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Pharmacokinetics 

Supplemental Figure S7 shows the mean plasma concentrations of dapansutrile per cohort for each visit. Plasma 

dapansutrile concentrations on day 3 were only slightly lower than those on day 7 and indicate that all patients 

were exposed to the drug over the 8-day treatment period. Exposures increased as the daily dose increased, with 

mean plasma concentrations ranging from < 5 μg/mL in cohort 4 (100 mg/day) to between 50 and 60 μg/mL in 

cohort 2 (2000 mg/day). At the day 14 visit, plasma concentrations had fallen to below 5 ng/mL in all subjects. 

These results are consistent with the previously reported half-life of dapansutrile and plasma concentrations in 

healthy volunteers after an 8-day treatment period1.  

References 

1. Marchetti C, Swartzwelter B, Gamboni F, et al. OLT1177, a beta-sulfonyl nitrile compound, safe in 

humans, inhibits the NLRP3 inflammasome and reverses the metabolic cost of inflammation. Proc Natl Acad Sci 

U S A 2018; 115(7): E1530-E9. 
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Summary of Protocol changes 

(Versions 1.0 and 2.0 were submitted for Ethics Committee (EC) review/approval but required additional 

changes) 

Version 3.0 dated 24 January 2017: 

• first version approved by EC 

 

Version 3.1 dated 02 March 2017:  

• changed chemistry testing: amylase removed and lipase added. Rationale: lab no longer performed 

amylase testing and instead performed lipase testing, which was determined by Study team and 

Sponsor to be an acceptable alternative.  

• clarified dispensation and return of study materials. 

 

Version 3.2 dated 06 June 2017:  

• changed visit window for Day 3 visit to allow visit to occur a day after Day 3 (i.e., Day 3 visit 

window changed to “+/- 1 day” from “- 1 day”). Rationale: to avoid study visits during the 

weekends. 

 

Version 4.0 dated 08 September 2017: 

• changed prohibited use of paracetamol to within 4 hours of baseline visit (from within 12 hours of 

baseline visit). Rationale: to increase speed of inclusions. Short half-life of paracetamol (1-4 hours) 

supported a decreased timespan.           

 

Version 5.0 dated 22 March 2018: 

• added exclusion criteria for known diagnosis of chronic kidney disease or known history of renal 

impairment (e.g. calculated glomerular filtration rate [GFR] less than 40 mL/min). Rationale: It 

was noted that one subject had relatively elevated plasma levels of dapansutrile with a history of a 

moderate decline in renal function. The GFR requirement was added as a safety factor while non-

clinical studies were undertaken to identify and quantify the route of excretion. 

• changed Cohort 2 dose administration to 500mg QID (from 1000mg BID). Rationale: the dosage 

form was 100 mg capsules. The number of 100 mg capsules needed for 1000mg BID for each dose 

was difficult to take and potentially increased the risk of diarrhoea from gel capsule shells and 

capsule excipients. To prevent any possible side effect and to assure full dose compliance, the dose 

was spread over 4 timepoints.  

• changed urate lowering therapy (a prohibited concomitant medication/therapy) stable dosing 

condition to 1 month (from 3 months). Rationale: to optimize inclusion without increasing risk 

• allowed usage of medical data from synovial fluid collection/analysis from within 24 hours prior to 

baseline visit as part of standard medical diagnosis to be used and reported in study CRFs. 

Rationale: to reduce the burden for participants who had already had synovial puncture the day 

before.  

• added discretionary replacement of any subject who did not complete dosing through the Day 7 

visit. Rationale: a minimal number of participants of 8 subjects per cohort was selected as the 

minimally sized cohort to ascertain preliminary clinical utility.  

• removed requirement that at least three subjects per cohort must be enrolled with a gout flare that 

began within 36 hours of the baseline visit. Rationale: to increase speed of inclusion. 

• added suggested (not required) subject contact for dosing compliance. Rationale: to promote dosing 

compliance. 

 

Version 5.1 dated 22 August 2018: 

• changed decision tree for determination of dose schedule for Cohort 3 to decreased dose of 300mg 

per day (from 1600 mg per day) and removed increased dose option of 3000mg per day. Rationale: 

The safety and clinical response between 1000 mg and 2000 mg doses was approximately the same 

and achieved our primary and secondary endpoints. Therefore, rather than going to a higher dose, it 

was elected to explore clinical response activity at lower doses. 
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Version 6.0 dated 02 October 2018: 

• added Cohort 4 with 8 patients dosing at 100mg per day thereby changing total enrolment to 

approximately 32 eligible subjects (from approximately 24 eligible subjects). Rationale: we 

observed clinically important effects, but without a clear dose response effect in the 1000mg-

2000mg-300mg groups. The Study team and Sponsor elected, therefore, to expand the study to 

include a fourth cohort receiving a lower dose to explore its safety and clinical activity.  
 

• decision tree for determination of dose schedules was removed and replaced with a table to reflect 

actual trial dosages 
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Tables and figures 

 

Supplemental Figure S1 Study flow for dose selection *The DMC convened and reviewed all relevant safety 

and efficacy data (after completion of the day 7 visit for all subjects in a cohort) to determine whether an 

increase or decrease in total daily exposure is warranted. If adverse events or other safety concerns preclude an 

increase in total daily exposure or if pain reduction of ≥ 60% is achieved for at least 75% of subjects in a cohort 

at the day 3 (evening) timepoint, then the total daily exposure was decreased for the next cohort. If no adverse 

events or other safety concerns preclude an increase in dose and pain reduction of ≥ 60% was not achieved for at 

least 75% of subjects in a cohort at the day 3 (evening) timepoint, then the total daily exposure was increased for 

the next cohort. Practically, this meant the following decisions were made: while effective pain relief and 

reduction in cytokines were noted at 1000 mg/day without any significant safety findings, it was elected by the 

DMC to double the dose to 2000 mg/day. Since there was no incremental change in clinical response, it was 

chosen not to increase the dose even further, but to go on to the de-escalation phase. The 3rd cohort was given 

300 mg/day with remarkably approximately the same clinical benefit. The study was then amended to explore 

the use of 100 mg/day. 

 **The interim analysis and DMC recommendation was submitted to the Ethics Committee upon completion. 

Documented Ethics Committee approval/agreement had to be obtained prior to progression to the subsequent 

cohort, regardless of the decision to decrease or increase dose.  

Abbreviations: DMC, Data Monitoring Committee; EC, Ethics Committee; BID, bis in die/twice daily; QID, 

quarter in die/four times a day; QD, quaque die/daily 
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Supplemental Table S1 In- and exclusion criteria  

Principal inclusion criteria 

1) Male and female subjects between 18 and 80 years old, inclusive 

2) Gout in a joint of a subject’s lower limbs (e.g. ankle, foot, knee, toe) as indicated by the presence of monosodium urate (MSU) crystals by 
microscopic evaluation of synovial fluid from the target joint and in accordance with ACR/EULAR 2015 Gout Classification Criteria 

3) Confirmation of a gout flare in the target joint that began within 96 hours prior to the baseline visit, based on presence of subject-reported 

joint pain at rest of ≥ 50 mm on a 0 - 100 mm VAS and at least two of the following criteria in the target joint: 
a. Subject-reported flare 

b. Subject-reported warm joint 

c. Subject-reported swollen joint 
4) Acceptable overall medical condition to be safely enrolled in and to complete the study (with specific regard to cardiovascular, renal and 

hepatic conditions) in the opinion of the investigator 

5) Ability to provide written, informed consent prior to initiation of any study-related procedures, and ability, in the opinion of the 
investigator, to understand and comply with all the requirements of the study, which includes abstaining from use of pain or rescue medication 

and other prohibited medications*.   

Principal exclusion criteria 

1) Women of childbearing potential, or men whose sexual partner(s) is a woman of childbearing potential, who: 

a. Are or intend to become pregnant (including use of fertility drugs) during the study 

b. Are nursing [female subjects only] 
c. Are not using an acceptable, highly effective method of contraception until all follow-up procedures are complete.  

2) Presence of an acute gout flare in more than one joint at the baseline visit 

3) Presence of another inflammatory arthritis in addition to gout 
4) Presence or known history of other autoimmune conditions (e.g. systemic lupus erythematosus, hypophysitis, etc.) 

