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e Vital signs.

¢ Blood sample for safety laboratory (hematology and clinical chemistry).
¢ Blood sample for serum IgG.

¢ Blood samples for enzymes.

e CSM.

e CDASL

Before. during and after each infusion episode:

e Administration/Infusion of IMP (2.0 g/kg [20 mL/kg] Octagam 10% or placebo
given in infusion episodes over 2 to 5 consecutive days).

e Vital signs before, at least once during and at least 1 hour after each infusion episode.

At least 1 hour after the infusion cvcle:

e Wells probability score for DVT. If score is likely for DVT (=2 points), perform
Doppler scan and take blood sample for D-dimers.

e Wells probability score for PE.

In addition, AEs will be monitored and concomitant medications will be documented.

6.1.4 Visits 4 and S (Week 8 and 12; First Period)
The following assessments will be performed:

Before infusion cycle:

e Vital signs.

¢ Blood sample for safety laboratory (hematology and clinical chemistry).
¢ Blood sample for serum IgG.

¢ Blood samples for enzymes.

e CSM.

e CDASL

Before. during and after each infusion episode:

e Administration/Infusion of IMP (2.0 g/kg [20 mL/kg] Octagam 10% or placebo
given in infusion episodes over 2 to 5 consecutive days, or alternate IMP for subjects
who deteriorated at 2 consecutive visits).

e Vital signs before, at least once during and at least 1 hour after each infusion episode.
At least 1 hour after the infusion cvcle:

e Wells probability score for DVT. If score is likely for DVT (=2 points), perform
Doppler scan and take blood sample for D-dimers.

e Wells probability score for PE.

In addition, AEs will be monitored and concomitant medications will be documented.
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6.1.5 Visit 6 (Week 16; End of First Period, Start of Extension Period)?

The following assessments will be performed:

Before infusion cycle:
e SF-36v2.

e Physical examination.

e Vital signs and body weight.
¢ Blood sample for safety laboratory (hematology and clinical chemistry).

e Blood sample for additional safety lab parameters “Panel 1 (serum haptoglobin and
plasma-free hemoglobin).

e Direct Coombs’ test (if positive, the antibodies responsible for the positive Coombs’
test will be eluted to investigate their specificity (anti-A, anti-B or anti-D)).

¢ Blood sample for serum IgG.

¢ Blood samples for enzymes.

¢ Blood sample for biomarkers of disease activity.
e CSM.

e CDASL

Before. during and after each infusion episode:

e Administration/Infusion of IMP (2.0 g’lkg [20 mL/kg] Octagam 10% given in
infusion episodes over 2 to 5 consecutive days).

e Vital signs before, at least once during and at least 1 hour after each infusion episode.

At least 1 hour after the infusion cvcle:

e Blood sample for additional safety lab parameters “Panel 2 (serum haptoglobin,
hemoglobin, plasma-free hemoglobin, LDH).

e Direct Coombs’ test (if positive, the antibodies responsible for the positive Coombs’
test will be eluted to investigate their specificity (anti-A, anti-B or anti-D)).

e Wells probability score for DVT. If score is likely for DVT (=2 points), perform
Doppler scan and take blood sample for D-dimers.

e Wells probability score for PE.

In addition, AEs will be monitored and concomitant medications will be documented.

6.1.6 Visits 7 and 8 (Week 20 and 24; Extension Period)
The following assessments will be performed:

Before infusion cycle:

e Vital signs.
¢ Blood samples for safety laboratory (hematology and clinical chemistry).

¢ Blood sample for serum IgG.

2 4 weeks after the last infusion
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Before. during and after each infusion episode:

e Administration/Infusion of IMP (2.0 g’lkg [20 mL/kg] Octagam 10% given in
infusion episodes over 2 to 5 consecutive days).

e Vital signs before, at least once during and at least 1 hour after each infusion episode.

At least 1 hour after the infusion cvcle:

e Wells probability score for DVT. If score is likely for DVT (=2 points), perform
Doppler scan and take blood sample for D-dimers.

e Wells probability score for PE.

