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24-HOUR CLINICAL HOTLINE:
832-649-1574

Memorial Hermann Hospital/University of Texas

Health Science Center at Houston

PI: Bryan Cotton, MD, MPH

Phone: 713-500-7354

Email: Bryan.A.Cotton@uth.tmc.edu
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University Hospital Cincinnati
Pl: Peter Muskat, MD
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Emial: Dina.gomaa@uc.edu
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Email: Jeffrey.Kerby@-ccc.uab.edu
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Shannon Stephens
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Email: swstephens@uabmc.edu
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Section 1.2 Protocol Synopsis

Protocol Pragmatic, Randomized Optimal Platelet and Plasma Ratios

Title

Acronym PROPPR

Trial Phase | Phase Il Trial

Study Sites | At least 12 Level | Trauma Centers in the Phase 111 Trial

Study Period | Expected start date: March, 2012

Study Trauma subjects predicted to receive massive transfusions (MTs) and enrolled within 2
Population hours of Emergency Department (ED) admission to Level | Trauma Centers

Objectives The objective of this study is to conduct a Phase 111 multi-site, randomized trial in

subjects predicted to have a massive transfusion, comparing the effectiveness and safety
of 1:1:1 transfusion ratios of plasma and platelets to red blood cells (the closest
approximation to reconstituted whole blood) with the 1:1:2 ratio. The co-primary
outcomes will be 24-hour and 30-day mortality. In addition, the functional laboratory
and biomarker studies will comprehensively characterize trauma induced
coagulation (TIC) and inflammatory milieu providing insight into biological
phenotypes, dynamic changes over time and their relationship to treatment and
outcome. The PROPPR Trial will be conducted under exception from informed consent
(EFIC) and begin with a Vanguard Stage that will continue for up to six months to assess
sites’ ability to implement the protocol and recruit subjects.

Clinical Hypotheses and Aims

Primary Clinical Aim: To separately compare as co-primary outcomes, 24-hour
mortality and 30-day mortality between 1:1:1 and 1:1:2 groups adjusting for clinical site.
Primary Clinical Hypothesis 1: A greater proportion of subjects who are predicted to
have a massive transfusion and randomized to the 1:1:1 ratio group will survive to 24 hours
after Emergency Department (ED) admission compared with subjects randomized to the
1:1:2 ratio.

Primary Clinical Hypothesis 2: A greater proportion of subjects who are predicted to
have a massive transfusion and randomized to the 1:1:1 ratio group will survive to 30 days
after ED admission compared with subjects randomized to the 1:1:2 ratio.

Ancillary Clinical Aim: To compare subjects predicted to have a massive transfusion
and randomized to the 1:1:1 or 1:1:2 ratio groups on a variety of ancillary clinical outcomes
measured from randomization to initial hospital discharge after adjusting for site.

Ancillary Clinical Hypotheses 1: Subjects predicted to have a massive transfusion and
randomized to 1:1:1 will differ in number of hospital-free, ventilator-free, and ICU-free
days from the 1:1:2 ratio group.

Ancillary Clinical Hypothesis 2: Subjects predicted to have a massive transfusion and
randomized to the 1:1:1 and 1:1:2 ratio groups will differ in time to hemostasis, major
surgical procedures, and in the incidence of transfusion-related serious adverse events
during initial hospitalization; will differ in the amount of study blood products given
until hemostasis and in the amount of blood products given from hemostasis to 24
hours; and will differ in functional status at initial hospital discharge and in initial
hospital discharge status.
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Laboratory Hypotheses and Aims

Overall Laboratory Hypothesis: Subjects predicted to have a massive transfusion will
differ in their coagulation and inflammatory phenotypes at admission and over time which
will be affected by resuscitation and affect outcome.

Laboratory Aim 1: To develop models characterizing TIC and inflammation in enrolled
patients at ED admission.

Hypothesis 1: Severely injured trauma patients enrolled into PROPPR will differ in their
coagulation and inflammatory phenotypes at admission by subjects’ demographic and
baseline injury characteristics.

Laboratory Aim 2: To develop models characterizing the dynamics of TIC in order to
identify mechanistic drivers and sequelae of coagulation and inflammation, AND to
characterize the natural history of the coagulation/inflammatory milieu in enrolled subjects.
Hypothesis 2: Coagulation and inflammatory phenotypes identified at admission will
display dynamic changes. These phenotype changes will be driven by injury demographics
and resuscitation.

Laboratory Aim 3: To assess the effect of coagulation and inflammatory models on
primary and ancillary outcomes.

Hypothesis 3: Coagulation and inflammatory profiles identified in Laboratory Aims 1
and 2 will be associated with primary and ancillary clinical outcomes.

Background Multiple observational studies have reported that blood product component ratios (i.e.,
plasma:platelets:RBCs) that approach the 1:1:1 ratio, as found in fresh whole blood, are
associated with significant decreases in truncal hemorrhagic death and in overall 24-hour
and 30-day mortality among injured patients. The rationale for the 1:1:1 ratio is that the
closer a transfusion regimen approximates whole blood, the faster hemostasis will be
achieved with minimum risk of coagulopathy. The current DoD guideline specifies the use
of 1:1:1, and this practice is followed in almost all combat casualties. In other observational
studies, leading centers have reported good outcomes across a range of different blood
product ratios. For example, a 1:2 plasma:RBC ratio is used with little guidance regarding
platelets. The American Association of Blood Banks (AABB) recently performed a meta-
analysis and recommended the use of at least a 1:3 plasma:RBC ratio in Level | trauma
centers until randomized trials can provide more definitive evidence. The proposed
randomized trial is intended to resolve debate and uncertainty regarding optimum blood
product ratios.

Trauma induced coagulopathy (TIC) is the global term that describes coagulopathy after
injury and the associated sequalae. Despite identification and quantification of this
coagulopathy, the initiators of the process, underlying mechanisms, interaction of different
coagulopathy phenotypes and their specific relationships to treatment and outcomes remain
poorly understood and are a priority research area for the management of trauma
hemorrhage. Brohi and Cohen have recently described a proposed mechanism for this TIC
based on the protein C pathway. However, a definitive causal link has not been established.
Several recent publications have documented the lack of understanding in this critical arena.

Underlying the continuing controversy in trauma resuscitation research are two main
concerns: transfusion-related complications and survival/selection bias. Some studies have
shown decreased rates of complications from multiple organ failure (MOF) with increased
ratios of blood products, while others have documented increased MOF rates. A few studies
recorded data only on patients who survived at least 48 hours, focusing on inflammatory
outcomes of acute respiratory distress syndrome (ARDS) and MOF. Other studies excluded
only those patients who died in the first 30 minutes after Emergency Department (ED)
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arrival. Because most preventable hemorrhagic deaths occur within hours of trauma
patients” ED arrival, it is critical to evaluate both the short- as well as longer-term effects of
blood product transfusions. Therefore the longer a bleeding patient survives, the greater the
chance to receive a cumulative ratio approaching 1:1:1 (survival bias). The proposed
multi-center, randomized trial with a Vanguard Stage and intent-to-treat (ITT)
analyses based on appropriate short- and long-term outcomes will 1) address the
survival and selection bias that plagues previous studies, and 2) provide a more
complete picture of the effectivenessand safety of 1:1:1 vs. 1:1:2 blood product ratios
over the time windows of trauma patients’ greatest potential benefit and risk.

Study Design

Randomized, two-group, controlled Phase IlI trial with a Vanguard stage. Equal random
allocation to treatment using stratified, permuted blocks with randomly chosen block sizes
and stratification by site.

Subject
Inclusion
Criteria

To be eligible, subjects must meet all of the following:

1) Required the highest trauma team activation; 2) estimated age 15 years or older or greater
than/equal to weight of 50 kg if age unknown; 3) received directly from the injury scene; 4)
initiated transfusion of at least one unit of blood component within the first hour of arrival
or during prehospital transport; 5) predicted to receive a MT by exceeding the threshold
score of either the ABC score or the attending trauma physician’s judgment criteria.

Subject
Exclusion
Criteria

Subjects are ineligible if they meet one or more of the following:

1) Received care from an outside hospital or healthcare facility (defined as receiving a life
saving intervention); 2) Moribund patient with devastating injuries and expected to die
within one hour of ED admission; 3) prisoners directly admitted from a correctional facility;
4) Patients requiring an emergency thoracotomy in the ED; 5) Children under the age of 15
years or under 50 kg body weight if age unknown; 6) Known pregnancy; 7) Greater than
20% total body surface area (TBSA) burns 8) suspected inhalation injury; 9) received
greater than five consecutive minutes of cardiopulmonary resuscitation (CPR with chest
compressions) in the pre-arrival or ED setting; 10) Known DNR prior to randomization; 11)
Enrolled in a concurrent ongoing interventional, randomized clinical trial; 12) Have
activated the “opt-out” process for the PROPPR trial.

Study
Intervention
and
Duration

A protocol using the 1:1:1 (plasma:platelets:RBCs) compared to the 1:1:2 ratio. Subjects
will be followed to hospital discharge or up to the 30" day of hospitalization (whichever
comes first) and have a 30-day follow-up mortality assessment.

Primary
Outcome
Measures

Absolute percent (rather than relative percent) group difference in 24-hour and 30-day
mortality (Co-primary outcomes)

Sample Size

Phase 111: 580 subjects. 290 subjects/group provide 90% power to detect a difference as
small as 10% in 24-hour mortality and 88% power to detect a 12% difference in 30-day
mortality, assuming alpha=0.044 (adjusted from 0.05 for 3 interim efficacy analyses), two
sided, and assuming 24-hour and 30-day mortality in the 1:1:1 group of 11% and 23%,
respectively based on epidemiologic data. At the DSMB meeting, April 25, 2013, prior to
any review of unblinded data the blinded members of the DSMB reviewed a prespecified
adaptive analysis conducted by blinded ROC biostatisticians and recommended that the
sample size be increased from 580 to 680 to maintain a power of >85%. NHLBI approved
this modification.

Analysis

The primary clinical analyses will separately compare treatment group differences in 24-
hour and 30-day mortality using Mantel-Haenszel Tests with site stratification. For
Laboratory Aims 1-3 we will develop models (reverse-engineered from the laboratory data)
to identify drivers and sequelae of TIC and inflammation and to assess relationships among
identified phenotypes and outcomes. In addition traditional regression analyses will be
conducted for Laboratory Aim 3.
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Monitoring
Safety

There will be three formal efficacy analyses. The 2 interim analyses for the DSMB will
occur after 1/3 and 2/3 of the projected 24-hour or 30-day mortality events are observed
(whichever reaches its projected 1/3 and 2/3 first). The two co-primary outcomes will be
separately monitored using a two-sided O’Brien-Fleming boundary with Lan-DeMets alpha
spending function based on events for each of the two comparisons. The plan for interim
analysis is suggested as a guideline for the DSMB, and could be modified by the DSMB
prior to the start of the trial.

At each DSMB meeting after the start of the trial, we will present safety data by treatment
group (labeled as A,B in the same manner proposed by the 2006 FDA Guidance for Clinical
Trial Sponsors on the Establishment and Operation of Clinical Trial Data Monitoring
Committes, unless the DSMB requires complete unblinding). This would include, but is not
limited to, total counts of all related, serious and unanticipated adverse events, including a
description of the event itself. Additional safety analyses will be developed as requested by
the DSMB. We will report overall mortality for the safety analysis. At the formal interim
analysis we will report mortality by treatment group (or A,B).
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ASSESSMENTS

Pre ED

ED

OR

IR

Inpatient
1st 24 hrs

Inpatient
Daily Assess.