5) Clinically significant general pain or non-gout related joint pain that would interfere with the subject’s ability to accurately assess pain in 

the target joint, at the discretion of the investigator  
6) Use of any prohibited concomitant medications/therapies or planned use of any concomitant medications/therapies* during the Treatment 

Period (including the use of paracetamol within 4 hours prior to the baseline visit or other pain medications within 12 hours prior to the 

baseline visit)  
7) Active infection within 3 days prior to the baseline visit 

8) History of or known positive for HIV, Hepatitis B surface antigen (HBsAg) or antibodies to Hepatitis C Virus (HCV) 

9) Diagnosed with any form of internal cancer within the past 5 years 
10) Any other concomitant medical or psychiatric conditions, diseases or prior surgeries that in the opinion of the investigator would impair 

the subject from safely participating in the trial and/or completing protocol requirements 

11) History of alcohol or substance abuse within the 12 months prior to the baseline visit 
12) Enrolment in any trial and/or use of any investigational product or device within the immediate 30-day period prior to the baseline visit 

13) Enrolment in any study previously sponsored by Olatec Therapeutics LLC, specifically Study OLT1177-01, Study OLT1177-02, Study 

OLT1177-03 or Study OLT1177-04 
14) Known diagnosis of chronic kidney disease or known history of renal impairment (e.g. calculated glomerular filtration rate [GFR] less 

than 40 mL/min) 

*prohibited concomitant medications: paracetamol (rescue medication, only allowed 12 hours after the first dose 

of dapansutrile), pain medications (except stable dose ASA for cardiovascular prophylaxis), icing therapy, 

colchicine, systemic or intraarticular steroids, other investigational products, chemotherapeutic drugs, 

immunotherapies, SSRIs, SSNRIs or TCAs (unless stable dose to treat depression for ≥ 3 months, narcotics, 

NSAIDs. 
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Supplemental Table S2 Use of Rescue Medication for gout in per-protocol population. Beginning 12 hours 

after the first dose of dapansutrile, subjects were allowed to take up to 4 g paracetamol orally per day as Rescue 

Medication.  

 100 mg 

n=8 

300 mg  

n=7 

1000 mg 

n=6 

2000 mg 

n=8 

Rescure Medication Given n(%) 

Yes 4 (50∙0) 2 (28∙6) 3 (50∙0) 4 (50∙0) 

No  4 (50∙0) 5 (71.4) 3 (50∙0) 4 (50∙0) 

Time to Rescue Calculations for Subjects 

taking RM 

    

Mean (SD)  31∙0 (26∙1) 23∙0 (15∙1) 25∙2 (19∙3) 31∙0 (7∙5) 

Median 21∙6 23∙0 15∙0 33∙5 

Min, Max 12∙0, 68∙7 12∙3, 33∙8 13∙1, 47∙5 20∙0, 36∙8 
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Supplemental Figure S2 General disability and Walking disability declined during treatment with 

dapansutrile. General disability (A) and Walking disability (B) were scored on a 0-100 mm VAS scale twice 

daily. Mean of percent reduction for all timepoints are shown for each cohort. Baseline values were set at 100%. 
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Supplemental Figure S3 Global rating of disease at day 3 and 7. Global rating of disease was scored at day 3 

and 7 by investigator. 1=poor; 2=fair; 3=good; 4=very good; 5=excellent. Data are expressed as mean ± SEM. 

Mann-Whitney test for differences between cohort 100mg and 300mg demonstrated p=0.044. 

 

 

 

 

 

Supplemental Table S3 Target joint scores for baseline, day 3 and day 7 for intention-to-treat population. 

Target joint pain was scored on a 0-100 mm VAS scale twice daily, i.e., in the morning (AM) and in the evening 

(PM). The primary efficacy analysis was performed on the day 3 evening scores as per the study’s Statistical 

Analysis Plan. For the day 7 visit, if the subject’s study visit occurred on day 7 and subjects did not record PM 

VAS measurements, the AM VAS measurement was used for analysis. Wilcoxon matched-pairs signed rank test 

two-tailed for differences between baseline and day 3 or day 7. Data presented as mean (SD). 

  100 mg 

n=8 

300 mg  

n=8 

1000 mg 

n=10 

2000 mg 

n=8 

Day 3 (pm)     

                  N in analysis 8 7 7 8 

% Change from baseline, mean (SD) -52·4 (32·94) -68·4 (34·29) -41·8 (55·36) -57·6 (38·72) 

p-value p=0·016 p=0·016 p=0·109 p=0·016 

Day 7 (pm)     

                  N in analysis 6 8 6 8 

% Change from baseline, mean (SD) -82·1 (22·68) -85·5 (15·60) -68·9 (34·89) -83·9 (15·44) 

p-value p=0·031 p=0·008 p=0·031 p=0·008 
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Supplemental Table S4 Acute phase proteins and white blood cell counts Wilcoxon signed rank test were 

performed to detect differences between baseline and day 3 or day 7. *p<0·05. 

 100 mg 

n=8 

300 mg  

n=7 

1000 mg 

n=6 

2000 mg 

n=8 

CRP mg/L. mean (SD) 

Baseline 30·53 
(63·84) 

 

19·60 
(16·27) 

 

22·78 
(31·20) 

 

11·06 
(8·57) 

 

Day 3  39·95 

(57·47) 
 

41·03 

(49·53) 
 

39·54 

(58·10) 
 

9·18 

(7·05) 
 

Day 7 32·58 
(52·53) 

 

9·91 
(11·41) 

 

6·10 
(3·86) 

 

4·93 
(3·85) 

 

Day 14  2·99 

(2·31) 
 

6·57 

(8·82) 
 

1·37 

(0·57) 
 

4·43 

(1·70) 
 

SAA mg/L. mean (SD) 

Baseline 228·51 

(614·86) 
 

49·26 

(63·86) 
 

96·20 

(192·72) 
 

15·25 

(14·12) 
 

Day 3  293·15 

(508·94) 
 

259·11 

(397·83) 
 

275·38 

(502·15) 
 

15·35 

(17·42) 
 

Day 7 216·19 

(381·39) 
 

6·84* 

(6·18) 
 

9·88* 

(7·32) 
 

7·01* 

(7·36) 
 

Day 14 6·78 

(7·63) 
 

10·83 

(19·05) 
 

2·70 

(1·76) 
 

5·91 

(2·89) 
 

WBC count 10^9/L. mean (SD) 

Baseline 9·75 

(3·51) 
 

9·70 

(3·16) 
 

8·55 

(2·89) 
 

8·54 

(2·38) 
 

Day 3  7·99* 
(1·93) 

 

7·83* 
(2·62) 

 

6·58 
(2·13) 

 

7·13 
(1·74) 

 

Day 7 7·86 

(2·43) 
 

7·31* 

(2·19) 
 

6·93 

(2·45) 
 

7·34 

(1·11) 
 

Day 14  7·01 
(1·50) 

 

7·09 
(1·59) 

 

7·25 
(3·14) 

 

6·88 
(1·43) 

 

Monocyte count 10^9/L. mean (SD) 

Baseline 0·81 

(0·25) 
 

0·85 

(0·35) 
 

0·76 

(0·30) 
 

0·66 

(0·15) 
 

Day 3  0·76 
(0·23) 

 

0·64 
(0·29) 

 

0·59 
(0·30) 

 

0·58 
(0·18) 

 

Day 7 0·72 

(0·23) 
 

0·60* 

(0·21) 
 

0·51 

(0·20) 
 

0·60 

(0·17) 
 

Day 14 0·59 

(0·19) 
 

0·57 

(0·16) 
 

0·54 

(0·25) 
 

0·50 

(0·08) 
 

Neutrophil count 10^9/L. mean (SD) 

Baseline 6·78 
(3·78) 

 

6·70 
(2·70) 

 

5·68 
(2·25) 

 

5·81 
(1·93) 

 

Day 3  5·31 

(2·01) 
 

5·02* 

(2·27) 
 

4·33 

(1·66) 
 

4·24* 

(1·52) 
 

Day 7 5·15 
(2·13) 

 

4·58 
(1·46) 

 

4·28 
(1·93) 

 

4·58 
(0·80) 

 

Day 14 3·99 

(1·14) 
 

4·39 

(1·08) 
 

4·72 

(2·51) 
 

4·34 

(1·37) 
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Supplemental Figure S4 Plasma TNF-α, total IL-18 and IL-18BP during treatment with dapansutrile. At 

all timepoints (baseline, t=3, t=7 and t=14) EDTA plasma was collected and plasma TNF-α (A) was determined 

by Ella (Protein Simple) and total IL-18 (B) and IL-18BP (C) by R&D quantikine kits. For three individuals 

from the cohort of 1000mg/day insufficient amount of plasma was available for IL-18 and IL-18BP 

measurements. 
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Supplemental Figure S5 Cytokine release from patients’ stimulated PBMCs decline during treatment with 

dapansutrile. At each timepoint (day 0, 3, 7 and 14) PBMCs were isolated by density gradient isolation using 

Ficoll-paque. PBMCs were subsequently stimulated with the combination of LPS (10 ng/mL) and MSU crystals 

(300 µg/mL) for 24h. IL-1β (A) and IL-6 (B) were measured by ELISA Duoset (R&D Systems) in the 

supernatant. Data are presented as scatterplot and median. *p<0·05 (Wilcoxon matched-pairs signed rank test for 

differences between baseline and day 7). 
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Supplemental Figure S6 Correlation matrix clinical and inflammatory parameters. At timepoints baseline, 

day 3 and day 7 clinical parameters (subject-reported target joint pain, general and walking disability, and 

investigator-assessed joint tenderness and swelling) and markers of inflammation were assessed. Spearman’s 

correlation was performed to analyse the correlation between all variables. Numbers present the correlation 

coefficient rho. Uncoloured boxes are not statistically significant. Significant correlations are coloured on a two-

coloured scale with in yellow significant correlations with the lowest rho and in red the highest correlation 

coefficient. 
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Supplemental Table S5 Description of serious adverse events 

Case 1  

A 68-year-old male subject was enrolled in cohort 1 (Subject #032-002) and received 2000 mg QD of dapansutrile capsules (5 x 100 mg 

capsules per dose) over 3 days.  Two days after the last dose of investigational product, the subject was hospitalized due to worsening 
gout flare.  He was treated with diclofenac 100 mg orally twice a day for four days and methylprednisolone 500 mg intravenously (IP) 

once a day for three days.  The subject’s medical history is relevant for severe tophaceous gout, hypertension and prostatic hypertrophy. 