In addition, AEs will be monitored and concomitant medications will be documented.

6.1.7 Visit 9 (Week 28)
The following assessments will be performed:

Before infusion cycle:

e Physical examination.
e Vital signs and body weight.
¢ Blood sample for safety laboratory (hematology and clinical chemistry).

e Blood sample for additional safety lab parameters “Panel 1 (serum haptoglobin and
plasma-free hemoglobin).

e Direct Coombs’ test (if positive, the antibodies responsible for the positive Coombs’
test will be eluted to investigate their specificity (anti-A, anti-B or anti-D)).

¢ Blood sample for serum IgG.
¢ Blood samples for enzymes.
e CSM.

e CDASL

Before. during and after each infusion episode:

e Administration/Infusion of IMP (2.0 g’lkg [20 mL/kg] Octagam 10% given in
infusion episodes over 2 to 5 consecutive days). At the discretion of the investigator
and, if the subject is stable on 2.0 g/kg (20 mL/kg) Octagam 10%, the subject may
receive 1.0 g/kg (10 mL/kg) Octagam 10%.

e Vital signs before, at least once during and at least 1 hour after each infusion episode.

At least 1 hour after the infusion cvcle:

e Blood sample for additional safety lab parameters “Panel 2 (serum haptoglobin,
hemoglobin, plasma-free hemoglobin, LDH).

e Direct Coombs’ test (if positive, the antibodies responsible for the positive Coombs’
test will be eluted to investigate their specificity (anti-A, anti-B or anti-D)).

e Wells probability score for DVT. If score is likely for DVT (=2 points), perform
Doppler scan and take blood sample for D-dimers.

e Wells probability score for PE.

In addition, AEs will be monitored and concomitant medications will be documented.
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6.1.8 Visits 10, 11 (Week 32 and 36; Extension Period)

The following assessments will be performed:

Before infusion cycle:

e Vital signs.
¢ Blood samples for safety laboratory (hematology and clinical chemistry).
¢ Blood sample for serum IgG.

Before. during and after each infusion episode:

e Administration/Infusion of IMP (2.0 g’lkg [20 mL/kg] Octagam 10% given in
infusion episodes over 2 to 5 consecutive days). At the discretion of the investigator
and, if the subject is stable on 2.0 g/kg (20 mL/kg) Octagam 10%, the subject may
receive 1.0 g/kg (10 mL/kg) Octagam 10%.

e Vital signs before, at least once during and at least 1 hour after each infusion episode.

At least 1 hour after the infusion cvcle:

e Wells probability score for DVT. If score is likely for DVT (=2 points), perform
Doppler scan and take blood sample for D-dimers.

e Wells probability score for PE.

In addition, AEs will be monitored and concomitant medications will be documented.

6.1.9 Unscheduled Visit

If an unscheduled visit becomes necessary, e.g. after disease deterioration between 2 regular
visits, the same procedures as described in Section 6.1.3 for Visit 3 (without IMP infusion)
should be performed.

Wells probability scores for DVT and PE should also be performed. If the Wells score is
likely (=2 points) for DVT, a Doppler scan should be performed and a blood sample should
be taken for assessment of D-dimers.

6.1.10 End-of-Study (Final Examination) Visit 12 (Week 40; Extension Period) or
Drop-out Visit

The final examination is performed 4 weeks after the last IMP administration.

The following investigations will be performed:
e SF-36v2.
e Physical examination.
¢ Blood sample for safety laboratory (hematology and clinical chemistry).

e Blood sample for additional safety lab parameters “Panel 1 (serum haptoglobin and
plasma-free hemoglobin)

e Direct Coombs’ test (if positive, the antibodies responsible for the positive Coombs’
test will be eluted to investigate their specificity (anti-A, anti-B or anti-D)).

¢ Blood sample for serum IgG.

¢ Blood samples for enzymes.
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Blood sample for viral markers.

Blood sample for biomarkers of disease activity.
CSM.

