steroid use will be summarized by ATC2 and ATC4 using the Safety Population. Subjects will 
be counted only once for each ATC2 term in the event that they have multiple records of the same ATC 
level in the database. The tables will be sorted in the descending order of frequency ATC2 terms and 
within each ATC2, descending order of frequency of ATC4 in the Total column (all subjects pooled). By-
subject listings will also be created.    

7.6.5  Systemic Lupus Erythematosus Treatments  

The most recent use of prior systemic lupus erythematosus treatments will be summarized by drug/drug 
class as collected in the CRF and by use (never used, discontinued >6 months ago, discontinued <= 6 
months ago, ongoing, unknown) using the Safety Population. By-subject listings will also be created. 
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8.1 Secondary Endpoints Analyses 

8.1.1 Fold Change from Baseline in UPCR to Follow-Up Visit 2 (FU2)  

This secondary endpoint of fold change in 24-hour UPCR from baseline pertains to Type B subjects only. 
Fold change from baseline is defined as UPCR value at visit/Baseline UPCR value. UPCR data are 
collected from central and local laboratories for Type B subjects. They are generally left-skewed. UPCR 
will be analyzed using central and local data combined (as defined in Section 6.2). 

The fold change from baseline in UPCR from a 24-hour urine collection to FU2 will be descriptively 
summarized using geometric statistics (geometric mean, geometric CV, 95% confidence interval of 
geometric mean etc.). The fold change from baseline over time by visit will also be summarized 
descriptively and geometric mean and 95% confidence limits will be graphically displayed by visit. 

As a sensitivity analysis, the 24-hour UPCR values collected more than 56 days after the last treatment 
date, or after a subject received new immunosuppressive or other treatments for LN, or after subject had 
an increase in glucocorticoids will not be included and fold changes from baseline will summarized 
descriptively as mentioned above.  

The proportion of subjects with a > 30% and > 50% decline in UPCR from a 24-hour urine collection and 
those with a UPCR < 500 mg/g at FU2 will be described, along with their 2-sided exact Clopper-Pearson 
95% CIs.  
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Time to earliest response of 24-hour UPCR with response defined as a decrease of > 50% from baseline, 
a decrease of > 30% from baseline, and a decrease to a level < 500 mg/g for each of these cases will be 
summarized using the Kaplan-Meier method. The baseline will be the derived 24-hour UPCR value (as 
defined in Section 6.2). Post-treatment UPCR values from both scheduled and unscheduled visits will be 
considered. Subjects who have not had a response at the end of participation will be censored on the 
date of end of participation.  

For both Type A and Type B Cohort subjects, the fold change from baseline in spot UPCR will be 
descriptively summarized using geometric statistics (geometric mean, geometric CV etc.).  The proportion 
of subjects with a > 30% and > 50% decline in spot UPCR and those with a spot UPCR < 500 mg/g by 
visit will be described, along with their 2-sided exact Clopper-Pearson 95% CIs specifically provided for 
FU1 for Type A subjects and FU2 for Type B subjects. 

In addition, an exploratory analysis of spot UPCR will be performed for Type A cohorts. In this analysis, 
two-sided p-value to compare values from FU1 and baseline will be obtained by testing LS mean 
associated with each dose resulting by fitting an ANCOVA model equals to 0. ANCOVA model will be 
fitted to the log-transformed fold change data with EQ001 dose level as a factor and log-transformed 
baseline spot UPCR as a covariate for Type A cohorts.   

8.1.2 Change from Baseline to FU1 and FU2 in Serologic Markers (C3, C4, and anti-dsDNA) 

This endpoint pertains to both Type A and Type B Cohort subjects.  

The mean change from baseline in C3, C4, and anti-dsDNA to FU1 (Type A Cohorts [exploratory 
endpoint]) and FU2 (Type B [secondary endpoint]) will be summarized, along with their 2-sided 95% CI 
for the change. For data summarization purposes, if a value is recorded as <x or <=x, the value is 
considered as x/2. If a value is recorded as >x or >=x, the value is considered as x. For Type A, the 2-
sided 95% CI will be presented by fitting an ANCOVA model, that is, an ANCOVA model on the changes 
in C3 and C4, from baseline to FU1 with EQ001 dose as a factor and baseline value as a covariate will be 
fitted. Baseline adjusted LS mean changes from each group will also be reported.  

Serologic markers are collected from central and local laboratories for Type B cohort. Same tests with 
both central and local version will be combined and analyzed, using descriptive summary statistics by 
assessment visit. For site 8xx subjects, only local laboratory data (may come from different local 
laboratories) will be used for analysis; for non-site 8xx subjects, only central laboratory data will be used 
for analysis. 