Concomitant medications taken within 2 weeks of the SAE included allopurinol 300 mg orally (PO) QD, prednisone 30 mg PO QD, 
nifedipine 30 mg PO QD, and pantoprazole 20 mg PO QD. The suspected cause of this SAE was the initiation of allopurinol therapy 3 

weeks prior to enrolment, which was a major protocol deviation (i.e., allopurinol was prohibited unless the subject was on a stable dose 

for at least 3 months prior to the baseline visit).  In the principal investigator’s opinion, the gout flare was of moderate severity, unrelated 
to the investigational product and unexpected. The event resolved without sequelae 3 days after it began. Investigational Medicinal 

Product (IMP) was discontinued due to the SAE. 

Case 2 

On 09 February 2018, 18 days after the last dose of dapansutrile capsules, this subject was admitted in the hospital due to chest pain after 

an elective percutaneous coronary intervention (PCI).  The chest pain he experienced was attributed to post-PCI infarction due to 99% 

stenosis of the D1 branch of the left coronary artery.  During admission his ECG showed several times that he had (non-sustained) 
ventricular tachycardia and he remained in the hospital for a few days for observation. He was started on treatment with spironolactone 

and acetylsalicylic acid. His cardiac rhythm returned to normal and the cardiac symptoms resolved. The event was considered resolved, 

and he was discharged from the hospital, on 14 February 2018. Spironolactone and acetylsalicylic acid were continued after discharge. 
During hospitalization he had a gout flare in the right first metatarsophalangeal joint, which started on 13 February 2018.  On evaluation 

it was found to be mild in severity and was not considered an SAE.  He was started on treatment with prednisolone. The gout flare was 

not resolved at the time of hospital discharge and prednisolone was continued.  In the principal investigator’s opinion, the post-PCI 

infarction was considered moderate in severity, unrelated to the IMP, and unexpected. 

 

 

 

Supplemental Figure S7 Plasma dapansutrile concentrations measured during the eight day dosing period 

(baseline, day 3 and day 7) and one week after stopping study drug (day 14). Data is plotted as mean ± SEM. 
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2. ABBREVIATIONS AND ACRONYMS 

Some common abbreviations may not be listed. 
AE Adverse Event 

CRF Case Report Form 

DMC Data Monitoring Committee 

ECG Electrocardiogram 

hsCRP High sensitivity C-reactive protein 

ITT Intent to Treat 

MedDRA Medical Dictionary for Regulatory Activities 

PP Per Protocol 

PT Preferred Term 

RBC Red Blood Cell 

SAA Serum Amyloid A protein  

SAE Serious Adverse Event 

SAP Statistical Analysis Plan 

SD Standard Deviation 

SOC System Organ Class 

SSS Social and Scientific Systems, Inc. 

VAS Visual Analog Scale 

WBC White Blood Cell 
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3. INTRODUCTION 

This Statistical Analysis Plan (SAP) describes the planned statistical analyses to be 
performed on data from the Study OLT1177-05, “A Phase 2 Single-Center, Proof-of-
Concept Safety and Efficacy Study of Orally Administered OLT1177™ (rINN 
dapansutrile) Capsules with Successive, Result-Dependent Dose Adaptation in 
Subjects with an Acute Gout Flare.” OLT1177™ is a small molecule new chemical 
entity that has demonstrated the potential for safety and clinical benefit in this Phase 
2 trial of symptoms and inflammatory biomarkers associated with acute gout flare.  
Social & Scientific Systems, Inc. (SSS) is responsible for developing the SAP and 
carrying out the statistical analyses, including the production of all tables, figures and 
listings. 

4. PURPOSE OF THE ANALYSES 

The focus of this SAP will be to evaluate the safety profile, inflammatory biomarkers 
and clinical activity of oral OLT1177™ Capsules in Cohorts 1 through 4.  Further 
exploratory analyses not described in this SAP may be performed upon completion of 
these analyses.  
 
The results from this study are intended to support future clinical investigation of oral 
OLT1177™ Capsules for safety and effectiveness in subjects with acute gout flare. 

5. STUDY DESCRIPTION 

5.1 Brief Description of Study Design 

This is an open-label Phase 2, single-center, sequential, result-dependent dose 
adaptation proof-of-concept safety, biomarker, and efficacy study to be conducted in 
subjects with an acute gout flare. A total of approximately 32 eligible subjects will be 
enrolled in up to four cohorts of approximately 8 subjects each.  
 
OLT1177™ Capsules (100 mg each) will be self-administered for the duration of the 
Treatment Period, beginning at the Baseline visit (Day 0) and continuing through the 
Day 7 visit.  Following completion of each cohort, the Study Data Monitoring 
Committee (DMC) reviewed the data and determined the dosing regimen for the next 
cohort.  The dose for Cohort 1 will consist of five 100 mg OLT1177™ Capsules 
administered twice each day, for a total of 1000 mg of OLT1177™ drug substance per 
day. Thereafter, subsequent doses in each cohort will be determined by an adaptive 
dosing scheme as detailed in the protocol.  From the responder-type metrics, Cohort 2 
consisted of five 100 mg Capsules 4 times per day, for a total of 2000 mg per day.  
Cohort 3 consisted of 300 mg per day dosed as two OLT1177™ Capsules in the 
morning and one OLT1177™ Capsule in the evening.  Cohort 4 consisted of one 100 
mg OLT1177™ Capsule per day.   
 
Subjects will be screened for eligibility at the Baseline visit and enrolled into the study.  
Following enrollment, Baseline safety, biomarker, and efficacy assessments will be 
conducted and the first dose of OLT1177™ Capsules will be administered at the clinical 
site. Subjects will then self-administer OLT1177™ Capsules for up to eight (8) 
consecutive days beginning at the Baseline visit (Day 0) and continuing through the 
planned Day 7 visit. Subjects will return to the study clinic on Days 3 (± 1 day), 7 (± 
1 day), and 14 (± 1 day) for follow-up visits and will be contacted by telephone on 
Day 35 (± 3 Days) for additional follow-up.  
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Safety, efficacy and biomarker assessments will be conducted at each visit and 
efficacy assessments will also be captured by a subject-reported paper study diary 
throughout the duration of treatment.  
 
Safety and tolerability will be evaluated by monitoring the occurrence of adverse 
events (AEs) and changes in abbreviated physical examination findings, vital signs, 
clinical safety laboratory test results (chemistry, hematology, SAA, and urinalysis), 
and ECGs. 
 
Clinical activity will be evaluated by both: 1) subject-reported pain and disability 
scales and 2) Investigator-assessments, including Index Joint Score and Global Rating 
of Disease.  Biomarkers of inflammation activity will be assessed by changes in: 1) 
clinical laboratory test results (e.g., WBC, RBC, hsCRP, SAA) and 2) assessment of 
inflammatory biomarkers, including plasma cytokine analysis as well as ex vivo 
sample analyses. 
 

6. STUDY OBJECTIVES 

The overall study objectives are three-fold: 
1. To assess the safety and tolerability of OLT1177™ Capsules after oral 

administration in subjects with an acute gout flare. 
2. To assess the clinical activity of various doses of OLT1177™ Capsules in treating 

signs and symptoms resulting from an acute gout flare. 
3. To assess OLT1177-induced changes in inflammatory biomarkers. 

7. STUDY ENDPOINTS 

7.1 Clinical Activity Variables 

• The primary clinical activity outcome is:  Change in subject-reported pain 
intensity score from Baseline (Day 0) to Day 3 (evening, approximately 72 hours 
after the first dose) and to Day 7 (evening) in the target joint (100-mm VAS). 

• The principle secondary clinical activity outcome is: subject-reported global 
evaluation of treatment at Day 7.  

• Other secondary clinical activity outcomes are: 
o Subject-reported pain intensity score in the target joint 
o Subject-reported general disability score in the target joint 
o Subject-reported walking disability score in the target joint 
o Investigator-assessed Index Joint Score 
o Investigator-assessed Global Rating of Disease 
o Blood levels of high sensitivity C-reactive protein (hsCRP) and Serum 

Amyloid A protein (SAA) 

7.2 Safety Variables 

• Safety laboratory measures (chemistry, hematology, SAA, and urinalysis) 
• Safety electrocardiograms (ECGs) 
• Adverse events (AEs) and serious adverse events (SAEs)  
• Physical examination (abbreviated general and site specific examination) 
• Vital signs (pulse, resting blood pressure, temperature, respiration rate) 
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7.3 Biomarker Activity Variables 

• Changes in blood levels, e.g. hsCRP, SAA, RBC, WBC 
• Circulating inflammatory cytokines in plasma, e.g. IL-1β, IL-6 (these endpoints 

are the subject of a separate analysis plan; see Cytokine Analysis Plan for 
Study OLT1177-05) 

• Ex Vivo sample analyses (these endpoints are not covered by this SAP) 
 

The analyses of levels of cytokines in plasma and ex vivo assays are described 
separately from this SAP and will be reported separately.  