CDASL

Monitoring of AEs.

Documentation of concomitant medication.
Pregnancy test.

After the Final Examination, the clinical study is considered completed for the subject. No
further study-related assessments will be performed, unless safety concerns (e.g., ongoing
AESs) require follow-up.
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6.1.11 Time Windows Used in this Study, Including Tolerances
In this study, the following time windows and tolerances apply:

Table 4: Time Windows Used in this Study
Time Point Time stated Tolerance
Interval between visits 4 weeks + 4 days
/ infusion cycles
Interval between 1 day (next day) 15— 30 hours

infusion episodes

. . before IMP administration of .
Vital signs . . . < 60 minutes
infusion episode

after each IMP administration > 60 minutes

Direct Coombs’ test l_)efor.e first IMP administration of < 4 hours
infusion cycle

after last IMP administration of
infusion cycle

Wells probability score after IMP administration of last

> 60 minutes

> 60 minutes

for DVT infusion episode of a cycle
Wells probability score after IMP administration of last > 60 minut
for PE infusion episode of a cycle = OU runutes

6.1.12 Clinical Terms Used in this Study

Table 5: Clinical Terms Used in this Study
Term

Clinical Start of Study  Screening of First Subject

Enrollment Randomization and enfry into the double-blind treatment period

Washout period Period which needs to elapse from discontinuing previous DM
related medication until randomization

Clinical End of Study  Last Visit of the Last Subject

6.2 Duration of Study

6.2.1 Planned Duration for an Individual Subject

The duration of the entire study for each subject will be up to 43 weeks and consists of the
following segments: up to 3 weeks for Screening, then 16 weeks of double-blind treatment
phase (First Period) followed by 24 weeks of open-label treatment (Extension Period).

6.2.2 Planned Duration for the Study as a Whole

The study will be considered completed when all subjects have completed the planned
observation period/Final Examination Visit.

The study as a whole should be completed within about 36 months. The estimated clinical
start of the study 1s Q4 2016 with the estimated clinical end in Q4 2019.
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6.2.3 Premature Termination of the Study

Both the Investigator and the Sponsor reserve the right to terminate the study at any time. In
this event, any necessary procedures will be arranged on an individual study basis after
review and consultation by both parties. In terminating the study, the Sponsor and the
Investigator will ensure that adequate consideration is given to the protection of the subjects’
interests.

Regulatory authorities and IECs/IRBs should be informed in accordance with national
regulations.

Early termination of the study as a whole or by centre may apply for the following reasons:

6.2.3.1 Early Termination of the Entire Clinical Study

At any time, the study as a whole will be terminated prematurely if:

e New toxicological or pharmacological findings or safety reports invalidate the earlier
positive benefit-risk-assessment.

e If more than 3 TEEs (i.e. ischemic stroke, transient ischemic attack, cerebral
infarction, cerebrovascular accident, cerebral thrombosis, embolic infarctions,
[acute] myocardial infarction, deep vein thrombosis, pulmonary embolism, venous
thrombosis excluding thrombophlebitis or infusion site thrombosis) are observed
during the first (controlled) period of the study, fulfilling the following criterion:

= associated with Octagam 10% treatment;
AND
if less than half of the number of TEEs reported as associated with Octagam 10% are
observed during the first (controlled) period of the study, fulfilling the following
criterion:

= associated with placebo treatment.

e For TEEs observed on or after the cut-off date of 04-Jul-2018 (since introduction of
reduced maximum infusion rate of 0.04 mL/kg/min) TEE rates (per 100 patient-
months) will be calculated as follows:

= Ro = 100* Number of TEEs observed on or after the cut-off date in patients
last treated with Octagam / Total person-months of patients on Octagam since
the cut-off date

= Rp = 100* Number of TEEs in patients last treated with Placebo / Total
person-months of patients on Placebo. Rp is based on the whole study period,
no cut-off 1s applied)

These rates will be calculated on basis of the actual last treatment.
The study as a whole will be terminated

= if Ro exceeds Rp by more than 1.0
AND

= at least 4 TEEs have been observed in the Octagam group after the cut-off
date of 04-Jul-2018.

