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patients undergoing single or bilateral lung transplant who will be randomized tc receive elther
repertaxin or placebo via continuous intravenous {i.v.) infusion administered over 48 hours,
Patisnts randomized into the study who do not go on to receive study drug or lung transplant will
be replaced therefore the total number of patients randomized may exceed 100. Patients wilt be
followed for 12 months post-transplant but the majority of study assessments are performed
during {he infensive care unit {ICU) and hospital stay immedistely after surgery.

Patiznts will be selected for entry into the study from those listed on the centers lung transplant
waiting list. inclusion/exclusion criteria (as listed in protocol sections 5.1 and 5.2}, disease
history, axtrapulmonary site of infection, significant madicat history, vital signs, renal and hepatic
function, laboratory safety tests and donor information will all be assassed prior to randomization
to ensure patient sligibility.

The lung transpiant surgery will be performed according to the center's standard practice. The
study drug infusion will start approximately 2 hours before the anticipatad time of reperfusion of
the first aliograft. A loading dose will be administered for the first 30 minutes, followed by a
maintanance dose for the remaining 47.5 hours of administration.

After complstion of surgery, patients will be admitled to an ICU and blood gases (Pa0,, FiQ; and
PaD/FiQ; ratio} will be measured on admission (time 0) and at 24, 48 and 72 nours post ICU
admission or until extubation whichever occurs earlier. Chest x-rays, renal and hepaiic function __
and PK sampling will be meaaured at defined ime points within the 72 hours following 1CU !
adrnission. Vita! slgns {BF and HR) and cardicpuimonary measurements will be assessed at ;
dafined time points within the 5 days post ICU admission or untit JCU discharge {or PA catheter i
removed) whichever occurs aarlier. Further patient asgessments are made at ICU discharge and
hospital dischargs.

Palients will return to the center at least 30 days afier the transplant for the Month {1 assessment i
and at 24-28 weeks and 50-54 weeks posi transplant for the Month 6 and Month 12 assessments i
raspectively. Once data up to and inciuding the Month 1 assessment has been collectad, entered
and cleaned, the Month {1 database will be locked, the study wil! be unblinded and the primary
analysis of safety and efficacy data will be performed. Data collected during the open phase of
the study i.e. at Menths 6 and 12 will be presented in an eddendum {6 the main CSR.

An indapendent Data Monitoring Committee (DMC) has been established to ensure patient
safety, to consider patient risks against the poteniial for meeting trial objectives, v vide
recommendations to Dompé with respect to the conduct and analysis of the trial vill be
respongible for providing the DMC slatisticlan with listings of data relating to dis;

{randomization, compietion and withdrawal}, demography, adverse events {AEs) and occurrence
of clinically diagnosed PGD. Full details of the responsibifities of the DMC are provided in the
DMC Charter.

3.2 Sample Size Consideralions
Under the foliowing assumptions:

A single primary endpoint — PaOy/FiO, ratio

One primary comparison: repartaxin versus placebo at 24 hours post ICU admission

{Ho: pr = pip. Hiz i > pip ). ;
A, one-sided two group {-test of statistical significance
a-level or probability of Type { error associated with the test of 0.05 !
A placebo mean of 315 mmHg

A common standard deviation of 137 mmHg

A sampie size of 50 in each group

b =

NoOohw
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6.3 Safety
The safety population wilt consist of alf patients who recelved any study medication and wilt be
based cn the treatment actually received.

7 INTERIM ANALYSES

No formal interim analyses of efficacy are piannad for this study. However, safety data will be
reviewed on an ongoing basis by a DMC. Full details of the activilies and responsibilities of the
DMC are provided in the study DMC charter,

8 DATA REVIEW

8.1 Data handling end Transfer

T 2= from this study will be entered, verified and cleaned by the Data Managament group at
n accordance with the atudy data handling manual and data clarification policies. The
bs provided to the stalistician as SAS datasets. The preferred term and system crgan

classification (SOC) from the relevant version of the MedDRA dictionary wil! be provided for all

adverse events. The ATC group and sub-group from the relevant version of the WHO-DRUG

dictionary will be provided for all prior and concemitant medications.

8.2 Data Review Meeting

Programming of analysis datasets, ables, figures and listings will be ongoing during the dala
management of the study. When the Month 1 database is considered clean by data
managemsnt, a set of blinded listings {using a dummy randomization) wili be produced and
distributed to the study team for raviaw. A meeting will be hald fo review any data values
requiring investigation or correction and also protoco! deviations. Once ali data issues have been
resolved, the Month 1 data will be locked. Treatment code unbilinding and the fut run of outputs
wili then take place.