8. STUDY SAMPLE SIZE 

The sample size of approximately 8 subjects per cohort has been determined to be of 
sufficient size to provide a preliminary estimate of clinical activity, as well as an 
assessment of safety and tolerability.  

8.1 Randomization 

All enrolled subjects will receive OLT1177™ Capsules; therefore, subjects will not be 
randomized in this clinical trial. 

9. ANALYSIS POPULATIONS 

The All Enrolled Population includes all subjects who signed an informed consent and 
were enrolled in OLT1177-05.  All subjects who have taken at least one dose of 
OLT1177™ Capsules will be included in the Safety Population. 
 
Two efficacy populations will be used for this study: Intent to Treat (ITT) and Per-
Protocol (PP). The primary efficacy analysis will be performed on the Per-Protocol 
Population and the safety analysis will be performed on the Safety/ITT population. All 
enrolled subjects will be included in the subject data listings.  
 
A by-subject listing will be provided for the analysis populations. 

9.1 Intent to Treat  

The Intent to Treat (ITT) Population will consist of all subjects who have taken at least 
one dose of OLT1177™ Capsules.  For this open-label study, the Intent to Treat 
Population is synonymous with the Safety Population. 

 

9.2 Per Protocol Population 

The Per-Protocol (PP) Population will consist of all subjects who take at least 80% of 
the intended dose of OLT1177™ Capsules through Study Day 3 and have no major 
protocol violations as determined by the Medical Monitor.  Exposure will be derived 
using data collected on the Study Drug Administration CRF page.  Percent of intended 
doses will be calculated according to the number of dosing days the subject is on the 
study as: (number of capsules taken through Study Day 3 / number of capsules 
intended through Study Day 3) * 100. Table 1 in Section 11.3 shows the intended 
number of capsules through Study Day 3 for each cohort.  If a subject discontinues 
the study prior to their evening dose, the intended dose for their final dosing day will 
be considered as half of a day.   
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10. STATISTICAL METHODS AND GENERAL CONSIDERATIONS 

The purpose of this analysis is to assess a small number of subjects exposed for 
safety, tolerability and clinical and inflammatory biomarker activity of oral OLT1177™ 
Capsules in the treatment of acute gout flare. As such, no formal statistical testing will 
be performed. Moreover, all biomarker analyses are described and will be reported 
separately from this SAP.  
 
Baseline characteristics will be summarized by dose cohort. Baseline for any given 
parameter is defined as the observation immediately prior to administration of 
OLT1177™ Capsules.  The date of first administration of OLT1177™ Capsules, 
treatment start date, is considered Day 0.  Study day is calculated as ‘event date – 
treatment start date’.   
 
Summary statistics for all data collected during this study will be presented by cohort 
and overall. For measures which are categorical, the results will be summarized by the 
number and percentage of subjects in each category. Continuous variables will be 
presented with summary statistics and will include the number of observations (n), 
mean, standard deviation (SD), median, 25th and 75th percentiles, and minimum 
(min) and maximum (max) values.  
 
For continuous variables, change from baseline is defined as the value at a post-
baseline time point minus the baseline value. Percent change from baseline is defined 
as the change from baseline divided by the baseline value multiplied by 100. 
 
All analyses will be performed using SAS 9.3 or higher.  

10.1 Missing and Spurious Data 

 
There will be no imputation of missing data for the analysis of this proof-of-concept 
study.   
 
Data from unscheduled visits will not be included in statistical summaries.  However, 
the data from unscheduled visits will be presented in applicable listings.   
 

10.2 Protocol Clarification 

In order to determine the doses in Cohorts 2-4, a responder-type adaptive dosing 
scheme was developed for the DMC and described in the protocol.  This included a 
responder analysis for percent reduction in symptoms at 3 days and 7 days after first 
administration of OLT1177™ Capsules. As this responder analysis was intended to be 
used only by the DMC, the responder analysis will not be performed as part of the final 
analysis of the study and is not included in this SAP.  In addition, no imputation of 
missing data will be performed.  Instead, to assess clinical activity of OLT1177™ 
Capsules, the primary clinical activity outcome of change in subject-reported pain 
intensity score in the target joint will be summarized at both the Day 3(PM) visit and 
the Day 7(PM) visit.   

 
  

89



11. STATISTICAL ANALYSES 

11.1 Subject Disposition  

A summary table will be produced detailing the number of subjects enrolled, the 
number of subjects treated, and the number of subjects who completed the study or 
withdrew by cohort and overall. 

11.2 Demographic and Baseline Characteristics 

Demographics such as sex, age (yrs.), height (cm), weight (kg) and body mass index 
(BMI (mg/kg2)) will be presented in summary tables. 
 
Age will be calculated as the number of completed years between birth and informed 
consent date. The BMI will be calculated as weight/height2, with weight expressed in 
kilograms and height in meters. 
 
The Target Joint specified at baseline will be summarized as the number and percent 
of subjects reporting each joint. 
 
A by-subject listing will be provided for demographic and baseline characteristics. 
 

11.3 Investigational Product Exposure and Compliance 

Exposure to OLT1177™ Capsules will be summarized by cohort and overall for all 
subjects.  Descriptive statistics of the number of doses taken, percent of total 
intended dose, and total dose (mg) will be presented through Study Day 3 and for the 
entire study.  The percent of total intended dose will be calculated as the number of 
capsules taken divided by the intended number of capsules prescribed, multiplied by 
100.  The intended number of capsules for each cohort is shown in Table 1 for the 
period through Study Day 3 and for the entire study.  If a subject discontinues the 
study prior to their evening dose, the intended dose for their final dosing day will be 
considered as half of a day.  The number and percent of subjects who took <80% and 
≥80% of total intended doses through Study Day 3 and over the entire Treatment 
Period will be presented. 
 
A by-subject listing will be provided for exposure and compliance. 
 
Table 1 Prescribed Number of Capsules per Cohort 
 

Cohort Dose (mg) 
per Day 

Number of 
Capsules 
Per Day 

Number of 
Capsules 
Through 

Study Day 3 

Total 
Number of 
Capsules 

Through End 
of Treatment 

 

1 1000 10 40 80 

2 2000 20 80 160 

3 300 3 12 24 

4 100 1 4 8 
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11.4 Clinical Efficacy Analyses 

The primary efficacy analyses will be performed on the PP population.  Additional 
efficacy analyses may also be provided for the ITT population for specified endpoints. 
All efficacy analyses will be presented by cohort and overall. 
 
Pain intensity, walking disability and general disability were recorded on a 0 – 100 mm 
VAS with anchors 0 = [“no pain”, “I can do everything I was able to do before this 
gout attack started”, “I am not experiencing any deterioration in walking”] and 100 = 
[“never experienced this much pain before”, “I cannot do anything”, “I can absolutely 
not walk”] on the respective scales. 
 

11.4.1 Pain Intensity Score  
 
Descriptive statistics for the observed value, change from baseline and percent change 
from baseline values will be presented for the Day 3 (PM) visit and the Day 7 (PM) 
visit for the Target Joint Pain VAS (mm) measure. Pain Intensity of the Target Joint 
will be summarized for the PP and ITT populations.   
 

11.4.2 Subject Reported Global Evaluation of Treatment 
 
Summaries of the count and percentage of subjects will be presented by visit for each 
of the Global Evaluation of Treatment categories: 

• Poor 
• Fair 
• Good 
• Very Good 
• Excellent 

A by-subject listing will be provided for Global Evaluation of Treatment.  Global 
Evaluation of Treatment will be summarized for the PP and ITT populations.   
 

11.4.3 Target Joint Pain 
 
Descriptive statistics of the Target Joint Pain VAS (mm) measures will be provided by 
visit for the observed value, change from baseline and percent change from baseline.  
Target Joint Pain VAS will be summarized for the PP and ITT populations. Figures of 
the mean scores by cohort, mean percent change by cohort, percent change by 
subject and percent change by subject within cohort in Target Joint Pain VAS over 
time will be provided for the PP population.  A by-subject listing of Target Joint Pain 
VAS will be provided.   
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11.4.4 General Disability  
 
Descriptive statistics of the General Disability VAS (mm) measures will be provided by 
visit for the observed value, change from baseline and percent change from baseline.  
General Disability VAS will be summarized for the PP and ITT populations.  Figures of 
the mean scores by cohort, mean percent change by cohort, percent change by 
subject and percent change by subject within cohort in General Disability VAS over 
time will be provided for the PP population.  A by-subject listing of General Disability 
VAS will be provided.   
 

11.4.5 Walking Disability  
 
Descriptive statistics of the Walking Disability VAS (mm) measures will be provided by 
visit for the observed value, change from baseline and percent change from baseline.  
Walking Disability VAS will be summarized for the PP and ITT populations.  Figures of 
the mean scores by cohort, mean percent change by cohort, percent change by 
subject and percent change by subject within cohort in Walking Disability VAS over 
time will be provided for the PP population. A by-subject listing of Walking Disability 
VAS will be provided. 
 