30
Days

Discharge
Info

Eligibility Criteria

Demographics

TraumaActivation

EMS Care

Unit arrival information

Informed consent process

Vital Signs

Glasgow Coma Scale

Extended Glasgow
Outcome Score

Mortdity

Life Saving Interventions

Injury Information

Blood Products (including
age of product)

Non-blood Fluids

Medications

Surgica Procedures

Interventional Radiology

Procedures

Angiogram

Lab Results

Hemostasis Obtained

*Research Lab Sample
Collection

Multi-Organ Failure
Assessment

Complications

Injury Severity Score (1SS)

Subject Disposition

Past Medical History

X X X X

X X X X

x

x

X X X X

X X

X

X X X X

X

X

X X X X

X X X X

X

x

X

X X X X

X X X X

* Research lab samplestime points:
For all subjects (screened, eigible, or randomized): O hour
For dl randomized subjects: 2, 4, 6, 12, 24, 48, and 72 hours
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Section 1.5 General Forms Instructions

General Information and Instructions for Completion of Hardcopy CRF’s:

Study ID Numbers: The subject study ID number must be recorded on the upper right hand side of each
CRF page. Siteswill be provide with several labeling options including study ID specific PDF CRF files
with barcodes on each page, blank CRF pages, and extra study ID/bar code stickers. Thefirst 2 digits of the
study ID identify the site are followed by afive digit sequentia number for each subject screened and or
enrolled. Study ID numbers cannot be reused once assigned to a subject.

Theindividual collecting the data should record their initials below the study 1D number.

All datamust be verifiable to a source document and al documentation needs an audit trail. Corrections on
the CRF should be made using a single line strikeout with the initials and date of the individual making the
correction.

The PROPPR CRF will be used as the source document for data not recorded in the subjects’ medical
record.

Enter all datesin dd/mmm/yy format and al times in hh:mm using a 24 hour clock format.

Print additional form pages as needed. Additional form page numbers should be added using a decimal
point followed by sequential numbers. (Example: Page5.1, 5.2, 5.2)

Use the following codes to record unknown/missing data val ues:

ND = Not Detectable NR = Not Recorded/Not Done NA = Not Applicable

NP = Not Palpable NK = Unknown

To accommodate the variety of units of measure for lab tests across the clinical sites, there are several
places through the forms that require selection of the unit of measure for the lab test in addition to the lab
value result.

The unit of measure for all blood products is units.

The unit of measure for all 1V crystalloid/colloids is milliliters.

Use the following codes to record unknown/missing data val ues:

Paper CRF Codes e-CRF Codes
NA | Not Applicable -995
ND | Not Detectable -996
NK | Unknown -997
NR | Not Palpable -998
NP | Not Recorded/Not Done -999
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Section 1.6 Site Certification

Purpose

To describe procedures for clinical site and HCCC/HDCC steff to follow, prior to, during, and following

theinitial site prior to enrollment. The purpose of theinitial sitevisitis:

e Toreview with the Investigator and staff the final protocol, the Investigator’s Brochure, and
regulatory requirements

e Toinstruct study personnel in study procedures including, but not limited to patient recruitment,
informed consent, randomization procedures, and Case Report Form completion.

Scope
The procedures apply to al PROPPR clinical and HCCC/HDCC staff.

References
FDA Guidance for IRBs, Clinica Investigators, and Sponsors FDA Inspection of Clinical Sponsors,
June 2010
ICH Guidelines for Good Clinical Practice (E6) Section 4.2 — Adequate Resources
ICH Guidelines for Good Clinical Practice (E6) Section 4.3 —Medical Care of Trial Subjects
ICH Guidelines for Good Clinical Practice (E6) Section 4.4 — Communication with IRB/IEC
ICH Guidelinesfor Good Clinical Practice (E6) Section 4.5 — Compliance with Protocol
ICH Guidelines for Good Clinical Practice (E6) Section 4.6 — Investigational Products
ICH Guidelines for Good Clinical Practice (E6) Section 5.12 — Information on
Investigational Products
ICH Guidelines for Good Clinical Practice (E6) Section 5.18 — Monitoring

Definitions

HCCC — Houston Clinical Coordinating Center

HDCC — Houston Data Coordinating Center

Pl — Principal Investigator

HDCC PI — Data Coordinating Center Principal Investigator
E-CRF — electronic case report form

IRB - Institutional Review Board

REB - Research Ethics Board (Health Canada)

Responsibilities

HCCC and HDCC personnel are responsible for discussing in detail the type of subject/patient to be
recruited, the completion of the eCRFs, administrative procedures to be followed, and the current
protocol/study procedures found in the protocol and study Manual of Procedures. They are also
responsible for evaluating the Investigator’ s and coordinator’ s understanding of the protocol and his/her
obligations during the study, as well as, touring the facilities and confirming that all study-related
clinical procedures can be completed, including blood banking and |aboratory facilities.

The site Pl is responsible for ensuring that his’her study team staff participates in the site visit once the
scheduled date, time and location are agreed upon. For study team staff that cannot participate in site
initiation, the Pl shall ensure that staff receives the relevant training prior to working on the study.

Procedure

Preparation for the Site Visit:

1. The HCCC program manager will coordinate with the clinical site to schedule a date and time for the
initial site visit.



2.

3.

4.
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The HDCC regulatory documents coordinator will determine which regulatory documents are
outstanding and need to be requested prior to or retrieved at the site visit.

The HCCC program manager will send a confirmation letter outlining the purpose of the visit
including demonstration of a mock randomization, and other items for discussion.

.The HDCC will prepare a site certification checklist to be completed before site initiation. (Section
1.6.1)

During the Site Initiation Visit:

1.
2.
3.

4.

The protocol presentation (Section 1.6.2) will be presented.

Attendance will be documented on the site visit log (Section 16.4.2).

Obtain any missing regulatory documents (e.g., Investigator CVs and Financia Disclosure Forms)
not received prior to the visit.

Discuss Federal requirements specified in FDA Form 1572 and IRB/REB requirements, including
but not limited to:

a.  Obtaining and documenting informed consent

b. IRB/REB approva and progress reports, including amendments and serious adverse events
(SAEs)

c. Protocol Adherence

d. Maintenance of adequate and accurate case histories

e. Record retention — Records must be retained for 2 years after an NDA has been approved for
the stated indication, or 2 years after notification of FDA and the investigator (by the
Sponsor) that the project has been completed, canceled, or discontinued, even if no NDA has
been filed.

f. Site personnel responsibility log —to document who will be responsible for specific study
functions, the Delegation of Responsibilities/Authority form (Section 16.4.1) must be
completed and signed by the PI.

Check that other related supplies (TEG/Multiplate, barcode readers) are available or are to be
shipped to the study site at alater date, (Section 16.4.3).

Check that the Emergency Department facility and resources are available to meet protocol
requirements, e.g. level 1 trauma center, ect.

Check that blood banking facilities are adequate to meet protocol requirements, e.g. 24hr. staffing,
emergency blood supply, etc.

Check that laboratory facilities and arrangements for the dispatch of samplesto the laboratory are
organized and that any specialized equipment that may be required will be available throughout the
period of thetrial, e.g. centrifuge, freezer, etc.

Ensure that the site Pl and study coordinators understand:

a. 24/7 staffing requirements for the study,

b. Frequency of monitoring of subjects,

c. Importance of obtaining primary endpoint data (24hr and 30 day mortality),

d. Review of site certification checklist (Section 1.6.1) and a site specific study flow chart
(Section 1.6.3).

Follow-up to the Site Initiation Visit:

1.

2.

The HDCC program manager will complete and send a follow-up letter to the PI, which outlines
what was accomplished during the meeting and note any items that need additional attention.
Place copies of the report and follow-up letter in the study file.



Section 1.6.1 Site Certification Checklist

PROPPR Site Certification Requirements Site:

PROPPR MOO Version 07.17.2013

Requirement

Completion Date

IRB/REB initial protocol approval to begin community consultation.

Review of site plan to obtain LAR consent, consent process for initial blood
sample on screened but not enrolled subjects, and HIPAA release.

Completion of HDCC training session on: |RB/REB approved protocol,
CRFs, completion of logs, AE/SAE reporting and adjudication process, site
communication with HDCC and HCCC, site monitoring plan, monthly site
performance report, protocol violation/deviation definition matrix.

Submission of al regulatory documents. (CV'’s, License, Training, COI,
IRB application & approvalsincluding protocol amendments.)

Completion of initial visit by HCCC and DCCC: Tour of the following
areas. ED, blood bank, research lab (including sample processing area &
freezer storage) &/or clinical lab, research offices & work areafor
Monitors.

Site completion of study flow chart.

Site P.I. completion of protocol update session through webinar.

Completion of webinar training on OpenClinica and the PROPPR
SharePoint website.

Submission of 2 ”dry-run” CRF s and screening logs in OpenClinica.

Completion of lab training. Collection, processing storage, shipping of
research lab samples.

Verification study equipment & supplies. i.e. Teg/Multiplate, lab Kits,
mailing kits, CRF' s & logs are in place & ready for enrollment.

Multiplate training and calibration.

TEG training and calibration.

Review of site plan for research blood sample storage/retrieval on screened
subjects.

Verification site blood bank randomization processisin place; logs & sham
process ready.

Review of blood transport methods to OR, IR, ICU if different than
transport method to ED.

Review of site plan for 30 day mortality data collection.

IRB/REB fina approval to begin enrollment.

Notification from PROPPR HDCC to site Pl all pre-enrollment certification
reguirements have been satisfied, site cleared to begin enrollment.
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Section 1.6.2 Site Protocol

Pragmatic, Randomized
Optimal Platelet and
Plasma Ratios (PROPPR)

Protocol Overview
Spring 2012

Importance of PROPPR

Since there is currently not a universally accepted
massive transfusion (MT) guideline, PROPPR
proposes to:

Provide a valid, efficient clinical trial framework for in hospital
trauma

Address the survival bias in previous studies

Reduce the risk of post transfusion complications by utilizing a
predictive MT algorithm

Contribute to evidence based guideline for MT patient
treatment

Understand the mechanisms of TIC and inflammation  this
will be the first to characterize the natural history of
coagulopathy and inflammation.

Inclusion Criteria

1) Require the highest trauma team activation at each
participating center

2) Estimated age of 15 years or older or greater than/equal to
weight of 50 kg if age unknown

3) Received directly from the scene

4) Received at least one unit of blood products within the 1st
hour of arrival or during pre hospital transport

5) Predicted to receive a MT by exceeding the threshold score
of either the ABC score or the attending trauma physician s
judgment criteria

PROPPR MOO Version 07.17.2013

Presentation

Objectives

* Compare the efficacy and safety of 1:1:1 to
1:1:2 transfusion ratio groups
Co primary outcomes of 24 hour and 30 day
mortality
Comprehensively characterize trauma induced
coagulation (TIC) and inflammatory milieu to
give insight to phenotypes, changes over time
and relationship to treatments and outcomes.