TEEs with a likely temporal and cause-effect relationship which occur in a single subject
within a short clinical time period should be counted as a single AESI, including for the
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calculations performed for stopping rules: For example a DVT which subsequently
embolized to cause a PE or a transient ischemic attack (TIA) followed in short order by
a cerebrovascular accident (CVA).

Medical judgement will be applied to determine if these represent separate discrete
events or if they represent expressions of a single AESI based on the relatedness of the
underlying pathophysiology. The IDMC will confirm if they are clinically and
pathophysiologically manifestations of a single process.

However, all TEEs will be captured separately in the clinical data base.
If more than 4 clinically significant (definition see Section 7.3.2.1) hemolytic

transfusion reactions (HTRs) are observed during the first (controlled) period of the
study, fulfilling the following criteria:

= assessed as probably or possibly related to Octagam 10% treatment by
Investigator and/or Sponsor;

= confirmed by the IDMC.
AND

if less than 3 clinically significant HTRs are observed during the first (controlled)
period of the study, fulfilling the following criteria:
= assessed as probably or possibly related to placebo treatment by Investigator
and/or Sponsor;

= confirmed by the Independent Data Monitoring Committee (IDMC).

NOTE: Causality assessments of suspected HIRs have to be made in a blinded
manner by all involved parties (Investigator, Sponsor, IDMC). After individual
causality assessment, the IDMC is entitled to unblind cases in order to monitor the
stopping rule.

Any other reason rendering the continuation of the study impossible for the Sponsor.

6.2.3.2 Early Termination at an Individual Study Centre

At any time, the study can be terminated at an individual centre if:

The centre cannot comply with the requirements of the protocol.
The centre cannot comply with GCP standards.
The centre’s first subject is not recruited by 20 weeks after initiation of the centre.

The required recruitment rate is not met.

Should the study be prematurely terminated, all study materials (IMPs, etc.) must be returned
to the Sponsor.
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7 ASSESSMENTS AND METHODS

7.1 Demographic and Baseline Information

The following information will be recorded during the Screening Visit:

7.1.1 Demographic and Baseline Characteristics

The demographic and baseline characteristics are sex, age, ethnic origin, height, weight, and
Body Mass Index.

7.1.2 Medical History and Prior/Concomitant Medications

The relevant medical history will be obtained by interviewing the subject. Records of past
diseases and treatments (e.g., hospital discharge letters) will be obtained for the study files,
if available.

Prior and concomitant medications as well as physical therapy-directed exercise regimens
will be obtained by interview.

7.2 Efficacy Assessments

All participating centers will be trained in the DOI assessed by the TIS based on its 6 CSM.
CSM assessments should always be performed by the same investigator or designee.
Training will be done by a third party.

7.2.1 Assessments for Primary Efficacy Endpoint(s)

The TIS is a score derived from the evaluation of the results from 6 CSM of myositis disease
activity established for clinical trials in subjects with DM and PM:

e Physician’s Global Disease Activity (part of MDAAT; 10 cm VAS assessing global
disease activity from “No evidence of disease activity” to “Extremely active or
severe disease activity”; Disease Activity being defined as potentially reversible
pathology or physiology resulting from the myositis).

e Patient’s Global Disease Activity (10cm VAS assessing the overall activity of the
patient’s disease today from “No evidence of disease activity” to “Extremely active
or severe disease activity”, Disease Activity being active inflammation in the
patient’s muscles, skin, joints, intestines, heart, lungs or other parts of the body,
which can improve when treated with medicines).

e Manual Muscle Testing (MMT-8; a set of 8 designated muscles tested bilaterally
[potential score 0 — 150]).