 

11.4.6 Investigator-Assessed Index Joint Score 
 
The four measures of Tenderness, Swelling, Erythema, and Warmth for the 
Investigator-Assessed Index Joint Score will be summarized by the number and 
percent of subjects at each response level.  For Tenderness and Swelling the response 
levels are: 

• No Pain 
• Mild Pain 
• Moderate Pain 
• Severe Pain 

For Erythema and Warmth the response levels are: 
• Absent 
• Present 
• Non-assessable 

Investigator-Assessed Index Joint Score will be summarized for the PP and ITT 
populations.  A by-subject listing will be provided.  
 

11.4.7 Investigator-Assessed Global Rating of Disease 
 
Summaries of the count and percentage of subjects will be presented by visit for each 
of the Global Rating of Disease categories: 

• Poor 
• Fair 
• Good 
• Very Good 
• Excellent 

Investigator-Assessed Global Rating of Disease will be summarized for the PP and ITT 
populations.  A by-subject listing will be provided. 
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11.4.8 High Sensitivity C-reactive Protein and Serum Amyloid A Protein  
 
Descriptive statistics of high sensitivity C-reactive protein (hsCRP) and serum amyloid 
A protein (SAA) laboratory results will be presented for the reported values, change 
from baseline and percent change from baseline values by visit.  The summary of 
hsCRP and SAA will be performed on the PP and ITT populations. Figures of the mean 
scores by cohort, mean percent change by cohort, percent change by subject and 
percent change by subject within cohort of hsCRP and SAA laboratory results will be 
provided for the PP Population. 
 
 

11.4.9 Treatment Failures 
 

A Treatment Failure is defined as a subject who at any time during the study is 
unable to tolerate his/her pain and wishes to receive standard medical intervention for 
an acute gout flare and is either withdrawn from the study or withdrawn from 
treatment.   
 
The number and proportion of Treatment Failures will be summarized by cohort and 
overall for the PP population and for the ITT population.  
 

11.5 Biomarker Efficacy Analyses 

An integral part of the efficacy analysis for this study is the analysis of inflammatory 
biomarkers (hsCRP, SAA, RBC and WBC and plasma cytokines).  In addition, 
supplemental analyses will be done on blood samples collected for ex vivo PBMC 
isolation, stimulation and cytokine production, which will be described and reported 
separately.  

 
 

11.6 Safety Analysis 

All safety analyses will be conducted on the Safety Population. The applicable 
definition of an Adverse Event (AE) can be found in the study protocol.  All AEs 
occurring from when the subject signs informed consent to when the subject exits the 
study will be accounted for in the listings.  A treatment emergent AE (TEAE) is an 
event with onset on or after the first administration of OLT1177™ Capsules through 
day 35. 
 

11.6.1 Adverse Events 
 
An overall summary of treatment emergent adverse events will be provided including 
the number and percent of unique subjects with at least one AE, serious adverse 
events (SAE), related AEs, related SAEs, AE leading to withdrawal, and deaths. 
Additionally, a summary of unique subjects with AEs (number and %) and actual AE 
event counts will be presented by MedDRA system organ class and preferred term.  
Related adverse event incidence will be presented by maximum relationship.   Related 
events are those classified as ‘related’, ‘probably’ or ‘possible’ for relationship.  
Additionally, the incidence of adverse events by maximum severity will be presented. 
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The incidence and event count for Serious Adverse Events (SAE) will be provided as 
well as SAE incidence by maximum relationship and SAE incidence by maximum 
severity.    
 
Adverse events will be listed by subject.  Additionally, subject listing of deaths and AEs 
leading to withdrawal will be provided. 
 

11.6.2 Laboratory Evaluations 
 
Laboratory data for hematology, chemistry, and urinalysis parameters, will be 
presented by cohort. At each assessed visit, summary statistics will be presented as 
well as the change and percent change from baseline at each post-baseline visit. 
Figures of the mean value, mean percent change by cohort, percent change by subject 
and percent change by subject within cohort will be provided for the following 
laboratory parameters: 

• Hematology: WBC, RBC, Hemoglobin, Hematocrit, Platelets, Neutrophils, 
Lymphocytes, Monocytes, Eosinophils, Basophils, MCV, and MCH 

• Serum Chemistry:  Sodium, Potassium, Glucose, BUN, Creatinine, Albumin, 
Calcium, Chloride, Total Bilirubin, Total Protein, ALT (SGPT), AST (SGOT), 
Lipase, HbA1c, and  Serum Uric Acid 

 

11.6.3 Electrocardiogram (ECG) 
 
Summary statistics will be presented by visit for quantitative ECG results, along with 
change and percent change from baseline.  The following ECG parameters will be 
summarized: 

• Vent Rate (bpm)  
• PR interval (ms) 
• QRS duration (ms)  
• QT (ms)  
• QTcF (ms)  
• Average RR (ms) 

ECG findings of normal, abnormal - not clinically significant, and abnormal - clinically 
significant will be summarized by subject count and percentage at each visit.  Figures 
for the mean percent change by cohort for each of the above ECG parameters will be 
provided. 
 

11.6.4 Physical Examination 
 
Physical Examination findings of Normal and Abnormal will be summarized for each 
body system as counts and percentages by visit.  
 

11.6.5 Vital Signs 
 
Summary statistics of reported values, change from baseline and percent change from 
baseline will be presented for each visit for the following vital signs: 

• Systolic Blood Pressure (mmHg) 
• Diastolic Blood Pressure (mmHg) 
• Pulse (bpm) 
• Temperature (C) 
• Respiratory Rate (breaths per minute). 
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Figures of mean percent change by cohort for each of the above vital signs 
parameters will be provided. 
 

11.6.6 Concomitant Medications 

 
Concomitant medications/therapies and past medications/therapies taken within 30 
days prior to the first dose will be provided in a by-subject listing. 
 
 

12. PHARMACOKINETICS 

Plasma concentration levels will be summarized by descriptive statistics for the 
concentration levels by group at each time point.  A by-subject listing will be produced. 
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13. PRESENTATION OF RESULTS 

The following sections are numbered in accordance with the numbering that will be 
used in the Clinical Study Report per ICH Guidelines and, therefore, do not follow the 
numbering in the preceding body of the SAP.  The Biomarker Analysis will be reported 
separately. 
 

Disposition and Demographic Data Tables 

Table 14.1.1  Subject Disposition  All Enrolled   

Table 14.1.2.1  Demographics Summary  PP Population 

Table 14.1.2.2 Demographics Summary ITT Population 

Table 14.1.3.1 Baseline Characteristics  PP Population   

Table 14.1.3.2  Baseline Characteristics ITT Population 

Table 14.1.4 Study Drug Exposure and Compliance ITT Population 

Table 14.1.5 Pharmacokinetic Concentration Levels ITT Population 

   

Efficacy Summary Tables 

Table 14.2.1.1 Pain Intensity Score  PP Population 

Table 14.2.1.2 Pain Intensity Score  ITT Population 

Table 14.2.2.1 Global Evaluation of Treatment PP Population 

Table 14.2.2.2 Global Evaluation of Treatment ITT Population 

Table 14.2.3.1 Target Joint Pain VAS (mm) by Visit PP Population 

Table 14.2.3.2 Target Joint Pain VAS (mm) by Visit ITT Population 

Table 14.2.4.1 General Disability VAS (mm) by Visit PP Population 

Table 14.2.4.2 General Disability VAS (mm)  by Visit ITT Population 

Table 14.2.5.1 Walking Disability VAS (mm) by Visit PP Population 

Table 14.2.5.2 Walking Disability VAS (mm)  by Visit ITT Population 

Table 14.2.6.1 Investigator-Assessed Index Joint Score PP Population 

Table 14.2.6.2 Investigator-Assessed Index Joint Score ITT Population 

Table 14.2.7.1 Investigator-Assessed Global Rating of 
Disease 

PP Population 

Table 14.2.7.2 Investigator-Assessed Global Rating of 
Disease 

ITT Population 

Table 14.2.8.1 Laboratory Results of hsCRP and SAA PP Population 

Table 14.2.8.2 Laboratory Results of hsCRP and SAA ITT Population 

Table 14.2.9.1 Treatment Failures PP Population 
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Table 14.2.9.2 Treatment Failures ITT Population 

   

Safety Summary Tables  

Table 14.3.1.1 Overall Summary of Adverse Events  Safety Population 

Table 14.3.1.2 Adverse Events by System Organ Class and 
Preferred Term 

Safety Population 

Table 14.3.1.3 Adverse Events by System Organ Class, 
Preferred Term and Relationship 

Safety Population 

Table 14.3.1.4 Adverse Events by System Organ Class, 
Preferred Term and Severity 

Safety Population 

Table 14.3.1.5 Serious Adverse Events by System Organ 
Class and Preferred Term 

Safety Population 

Table 14.3.1.6 Serious Adverse Events by System Organ 
Class, Preferred Term and Maximum 
Relationship 

Safety Population 

Table 14.3.1.7 Serious Adverse Events by System Organ 
Class, Preferred Term and Maximum 
Severity 