PROPPR Study Design

Randomized, 2 group, controlled Phase Ill trial
2 groups 1) 1:1:1 plasma:platelets:RBC ratio
2) 1:1:2 plasma:platelets:RBC ratio
2 sections 1) Up to 6 month Vanguard stage
2) Continuation stage
Total enrollment: 580 subjects

ABC Scoring System

(2 or more points=positive prediction for MT)
heart rate > 120 bpm 1 point
systolic blood pressure < 90 mmHg 1 point
penetrating injury 1 point
positive FAST exam 1 point

(intra abdominal fluid by ultrasonography)

** if the ABC score is less than 2, the trauma attending physician,
may still choose to randomize if patient is a potential MT
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Exclusion Criteria

Received care (as defined as receiving a life saving
intervention) from an outside hospital or healthcare facility

Moribund patient with devastating injuries and expected to
die within one hour of ED admission

Prisoners, defined as those who have been directly admitted
from a correctional facility

Patients requiring emergency thoracotomy in the ED

Children under the age of 15 years or under 50 kg body
weight if age unknown

Known pregnancy in the ED
Greater than 20% total body surface area (TBSA) burns
Suspected inhalation injury

Screening Process

Requires 24/7 in house research personnel coverage
Observation & data collection begin immediately
Research personnel will assess the ABC score

If the score is >/= 2: patient eligible

If the score is < 2, trauma attending can make
decision if patient is predicted to be a MT

If the score is <2 and attending says no: patient not
eligible, data collection stops

Figure 7. Randomization Process M| patent s screened in

Blood Bank sends product i asesled
contaner o atient bedside
it randomaton number

randomizaon number
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Exclusion Criteria Cont’d

8) Received greater than five consecutive minutes of cardiopulmonary
resuscitation (CPR with chest compressions) in the pre arrival or ED
setting

9) Known Do Not Resuscitate (DNR) prior to randomization

10) Enrolled in a concurrent, ongoing interventional, randomized clinical
trial

11) Patients who have activated the opt out process or
patients/legally authorized representatives that refuse blood
products on arrival

Consenting Procedures

Exception from Informed Consent (21CFR50.24)

Community consultation required at each site

Site’s local IRB will determine method of consultation
Optout process determined by site’s local IRB

UT CPHS will accept site’s local IRB methods

Templates will be available for power point presentation,
media release, and telephone script

Documented informed consent will be obtained from
LAR/subject

Modified consent process for screened/not randomized
pts who have only a 0 hour blood sample drawn.

Randomization

Blood bank personnel will randomize the patient and prepare the study
containers based on the ratio patient is randomized to.

Platelets will be placed in an opaque container attached to the study
container.

The containers will be sealed.

In the event that ABO/type specific products are unavailable, universal
donor products will be used, in accordance with each blood bank s policy.
Once seal is broken, patient is randomized/enrolled and will received
products until:

1) Hemostasis is achieved

2) Subject has expired

3) LAR or patient has withdrawn consent to continue in study

If 2 patients come in at the same time and both are predicted MTs, follow
only one patient.
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PROPPR Cooler Cycles

1:1:1
Plasma (B
Group1 Platelets
RBCs e

Plasma
Group 2 Platelets
RBCs

* The above diagram represents one container cycle for each ratio group.
Each hash mark represents one unit of blood products. Every 6 units of
RBCs represent one container. The red circles indicate when platelets are
given. On average, 1 unit of platelets is the equivalent of a pool of 6 units.
The container cycles repeat until hemostasis is achieved.

PROPPR Definition of when Active Resuscitation Stops
after Adequate Hemorrhage Control

* Actions to be taken when both anatomic and physiology
criteria are met
Surgeon and/or anesthesiologists stops the MT
protocol (calls the blood bank and stops the transfusion)

All blood products and fluids received after active resuscitation
stops (but within 24 hours of admission) will be recorded as post
resuscitation fluid and will be given based on local practice.

For study purposes the ratio calculation will include only
the blood products transfused during active resuscitation
while on protocol

Research Sampling Plan

Upon arrival to ED all patients receive blood draw time
0

PROPPR enrolled patients receive additional timed
draws.

Timing 2, 4, 6,12, 24, 48, 72 hours
Patients not in ICU (no vascular access) excluded.

Total 580 patients enrolled in PROPPR
Need to screen (first sample) 17,780

PROPPR MOO Version 07.17.2013

PROPPR Definition of Adequate
Hemorrhage Control

 Definition of Anatomic hemostasis
Surgeon declares hemostasis, based on the following objective criteria
* No bleeding requiring intervention in the surgical field
« In the IR suite, resolution of blush after embolization.

< Definition of when Active Resuscitation stops after anatomic
hemorrhage control
Based on hemorrhage control criteria above, hemostasis is complete
Surgeon and/or anesthesiologists agree that patient is adequately
resuscitated, based on the following criteria, if available:
« Stable or increasing blood pressure, or
Stable or decreasing heart rate, or
Stable or increasing urine output, or
Decreasing requirement for pressors to maintain a stable blood
pressure

Use of additional fluids/agents

The following will not be randomized or standardized but will be recorded:

* Crystalloids * Tranexamic Acid
* Artificial colloids * PCCs
* rFVlla * Fibrinogen concentrates

* Amicar ¢ Cryoprecipitate

Research Blood Collection

Up to 23mL/draw
=

Ligh Blue Ligh Blue Ligh Blue PAQEASE  Lawnderoray
Sod um C trate Sod um C trate Sod um C trate " EDTA+

TEG + Multiplate COAGs COAGs

Immed ate
Temperature
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PROPPR

Blood Processing U U U i’

Temperature

___@sites_TE
rifuge

Stage 4: Ship to UTHSC Houston

1 [ o
——TTE— |

Dry ice Ice packs

Event Reporting

A safety monitoring plan will be provided to each site which will
include a detailed list of events and the reporting
requirements for each event (depending on severity and
causality).

An adjudication process will be used to determine the cause of
death:
The site Pl will provide the cause of death, the SAE report will
be reviewed by Dr. Holcomb, and difference in the causality
will be reviewed by the medical monitor.

PROPPR MOO Version 07.17.2013

Data Collection

The research staff will do direct data collection through the initial
resuscitation period up to at least the 12t hour and hourly through the
first 24 hours to collect all information (fluids, procedures, etc.).

Following the 1%t 24 hours, the research staff will collect information daily
while the patient is in the ICU/IMU setting and 2 times a week while on
the floor until the 30t day or hospital discharge (whichever comes first).

The 15t 24 hours of data will be submitted to the HDCC within 72 hours.

All surviving subjects will have a 30 day follow up for mortality status
details will be in the manual of operations.

The PROPPR database will use the OpenClinica format.
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Section 1.6.3 Site Specific Study Flow Chart Example

Study Flow Chart

PROPPR iy 2
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Section 1.7 Study Flow Diagram

FJ RO P P R Study Flow Diagram

Pragmatic, Randomized Optimal Platelet and Plasma Ratios Document Version Date: 2012 AUGUST 10
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Chapter 2 Recruitment and Patient Consent

Section 2.1 Patient Population

The target population is trauma subjects who are admitted to one of the participating sites and who meet the
inclusion and exclusion criteria detailed below.

This trial qualifies for the “Exception from informed consent required for emergency research” outlined in the
FDA regulation 21CFR50.24 as follows:

1. Subjects are in a life-threatening situation and collection of valid scientific evidence is necessary to
determine the safety and effectiveness of the particular interventions
2. Obtaining informed consent is not feasible because the subject cannot give reasonable consent due to

medical condition, intervention must be given before consent can be obtained from a LAR, and cannot
prospectively select subject

3. There is prospect of direct benefit to subject because they are in a life-threatening situation requiring

intervention, risks associated with this study are reasonable compared to standard of care therapy

The research could not practically be carried out without a waiver

Diligent attempts will be made to contact the LAR or family member for them to object to subject’s

continued study participation within the protocol-defined therapeutic window of the first 20 minutes and

for the 24-hour study treatment duration

6. IRB has reviewed and approved the informed consent procedures and documents to be used with the
subjects or LAR for this study.

7. Additional protection of rights will be provided which will include: community consultation and public
notification, an established independent data safety monitoring committee, and efforts will be made to
obtain informed consent from family members if the LAR is not available.

o &
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Section 2.2 Community Consultation

Public notification and community consultation in accordance with local IRB and Canadian REB policies
will be undertaken prior to IRB/REB approval. Because the population eligible for enroliment includes all
citizens in the study regions, it will not be possible to target specific individuals although the local IRB/REB
may recommend targeting specific groups. The community consultation plan for each trial site will be
individualized to fit the IRB/REB requirements. The participating sites have considerable experience
conducting community consultation. A variety of methods are employed including consultation with
community leaders and targeted community groups, random telephone surveys, and community meetings.

Visual aids, such as power point, flyers or posters can be used in the presentations, and all material will be
in lay terminology. Each communication will include information as to the purpose of the trial, the consent
process, the risk and benefits to the community/patient, and the time commitment required. As each
community is unique and may require specific or special needs, the local IRBs/REBs will approve the
methods for their community and ensure that community consultation practices are both appropriate and
complete before consent is given to begin the trial.

During the course of public notification/community consultation, including public advertising of the study,
individuals in the community not wishing to be enrolled in the trial will be provided opportunity to “opt out”
in advance for treatment. Those contacting a published address and /or telephone number for the
investigators will be given a bracelet or its equivalent without cost which, when displayed, indicates
ineligibility for the study. A letter will accompany the bracelet/item indicating that it must be displayed on
person in a recognizable manner in order to be identified by providers. Providers will be trained to recognize
such bracelets or their equivalent, and that the identification of such an item would exclude the patient from
trial enrollment.
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Section 2.2.1 Community

Consultation

Pragmatic, Randomized Optimal
Platelet and Plasma Ratios

O

(PROPPR)

[SITE NAME] Community Consultation

[SITE PI NAME]
[SITE Name, Department, Clinical Institution Name]

Sponsored by National Heart Lung and Blood
Institute (NHLBI), National Institutes for Health
(NIH)

PROPPR MOO Version 07.17.2013

Templates

What is Trauma?

Background

O

« Nearly 50% of trauma deaths occur
before the patient reaches the
hospital and few of these deaths
are preventable.

For those that reach the hospital,
about 40% experience bleeding
complications and require a MT
(massive transfusion of at least 10
units of blood)

Bleeding complications are the
leading cause of early death in
trauma patients.

What is the PROPPR study?

O

This study involves research.

Multi-center study including at least 12 North American Level 1 trauma
center sites.

Purpose: Determine what the best ratio of products is to provide the best
outcomes for the patients.

Plan: Enroll patients who are PREDICTED to receive significant amounts
of blood products into a protocol using 1:1:1 ratios of plasma to platelets to
red blood cells (RBCs), compared to 1:1:2

The knowledge gained will likely impact the way in which massively
bleeding patients are transfused and lower the amount of otherwise
preventable deaths resulting from hemorrhagic shock

O

» Refersto a “a body wound or
shock produced by sudden
physical INJURY, as from
violence or accidents.

Leading cause of death in
people under the age of 45
years old.

People who have suffered
trauma may require specialized
care, including BLOOD
TRANSFUSIONS and
SURGERY.

Background

O

 Current military transfusion
guidelines for massively transfused
casualties are based on the U.S.
Army Surgeons General
recommendation of a 1:1:1 ratio.

Studies in both the public and
military populations have shown
that seriously injured patients who
received a massive transfusion

with higher plasma ratios
had lower mortality than those
who received more traditional
ratios of plasma.

Question remains: What is the
best ratio group to use for trauma
patients who require a large
amount of blood?

What Are Red Blood Cells, Platelets, Plasma

« Red Blood Cells are cells that
carry oxygen

Platelets are the smallest
structures in the blood and are
imgortant for blood clotting
and plugging damaged blood
vessels.