8.1.3 Change from Baseline in eGFR to FU1 and FU2 

This secondary endpoint pertains to Type B cohort subjects only. 

The change from baseline in eGFR (baseline value is defined as the mean of Screening and Day 1 
values) will be descriptively summarized by visit with central and local versions combined.   

The proportion of subjects with a percent decline in eGFR from baseline to FU2 of >=20%, >=30% and 
>=40% will be summarized along with their 2-sided Clopper–Pearson 95% CIs.  In addition, these 
proportions will also be summarized for all visits. 

8.1.4 Change from Baseline in Daily Prednisone Dose and Cumulative Prednisone Dose Through FU1 
and Through FU2 

This secondary endpoint pertains to Type B subjects only. 
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Sponsor at an unscheduled visit to further evaluate safety in individual subjects.  ADA and neutralizing ADA 
results will be presented in a by-subject listing for the Safety Population with Type A and Type B combined. 
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10 Safety

All safety analyses will be performed using the Safety Population.

10.1 Extent of Exposure 

All subjects start with dose level of 1.6 mg/kg but allowed to change the dose level to 0.8 mg/kg. Dose 

level administrated at each visit will be summarized. Treatment exposure will be determined by overall 
duration of treatment and duration at each dose level. In addition, measures of extent of exposure at each 
dose level include the screening weight normalized average dose of study drug (mg/kg) administered, 
total dose of study drug (mg/kg) administered, and the number of doses administered per subject. 

The duration of exposure in weeks is defined as the (last dose date - first dose date + 1)/7. 

eCRFs captures the volume of EQ001 prepared and volume administered at each dosing visit. As 
described in the Pharmacy Manual, volume prepared at a dosing visit is based on the subject’s weight 
(kg) and the randomized dose level (mg/kg); i.e., volume prepared (mL) = weight x dose level /100. The 
weight at screening is used to calculate the study drug dose, unless there has been a weight change of 
20% or more from the screening weight, then the weight at visit is used. 

The screening weight normalized average dose of study drug (mg/kg) administered at a dosing visit = 
total volume of study drug administered at all dosing visits (mL) x (100 mg/1 mL)/ (the screening weight x 
number of doses administered).   

Duration of exposure and screening weight normalized average dose of study drug administered per dose 
will be summarized by continuous summary statistics (n, mean, standard deviation (SD), median, 
minimum, and maximum). The number and percentage of doses administered will be summarized by 
treatment group in each Type A and Type B cohort separately. 

Cumulative volume administered will also be summarized by continuous summary statistics by treatment 
group in each Type A and Type B cohort separately. 

10.2 Treatment Compliance  

Overall treatment compliance will be calculated based on the cumulative volume of study drug 
administered (ml) and the cumulative volume of study drug prepared (ml).  

Compliance (%) = 100 x (cumulative volume of drug administered / cumulative volume of drug prepared).  

Treatment compliance will be summarized by continuous summary statistics (n, mean, standard deviation 
(SD), median, minimum, and maximum) by treatment group in each Type A and Type B cohort 
separately. 

A by-subject listing of exposure and compliance data will also be created.  

10.3 Adverse Events 

An adverse event is defined as any untoward medical occurrence in a subject. Treatment-emergent AEs 
(TEAE) are defined as any AE that started after dosing or prior to dosing and that worsens following 
exposure to the study drug. If the start date of an AE is partially or completely missing, the date will be 
compared as far as possible with the date of the start of administration of study drug. The AE will be 
assumed to be treatment-emergent if it cannot be definitively shown that the AE did not occur during the 
treatment-emergent period (worst case approach; see Section 6.3 for imputation algorithm).
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TEAEs of Special Interest by SOC  PT and Maximum Severity Grade

A by-subject listing of AE data will also be created. Adverse events occurring within 30 days after last 
dose of study drug and AEs occurring >30 days after the last dose of study drug through the end of the 
study will be separately summarized. All AEs will be included in the listings. AEs occurring before start of 
study treatment will be included in the data listings but will not be included in the summary tables of AEs. 

10.4 Laboratory Evaluations 
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The actual and change from Baseline values of clinical laboratory data (hematology, chemistry, and 
urinalysis) will be summarized by visit presented in a table, using continuous descriptive summary 
statistics at Baseline and each post-Baseline visit. For Type B, laboratory tests with both local and central 
versions will be combined and analyzed.  