Safety Population 

Table 14.3.2 Listing of Deaths Safety Population 

Table 14.3.5.1 Laboratory Values by Visit - Hematology Safety Population 

Table 14.3.5.2 Laboratory Values by Visit - Chemistry Safety Population  

Table 14.3.5.3 Laboratory Values by Visit - Urinalysis Safety Population 

Table 14.3.5.4 Laboratory Values by Visit - SAA Safety Population 

Table 14.3.5.5.1 ECG Quantitative Findings Safety Population 

Table 14.3.5.5.2 ECG Qualitative Findings Safety Population 

Table 14.3.6.1 Vital Signs by Visit Safety Population 

Table 14.3.6.2 Physical Examination Findings by Visit Safety Population 

   

Efficacy Figures 

Figure 14.2.1.1 Target Joint Pain (mm) - Mean Value by 
Cohort 

PP Population 

Figure 14.2.1.2 Target Joint Pain (mm) - Mean Percent 
Change from Baseline by Cohort   

PP Population 

Figure 14.2.1.3 Target Joint Pain (mm) - Percent Change 
from Baseline by Subject 

PP Population 

Figure 14.2.1.4.1 Target Joint Pain (mm) - Percent Change 
from Baseline by Subject – Cohort 1 

PP Population 

Figure 14.2.1.4.2 Target Joint Pain (mm) - Percent Change 
from Baseline by Subject – Cohort 2  

PP Population 
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Figure 14.2.1.4.3 Target Joint Pain (mm) - Percent Change 
from Baseline by Subject – Cohort 3 

PP Population 

Figure 14.2.1.4.4 Target Joint Pain (mm) - Percent Change 
from Baseline by Subject - Cohort 4 

PP Population 

Figure 14.2.2.1 General Disability(mm)   - Mean Value by 
Cohort 

PP Population 

Figure 14.2.2.2 General Disability (mm) - Mean Percent 
Change from Baseline by Cohort 

PP Population 

Figure 14.2.2.3 General Disability (mm) - Percent Change 
from Baseline by Subject 

PP Population 

Figure 14.2.2.4.1 General Disability (mm) - Percent Change 
from Baseline by Subject – Cohort 1 

PP Population 

Figure 14.2.2.4.2 General Disability (mm) - Percent Change 
from Baseline by Subject – Cohort 2  

PP Population 

Figure 14.2.2.4.3 General Disability (mm) - Percent Change 
from Baseline by Subject – Cohort 3 

PP Population 

Figure 14.2.2.4.4 General Disability (mm) - Percent Change 
from Baseline by Subject - Cohort 4 

PP Population 

Figure 14.2.3.1 Walking Disability (mm) - Mean Value by 
Cohort 

PP Population 

Figure 14.2.3.2 Walking Disability (mm) - Mean Percent 
Change from Baseline by Cohort 

PP Population 

Figure 14.2.3.3 Walking Disability (mm) - Percent Change 
from Baseline by Subject 

PP Population 

Figure 14.2.3.4.1 Walking Disability (mm) - Percent Change 
from Baseline by Subject – Cohort 1 

PP Population 

Figure 14.2.3.4.2 Walking Disability (mm) - Percent Change 
from Baseline by Subject – Cohort 2  

PP Population 

Figure 14.2.3.4.3 Walking Disability (mm) - Percent Change 
from Baseline by Subject – Cohort 3 

PP Population 

Figure 14.2.3.4.4 Walking Disability (mm) - Percent Change 
from Baseline by Subject - Cohort 4 

PP Population 

Figure 14.2.4.1 SAA (mg/L) - Mean Value by Cohort PP Population 

Figure 14.2.4.2 SAA (mg/L) - Mean Percent Change from 
Baseline by Cohort 

PP Population 

Figure 14.2.4.3 SAA (mg/L) - Percent Change from 
Baseline by Subject 

PP Population 

Figure 14.2.4.4.1 SAA (mg/L) - Percent Change from 
Baseline by Subject – Cohort 1 

PP Population 

Figure 14.2.4.4.2 SAA (mg/L) - Percent Change from 
Baseline by Subject – Cohort 2  

PP Population 

Figure 14.2.4.4.3 SAA (mg/L) - Percent Change from 
Baseline by Subject – Cohort 3 

PP Population 

Figure 14.2.4.4.4 SAA (mg/L) - Percent Change from 
Baseline by Subject - Cohort 4 

PP Population 
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Figure 14.2.5.1 hsCRP (mg/L) - Mean Value by Cohort PP Population 

Figure 14.2.5.2 hsCRP (mg/L) - Mean Percent Change from 
Baseline by Cohort 

PP Population 

Figure 14.2.5.3 hsCRP (mg/L) - Percent Change from 
Baseline by Subject 

PP Population 

Figure 14.2.5.4.1 hsCRP (mg/L) - Percent Change from 
Baseline by Subject – Cohort 1 

PP Population 

Figure 14.2.5.4.2 hsCRP (mg/L) - Percent Change from 
Baseline by Subject – Cohort 2  

PP Population 

Figure 14.2.5.4.3 hsCRP (mg/L) - Percent Change from 
Baseline by Subject – Cohort 3 

PP Population 

Figure 14.2.5.4.4 hsCRP (mg/L) - Percent Change from 
Baseline by Subject - Cohort 4 

PP Population 

   

Safety Figures   

Figure 14.3.1.1 WBC (10^9/L) - Mean Value by Cohort Safety Population 

Figure 14.3.1.2 WBC (10^9/L) - Mean Percent Change 
from Baseline by Cohort 

Safety Population 

Figure 14.3.1.3 WBC (10^9/L) - Percent Change from 
Baseline by Subject 

Safety Population 

Figure 14.3.1.4.1 WBC (10^9/L) - Percent Change from 
Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.1.4.2 WBC (10^9/L) - Percent Change from 
Baseline by Subject – Cohort 2  

Safety Population 

Figure 14.3.1.4.3 WBC (10^9/L) - Percent Change from 
Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.1.4.4 WBC (10^9/L) - Percent Change from 
Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.2.1 RBC (10^12/L) - Mean Value by Cohort Safety Population 

Figure 14.3.2.2 RBC (10^12/L) - Mean Percent Change 
from Baseline by Cohort 

Safety Population 

Figure 14.3.2.3 RBC (10^12/L) - Percent Change from 
Baseline by Subject 

Safety Population 

Figure 14.3.2.4.1 RBC (10^12/L) - Percent Change from 
Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.2.4.2 RBC (10^12/L) - Percent Change from 
Baseline by Subject – Cohort 2  

Safety Population 

Figure 14.3.2.4.3 RBC (10^12/L) - Percent Change from 
Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.2.4.4 RBC (10^12/L) - Percent Change from 
Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.3.1 Hemoglobin (mmol/L) - Mean Value by 
Cohort 

Safety Population 

99



Figure 14.3.3.2 Hemoglobin (mmol/L) - Mean Percent 
Change from Baseline by Cohort 

Safety Population 

Figure 14.3.3.3 Hemoglobin (mmol/L) - Percent Change 
from Baseline by Subject 

Safety Population 

Figure 14.3.3.4.1 Hemoglobin (mmol/L) - Percent Change 
from Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.3.4.2 Hemoglobin (mmol/L) - Percent Change 
from Baseline by Subject – Cohort 2  

Safety Population 

Figure 14.3.3.4.3 Hemoglobin (mmol/L) - Percent Change 
from Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.3.4.4 Hemoglobin (mmol/L) - Percent Change 
from Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.4.1 Hematocrit (L/L) - Mean Value by Cohort Safety Population 

Figure 14.3.4.2 Hematocrit (L/L) - Mean Percent Change 
from Baseline by Cohort 

Safety Population 

Figure 14.3.4.3 Hematocrit (L/L) - Percent Change from 
Baseline by Subject 

Safety Population 

Figure 14.3.4.4.1 Hematocrit (L/L) - Percent Change from 
Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.4.4.2 Hematocrit (L/L) - Percent Change from 
Baseline by Subject – Cohort 2  

Safety Population 

Figure 14.3.4.4.3 Hematocrit (L/L) - Percent Change from 
Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.4.4.4 Hematocrit (L/L) - Percent Change from 
Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.5.1 Platelets (10^9/L) - Mean Value by Cohort Safety Population 

Figure 14.3.5.2 Platelets (10^9/L) - Mean Percent Change 
from Baseline by Cohort 

Safety Population 

Figure 14.3.5.3 Platelets (10^9/L) - Percent Change from 
Baseline by Subject 

Safety Population 

Figure 14.3.5.4.1 Platelets (10^9/L) - Percent Change from 
Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.5.4.2 Platelets (10^9/L) - Percent Change from 
Baseline by Subject – Cohort 2  

Safety Population 

Figure 14.3.5.4.3 Platelets (10^9/L) - Percent Change from 
Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.5.4.4 Platelets (10^9/L) - Percent Change from 
Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.6.1 Neutrophils (10^9/L) - Mean Value by 
Cohort 

Safety Population 

Figure 14.3.6.2 Neutrophils (10^9/L) - Mean Percent 
Change from Baseline by Cohort 

Safety Population 

Figure 14.3.6.3 Neutrophils (10^9/L) - Percent Change 
from Baseline by Subject 

Safety Population 
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Figure 14.3.6.4.1 Neutrophils (10^9/L) - Percent Change 
from Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.6.4.2 Neutrophils (10^9/L) - Percent Change 
from Baseline by Subject – Cohort 2  

