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6. STUDY MEDICATION

Repertaxin is a new chemical entity with chemical name R(-)-4-Isobutyl-alpha-
methylphenylacetyl-methanesulfonamide.

6.1. PRESENTATION, STORAGE, PACKAGING AND LABELING
6.1.1. Presentation of Investigational Products
In this study the Investigational Products will be repertaxin and placebo.

They will be provided as clear glass class I ampoules, each containing 10 mL of the following
products:

Repertaxin: 33 mg/mL aqueous injectable solution of repertaxin with the following
composition (per single 10 mL unit):

NAME OF . - PER-UNIT. .| FUNCTIONOF | REFERENCE TO QUALITY

INGREDIENT . FORMULA INGREDIENT STANDARDS

Repertaxin (DF 1681Y) 330 mg Active substance | Manufacturer monograph and
specification

Placebo: 9 mg/mL aqueous injectable solution of sodium chloride (NaCl) with the
following composition (per single 10 mL unit):

NAMES OF PER-UNIT FUNCTION OF REFERENCE TO QUALITY

- INGREDIENT - FORMULA INGREDIENT STANDARDS

Sodium Chloride 90 mg Isotonizing agent European Pharmacopoeia -
current edition

Water for injections qs to [0 mL Solvent European Pharmacopoeia -
current edition

Certificates of Analysis will be provided together with the Investigational products.

6.1.2. Receipt of drug at the center/Stability during shipment
No Investigational Product will be sent to the Investigator before receiving Institutional
Review Board (IRB)/Research Ethics Board (REB) approval.

A temperature probe and data logger will accompany the drug on shipment. It is essential that
centers read the graphical record on receipt in order to verify the temperature range reached
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8. ADVERSE EVENTS
8.1. DEFINITIONS
8.1.1. Definition of an Adverse Event

An adverse event (AE) is defined as any untoward medical occurrence in a patient or clinical
investigation subject administered a pharmaceutical product, which does not necessarily have
a causal relationship with this treatment. An AE can therefore be any unfavorable and
unintended sign (including an abnormal laboratory finding), symptom, or disease temporally
associated with the use of a medicinal (investigational) product, whether or not related to the
medicinal (investigational) product [Clinical safery data management: Definitions and
Standards for Expedited Reporting].

8.1.2, Definition of a Serious Adverse Event

A Serious Adverse Event (SAE) is defined [Clinical safety data management: Definitions and
Standards for Expedited Reporting] as any untoward medical occurrence that at any dose:

° results in death,

L ig life-threatening (i.e. the patient was at risk of death at the time of the event. It
does not refer to an event which hypothetically might have caused death if it were
more severe),

. requires inpatient hospitalization or prolongation of existing hospitalization,
° results in persistent or significant disability/incapacity,
. is a congenital anomaly/birth defect,

. is an important medical event that based upon appropriate medical judgment, may
jeopardize the patient and may require medical or surgical intervention to prevent
one of the outcomes listed above.

8.2. EMERGENCY PROCEDURES

All AEs should be followed-up to determine outcome of the reaction. The Investigator should
follow up the event until resolution or stabilization of the condition. It is the Investigator's
responsibility to assure that the subjects experiencing AEs receive definite treatment for any
AE, if required.

The treatment allocation for each patient will be provided in individual sealed envelopes. The
location of these envelopes must be communicated to relevant study site staff and documented
in the Investigator file. An envelope should only be opened in case of emergency where
knowledge of the double-blind treatment may influence the further care of the patient. All
such envelopes (both opened and unopened) will be collected by PPD  as each patient
completes the study. If an envelope is opened for any reason, the Investigator will notify
PPD  immediately and a record will be kept of when it was opened, by whom and why.
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9. STATISTICAL ISSUES

9.1. SAMPLE SIZE

The sample size has been estimated based on PaO,/FiO; ratios immediately and at 24 hours
from the results of 700 lung transplant operations at the Washington University. The database
reports means and standard deviations for this endpoint of 329+137 mmHg at the initial ICU
assessment and 315+117 mmHg at 24 hours.