Laboratory parameters that can be graded using CTCAE will be graded. The number and percentage of 
subjects will be summarized for the following:   

 Grade 2 and Grade 3 or higher laboratory abnormalities 

 Worst post-Baseline severity grade 

 Shift summary of Baseline grade to worst post-Baseline severity grade 

 ALT or AST >=3xULN  

 ALT or AST >=3x ULN and total bilirubin > 2x ULN  

Box plots of selected hematology (hemoglobin, absolute lymphocyte count, absolute neutrophil count, 
platelets, white blood cell count) and chemistry parameter values (sodium, potassium, eGFR, ALT, AST) 
will be produced by assessment visit.  

Mean +/- standard error (SE) figures will be provided for serum albumin, spot UPCR, 24-hour UPCR, spot 
UACR, 24-hour UACR, eGFR and Spot UPCR, spot UPCR and 24-hour UPCR, and spot UACR and 24-
hour UACR overtime, for Type-B subjects only.  

A by-subject listing will also be created for laboratory results in conventional units.   

A by-subject laboratory findings prior to induction listing will also be created for prior to induction 
laboratory results in conventional units.   

10.5 Pregnancy 

Pregnancy testing in women of childbearing potential will be obtained with a urine and serum beta human 
1, Day 15, 

Day 29, Day 43 and at Day 57 visit in Type A subjects and during Screening, Day 1, Day 15, Day 29, Day 
43, Day 57, Day 71, Day 85, Day 99, Day 113, Day 127, Day 141, Day 155, Day 169, FU2, FU3, and FU4 
for Type B subjects. 

Pregnancy test results, including the type of pregnancy test performed at visit will be presented in a by-
subject listing.  

10.6 Vital Signs  

Vital signs will be collected pre-dose and 30 minutes after the injection at each dosing visit.  For Type B 
subjects, vital signs will be measured on 2 different days at least 3 days apart at Screening.  Additionally 
for Type B subjects, blood pressure will be measured twice at least 3 days apart at Screening.  Vital signs 
will include systolic and diastolic blood pressures (mmHg), pulse rate (beats/min), respiratory rate 
(breaths/min), temperature (°C or °F) and weight (kg). 

Temperature collected in °F will be converted into °C using the following formula: 

Temperature (°C) = [Temperature (°F) – 32] x (5/9)  
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The actual and change from Baseline values of vital signs will be summarized by visit presented in a 
table, using continuous descriptive summary statistics at Baseline and each post-Baseline visit. In 
addition, number and percent of subjects with out of range vital signs at any post-baseline visit will also 
be summarized for the following categories:  

Blood Pressure:   
 SBP > 150 mmHg or DBP > 100 mmHg  
 SBP <90 mmHg or DBP <60 mmHg  

Heart Rate:   
 < 50 beats per min  
 >120 beats per minute  
  30 beats per minute increase from baseline  
  30 beats per minute decrease from baseline  

 
A by-subject listing will also be created.  

10.7 ECG 

A standard 12-lead ECG will be performed at Screening, Day 1, Day 29, FU2/Day 57, and Early 
Termination for Type A Cohort Subjects and at Screening, Day 1, Day 43, Day 85, Day 141, Day 169, 
FU4/Day 253, and Early Termination for Type B Subjects. The subjects will be in a seated, semi-
recumbent, or supine position in a rested, calm state for at least 10 minutes before ECG assessment is 
performed. Any clinically significant abnormal ECG findings will be recorded as an AE. 

The actual and change from Baseline values of ECG parameter HR and intervals (PR, RR, QRS, QTcF)  
will be summarized by visit presented in a table, using continuous descriptive summary statistics at 
Baseline and each post-Baseline visit. ECG overall interpretation will be summarized by visit as a 
categorical variable (normal, abnormal – not clinically significant, abnormal – clinically significant).  

QT interval corrected for heart rate will be calculated using the Fridericia’s formula: QTcF=10xQT/RR1/3, 

where RR represents RR interval measured in milliseconds. 

Worst post-baseline increase in QTcF by visit will be summarized for the following: 

 <= 0 msec increase from baseline  

 >0 - <= 30 msec increase from baseline 
 >30 - <= 60 msec increase from baseline 

 >60 msec increase from baseline 

Outlier ECG intervals will be summarized for the following: 

 PR > 200 msec 
 HR > 120 or < 40 bpm 
 QTcF increased by >30 msec from baseline 
 QTcF increased by >60 msec from baseline 
 QTcF > 480 msec 
 QTcF > 500 msec 

A by-subject listing will also be created.  