9 STATISTICAL METHODS

9.1 General Pringiples

The statisticai package SAS (Version 8.1) will be used to produce gl summary tables, graphs and
listings. In general, categorical data will be presented using counts and percentages, whilst
continuous vanabies will be presented using the mean, standard deviation, median, minimum,
maximum and number of patienis. Minima and maxima will usually be reported to the same level
of accuracy as the raw data; means, medians and standard deviations will be presented to one
further decimat place; standard sryors {if presented) will be presented to 2 decimal places more
than the raw data. Percentages will be rounded to the nearast intager.

In tabulations, denominators for calcutation of percentages will be taken as the number of non-
missing responses in the specified analysis poputation and treatment group unless otharwise
stated.

All data recorded in the CRF will be listed.

8.2 Patient Disposition

The number and percentage of patients screened, randomized and treated in the siudy wiil be
presented, together with ihe number and percentaga of patients who withdrew from the study
prematuraly prior to Month 1 and a breakdown of the corresponding reasons for withdrawal, The
number and percartage of patients included in each of the ITT, PP and safely analysis
pepulations will als¢ be included. Screening data recorded for patients who do not proceed fo
trangpiant with study drug administration wili be listed separately in the report. The exact format
of the listings will be discussed with Dompé when the total number of patients randomized but not
treated/irangpianted is known.
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Relationship to study drug is catagorized as nene, unlikely, possible, probable and highly
probable as recorded on the CRF. Each caiegory of relationship will be presented on a separate

page.

A summary of events reported, broken down by severity (mild, modarate, severe, life
threatening), will also be provided. Patients with multiple events within a particular body system
or preferred term will be counted under the category of their most severe event within that body
gystem or preferrad term. Each category of seventy will be presented on a separate page.

A summary of adverse events leading to premature withdrawal will be pravided, grouped by body
system and preferred term,

All adverse events recorded on the CRF will be listed.

8.6.3 Serious Adverse Events

A breakdown of the number and percentage of patients reparting @ach serious adverse event
(SAE) between the start of infusion and the Month 1 visit, ¢ategorized by body syste-'n and
preferred ferm coded according {o the MedDRA dictionary, wili be presentad.

A further tabulstion of these data, broken down by relationship io study drug, will be presented,
Patients with muitiple SAEs within a particular body system or preferred term wilt be counted
under the categery of their most drug-related SAE within that body system or praferred {erm,
Relalionship to study drug is categorized as none, unlikely, possible, probable and highly
probable as recorded on the CRF. Each category of relationship will be presanted on a separate

page.

A summary of SAEs reported, broken down by severity (mild, moderate, severs, life threatening),
will also be provided. Patients with muitiple SAEs within a particular body system or preferred
term will be counted under the category of their most sevare SAE within that body system or
preferred term. Each category of severity will be presented on a separate page.

A summary of SAEs leading to premature withdrawal will be provided, grouped by body system
and preferred term.

9.6.4 Laboratory data

Samples for safety laboratory tests for hematology, clinical chemistry and coagulation are taken
at Screening and hospital dischargs. The following parametars will be included in the summary
daia preseniations:

Hematology: hematocrit, hemoglobin, red blood cells, white bioad calls, neutrophits, iymphocytes,
monocytes, eosinophils, basophils

Clinical chemistry: sodium, potassium, chliorids, bicarbonate, blood urea nitrogan (BUN), total
bilirubin, alanine aminotransferase (ALT), asparate aminotransferase (AST), serum creatinine
Coagulation: activated partial thromboplastin time {APTT), prothrombin tima (PT), INR

Mote: patients will either have a value for PT or INR at each time point.

Resufts for each parameter at screening and hospital diacharge witl be assessed as being below
the lower limit of the normal range, within the normal range or above the upper imit of the normai
range. The number and percentage of patients with out-of-range results and the number and
percentage of palients with clinically significant out-of-range results will be presenied for each
parameter at each time point, together with the number of patienis with results for that parameter
and time peint. Shifts in l2boratory parameters during the hospital stsy will alse be pressntad for
each parameter,

Creatinine clgarance is calcuiaied using Cockcraft-Gault formula at Scresning and at 12, 24 and
36 hours post ICL} admission for the assessment of renal and hepatic function during the study.
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