Plasma is the liquid portion of
the blood; represents
approximately 50% of the total
volume of blood and contains
coagulation proteins
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Patient Selection How are patients selected for this study?
What about other treatments and care? How will the PROPPR transfusion be given?
Group 1 Group 2
1:1 Ratio 1:2 Ratio

Is the blood safe? What will be studied?

--
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» You would have these risks whether or not you were in the
study but it is unknown at this time whether these risks (for
example, lung injury) are more severe or last longer when
one unit of red blood cells is administered for every unit of
platelets and plasma compared with two units of red blood
cells administered for every unit of platelets and plasma

Risks include: chance of transmission of an infectious
disease, low blood pressure, allergic reaction, shortness of
breath, fever, blood clotting problems

What is the informed consent process?
O

A\
The consent process is when we ask a person’s permission and invite
him/her to be in a study, explaining the risks and benefits, as well as
answering any questions

Patients will be unable to consent

People will be entered into the study without providing informed
consent

Every attempt will be made to obtain consent from the legal
representative and/or family member to join or continue with the study
or to refuse to allow the patient to join or continue in the study

Enrolled patients will be informed of study when able and will be
allowed

INFORMATION YOU SHOULD KNOW

Patients and/or their family members/legal re&)resentatives
can decide at any time to withdraw from a study

Patients will receive the same care whether they are not
they are in the study

There is no extra cost for being in the study; the patient will
not receive compensation for being in the study

If an injury occurs which is related to the study, the patient
will not receive compensation for the injury and medical
care will be available just as it is to the general community

INFORMATION YOU SHOULD KNOW

A\
Every effort will be made to ensure patient privacy

All data reviewed for the purposes of this study will be de-identified-
personal identification such as name, medical record number will be
removed

The FDA may inspect the records at any time

Members of the community may “opt-out” if they do not wish to be in
the study. A colored, plastic bracelet with the word “PROPPR @” on it
will be available for those who DO NOT want to be considered for this
study. If a patient arrives to the ED with this bracelet on, they will not
be screened or enrolled in this study

Questions?

N\

U
« For questions pertaining to this study:
Local PI Name and contact information

» For questions pertaining to informed consent:
Local Site IRB name and contact information

« If you would like to “opt out” of the study:
Local PI Name and contact information

THANK YOU
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COMMUNITY CONSULTATION

Organization:

Date:

Please circle your answers.

1. Will you allow usto conduct aresearch study in this community of people experiencing a
major traumatic event requiring multiple blood transfusions who are unable to give their
own informed consent?

YES NO

2. If you wereinvolved in amgor trauma event and needed many blood transfusions, would
you want to be enrolled in this type of study?
YES NO

3. If aclosefriend or family member of yours was involved in amajor traumatic event
requiring a massive blood transfusion, would you want him/her to be enrolled in this type
of study?

YES NO

Arethere any questions or concerns you would like to let the investigator know about?
Please write here:

Age: Ethnic Background:

Gender (circleone):  Male Female

For additional questions and/or concerns, please fed free to contact

with the [Institution’s IRB / Humans Subjects Protection
Committee] a [Phone Number].

WE THANK YOU FOR YOUR PARTICIPATION TODAY!!
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Random Digit Dialing Telephone Script Template

PROPPR _

Pragmatic, Randomized Optimal Platelet and Plasma Ratios

Telephone Script for

Community Consultation
Hello, my name is , and I'm a research assistant at [Institution Name]. This
call does not involve sales of any kind. We are currently conducting a survey on behalf of
[Institution Name and Medical Center] to obtain community opinions and views on a medical
research study involving severely injured patients. The [Institution’s Name and Hospital /
Medical Center] will be using your opinions to help determine whether the study is acceptable
to the community. Your answers will be confidential.

The survey will take approximately 10 minutes of your time, during which | will describe the
study to you and ask for your opinions about it. | will also ask you a few questions about
yourself. You do not have to answer any questions you do not want to, and you may stop the
survey at any time.

Would you be willing to offer your opinions and answer some questions about yourself after |
give you details about the study?
[If YES then continue, if NO, say thank you for your time]

Are you eighteen years old or older?
[If YES, continue--- if NO, ask to speak to someone 18 years old or older; reintroduce yourself
with paragraph 1] Thank you!

---[READ THE FOLLOWING PRIOR TO ASKING SURVEY QUESTIONS]---

A study comparing ways to give blood transfusions is being proposed in patients with severe
injuries, like those that can occur in bad car accidents, who have a significant chance of dying
from their injuries and blood loss. Usually, patients are told about a studyj, its risks, and its
potential benefits, and then they provide a written consent. However, in the case of severe
injury, it is not always possible for patients to give written consent because they may be
unconscious, and their families may not always be available to speak for them.

The U.S. Food and Drug Administration allows for certain studies to be performed without
obtaining written consent in emergency settings, but only if patients have a high risk of dying
without treatment, cannot communicate because of their condition, and don't have family
available to speak for them. Patients may be enrolled in this research only if discussed in the
community in advance. We would like your opinion on our proposed study which involves
severely injured patients. First, | will give you information about the study and then | will ask

Y IRB NUMBER: HSC-GEN-11-0174

UTHeaJth IRB APPROVAL DATE: 2/16/2012
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you for your opinion.

Trauma refers to a “body wound or shock” produced by sudden physical injury, as from
violence or accidents. Trauma injuries are the leading cause of death in people under the age of
45 years old, and nearly 50% of these deaths occur before the patient reaches the hospital. For
those that reach the hospital, about 40% experience severe bleeding and require a massive
transfusion of at least 10 units of blood. Bleeding complications is the leading cause of early
death in trauma patients. People who have suffered trauma may require specialized care,
including blood transfusions and surgery.

The purpose of this study is to help determine which blood transfusion combination will
provide the best outcomes for the trauma patients receiving them. In addition to [City Name],
we are proposing to conduct this multi-center study at other Trauma Centers across the U.S.
and Canada.

The knowledge we gain will likely impact the way in which patients who are severely bleeding
are transfused, and lower the amount of otherwise preventable deaths resulting from
hemorrhagic shock. The trauma surgeon on call in the emergency department will use
information obtained when a patient arrives to the emergency department to predict if the
patient will require a significant amount of blood products. The information includes their
blood pressure, pulse, type of injury, and an ultrasound test to see if they are bleeding in the
abdomen.

For patients that are eligible for this study, the blood bank will be notified to randomize (a
process like flipping a coin) the patient to receive one of two blood combination groups -- one
that gives more plasma and platelets and one that gives less.

All other treatments will be the same.

All blood products we use will be just like the normal products patients get for transfusions, and
all blood products are approved by the U.S. Food and Drug Administration and the American
Association of Blood Banks[, and Health Canada]. All blood is typed, and will be tested for
infectious diseases. This is the standard practice if you receive a blood transfusion. As with any
blood transfusion, there are risks involved, which include chance of transmission of an
infectious disease, low blood pressure, allergic reaction, shortness of breath, fever, and blood
clotting problems.

-Patients and/or family members/legal representatives can decide at any time to withdraw
from the study.

-Patients will receive the same care whether or not they are in the study. The patient will only
receive blood products if the physician determines they need the blood. The patient will not
receive extra blood products because of the study.

-There is no extra cost for being in the study.

-Every effort will be made to ensure patient privacy.

S IRB NUMBER: HSC-GEN-11-0174
UTHélélth IRB APPROVAL DATE: 2/16/2012
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-All information reviewed for the purposes of this study will be made anonymous.

If anyone in the community does not wish to take part in this type of study, they can call a
special number to request an “opt out” bracelet or identification card (ID card) that would
notify Emergency Medical personnel that they do not wish to be enrolled. The “opt out”
bracelet is a colored, plastic bracelet with the word “PROPPR @” on it will be available for those
who DO NOT want to be considered for this study. The ID card will be about the size of a
driver’s license or credit card with the word “PROPPR @” on it. If a patient arrives to the ED
with this bracelet on, they will not be screened or enrolled in this study

As | mentioned before, we called to speak to you today because patients who are eligible for
the study will be unable to consent and will be entered into the study without providing
informed consent. We will make every attempt to get consent from their legal representative
and/or family member, and will inform patients about the study as soon as we are able.

We would like to ask you some questions about your opinion on this.

1. Based on the information I just read to you, do you understand what this study is about?
a. Yes

b. No

c. Don’t know

d. Refused

2. At any moment, we are all at risk of serious injury, especially in an automobile. If you were
severely injured and it was determined that you would need blood products, would you find
it acceptable to be enrolled in this study without written consent?

a. Yes

b. No

c. Don't know

d. Refused

. Do you believe that this exception to written consent is justified?
Yes

. No*

. Don't know

. Refused

If NO: What is your reason for concern?

*x0O 0O T O W

4. Do you believe the research is in the best interest of the patients and community?
a. Yes

b. No*

c. Don't know

d. Refused

S IRB NUMBER: HSC-GEN-11-0174
UTHellélth IRB APPROVAL DATE: 2/16/2012
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*If NO: What is your reason for concern?

5. Why do you feel this exception to consent is justified?

a. Itis in the best interest of the patient

b. It is in the best interest of the community

c. Itis in the best interests of both the patient and the community
d. Don't know

e. Refused

f. Other:

6. Injury is the leading cause of death in teenagers, ages 15-18 years, and because they have
the same risk and benefits with the transfusion ratios as adults, do you think it is appropriate
to include 15-18 year old children in this study?

a. Yes

b. No*

c. Don't know

d. Refused

*If NO: Please tell me why?

7. Do you have any additional comments about giving this experimental transfusion ratio
without written consent by the patient? [Record verbatim]

If you would like more information regarding the study, | can give you a name and number for
the local study coordinator or you can visit the study’s website address, would you like any of
that information?

Local Study Coordinator Name

Local Site number

Website: http://www.uth.tmc.edu/cetir/PROPPR/index.html

We thank you for your time so far. The following questions are only to make sure that we
have a representative sampling of our community's opinions. Your answers will be kept
confidential.

S IRB NUMBER: HSC-GEN-11-0174

UTHEthh IRB APPROVAL DATE: 2/16/2012
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8. What is your age?

9. Are you the parent or legal guardian of a child or children ages 15-18 years old?

10a. What is your race? [Record one response]
a. Caucasian/White

b. African American/Black

. Asian

d. Hispanic

e. American Indian/Native American

f. Mixed Race

g. Other [SPECIFY]
h. Don't know

i. Refused

10b. What is your ethnicity?

11. What is the highest level of education you have completed?
a. Less than 9™ grade

b. 9" to 12" grade- no diploma

c. High School graduate/ Equivalency (GED)

c. Associate, Technical or Vocational degree

d. Bachelor's degree

e. Post-graduate degree

f. Refused

12. What is your occupation?

13. What is the zip code where you live?

14. What is your approximate annual household income?

-This concludes our survey. We thank you very much for your time!-
Citizen’s gender:

1. Male 2. Female

Interviewer Name Date

S IRB NUMBER: HSC-GEN-11-0174

UTHEthh IRB APPROVAL DATE: 2/16/2012
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PUBLIC NOTIFICATION: Research Project for Blood Transfusions
in Trauma Patients Seeks Community Input

Researchers at [Institution] are launching a new research study to find the best way to give
blood transfusions for severely injured patients predicted to require massive blood transfusions
upon arrival to the [Name of Hospital] emergency department. [Principal Investigator, M.D.],
with/at the [Department/Institution], is principal investigator for this clinical study.