e Health Assessment Questionnaire (HAQ; a generic rather than a disease-specific
instrument; comprised of 8 sections: dressing, arising, eating, walking, hygiene,
reach, grip, and activities. There are 2 or 3 questions for each section. Scoring within
each section is from 0 [without any difficulty] to 3 [unable to do]. For each section
the score given to that section is the worst score within the section. The 8 scores of
the 8 sections are summed and divided by 8).[27,28]
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e Enzymes (aldolase, creatine kinase, Alanine Aminotransferase (ALAT), Aspartate
Aminotransferase (ASAT), Lactate Dehydrogenase (LDH)).

e Extra-muscular activity (part of MDAAT; a combined tool that captures the
physician’s assessment of disease activity of various organ systems using (1) a scale
from 0 = “Not present in the last 4 weeks” to 4 = “New - in the last 4 weeks
(compared to the previous 4 weeks)” and (2) a VAS).

These CSM were validated by the International Myositis Assessment and Clinical Studies
Group (IMACS). However, conjoint analysis was introduced to develop a definition of
improvement derived from the 6 CSM to calculate the TIS. The TIS is a scale from 0 to 100
that allows for the discrimination between minimal, moderate and major responders

depending on their improvement in the combined 6 CSM: >20 to 39 points being minimal

improvement, >40 to 59 points being moderate improvement, and >60 points being major
improvement.[19,30] It does not discriminate stable from worsening patients.

7.2.2 Assessments for Secondary Efficacy Endpoint(s)

The CDASI is a clinician-scored single page instrument that separately measures activity
and damage in the skin of DM patients for use in clinical practice or clinical/therapeutic
studies. The modified CDASI (version 2) is the one in current use. The modified CDASI has
3 activity measures (erythema, scale, and erosion/ulceration) and 2 damage measures
(poikiloderma and calcinosis) which are assessed over 15 body areas. In addition, Gottron’s
papules on the hands are evaluated both for activity and damage. Lastly, the activity of
periungual changes and alopecia is assessed.[29]

The Quality of Life questionnaire SF-36 is described in Section 7.4.3.
7.3 Safety Assessments

7.3.1 Assessments for Safety Endpoints

Any of the following drug safety information shall be collected:

e AEs and SAEs (for definitions and reporting requirements, see Section 7.3.2 thru
Section 7.3.5).

e ADRs and suspected ADRs (for definition see Section 7.3.2.1).

e Pregnancies, drug overdose, interaction, medication error, and post-study SAEs (see
Section 7.3.9).

7.3.2 Adverse Events (AEs)

7.3.2.1 Definitions

e Adverse event (AE): An AE is any untoward medical occurrence in a study subject
receiving an IMP and 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 an IMP, whether or not related to the IMP.
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e Adverse drug reaction (ADR): An ADR is any noxious and unintended response
to an IMP related to any dose. The phrase ‘response to an IMP” means that a causal
relationship between the IMP and an AE carries at least a reasonable possibility, 1.e.,
the relationship cannot be ruled out.

e Suspected ADR: Suspected ADR is an AE that fulfills at least one of the following
criteria:
o AE starts during the infusion cycle or within 72 hours after the end of the
last infusion episode of the respective infusion cycle/visit.
o The incidence of the preferred term in the Octagam 10% arm is greater than
in the placebo arm.
o The investigator’s assessment 1s missing or indeterminate.
e Other significant AEs: Any marked laboratory abnormalities or any AEs that lead

to an intervention, including withdrawal of drug treatment, dose reduction, or
significant additional concomitant therapy.

e Withdrawal due to AE/ADR: AE/ADR leading to discontinuation of treatment with
IMP. Any such events will be followed up by the Investigator until the event is
resolved or until the medical condition of the subject is stable. All follow-up
information collected will be made available to the Sponsor.

7.3.2.2 Collection of AEs

The condition of the subject will be monitored throughout the study. At each visit, whether
scheduled or unscheduled, AEs will be elicited using a standard non-leading question such
as “How have you been since the last visit/during the previous study period?”