Safety Population 

Figure 14.3.6.4.3 Neutrophils (10^9/L) - Percent Change 
from Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.6.4.4 Neutrophils (10^9/L) - Percent Change 
from Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.7.1 Lymphocytes(10^9/L)   - Mean Value by 
Cohort 

Safety Population 

Figure 14.3.7.2 Lymphocytes (10^9/L) - Mean Percent 
Change from Baseline by Cohort 

Safety Population 

Figure 14.3.7.3 Lymphocytes (10^9/L) - Percent Change 
from Baseline by Subject 

Safety Population 

Figure 14.3.7.4.1 Lymphocytes (10^9/L) - Percent Change 
from Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.7.4.2 Lymphocytes (10^9/L) - Percent Change 
from Baseline by Subject – Cohort 2  

Safety Population 

Figure 14.3.7.4.3 Lymphocytes (10^9/L) - Percent Change 
from Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.7.4.4 Lymphocytes (10^9/L) - Percent Change 
from Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.8.1 Monocytes (10^9/L) - Mean Value by 
Cohort 

Safety Population 

Figure 14.3.8.2 Monocytes (10^9/L) - Mean Percent 
Change from Baseline by Cohort 

Safety Population 

Figure 14.3.8.3 Monocytes (10^9/L) - Percent Change 
from Baseline by Subject 

Safety Population 

Figure 14.3.8.4.1 Monocytes (10^9/L) - Percent Change 
from Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.8.4.2 Monocytes (10^9/L) - Percent Change 
from Baseline by Subject – Cohort 2  

Safety Population 

Figure 14.3.8.4.3 Monocytes (10^9/L) - Percent Change 
from Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.8.4.4 Monocytes (10^9/L) - Percent Change 
from Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.9.1 Eosinophils (10^9/L) - Mean Value by 
Cohort 

Safety Population 

Figure 14.3.9.2 Eosinophils (10^9/L) - Mean Percent 
Change from Baseline by Cohort 

Safety Population 

Figure 14.3.9.3 Eosinophils (10^9/L) - Percent Change 
from Baseline by Subject 

Safety Population 

Figure 14.3.9.4.1 Eosinophils (10^9/L) - Percent Change 
from Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.9.4.2 Eosinophils (10^9/L) - Percent Change 
from Baseline by Subject – Cohort 2  

Safety Population 
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Figure 14.3.9.4.3 Eosinophils (10^9/L) - Percent Change 
from Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.9.4.4 Eosinophils (10^9/L) - Percent Change 
from Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.10.1 Basophils (10^9/L) - Mean Value by 
Cohort 

Safety Population 

Figure 14.3.10.2 Basophils (10^9/L) - Mean Percent 
Change from Baseline by Cohort 

Safety Population 

Figure 14.3.10.3 Basophils (10^9/L) - Percent Change from 
Baseline by Subject 

Safety Population 

Figure 14.3.10.4.1 Basophils (10^9/L) - Percent Change from 
Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.10.4.2 Basophils (10^9/L) - Percent Change from 
Baseline by Subject – Cohort 2  

Safety Population 

Figure 14.3.10.4.3 Basophils (10^9/L) - Percent Change from 
Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.10.4.4 Basophils (10^9/L) - Percent Change from 
Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.11.1 MCV (fl) - Mean Value by Cohort Safety Population 

Figure 14.3.11.2 MCV (fl) - Mean Percent Change from 
Baseline by Cohort 

Safety Population 

Figure 14.3.11.3 MCV (fl) - Percent Change from Baseline 
by Subject 

Safety Population 

Figure 14.3.11.4.1 MCV (fl) - Percent Change from Baseline 
by Subject – Cohort 1 

Safety Population 

Figure 14.3.11.4.2 MCV (fl) - Percent Change from Baseline 
by Subject – Cohort 2  

Safety Population 

Figure 14.3.11.4.3 MCV (fl) - Percent Change from Baseline 
by Subject – Cohort 3 

Safety Population 

Figure 14.3.11.4.4 MCV (fl) - Percent Change from Baseline 
by Subject - Cohort 4 

Safety Population 

Figure 14.3.12.1 MCH (amol) - Mean Value by Cohort Safety Population 

Figure 14.3.12.2 MCH (amol) - Mean Percent Change from 
Baseline by Cohort 

Safety Population 

Figure 14.3.12.3 MCH (amol) - Percent Change from 
Baseline by Subject 

Safety Population 

Figure 14.3.12.4.1 MCH (amol) - Percent Change from 
Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.12.4.2 MCH (amol) - Percent Change from 
Baseline by Subject – Cohort 2  

Safety Population 

Figure 14.3.12.4.3 MCH (amol) - Percent Change from 
Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.12.4.4 MCH (amol) - Percent Change from 
Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.13.1 Sodium (mmol/L) - Mean Value by Cohort Safety Population 
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Figure 14.3.13.2 Sodium (mmol/L) - Mean Percent Change 
from Baseline by Cohort 

Safety Population 

Figure 14.3.13.3 Sodium (mmol/L) - Percent Change from 
Baseline by Subject 

Safety Population 

Figure 14.3.13.4.1 Sodium (mmol/L) - Percent Change from 
Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.13.4.2 Sodium (mmol/L) - Percent Change from 
Baseline by Subject – Cohort 2  

Safety Population 

Figure 14.3.13.4.3 Sodium (mmol/L) - Percent Change from 
Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.13.4.4 Sodium (mmol/L) - Percent Change from 
Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.14.1 Potassium (mmol/L) - Mean Value by 
Cohort 

Safety Population 

Figure 14.3.14.2 Potassium (mmol/L) - Mean Percent 
Change from Baseline by Cohort 

Safety Population 

Figure 14.3.14.3 Potassium (mmol/L) - Percent Change 
from Baseline by Subject 

Safety Population 

Figure 14.3.14.4.1 Potassium (mmol/L) - Percent Change 
from Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.14.4.2 Potassium (mmol/L) - Percent Change 
from Baseline by Subject – Cohort 2  

Safety Population 

Figure 14.3.14.4.3 Potassium (mmol/L) - Percent Change 
from Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.14.4.4 Potassium (mmol/L) - Percent Change 
from Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.15.1 Glucose (mmol/L) - Mean Value by Cohort Safety Population 

Figure 14.3.15.2 Glucose (mmol/L) - Mean Percent Change 
from Baseline by Cohort 

Safety Population 

Figure 14.3.15.3 Glucose (mmol/L) - Percent Change from 
Baseline by Subject 

Safety Population 

Figure 14.3.15.4.1 Glucose (mmol/L) - Percent Change from 
Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.15.4.2 Glucose (mmol/L) - Percent Change from 
Baseline by Subject – Cohort 2  

Safety Population 

Figure 14.3.15.4.3 Glucose (mmol/L) - Percent Change from 
Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.15.4.4 Glucose (mmol/L) - Percent Change from 
Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.16.1 BUN (mmol/L) - Mean Value by Cohort Safety Population 

Figure 14.3.16.2 BUN (mmol/L) - Mean Percent Change 
from Baseline by Cohort 

Safety Population 

Figure 14.3.16.3 BUN (mmol/L) - Percent Change from 
Baseline by Subject 

Safety Population 
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Figure 14.3.16.4.1 BUN (mmol/L) - Percent Change from 
Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.16.4.2 BUN (mmol/L) - Percent Change from 
Baseline by Subject – Cohort 2  

Safety Population 

Figure 14.3.16.4.3 BUN (mmol/L) - Percent Change from 
Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.16.4.4 BUN (mmol/L) - Percent Change from 
Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.17.1 Creatinine (umol/L) - Mean Value by 
Cohort 

Safety Population 

Figure 14.3.17.2 Creatinine (umol/L) - Mean Percent 
Change from Baseline by Cohort 

Safety Population 

Figure 14.3.17.3 Creatinine (umol/L) - Percent Change from 
Baseline by Subject 

Safety Population 

Figure 14.3.17.4.1 Creatinine (umol/L) - Percent Change from 
Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.17.4.2 Creatinine (umol/L) - Percent Change from 
Baseline by Subject – Cohort 2  

Safety Population 

Figure 14.3.17.4.3 Creatinine (umol/L) - Percent Change from 
Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.17.4.4 Creatinine (umol/L) - Percent Change from 
Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.18.1 Albumin (g/L) - Mean Value by Cohort Safety Population 

Figure 14.3.18.2 Albumin (g/L) - Mean Percent Change from 
Baseline by Cohort 

Safety Population 

Figure 14.3.18.3 Albumin (g/L) - Percent Change from 
Baseline by Subject 

Safety Population 

Figure 14.3.18.4.1 Albumin (g/L) - Percent Change from 
Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.18.4.2 Albumin (g/L) - Percent Change from 
Baseline by Subject – Cohort 2  

Safety Population 

Figure 14.3.18.4.3 Albumin (g/L) - Percent Change from 
Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.18.4.4 Albumin (g/L) - Percent Change from 
Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.19.1 Calcium (mmol/L) - Mean Value by Cohort Safety Population 

Figure 14.3.19.2 Calcium (mmol/L) - Mean Percent Change 
from Baseline by Cohort 

Safety Population 

Figure 14.3.19.3 Calcium (mmol/L) - Percent Change from 
Baseline by Subject 

Safety Population 

Figure 14.3.19.4.1 Calcium (mmol/L) - Percent Change from 
Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.19.4.2 Calcium (mmol/L) - Percent Change from 
Baseline by Subject – Cohort 2  