The purpose of this study isto help determine which blood transfusion combination will provide
the best outcomes for the trauma patients receiving them. The two blood transfusion
combinations which are a) 1 unit of red blood cells: 1 unit of plasma:1 unit of platelets compared
to b) 2 units of red blood cells: 1 unit of plasma: 1 unit of platelets. Both combinations are in
widespread use across the United States. This study will be conducted at 12 Level 1 trauma
centers across the United States and Canada. Dr. [PI] and his/her team will be a part of this
research team which will look at the resulting information to see if using one combination of
blood products or the other can possibly increase the chances of survival and reduce
complications.

The knowledge gained will likely impact the way in which patients who are severely bleeding
are transfused, and lower the amount of otherwise preventable deaths resulting from hemorrhagic
shock. The trauma surgeon on call in the emergency department will use information obtained
when a patient arrives to the emergency department to predict if the patient will require a
significant amount of blood products. The information includes their blood pressure, pulse, type
of injury, and an ultrasound test to see if they are bleeding in the abdomen. For patients that are
eligible for this study, the blood bank will be notified to randomize (a process like flipping a
coin) the patient to receive one of two blood combination groups -- one that gives more plasma
and platelets and one that givesless. Thisistheinvestigational (or research) part of the study.
All other treatments will be the same. If apatient is not in the study, the amount and type of
blood products they receive will be decided by the trauma physicians, not by the randomization
process for this study.

All blood products we use will bejust like the normal products patients get for transfusions, and
al blood products are approved by the U.S. Food and Drug Administration (FDA) and the
American Association of Blood Banks (AABB) and Health Canada. All blood is typed, and will
be tested for infectious diseases. Thisisthe standard practice if you receive a blood transfusion.
[Name of Hospital] has policies and procedures established to safely transfuse blood products.
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Aswith any blood transfusion, there are risks involved, which include chance of transmission of
an infectious disease, low blood pressure, allergic reaction, shortness of breath, fever, and blood
clotting problems however it is unknown at this time whether these risks are more severe or last
longer (for example, lung injury) when one unit of red blood cellsis administered for every unit
of plasmaand platel ets compared with two units of red blood cells given with every unit of
plasma and platelets.

The trauma physician will enroll incoming patients who are good candidates for this study. This
study will require the physicians to begin experimental emergency treatment without first
obtaining informed consent of the patient or alegal representative and/or family member. All
reasonabl e attempts will be made to contact a family member to discuss this study and obtain
their permission for the patient to be in the study. The patient and/or family members can decide
at any time to withdraw from the study if they choose. Patients who are enrolled in this study
will be closely monitored for the first 24 hours they are in the hospital, frequently during the in
hospital stay and contacted after 30 days (if they have been discharged from the hospital) to
follow up on how they are doing.

Patients who do not wish to be in this type of study will be given options for opting out. Anyone
who does not wish to be involved in this study should contact [Site Contact Name] at [Site
Contact’s Number] and ask for an “opt out” bracelet to be sent to them. The “Opt Out” bracel et
isacolored, plastic bracelet with the word “PROPPR " onit. If aperson hasthisbracelet on
when they arrive to the emergency department needing treatment, they will not be screened or
enrolled into this study.

[PI] and members of the research team will present the project and field questions at a series of
meetings with a variety of groups depicted as representatives of [City, County|, and surrounding
citiesand counties. A member of the [Name of IRB] will also attend the meetings to assist in
answering any questions related to emergency consent issues, etc. Upon completion of the
community consultation meetings, [PI]’s team will report back to [Name of IRB], which will
determine whether [Institution] will participate in this clinical trial.

If you would like to schedule acommunity consultation meeting or would like more information,
please contact [Site Contact Name] at [Site Contact’s Number].
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Section 2.3 Informed Consent Development and Management
Purpose
The purpose of the document is to outline the procedures involved in development of the informed consent
form templates and the subsequent review, tracking, and management of site specific IRB/REB approved
consent forms utilized in the PROPPR clinical trial.

Scope

This document includes information on the development and distribution of the ICF template by the
HCCC/HDCC, the review and approval process which takes place prior to site IRB/REB submissions, and
the process for tracking and managing consent forms after clinical site IRB/REB approval.

References

21 CFR Part 50 Protection of Human Subjects; 21 CFR Part 50, subpart 50.25 Elements of Informed
Consent

FDA Guidance for Institutional Review Boards, Clinical Investigators, and Sponsors: Exception from
Informed Consent Requirements for Emergency Research

FDA Guidance on Research Involving Coded Private Information or Biological ~Specimens, October 2008

Definitions

ICF- Informed consent form

IRB- Institutional Review board

DSMB- Data safety monitoring board

FDA- Food and Drug Administration

HCCC - Houston Clinical Coordinating Center
HDCC- Houston Data Coordinating Center

Pl — Principle Investigator

REB — Research Ethics Board

ROC - Resuscitation Outcomes Consortium

Responsibilities
The HCCC/HDCC is responsible for:
e Development and modification of the PROPPR informed consent templates
e Distribution of the informed consent templates
e Ensuring that any clinical site IRB/REB-required modifications do not alter the spirit or meaning
of the ICF template language
Note: The content of the consent templates are agreed upon by the HCCC/HDCC PI’s and co-
investigators to ensure that all appropriate risk information is included.

The clinical site Pl and/or research coordinator is responsible for:
e Modifying the ICF templates to meet local IRB/REB requirements, if indicated, and notifying
the HCCC/HDCC of modifications to ensure essential required template content remains intact
during the submission process
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Procedures
0.1 ICF Development and Distribution

e Template ICFs are developed by the HCCC/HDCC based on the current PROPPR protocol.

e The ROC, DSMB and FDA, and Health Canada will be provided copies of the ICF templates for
reference and approval.

e Templates will be submitted to the UT Coordinating Center IRB for review and approval.

e The UT Coordinating Center IRB/REB-approved Template ICFs will be distributed to
participating clinical sites for the purpose of developing a comprehensive document that includes
both the template language and any site-specific wording provided by the local IRB/REB. The
final document should be an accurate portrayal of the risks of the research, which can be
comprehended at a 6-8th grade reading level.

e Template elements that must be included in the ICF are as follows:

- Name of Study

- Name of Sponsor (Funding-NHLBI and/or Health Canada for Toronto site)

- Name of Investigator and Contact Information

- Name of IRB and Contact Information

- Number of subjects to be enrolled (also number at the local site)

- Clear description of the purpose of the research

- Statement that participation is voluntary (also indicate how research differs from usual care)
- Description in lay terms of what can be expected of the subject (including time commitment)
- Indication of which procedures are not approved by the FDA

- Description of randomization and what that means

- Listing of all risks associated with each procedure

- Indication of what is expected of the patient

- Indication of who is responsible for any medical coverages

- Notification that there may be no direct benefit from participating

- Notification that there is no compensation for participating

- Who will have access to the patient’s information

- Who the patient should contact in the event of study related injury

- Signature lines with date/time for patient or LAR, and study personnel obtaining consent.

0.2 Site-specific ICF Review and Approval by the HCCC/HDCC
e Upon receipt of s site specific modified ICF, the HDCC regulatory documents coordinator will
promptly review the consent for the following:
- Does the ICF include all of the elements above?
- Does the ICF include all risks related to participating in the research?
- Does the ICF include any site specific language that is at odds with the Coordinating Center
approved ICF template?
- Isthe ICF readable (e.g. language, grammar, spelling, etc.)
- Is appropriate HIPAA language included?

0.3 ICF Tracking
e Clinical site research coordinators will provide the HDCC regulatory documents coordinator
with all subsequent site IRB/REB approved ICF’s submitted for continuing review or associated
with protocol amendments. The HDCC regulatory documents coordinator will log this
information into the PROPPR regulatory database for site metrics reporting and monitoring
purposes as detained in chapters 12 and 15 of this manual.
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Section 2.3.1 Consent Templates

Legally Authorized Representative/Subject Informed Consent Template To Join the Study

Pragmatic randomized Optimal Platelet and Plasma Ratios
(PROPPR)
INFORMED CONSENT TO JOIN A RESEARCH STUDY

INVITATION TO TAKE PART:

You are being asked to enroll in this research study because you will require blood transfusions
due to a life threatening injury. This research study is called, “Pragmatic, Randomized Optimal
Platelet and Plasma Ratios,” conducted by [insert local PI name] at [insert local site name].
For this research study he/she will be called the Principal Investigator or PI.

Your decision to take part in this study is voluntary and you may stop taking part in the study at
any time. A decision to not take part in the research study will not change the services available
to you from [insert local Pl name] at [insert local site name].

You may refuse to answer any questions asked or written on any forms.

DESCRIPTION OF RESEARCH:

PURPOSE:

The purpose of this study is to determine which combination of blood products given to trauma
patients will improve survival. Blood contains many types of specialized cells flowing in liquid
called plasma. Red blood cells, or RBCs, carry oxygen throughout the body. Cells called
platelets have an important role in stopping bleeding after an injury. Plasma is mostly made up
of water and carries around the RBCs and platelets.

RBCs, plasma, and platelets are routinely given to patients who have experienced significant
blood loss, but the best way to combine them for a patient who is bleeding is unknown. A “unit”
refers to a bag of transfused RBCs, plasma, or platelets. The combination of blood products
given to patients varies significantly. This research study will compare patient responses to 2
different combinations of RBCs, plasma, and platelets in common use

This study is being conducted in at least 12 different trauma centers in the US and Canada. A
total of 680 subjects will participate across all sites. This location will enroll approximately
[insert #] subjects. The National Heart, Lung and Blood Institute (NHLBI), National Institutes
of Health (NIH), and Defence Research and Development Canada, are paying for this study to be
completed.

PROCEDURES:

If you are eligible to take part in this research study, you will receive one of 2 combinations of
RBCs, plasma, and platelets, and will have blood samples collected for study purposes. If you
decide to join and stay in the research study, it will be necessary to collect more blood samples,
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and continue collecting information from your medical record. You can get out of the study at
any time.

The research study involves the following sequence of events and procedures. A member of the
research team will let you know what study procedures, if any, have already been done.

1. A trauma surgeon decided that blood transfusions are needed.

2. A member of the research team confirms study eligibility, and will randomly assign (like
the flip of a coin) you into 1 of 2 groups;

e One unit of red blood cells for every unit of platelets and plasma
= OR
e Two units of red blood cells for every unit of platelets and plasma

3. Blood samples (about 2 tablespoons each), will be collected at the time of arrival to the
trauma center, and 2, 4, 6, 12, 24, 48, and at 72 hours after arrival (if still hospitalized).
The blood samples drawn for this study will be used to look at 1) how your body has
reacted to the injury, 2) how your blood is clotting (or clumping together) and 3) how
your body has reacted to the fluids and treatments you received.

4. Information will be collected regarding the injury and the care received until you are
discharged from the hospital or for the first 30 days of your hospital stay (whichever
comes first). The information collected will include medical history, lab values, surgery
reports, vital signs (ex. blood pressure, heart and respiratory rate, and temperature) x-
rays, and medicines you are taking. We collect this information to see how you are doing
while you are in this study. We will check to see when you leave the hospital. If you
leave [name of hospital] before day 30 after your injury we will, with your permission,
call you to ask you how you are doing. If you were transferred to another hospital setting,
we will ask for your permission to contact that facility to follow up on your progress.
You will need to sign an additional HIPAA form to allow us permission to contact the
other hospital and get your medical information. We will ask if you have experienced
any problems since leaving the hospital. You have the right to refuse to answer any of the
questions.