Any AE or ADR which occurs during the study will be noted in detail on the appropriate
pages of the eCRF. If the subject reports several signs or symptoms representing a single
syndrome or diagnosis, the diagnosis should be recorded in the eCRF. The Investigator will
grade the severity of all AEs or ADRs (mild, moderate, or severe), the seriousness (non-
serious or serious), and the causality as defined in Sections 7.3.2.3, 7.3.2.4 and 7.3.3. The
Sponsor is responsible for assessing the expectedness of each ADR (expected or unexpected)
as defined in Section 7.3.2.5.

In the event of clinically significant abnormal laboratory findings other than those related to
the basic disease, the tests will be confirmed and the subject followed up until the laboratory
values have returned to normal and/or an adequate explanation for the abnormality has
become available.

Diseases, signs and symptoms, and/or laboratory abnormalities already present before the
first administration of IMP will not be considered AEs unless an exacerbation in intensity or
frequency (worsening) occurs.

The Investigator will provide detailed information about any abnormalities and about the
nature of and reasons for any action taken as well as any other observations or comments
that may be useful for the interpretation and understanding of an AE or ADR.

7.3.2.3 Severity of AEs
The intensity/severity of AEs will be graded as follows:

Page 49 of 71






	CLINICAL STUDY PROTOCOL
	STUDY OUTLINE
	Table 1: Flowchart of Assessments Performed During the Study
	PROTOCOL SIGNATURES
	PROTOCOL SIGNATURES
	TABLE OF CONTENTS
	LIST OF ABBREVIATIONS
	1 INTRODUCTION
	1.1 Immunoglobulins
	1.2 Idiopathic Inflammatory Myopathies
	1.3 Rationale for Conducting the Study
	1.4 Dose Rationale
	1.5 Benefit-Risk Statement

	2 STUDY OBJECTIVES
	2.1 Primary Objective(s)
	2.2 Secondary Objective(s)

	3 INVESTIGATIONAL PLAN
	3.1 Primary and Secondary Endpoints
	3.1.1 Primary Endpoint
	3.1.2 Secondary Endpoints

	3.2 Overall Study Design and Plan

	Figure 1: Scheme of Study Design
	3.3 Discussion of Study Design and Choice of Control Group
	3.3.1 Study Design
	3.3.2 Control Groups
	3.3.3 Study Parameters


	4 STUDY POPULATION
	4.1 Population Base
	4.1.1 Inclusion Criteria
	4.1.2 Exclusion Criteria

	4.2 Prior and Concomitant Therapy
	4.2.1 Permitted Concomitant Therapy
	4.2.2 Forbidden Concomitant Therapy

	4.3 Withdrawal and Replacement of Subjects
	4.3.1 Premature Subject Withdrawal
	4.3.2 Subject Replacement Policy

	4.4 Assignment of Subjects to Treatment Groups
	4.5 Relevant Protocol Deviations
	4.6 Subsequent Therapy

	5 INVESTIGATIONAL MEDICINAL PRODUCT(S)
	5.1 Characterization of Investigational Product(s)
	5.2 Packaging and Labeling
	5.3 Conditions for Storage and Use
	5.4 Dose and Dosing Schedule
	5.5 Preparation and Method of Administration
	5.6 Blinding, Emergency Envelopes, and Breaking the Study Blind
	5.7 Treatment Compliance
	5.7.1 Drug Dispensing and Accountability
	5.7.2 Assessment of Treatment Compliance


	6 STUDY CONDUCT
	6.1 Observations by Visit
	6.1.1 Screening Visit (Visit 1; duration up to 21 days, i.e. Week -3 to 0)
	6.1.2 Visit 2 (Week 0; Baseline of First Period)
	6.1.3 Visit 3 (Week 4; First Period)
	6.1.4 Visits 4 and 5 (Week 8 and 12; First Period)
	6.1.5 Visit 6 (Week 16; End of First Period, Start of Extension Period)1F
	6.1.6 Visits 7 and 8 (Week 20 and 24; Extension Period)
	6.1.7 Visit 9 (Week 28)
	6.1.8 Visits 10, 11 (Week 32 and 36; Extension Period)
	6.1.9 Unscheduled Visit
	6.1.10 End-of-Study (Final Examination) Visit 12 (Week 40; Extension Period) or Drop-out Visit
	6.1.11 Time Windows Used in this Study, Including Tolerances
	6.1.12 Clinical Terms Used in this Study