Safety Population 
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Figure 14.3.19.4.3 Calcium (mmol/L) - Percent Change from 
Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.19.4.4 Calcium (mmol/L) - Percent Change from 
Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.20.1 Chloride (mmol/L) - Mean Value by Cohort Safety Population 

Figure 14.3.20.2 Chloride (mmol/L) - Mean Percent Change 
from Baseline by Cohort 

Safety Population 

Figure 14.3.20.3 Chloride (mmol/L) - Percent Change from 
Baseline by Subject 

Safety Population 

Figure 14.3.20.4.1 Chloride (mmol/L) - Percent Change from 
Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.20.4.2 Chloride (mmol/L) - Percent Change from 
Baseline by Subject – Cohort 2  

Safety Population 

Figure 14.3.20.4.3 Chloride (mmol/L) - Percent Change from 
Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.20.4.4 Chloride (mmol/L) - Percent Change from 
Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.21.1 Total Bilirubin (umol/L) - Mean Value by 
Cohort 

Safety Population 

Figure 14.3.21.2 Total Bilirubin (umol/L) - Mean Percent 
Change from Baseline by Cohort 

Safety Population 

Figure 14.3.21.3 Total Bilirubin (umol/L) - Percent Change 
from Baseline by Subject 

Safety Population 

Figure 14.3.21.4.1 Total Bilirubin (umol/L) - Percent Change 
from Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.21.4.2 Total Bilirubin (umol/L) - Percent Change 
from Baseline by Subject – Cohort 2  

Safety Population 

Figure 14.3.21.4.3 Total Bilirubin (umol/L) - Percent Change 
from Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.21.4.4 Total Bilirubin (umol/L) - Percent Change 
from Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.22.1 Total Protein (g/L) - Mean Value by Cohort Safety Population 

Figure 14.3.22.2 Total Protein (g/L) - Mean Percent Change 
from Baseline by Cohort 

Safety Population 

Figure 14.3.22.3 Total Protein (g/L) - Percent Change from 
Baseline by Subject 

Safety Population 

Figure 14.3.22.4.1 Total Protein (g/L) - Percent Change from 
Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.22.4.2 Total Protein (g/L) - Percent Change from 
Baseline by Subject – Cohort 2  

Safety Population 

Figure 14.3.22.4.3 Total Protein (g/L) - Percent Change from 
Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.22.4.4 Total Protein (g/L) - Percent Change from 
Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.23.1 ALT (SGPT) (U/L) - Mean Value by Cohort Safety Population 
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Figure 14.3.23.2 ALT (SGPT) (U/L) - Mean Percent Change 
from Baseline by Cohort 

Safety Population 

Figure 14.3.23.3 ALT (SGPT) (U/L) - Percent Change from 
Baseline by Subject 

Safety Population 

Figure 14.3.23.4.1 ALT (SGPT) (U/L) - Percent Change from 
Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.23.4.2 ALT (SGPT) (U/L) - Percent Change from 
Baseline by Subject – Cohort 2  

Safety Population 

Figure 14.3.23.4.3 ALT (SGPT) (U/L) - Percent Change from 
Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.23.4.4 ALT (SGPT) (U/L) - Percent Change from 
Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.24.1 AST (SGOT) (U/L) - Mean Value by Cohort Safety Population 

Figure 14.3.24.2 AST (SGOT) (U/L) - Mean Percent Change 
from Baseline by Cohort 

Safety Population 

Figure 14.3.24.3 AST (SGOT) (U/L) - Percent Change from 
Baseline by Subject 

Safety Population 

Figure 14.3.24.4.1 AST (SGOT) (U/L) - Percent Change from 
Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.24.4.2 AST (SGOT) (U/L) - Percent Change from 
Baseline by Subject – Cohort 2  

Safety Population 

Figure 14.3.24.4.3 AST (SGOT) (U/L) - Percent Change from 
Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.24.4.4 AST (SGOT) (U/L) - Percent Change from 
Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.25.1 Lipase (U/L) - Mean Value by Cohort Safety Population 

Figure 14.3.25.2 Lipase (U/L) - Mean Percent Change from 
Baseline by Cohort 

Safety Population 

Figure 14.3.25.3 Lipase (U/L) - Percent Change from 
Baseline by Subject 

Safety Population 

Figure 14.3.25.4.1 Lipase (U/L) - Percent Change from 
Baseline by Subject – Cohort 1 

Safety Population 

Figure 14.3.25.4.2 Lipase (U/L) - Percent Change from 
Baseline by Subject – Cohort 2  

Safety Population 

Figure 14.3.25.4.3 Lipase (U/L) - Percent Change from 
Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.25.4.4 Lipase (U/L) - Percent Change from 
Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.26.1 HbA1c (mmol) - Mean Value by Cohort Safety Population 

Figure 14.3.26.2 HbA1c (mmol) - Mean Percent Change 
from Baseline by Cohort 

Safety Population 

Figure 14.3.26.3 HbA1c (mmol) - Percent Change from 
Baseline by Subject 

Safety Population 

Figure 14.3.26.4.1 HbA1c (mmol) - Percent Change from 
Baseline by Subject – Cohort 1 

Safety Population 
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Figure 14.3.26.4.2 HbA1c (mmol) - Percent Change from 
Baseline by Subject – Cohort 2  

Safety Population 

Figure 14.3.26.4.3 HbA1c (mmol) - Percent Change from 
Baseline by Subject – Cohort 3 

Safety Population 

Figure 14.3.26.4.4 HbA1c (mmol) - Percent Change from 
Baseline by Subject - Cohort 4 

Safety Population 

Figure 14.3.27.1 Serum Uric Acid (mmol/L) - Mean Value by 
Cohort 

Safety Population 

Figure 14.3.27.2 Serum Uric Acid (mmol/L) - Mean Percent 
Change from Baseline by Cohort 

Safety Population 

Figure 14.3.27.3 Serum Uric Acid (mmol/L) - Percent 
Change from Baseline by Subject 

Safety Population 

Figure 14.3.27.4.1 Serum Uric Acid (mmol/L) - Percent 
Change from Baseline by Subject – Cohort 
1 

Safety Population 

Figure 14.3.27.4.2 Serum Uric Acid (mmol/L) - Percent 
Change from Baseline by Subject – Cohort 
2  

Safety Population 

Figure 14.3.27.4.3 Serum Uric Acid (mmol/L) - Percent 
Change from Baseline by Subject – Cohort 
3 

Safety Population 

Figure 14.3.27.4.4 Serum Uric Acid (mmol/L) - Percent 
Change from Baseline by Subject - Cohort 
4 

Safety Population 

Figure 14.3.28.1 
Systolic Blood Pressure (mmHg) - Mean 
Percent Change from Baseline by Time 

Safety Population 

Figure 14.3.28.2 
Diastolic Blood Pressure (mmHg) - Mean 
Percent Change from Baseline by Time 

Safety Population 

Figure 14.3.28.3 
Pulse (bpm) - Mean Percent Change from 
Baseline by Time 

Safety Population 

Figure 14.3.28.4 
Temperature (C) - Mean Percent Change 
from Baseline by Time 

Safety Population 

Figure 14.3.28.5 

Respiratory Rate (breaths per minute) - 
Mean Percent Change from Baseline by 
Time 

Safety Population 

Figure 14.3.29.1 
ECG Vent Rate (bpm) - Mean Percent 
Change from Baseline by Time 

Safety Population 

Figure 14.3.29.2 
ECG PR Interval (ms) - Mean Percent 
Change from Baseline by Time 

Safety Population 

Figure 14.3.29.3 
ECG QRS Duration (ms) - Mean Percent 
Change from Baseline by Time 

Safety Population 

Figure 14.3.29.4 
ECG QT (ms) - Mean Percent Change from 
Baseline by Time 

Safety Population 

Figure 14.3.29.5 
EG QTcF (ms) - Mean Percent Change from 
Baseline by Time 

Safety Population 

Figure 14.3.29.6 
ECG Average RR (ms) - Mean Percent 
Change from Baseline by Time 

Safety Population 
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Subject Data Listings 

Listing 16.2.1 Subject Disposition All Enrolled  

Listing 16.2.2 Protocol Deviations All Enrolled 

Listing 16.2.3 Analysis Populations All Enrolled 

Listing 16.2.4 Subject Demographics All Enrolled 

Listing 16.2.5 Study Drug Exposure and Compliance All Enrolled 

Listing 16.2.6.1 Target Joint Pain ITT Population 
Listing 16.2.6.2 Global Evaluation of Treatment ITT Population 

Listing 16.2.6.3 General Disability Score ITT Population 

Listing 16.2.6.4 Walking Disability Score ITT Population 

Listing 16.2.6.5 Investigator-Assessed Index Joint Score ITT Population 

Listing 16.2.6.6 Investigator-Assessed Global Rating of 
Disease 

ITT Population 

Listing 16.2.7.1 Adverse Events Safety Population 

Listing 16.2.7.2 Adverse Events Leading to Withdrawal Safety Population 

Listing 16.2.8 Concomitant Medications Safety Population 

Listing 16.2.8 Pharmacokinetic Concentration Levels ITT Population 
. 
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