You will receive all other standard of care treatments for your trauma injuries and will only be
enrolled in this protocol if predicted that you require a massive transfusion. Although you will
be randomly assigned to receive one of two combinations of blood products, the amount of blood
given to you will be based on your medical needs. Also, when the blood transfusions will be
stopped will be based on your medical needs.

BENEFITS:

You may receive no direct benefit from being in this study; however, your taking part may help
severely injured patients get better care in the future.

RISKS AND/OR DISCOMFORTS:

The transfusion of any blood product carries a small risk of transmission of hepatitis, HIV (the
virus that causes acquired immune deficiency syndrome, or AIDS), and other viral and infectious
diseases, hypotension (low blood pressure), allergic reactions, shortness of breath, blood clotting

= IRB NUMBER: HSC-GEN-11-0174
), 1RB APPROVAL DATE: 7/12/2013

f Te:
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complications, hypoventilation (too little air entering the lungs) and fever. Hospitals have
established policies and procedures to safely transfuse blood products. You will have these risks,
because of the blood transfusion you will receive to treat your injury, whether or not you are in
the study.

All the blood products used will be processed through [site’s blood bank name]. All the blood
products are approved by the U.S. Food and Drug Administration (FDA) and the American
Association of Blood Banks (AABB) and/or Health Canada. All the blood given is typed and
will be tested for infectious diseases. Hospitals have established policies and procedures to
safely transfuse blood products. You would have these risks whether or not you were in the
study but it is unknown at this time whether these risks are more severe or last longer (for
example, lung injury) when one unit of red blood cells is administered for every unit of platelets
and plasma compared with two units of red blood cells administered for every unit of platelets
and plasma.”

Possible risks with the blood collection include localized pain from the needle stick, swelling,
and redness. Patients routinely have an intravenous (1V) catheter or tube inserted into a vein for
the first few days after a major injury to provide fluids and medications. The research team will
avoid additional needlesticks to patients whenever possible by collecting blood samples from
existing IV catheters or during blood draws for other lab tests.

Another possible risk is a breach of confidentiality. Measures in place to protect confidentiality
include the use of study numbers on blood samples and study records instead of patient names,
and the use of password protected computers and encrypted databases. Electronic data will be
stored on protected servers. Study records will be stored in locked file cabinets within locked
offices.

ALTERNATIVES:

The alternative to being in this study is for you to receive the standard of care for transfusion of
blood products per local hospital policy.

STUDY WITHDRAWAL :

You can take yourself out of this study at any time without penalty and without affecting your
future medical care at this center. If you choose to withdraw within the first 24 hours of
treatment, you will be switched to routine blood transfusion therapy. The research team may
also remove you from the study if they feel it is not in your best interest to continue taking part.
If you decide to stop taking part in the study, no additional study procedures will be performed
and no further information will be collected. The information collected up to the time you chose
to stop being in the study will remain in the research database and will be included in the data
analysis.

IN CASE OF INJURY':

If you suffer any injury as a result of this study, please understand that nothing has been arranged
to provide free treatment at [insert site name] or any other type of payment. However, all
facilities, emergency treatment and professional services will be available to you use just as they
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are to the community in general. Please report any injury to [insert Pl name] at [insert Pl
contact number] and [if applicable, insert local IRB contact telephone number]. You will
not give up any of your legal rights by signing this consent form.

COST, COMPENSATION, and REIMBURSEMENT:

There are no additional costs for taking part in this study. You or your insurance will be
responsible for all standard-of-care charges including the blood transfusions that are routinely
given to trauma patients. You will not be charged for lab tests performed strictly for research
purposes.

There will be no payment to you for taking part in this research study.

If you received a bill that you believe is related to your taking part in this research study, please
contact [insert Pl name] at [insert PI contact number] with questions.

CONFIDENTIALITY:

Please understand that representatives of the Food and Drug Administration (FDA), the [insert
local IRB name], the UTHouston Data Coordinating Center (HDCC), NHLBI, NIH, and
Defence Research and Development Canada, may review your research and/or medical records
for the purposes of verifying research data, and will see personal identifiers. However,
identifying information will not appear on records retained by the sponsor, with the exception of
treatment and service dates. You will not be personally identified in any reports or publications
that may result from this study. Your research records will be kept at [insert local institution
name] for [ # years] per [name of institution] policy.

There is a separate section in this consent form that you will be asked to sign which details the
use and disclosure of your protected health information.

(OR use the wording below for sites which include the HIPAA language in this form)

AUTHORIZATION TO USE AND DISCLOSE INFORMATION FOR RESEARCH
PURPOSES

The Federal Health Insurance Portability and Accountability Act (HIPAA) requires [use either
“your health care provider” or the actual name of the entity holding the health records] to
obtain your permission for the research team to access or create protected health information
about you for purposes of this research study. Protected health information is information that
personally identifies you and relates to your past, present, or future physical or mental health
condition or care. We will access or create health information about you relative, as described in
this document, for purposes of this research study [if applicable, add: and for your treatment].
Once [use either “your health care provider” or the actual name of the entity, as above] has
disclosed your relative’s protected health information to us, it may no longer be protected by the
Federal HIPAA privacy regulations, but we will continue to protect your relative’s
confidentiality.

IRB NUMBER: HSC-GEN-11-0174
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We may share your health information related to this study with other parties including U.S. and
Canadian government regulatory and funding agencies, the [insert local Institutional Review
Boards], the coordinating centers at UTHealth and the Resuscitation Outcome Consortium
(ROC) at the University of Washington. ROC is a clinical trial network which is providing
additional study support for this research.

You cannot participate in this study unless you permit us to use your protected health
information. If you choose not to allow us to use your protected health information, we will
discuss any non-research alternatives available to you. Your decision will not affect your right to
medical care that is not research-related. Your signature on this Consent Document authorizes
[use “your health care provider” or the actual name of the entity, as above] to give us
permission to use or create health information about you.

Although you may not be allowed to see study information until after this study is over, you may
be given access to your health care records by contacting your health care provider. Your
permission for us to access or create protected health information about you for purposes of this
study has no expiration date. You may withdraw your permission for us to use your health
information for this research study by contacting [Pl name] at [telephone number, fax number
and address.] However, we may still use your health information that was collected before
withdrawing your permission. Also, if we have sent your health information to a third party,
such as the study sponsor, or we have removed your identifying information, it may not be
possible to prevent its future use. You will receive a copy of this signed document.

The [insert name of the entity holding the health records] generally requires that we
document in your medical record chart that you are taking part in this study. The information
included in the chart will provide contact information for the research team as well as
information about the risks associated with this study. We will keep the Informed Consent
Document in our research files; and a copy [will/will not, based on local policies] be placed in
your medical record chart.

i IRB NUMBER: HSC-GEN-11-0174
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NEW INFORMATION:

You will be told of any important new findings that may change your decision to continue in this
study.

QUESTIONS:

Please feel free to ask any questions about this study or this consent form, either now or in the
future. You can direct your questions to [insert PI name] at [insert Pl contact number]. You
have a right to ask questions and get satisfactory answers to all of your questions.

SIGNATURES:

[Insert language per local IRB policy/procedures]

Sign below if you understand the information given to you about the research and do not wish to
withdraw yourself or your relative from this study.

Subject or Legally Authorized Representative or
Family Member (Printed Name)

Subject or Legally Authorized Representative or Date and Time
Family Member (Signature)

Person Obtaining Consent (Printed Name)

Person Obtaining Consent (Signature) Date and Time

i IRB NUMBER: HSC-GEN-11-0174
UTHealth 1RB APPROVAL DATE: 7/12/2013
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Legally Authorized Representative/Subject Consent Form Template to Continue in the
Study

INFORMED CONSENT TO CONTINUE A RESEARCH STUDY

Pragmatic, Randomized Optimal Platelet and Plasma Ratios
(PROPPR)

ENROLLMENT INTO THIS STUDY:

You were enrolled in this research study without giving informed consent because you required
blood transfusions due to a life threatening injury. This research study is called, “Pragmatic,
Randomized Optimal Platelet and Plasma Ratios,” conducted by [insert local PI name] at
[insert local site name]. For this research study he/she will be called the Principal Investigator
or Pl.

Your decision to stay in this study is voluntary and you may stop taking part in the study at any
time. A decision to not take part in the research study will not change the services available to
you from [insert local Pl name] at [insert local site name]. This consent is to ask for your
permission to CONTINUE with the tests and procedures with this study.

You may refuse to answer any questions asked or written on any forms.

If you were unable to provide written informed consent, a Legally Authorized Representative
may have consented on your behalf to take part in this study.

DESCRIPTION OF RESEARCH:

PURPOSE:

The purpose of this study is to determine which combination of blood products given to trauma
patients will improve survival. Blood contains many types of specialized cells flowing in liquid
called plasma. Red blood cells, or RBCs, carry oxygen throughout the body. Cells called
platelets have an important role in stopping bleeding after an injury. Plasma is mostly made up
of water and it carries around the RBCs and platelets,

RBCs, plasma, and platelets are routinely given to patients who have experienced significant
blood loss, but the best way to combine them for a patient who is bleeding is unknown. A “unit”
refers to a bag of transfused RBCs, plasma, or platelets. The combination of blood products
given to patients varies significantly. This research study will compare patient responses to 2
different combinations of RBCs, plasma, and platelets in common use

This study is being conducted in at least 12 different trauma centers in the US and Canada. A
total of 680 subjects will participate across all sites. This location will enroll approximately
[insert #] subjects. The National Heart, Lung and Blood Institute (NHLBI), National Institutes
of Health (NIH), and Defence Research and Development Canada, are paying for this study to be
completed.

Version Date: 20June2013
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PROCEDURES:

Since you were eligible to take part in this research study due to your severe bleeding, you have
already received one of 2 potential combinations of RBCs, plasma, and platelets, and have had
blood samples collected for study purposes. If you decide to stay in the research study, it will be
necessary to collect more blood samples, and continue collecting information from the medical
record. You can get out of the study at any time.

The research study involves the following sequence of events and procedures. A member of the
research team will let you know what study procedures, if any, have already been done.

1. A trauma surgeon decided that blood transfusions were needed.

2. A member of the research team confirmed study eligibility, and randomly assigned (like
the flip of a coin) you into 1 of 2 groups;

e One unit of red blood cells for every unit of platelets and plasma
= OR
e Two units of red blood cells for every unit of platelets and plasma

3. Blood samples (about 2 tablespoons each), were collected at the time of arrival to the
trauma center, and have been or will be collected at 2, 4, 6, 12, 24, 48, and at 72 hours
after arrival (if still hospitalized).

The blood samples drawn for this study will be used to look at 1) how your body has
reacted to the injury, 2) how your blood is clotting (or clumping together) and 3) how
your body has reacted to the fluids and treatments you received.

1. Information was and will be collected regarding the injury and the care received until you
are discharged from the hospital or for the first 30 days of your hospital stay (whichever
comes first). The information collected for this study will include lab values, surgery
reports, vital signs (ex. blood pressure, heart and respiratory rate, and temperature) x-
rays, and medicines you are taking. We collect this information to see how you are doing
while you are in this study. We will check to see when you leave the hospital. If you
leave [name of hospital] before day 30 after your injury we will, with your permission,
call you to ask you how you are doing. If you were transferred to another hospital setting,
we will ask for your permission to contact that facility to follow up on your progress.
You will need to sign an additional HIPAA form to allow us permission to contact the
other hospital and get your medical information. We will ask if you have experienced
any problems since leaving the hospital. You have the right to refuse to answer any of the
questions.