	6.2 Duration of Study
	6.2.1 Planned Duration for an Individual Subject
	6.2.2 Planned Duration for the Study as a Whole
	6.2.3 Premature Termination of the Study
	6.2.3.1 Early Termination of the Entire Clinical Study
	6.2.3.2 Early Termination at an Individual Study Centre



	7 ASSESSMENTS AND METHODS
	7.1 Demographic and Baseline Information
	7.1.1 Demographic and Baseline Characteristics
	7.1.2 Medical History and Prior/Concomitant Medications

	7.2 Efficacy Assessments
	7.2.1 Assessments for Primary Efficacy Endpoint(s)
	7.2.2 Assessments for Secondary Efficacy Endpoint(s)

	7.3 Safety Assessments
	7.3.1 Assessments for Safety Endpoints
	7.3.2 Adverse Events (AEs)
	7.3.2.1 Definitions
	7.3.2.2 Collection of AEs
	7.3.2.3 Severity of AEs
	7.3.2.4 Causality of AEs
	7.3.2.5 Classification of ADRs by Expectedness
	7.3.2.6 Outcome of AEs
	7.3.2.7 Action(s) taken
	a) General actions taken in the event of an AE
	b) IMP-related actions taken in the event of an AE


	7.3.3 Serious Adverse Events (SAEs)
	7.3.4 SAE Reporting Timelines
	7.3.5 Adverse Events of Special Interest (AESI)
	7.3.5.1 Thromboembolic Events (TEEs)
	7.3.5.2 Hemolytic Transfusion Reactions (HTRs)

	7.3.6 Laboratory Tests
	7.3.6.1 Central Laboratory
	7.3.6.2 Local Laboratory

	7.3.7 Viral Safety Tests
	7.3.8 Vital Signs and Physical Examination
	7.3.9 Other Relevant Safety Information
	a) Post-study related safety reports
	b) Pregnancies
	c) Drug overdose
	d) Drug interaction
	e) Medication error


	7.4 Other Assessments
	7.4.1 Drug Concentration Measurements
	7.4.2 Blood Sample for Biomarkers of Disease Activity
	7.4.3 Quality of Life Assessment

	7.5 Appropriateness of Measurements

	8 DATA HANDLING AND RECORD KEEPING
	8.1 Documentation of Data
	8.1.1 Source Data and Records
	8.1.2 Electronic Case Report Forms
	8.1.3 Changes to Case Report Form Data

	8.2 Information to Investigators
	8.3 Responsibilities
	8.4 Investigator’s Site File
	8.5 Provision of Additional Information
	8.6 Committees
	8.6.1 Independent Adjudication Committee
	8.6.2 Independent Data Monitoring Committee
	8.6.3 Steering Committee


	9 STATISTICAL METHODS AND SAMPLE SIZE
	9.1 Determination of Sample Size
	9.2 Statistical Analysis
	9.2.1 Populations for Analysis
	9.2.2 Efficacy Analysis Plan
	9.2.3 Safety Analysis Plan
	9.2.4 Handling of Missing Data

	9.3 Randomization, Stratification, and Code Release
	9.4 Interim Analysis

	10 ETHICAL/REGULATORY, LEGAL AND ADMINISTRATIVE ASPECTS
	10.1 Ethical/Regulatory Framework
	10.2 Approval of Study Documents
	10.3 Subject Information and Informed Consent
	10.4 Protocol Amendments
	10.5 Confidentiality of Subject Data

	11 QUALITY CONTROL AND QUALITY ASSURANCE
	11.1 Periodic Monitoring
	11.2 Audit and Inspection

	12 REPORTING AND PUBLICATION
	12.1 Clinical Study Report
	12.2 Publication Policy

	13 LIABILITIES AND INSURANCE
	14 REFERENCES