A sample size of 50 in each group will have a 81% power to detect a difference in means of
70 mmHg (the difference between a placebo mean of 315 and a treated mean of 385, a 22%
improvement) assuming that the common standard deviation is 137 using a two group t-test
with a 0.05 one-sided significance level. Alternatively, a sample size of 50 in each group will
have a 56% power to detect a difference in means of 50 mmHg (the difference between a
placebo mean of 315 and a treated mean of 365, a 15% improvement) assuming that the
common standard deviation is 137 using a two group t-test with a 0.05 one-sided significance
ievel.

There is no currently available data to provide a knowledgeable estimate of the effect size in
this study. If the effect size is smaller than 15%, the power of this study will be reduced and
the chance of a Type II error is increased. Under such circumstances, this study would still
provide valuable data regarding the effect size in the primary outcome variable as well as the
results in all of the secondary, exploratory endpoints and subgroup analysis.

9.2. RANDOMIZATION

Patient will be randomized in a 1:1 fashion to either repertaxin or placebo. Treatment will be
balanced within centers.

A master randomization list will be prepared, randomizing an excess of patients to allow
flexible/competitive recruitment within each center. The randomization list will be prepared
byPPD  according to the current version of the Standard Operating procedure (SOP).

The randomization code will be broken at completion of the main part of the study, i.e. when
the last patient in has completed his/her 30 days follow-up visit, and once the database has
been locked.

9.3. ANALYSIS POPULATION

The Safety population will consist of all patients who received any study medication, and will
be based on the treatment actually received. The Safety population will be used to present the
demographic and baseline data, and all safety data.

The Intent to Treat (ITT) population will consist of all patients who received any study
medication and the transplant, and will be based on the treatment randomized, regardless of
the treatment actually received.

The Per-Protocol (PP) population will consist of all patients in the ITT population who did
not have any major protocol violations, defined to be:
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10.2. INFORMED CONSENT

No study-related procedures (including non-invasive and diagnostic procedures) will be
undertaken prior to completion of the consenting process. Each potentially eligible patient
will be informed of the study's objectives and overall requirements. The Investigator will
explain the study fully to him/her using the Patient Informed Consént Document. If the
patient is willing to participate in the study, (s)he will be requested to give written informed
consent after being given sufficient time to consider his/her participation and the opportunity
to ask for further details. The Patient Informed Consent Document will be signed and
personally dated by both the patient and the Investigator.

A copy of the signed form will be provided to the patient and the original signed Patient
Informed Consent Document will be retained and filed in the Investigator Site File.

Although nursing staff may be involved in describing the trial to a patient, the Investigator
must participate in discussions with the patient and sign and personally date the Patient
Informed Consent Document.

Individual (i.e. site specific) Patient Informed Consent Forms will be based on a master

document provided by PPD  and must be approved by PPD prior to submission
to the IRB/REB. Any changes requested by the IRB/REB must be approved by
PPD prior to the documents being used. A copy of the final, IRB/REB-approved

Patient Informed Consent Document must be submitted to PPD prior to initiation of this
study.

Where applicable, patients next on the waiting list (max 25 patients) will be pre-consented,
i.e. consent is provided before the patient is called into the hospital for transplantation.

10.3. CONFIDENTIALITY

The Investigator must ensure that the subjects' anonymity will be maintained. On the CRFs or
other documents submitted to PPD patients should NOT be identified by their names, but
by the assigned patient number if randomized plus their initials and date of birth (if not
randornized).

If patient names are included on copies of documents submitted to PPD  the names (except
for initials) will be obliterated or masked and the assigned patient number added to the
document.

The Investigator should keep a separate log (Patient Master List) of patient's codes, names,
addresses, telephone number and hospital number (if applicable). Documents that are
collected but not required for submission to PPD  (e.g. signed Patient Informed Consent
Forms) should be maintained by the Investigator in strict confidence.

10.4. COMPENSATION FOR MEDICINE-INDUCED INJURY AND
INDEMNIFICATION

Before the trial formally starts, Dompé will take out an insurance contract covering the
amount requested by the respective national/federal laws for patients participating in clinical
trials. The insurance contract will also cover the Investigator/Institution against claims arising
from the trial, except for claims that arise from malpractice and/or negligence, including
violations of the study protocol.
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