You have received and will continue to receive all other standard of care treatments for
your trauma injuries and were only enrolled in this protocol because it was predicted that
you might require a massive transfusion. Although you were randomly assigned to
receive one of two combinations of blood products, the amount of blood given to you was
or will be based on your medical needs. Also, the blood transfusion was stopped based
upon your medical needs.

= IRB NUMBER: HSC-GEN-11-0174
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BENEFITS:

You may receive no direct benefit from being in this study; however, your taking part may help
severely injured patients get better care in the future.

RISKS AND/OR DISCOMFORTS:

The transfusion of any blood product carries a small risk of transmission of hepatitis, HIV (the
virus that causes acquired immune deficiency syndrome, or AIDS), and other viral and infectious
diseases, hypotension (low blood pressure), allergic reactions, shortness of breath, blood clotting
complications, hypoventilation (too little air entering the lungs), and fever. Hospitals have
established policies and procedures to safely transfuse blood products. You would have these
risks whether or not you were in the study.

All the blood products used will be processed through [site’s blood bank name]. All the blood
products are approved by the U.S. Food and Drug Administration (FDA) and the American
Association of Blood Banks (AABB) and/or Health Canada. All the blood given is typed and
will be tested for infectious diseases. Hospitals have established policies and procedures to
safely transfuse blood products. You would have these risks whether or not you were in the
study but it is unknown at this time whether these risks are more severe or last longer ( for
example, lung injury) when one unit of red blood cells is administered for every unit of platelets
and plasma compared with two units of red blood cells administered for every unit of platelets
and plasma.”

Possible risks with the blood collection include localized pain from the needle stick, swelling,
and redness. Patients routinely have an intravenous (1V) catheter or tube inserted into a vein for
the first few days after a major injury to provide fluids and medications. The research team will
avoid additional needlesticks to patients whenever possible by collecting blood samples from
existing IV catheters or during blood draws for other lab tests.

Another possible risk is a breach of confidentiality. Measures in place to protect confidentiality
include the use of study numbers on blood samples and study records instead of patient names,
and the use of password protected computers and encrypted databases. Electronic data will be
stored on protected servers. Study records will be stored in locked file cabinets within locked
offices.

ALTERNATIVES:

The alternative to continuing to be in this study is for you to receive the standard of careyou’re
your injury which includes the transfusion of blood products per local hospital policy.

STUDY WITHDRAWAL :

You can take yourself out of this study at any time without penalty and without affecting your
future medical care at this center. If you choose to withdraw within the first 24 hours of
treatment, you will be switched to routine blood transfusion therapy. The research team may
also remove you from the study if they feel it is not in your best interest to continue taking part.
If you decide to stop taking part in the study, no additional study procedures will be performed
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and no further information will be collected. The information collected up to the time you chose
to stop being in the study will remain in the research database and will be included in the data
analysis.

IN CASE OF INJURY:

If you suffer any injury as a result of this study, please understand that nothing has been arranged
to provide free treatment at [insert site name] or any other type of payment. However, all
facilities, emergency treatment and professional services will be available to you use just as they
are to the community in general. Please report any injury to [insert PI name] at [insert Pl
contact number] and [if applicable, insert local IRB contact telephone number]. You will
not give up any of your legal rights by signing this consent form.

COST, COMPENSATION, and REIMBURSEMENT:

There are no additional costs for taking part in this study. You or your insurance will be
responsible for all standard-of-care charges including the blood transfusions that are routinely
given to trauma patients. You will not be charged for lab tests performed strictly for research
purposes.

There will be no payment to you for taking part in this research study.

If you received a bill that you believe is related to your taking part in this research study, please
contact [insert Pl name] at [insert PI contact number] with questions.

CONFIDENTIALITY:

Please understand that representatives of the Food and Drug Administration (FDA), the [insert
local IRB name], the UTHouston Data Coordinating Center (HDCC), NHLBI, NIH, and
Defence Research and Development Canada, may review your research and/or medical records
for the purposes of verifying research data, and will see personal identifiers. However,
identifying information will not appear on records retained by the sponsor, with the exception of
treatment and service dates. You will not be personally identified in any reports or publications
that may result from this study. Your research records will be kept at [insert local institution
name] for [ # years] per [name of institution] policy.

There is a separate section in this consent form that you will be asked to sign which details the
use and disclosure of your protected health information.

(OR use the wording below for sites which include the HIPAA language in this form)

AUTHORIZATION TO USE AND DISCLOSE INFORMATION FOR RESEARCH
PURPOSES

The Federal Health Insurance Portability and Accountability Act (HIPAA) requires [use either
“your health care provider” or the actual name of the entity holding the health records] to
obtain your permission for the research team to access or create protected health information
about you for purposes of this research study. Protected health information is information that
personally identifies you and relates to your past, present, or future physical or mental health

IRB NUMBER: HSC-GEN-11-0174
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condition or care. We will access or create health information about you relative, as described in
this document, for purposes of this research study [if applicable, add: and for your treatment].
Once [use either “your health care provider” or the actual name of the entity, as above] has
disclosed your relative’s protected health information to us, it may no longer be protected by the
Federal HIPAA privacy regulations, but we will continue to protect your relative’s
confidentiality.

We may share your health information related to this study with other parties including U.S. and
Canadian government regulatory and funding agencies, the [insert local Institutional Review
Boards], the coordinating centers at UTHealth and the Resuscitation Outcome Consortium
(ROC) at the University of Washington. ROC is a clinical trial network which is providing
additional study support for this research.

You cannot participate in this study unless you permit us to use your protected health
information. If you choose not to allow us to use your protected health information, we will
discuss any non-research alternatives available to you. Your decision will not affect your right to
medical care that is not research-related. Your signature on this Consent Document authorizes
[use “your health care provider” or the actual name of the entity, as above] to give us
permission to use or create health information about you.

Although you may not be allowed to see study information until after this study is over, you may
be given access to your health care records by contacting your health care provider. Your
permission for us to access or create protected health information about you for purposes of this
study has no expiration date. You may withdraw your permission for us to use your health
information for this research study by contacting [Pl name] at [telephone number, fax number
and address.] However, we may still use your health information that was collected before
withdrawing your permission. Also, if we have sent your health information to a third party,
such as the study sponsor, or we have removed your identifying information, it may not be
possible to prevent its future use. You will receive a copy of this signed document.

The [insert name of the entity holding the health records] generally requires that we
document in your medical record chart that you are taking part in this study. The information
included in the chart will provide contact information for the research team as well as
information about the risks associated with this study. We will keep the Informed Consent
Document in our research files; and a copy [will/will not, based on local policies] be placed in
your medical record chart.

: . s IRB NUMBER: HSC-GEN-11-0174
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NEW INFORMATION:

You will be told of any important new findings that may change your decision to continue in this
study.

QUESTIONS:

Please feel free to ask any questions about this study or this consent form, either now or in the
future. You can direct your questions to [insert PI name] at [insert Pl contact number]. You
have a right to ask questions and get satisfactory answers to all of your questions.

SIGNATURES:

[Insert language per local IRB policy/procedures]

Sign below if you understand the information given to you about the research and do not wish to
withdraw your relative from this study.

Subject or Legally Authorized Representative or
Family Member (Printed Name)

Subject or Legally Authorized Representative or Date and Time
Family Member (Signature)

Person Obtaining Consent (Printed Name)

Person Obtaining Consent (Signature) Date and Time

: . s IRB NUMBER: HSC-GEN-11-0174
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Child Assent Form Template

RESEARCH STUDY INFORMATION AND ASSENT FORM FOR MINORS
(For use when the LAR/family member has already signed a consent form)

Title: Pragmatic, Randomized Optimal Platelet and Plasma Ratios (PROPPR)
(Participating Site IRB# )

You were enrolled in a research study while you were in the emergency department receiving care.
We did this by using a process regulated by federal and state laws, called an emergency research
consent waiver. The emergency consent waiver allows researchers to enroll patients with life-
threatening medical conditions who cannot give informed consent where study treatments have to be
started before informed consent from the subject’s legally authorized representative or family
member can be obtained. Your parent, family member, or legally authorized representative have
already received or will also be given a consent form to review. That consent form describes the
study, (purpose, procedures, risks, benefits) in detail.

PURPOSE:

The purpose of this study is to determine which combination of blood products given to trauma
patients will improve survival. Blood contains many types of specialized cells flowing in liquid
called plasma. Red blood cells, or RBCs, carry oxygen throughout the body. Cells called
platelets have an important role in stopping bleeding after an injury. Plasma is mostly made up
of water and it carries around the RBCs and platelets,

RBCs, plasma, and platelets are routinely given to patients who have experienced significant
blood loss, but the best way to combine them for a patient who is bleeding is unknown. A “unit”
refers to a bag of transfused RBCs, plasma, or platelets. The combination of blood products
given to patients varies significantly. This research study will compare patient responses to 2
different combinations of RBCs, plasma, and platelets in common use

This study is being conducted in at least 12 different trauma centers in the US and Canada. A
total of 680 subjects will participate across all sites. This location will enroll approximately
[insert #] subjects. The National Heart, Lung and Blood Institute (NHLBI), National Institutes
of Health (NIH), and Defense Research and Development Canada, are paying for this study to be
completed.

PROCEDURES:

Since you were eligible to take part in this research study due to your severe bleeding, you have
already received one of 2 potential combinations of RBCs, plasma, and platelets, and have had
blood samples collected for study purposes. If you decide to stay in the research study, it will be
necessary to collect more blood samples, and continue collecting information from the medical
record. You can get out of the study at any time.

The research study involves the following sequence of events and procedures. A member of the
research team will let you know what study procedures, if any, have already been done.

1. A trauma surgeon decided that blood transfusions were needed.
2. A member of the research team confirmed study eligibility, and randomly assigned (like
the flip of a coin) you into 1 of 2 groups;
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e One unit of red blood cells for every unit of platelets and plasma
= OR
e Two units of red blood cells for every unit of platelets and plasma

3. Blood samples (about 2 tablespoons each), were collected at the time of arrival to the
trauma center, and have been or will be collected at 2, 4, 6, 12, 24, 48, and at 72 hours
after arrival (if still hospitalized).

The blood samples drawn for this study will be used to look at 1) how your body has
reacted to the injury, 2) how your blood is clotting (or clumping together) and 3) how
your body has reacted to the fluids and treatments you received.

4. Information was and will be collected regarding the injury and the care received until you
are discharged from the hospital or for the first 30 days of your hospital stay (whichever
comes first). The information collected for this study will include lab values, surgery
reports, vital signs (ex. blood pressure, heart and respiratory rate, and temperature) x-
rays, and medicines you are taking. We collect this information to see how you are doing
while you are in this study. We will check to see when you leave the hospital. If you
leave [name of hospital] before day 30 after your injury we will, with your permission,
call you to ask you how you are doing. If you were transferred to another hospital setting,
we will ask for your permission to contact that facility to follow up on your progress.
You will need to sign an additional HIPAA form to allow us permission to contact the
other hospital and get your medical information. We will ask if you have experienced
any problems since leaving the hospital. You have the right to refuse to answer any of the
questions.

You have received and will continue to receive all other standard of care treatments for your
trauma injuries and were only enrolled in this protocol because it was predicted that you might
require a massive transfusion. Although you were randomly assigned to receive one of two
combinations of blood products, the amount of blood given to you was or will be based on your
medical needs. Also, the blood transfusion was stopped based upon your medical needs.

BENEFITS:
You may receive no direct benefit from being in this study; however, your taking part may help
severely injured patients get better care in the future.

