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12.12 Clinical Laboratory Data 

Clinical laboratory data including hematology, coagulation, serum chemistry, urinalysis, urine drug screen, 

and additional tests (Follicle-stimulating hormone as applicable, Hepatitis B virus surface antigen, Hepatitis 

C virus antibody, Human immunodeficiency virus antibody [HIV-1 and HIV-2], severe acute respiratory 

syndrome coronavirus 2 by polymerase chain reaction (PCR) antibody test, serum or urine pregnancy [for 

females of childbearing potential only]) are collected at each planned data collection visits.  

The quantitative variables will be summarized by treatment arm with continuous descriptive statistics. 

Change from baseline will also be summarized by treatment arm and for all patients. Categorical results 

will not be summarized. Listings will be produced including an additional listing for abnormal values only.  

13. Pharmacokinetic Analyses 

PK will be assessed using the PK Population. placebo patients will not be assessed for PK. Where the data 

allow, noncompartmental analyses (NCA) will be used to estimate Day 1 serum PK parameters for LASN01 

after single and repeat IV dosing. Final analyses will be performed after the database lock and will use 

actual sampling times. The effect of antidrug antibodies (ADA) on LASN01 exposure will be assessed. A 

PK report will be generated summarizing the results.   

 

 

 

 

 

 

 

13.1 Summary of Concentration Versus Time Data 

LASN01 concentration data will be summarized by study treatment arm (LASN01 300 mg, LASN01 600 

mg, ) and nominal time using descriptive statistics. Linear and semi-logarithmic 

plots of the individual patient Day 1 LASN01 serum concentrations versus actual time data will be 

generated. Additionally, a comparison of the treatment arms (low versus high dose) will be shown 

graphically using linear and semi-logarithmic plots of the arithmetic mean (with SD) serum concentrations 

versus nominal time data. A patient listing of all serum LASN01 concentrations will be provided.   
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Individual and arithmetic mean (with SD) LASN01 concentrations from the predose samples obtained 

throughout the study will be plotted versus Study Day.   

13.2 LASN01 Pharmacokinetics 

Where the data allow, LASN01 serum concentration versus time data will be subjected to NCA. Individual 

patient serum concentration versus time data will be downloaded into validated  

 for PK analyses. Actual sample collection times relative to the 

time of dosing will be used for the final PK calculations (actual sampling time for predose samples will be 

set to zero).   

Where appropriate, the following LASN01 serum parameters will be generated: 

Cmax Maximal concentration 

Cmin Minimal concentration (i.e., predose trough concentration; For Day 1, this value will be 

obtained from the Day 29 predose sample) 

Tmax Time at which the maximal concentration is observed 

Tlast Time point with the last measurable concentration 

AUC0-28d Area under the concentration time curve from time 0 to 28 days post-dose; calculated 

using the linear up/log down trapezoidal rule 

AUC0-inf Area under the concentration time curve from time 0 extrapolated to time infinity; 

calculated as AUC0-last + (Clast/ λz) where Clast is the predicted concentration at Tlast 

AUC0-last Area under the concentration time curve from time 0 to the time point with the last 

measurable concentration; calculated using the linear up/log down trapezoidal rule  

λz Terminal elimination rate constant; estimated by linear regression of the log 

concentration versus time curve 

t1/2 Terminal half-life; calculated as ln(2)/λz, where λz is the terminal elimination rate 

constant 

CL Clearance; calculated as dose/AUC0-inf 

Vss Steady-state volume of distribution; calculated as MRT0-inf/CL where MRT0-inf is the 

mean residence time extrapolated to time infinity 
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15. Interim Analyses 

An interim analysis was completed when approximately 50% of evaluable patients enrolled in the 

randomized treatment arms completed at least 8 weeks in the study. The interim analysis contained both 

masked and unmasked outputs for the Sponsor’s review. Unmasked outputs were prepared by designated 

unmasked personnel not otherwise involved in study conduct to avoid operational bias. As this is an early 

phase proof-of-concept study where control over the type-1 error rate is not required, the alpha remained 

at 0.1.  

Masked IA outputs included a Treatment-Naïve Active group (consisting of all the randomized treatment 

naive patients), , and an All Patients arm. Since masked table 

summaries had a different column structure, masked tables were added to the IA for patient dispositions, 

demographic and baseline characteristics, and TEAEs by SOC and PT. Efficacy output for the IA had the 

same column structure for both Masked and Unmasked outputs.  

16. Changes from Protocol-Stated Analyses 

The following changes from protocol-stated analyses are made to the SAP by the sponsor: 

Due to several consent withdrawals and patients declining to reconsent for the 12-month extension, the 

Sponsor unmasked the clinical team to assess whether early study termination was appropriate. 

Investigators, the CRO clinical operations team, and CRO statisticians remained masked until the database 

lock. The following specific changes have been made and the additions are considered exploratory: 

• Due to early termination of the study, only proptosis measured by Hertel and Total CAS will be 

analyzed in tables. Other secondary and exploratory endpoints will be listed.  

• Either eye responder analyses have been added for proptosis by Hertel and Total CAS, and either 

eye continuous analyses have been added for Total CAS. Either eye responder and continuous 

Total CAS analyses will identify an eye at Week 37 (Day 253) and use that same eye in the analysis 

for each visit. 

• A sensitivity analysis, as defined in protocol Section 9.2.4, has been added for Total CAS in the 

study eye and separately for either eye. Only the pooled active group will be compared to placebo. 

The sensitivity analysis of the primary responder rate for proptosis from protocol Section 9.4.2. has 

been removed. 
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• An ANCOVA model has been added to existing mean and mean change from baseline Total CAS 

tables. The model includes baseline and treatment as factors and will be run separately for each 

eye (study eye and either eye) and visit. Only the pooled active group will be compared to placebo. 

• 95% CI for proptosis responder analysis has been removed 

• LOCF has been added as the imputation method for missing data for all efficacy analyses. 

• Per Protocol Population analyses have been removed. 

• ODO analyses have been added for all proptosis and CAS tables to check robustness of results. 
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