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3 STUDY OBJECTIVES

The primary objective was to assess the safety and tolerability of TIMP-GLIA when
administered IV as a single dose at ascending dose levels and as a repeat dose in subjects with
CD.

The secondary objectives were:

e To characterize the PK of TIMP-GLIA based upon concentrations of TIMP-GLIACin
plasma over time in subjects with CD.

e To establish a safe and tolerable dose that may be tested during a future Phase 2 proof-of-
concept study in subjects with CD.

4 GENERAL METHODS

4.1 Analysis Populations

Safety Population: The safety population was defined as all subjects who sign the study-specific
informed consent documents and received at least one dose of study medication.

Pharmacokinetic Population: The PK concentration population was defined as all subjects who
received at least one dose of study drug (and time of dosing is known) and had at least 1 drug
concentration measurement. The PK parameter population was defined as all subjects who
received at least one dose of study drug and hadat least 1 PK parameter reported.

Inclusion of subjects in the PK analysis datasets (PKAD) with missing data or protocol
deviations was considered by the pharmacekineticist on a case-by-case basis.

42 Summarization of Data

Study results were summarized by Part A and Part B and by treatment (dose) group unless
otherwise specified.

No imputation of missing data was performed. No windowing of visits was performed unless
otherwise specified.

43 Sample Size Justification and Randomization

No sample size calculation was performed. The sample size was based upon precedent set by
other climical studies of similar nature and is considered sufficient to achieve the study
objecfives.

4.4 Statistical Output Production and Validation

All statistical analyses were performed using SAS V 9.3 or higher (SAS Institute, Inc, Cary,

North Carolina, USA). Validation and quality control of the tables and listings, which display

the results of the statistical analysis of the data from this study, followed the appropriate
tandard operating procedures (SOPs).
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