RISKS AND/OR DISCOMFORTS

The transfusion of any blood product carries a small risk of transmission of hepatitis, HIV (the
virus that causes acquired immune deficiency syndrome, or AIDS), and other viral and infectious
diseases, hypotension (low blood pressure), allergic reactions, shortness of breath, blood clotting
complications, hypoventilation (too little air entering the lungs) and fever. Hospitals have established
policies and procedures to safely transfuse blood products. You will have these risks, because of the blood
transfusion you will receive to treat your injury, whether or not you are in the study.

All the blood products used will be processed through [site’s blood bank name]. All the blood
products are approved by the U.S. Food and Drug Administration (FDA) and the American
Association of Blood Banks (AABB) and/or Health Canada. All the blood given is typed and
will be tested for infectious diseases. Hospitals have established policies and procedures to
safely transfuse blood products. You would have these risks whether or not you were in the
study but it is unknown at this time whether these risks are more severe or last longer (for
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example, lung injury) when one unit of red blood cells is administered for every unit of platelets
and plasma compared with two units of red blood cells administered for every unit of platelets
and plasma.”

Possible risks with the blood collection include localized pain from the needle stick, swelling,
and redness. Patients routinely have an intravenous (1V) catheter or tube inserted into a vein for
the first few days after a major injury to provide fluids and medications. The research team will
avoid additional needlesticks to patients whenever possible by collecting blood samples from
existing IV catheters or during blood draws for other lab tests.

Another possible risk is a breach of confidentiality. Measures in place to protect confidentiality
include the use of study numbers on blood samples and study records instead of patient names,
and the use of password protected computers and encrypted databases. Electronic data will be
stored on protected servers. Study records will be stored in locked file cabinets within locked
offices.

ALTERNATIVES:
The alternative to continuing to be in this study is for you to receive the standard of care you’re
your injury which includes the transfusion of blood products per local hospital policy.

STUDY WITHDRAWAL :

You may choose to stop being a part of this study at any time. If you choose to stop taking part in this
study, no additional information will be collected. The information collected up to the time you chose
to stop being in the study will remain in the research database and will be included in the data
analysis. The information we collect for the study is coded to protect privacy. You will not be
personally identified in any reports.

If you agree to remain in the study, you will not be asked to return for any visits after hospital
discharge.
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QUESTIONS:

Please feel free to ask any questions about this study or the consent form. If you choose to continue
in this study, please check next to the Yes and sign below. If you choose to stop taking part in this
study, please check next to the No and sign below. You will be provided with a copy of this signed
assent form.

Yes, | want to continue being a part of this study.

No, I want to stop being a part of this study.

Subject Name (printed):

Subject’s Signature Date

Name of person obtaining consent

Signature of person obtaining consent Date

S IRB NUMBER: HSC-GEN-11-0174
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Informed Consent for Blood Sample Collection Template
INFORMED CONSENT FOR BLOOD SAMPLE COLLECTION
Pragmatic, Randomized Optimal Platelet and Plasma Ratios

(PROPPR)

ENROLLMENT INTO THIS STUDY

You were enrolled in this research study without giving informed consent because you are
years or older, have experience physical trauma, and needed immediate care in the emergency
department. This research study is called Pragmatic, randomized Optimal Platelet and Plasma
Ratios, conducted by [insert local Pl name] at [insert local site name]. For this research project,
he/she will be called the Principal Investigator or PI.

Your decision to take part is voluntary and you may refuse to take part, or choose to stop from
taking part, at any time. A decision not to take part or to stop being a part of the research project
will not change the services available to you from [insert local Pl name] at [insert local site
name].

You may refuse to answer any questions asked or written on any forms.

If you were unable to provide written informed consent, a Legally Authorized Representative
(LAR) may have consented on your behalf to take part in this study.

DESCRIPTION OF RESEARCH:

PURPOSE:

The purpose of this study is to look at how your body reacts (on a cellular level) to the injuries
you have as a result of the trauma event. Blood samples (about 2 tablespoons or 23 cc.) were
collected at the time of arrival to the emergency department (ED). The blood samples that were
drawn will be used to look at 1) how your body has reacted to the injury, 2) how your blood is
clotting (or clumping together) and 3) how your body has reacted to the fluids and treatments
you received. These samples will not be used for any genetic testing.

PROCEDURE:

You were eligible to take part in this study but were unable to give informed consent because of
your potentially life-threatening injury. When you arrived to the Emergency Department (ED),
blood samples were drawn for research purposes. These samples are not used for clinical care
and not needed for the physicians to make decisions on your care. The purpose of this study is to
look at the results from these samples.

Information was and/or will be collected regarding the injury and the care you received until you
were discharged from the hospital. The information collected will include demographics (race,
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age, sex), details of injury (type of injury, type of accident, time, number of injuries), lab values,
vital signs (blood pressure, heart rate, temperature, and respirations), surgery reports and any x-
rays and medicine you are taking. You have the right to refuse for us to look at your
information.

The blood samples that were drawn when you arrived to the ED will be processed and stored for
future trauma research studies with your permission. If you decide to continue to take part in this
study, you will be asked how you would like your samples to be used. Please pick one of the
choices below:

My blood and other information may be kept and used in research to learn about
and treat trauma injuries.

My blood and other information may be kept and used in research to learn about
and treat trauma injuries or other health problems.

My blood and other information may not be used in future studies.

TIME COMMITMENT:

If you agree to take part in this study, you will not be asked to come back for any visits after
hospital discharge. We will not be asking for any extra blood to be drawn for study purposes.

BENEFITS:

You will receive no direct benefit or payment from taking part in this study; however, your
taking part may help patients get better care in the future.

RISKS AND/OR DISCOMFORTS:

A possible risk associated with this study is a breach of confidentiality. All information
collected for the purposes of this study will be de-identified. You will be identified by a study
number. The blood samples will be labeled with the study ID number. The information used
from your medical record will be coded with the study ID number. The paper records will be in
locked cabinets in a locked office and the electronic records will be maintained in a password
protected computer.

You will not be contacted in regard to any results or information which is obtained from these
samples.

= IRB NUMBER: HSC-GEN-11-0174
), 1RB APPROVAL DATE: 2/16/2012
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ALTERNATIVES:

The only alternative is not to take part in this study.

STUDY WITHDRAWAL:

You can take yourself out of this study at any time without penalty and without affecting your
future care at this center. If you agree to have your samples stored for future use, you can
change your mind. You have the right to have your sample destroyed. Any analysis that was
done before the request cannot be removed; however no further testing will be done and all
remaining samples will be destroyed. This means that if you decide to withdraw from this
research study, the data collected prior to withdrawal may still be used up to the point of
withdrawal. You may withdraw from any future analysis of the information or samples collected
for this study in writing or by calling (XXX) XXX-XXXX.

IN CASE OF INJURY:

If you suffer any injury as a result of taking part in this research study, please understand that
nothing has been arranged to provide free treatment of the injury or any other type of payment.
However, all needed facilities, emergency treatment and professional services will be available
to you, just as they are to the community in general. You should report any injury to [insert Pl
name] at [insert Pl contact number] and [if applicable, insert local IRB name and contact
telephone number] . You will not give up any of your legal rights by signing this consent form.

COSTS. REIMBURSEMENT, AND COMPENSATION:

There are no additional costs for taking part in this study. You or your 3" party payer will be
responsible for all standard-of-care charges during your hospital stay. You will not be charged
for the lab tests done specifically for this research study.

There will be no payment to you for taking part in this research study.

If you received a bill that you believe is related to your taking part in this research study, please
contact [insert PI name] at [insert Pl contact number] with questions.

CONFIDENTIALITY:

Please understand that representatives of the Food and Drug Administration (FDA), the [insert
local IRB name]|, the UTHouston Data Coordinating Center (HDCC), NHLBI, NIH, and
Defence Research and Development Canada, may review your research and/or medical records
for the purposes of verifying research data, and will see personal identifiers. However,
identifying information will not appear on records retained by the sponsor, with the exception of
treatment and service dates. You will not be personally identified in any reports or publications
that may result from this study. Your research records will be kept at [insert local institution
name] for [ # years] per [name of institution] policy.
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There is a separate section in this consent form that you will be asked to sign which details the
use and disclosure of your protected health information.

(OR use the wording below for sites which include the HIPAA language in this form)

AUTHORIZATION TO USE AND DISCLOSE INFORMATION FOR RESEARCH
PURPOSES

The Federal Health Insurance Portability and Accountability Act (HIPAA) requires [use either
“your health care provider” or the actual name of the entity holding the health records] to
obtain your permission for the research team to access or create protected health information
about you for purposes of this research study. Protected health information is information that
personally identifies you and relates to your past, present, or future physical or mental health
condition or care. We will access or create health information about you relative, as described in
this document, for purposes of this research study [if applicable, add: and for your treatment].
Once [use either “your health care provider” or the actual name of the entity, as above] has
disclosed your relative’s protected health information to us, it may no longer be protected by the
Federal HIPAA privacy regulations, but we will continue to protect your relative’s
confidentiality.

We may share your health information related to this study with other parties including U.S. and
Canadian government regulatory and funding agencies, the [insert local Institutional Review
Boards], the coordinating centers at UTHealth and the Resuscitation Outcome Consortium
(ROC) at the University of Washington. ROC is a clinical trial network which is providing
additional study support for this research.

You cannot participate in this study unless you permit us to use your protected health
information. If you choose not to allow us to use your protected health information, we will
discuss any non-research alternatives available to you. Your decision will not affect your right to
medical care that is not research-related. Your signature on this Consent Document authorizes
[use “your health care provider” or the actual name of the entity, as above] to give us
permission to use or create health information about you.

Although you may not be allowed to see study information until after this study is over, you may
be given access to your health care records by contacting your health care provider. Your
permission for us to access or create protected health information about you for purposes of this
study has no expiration date. You may withdraw your permission for us to use your health
information for this research study by contacting [PI name]| at [telephone number, fax number
and address.] However, we may still use your health information that was collected before
withdrawing your permission. Also, if we have sent your health information to a third party,
such as the study sponsor, or we have removed your identifying information, it may not be
possible to prevent its future use. You will receive a copy of this signed document.

The [insert name of the entity holding the health records] generally requires that we
document in your medical record chart that you are taking part in this study. The information
included in the chart will provide contact information for the research team as well as
information about the risks associated with this study. We will keep the Informed Consent

S IRB NUMBER: HSC-GEN-11-0174

UTHEEJth IRB APPROVAL DATE: 2/16/2012
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Document in our research files; and a copy [will/will not, based on local policies] be placed in
your medical record chart.

QUESTIONS:

Please feel free to ask any questions about the study or this consent form, either now or in the
future. You can direct your questions to [insert Pl name] at [insert P contact number]. You
have a right to ask questions and get satisfactory answers to all of your questions.

NEW INFORMATION:

You will be told of any important new findings that may change your decision to continue in
this study.

SIGNATURES:

[Insert language per local IRB policy/procedures.]

Sign below only if you understand the information given to you about the research and choose to
take part.

Subject (Printed Name)

Subject (Signature) Date and Time of Signature

Legally Authorized Representative or Family
Member (Printed Name)

Legally Authorized Representative or Family Date and Time of Signature
Member (Signature)

Person Obtaining Consent (Printed Name)

Person Obtaining Consent (Signature) Date and Time of Signature

i IRB NUMBER: HSC-GEN-11-0174
UTHealth 1RB APPROVAL DATE: 2/16/2012
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Section 2.4 PROPPR Consent Procedures

Obtaining Informed Consent
The following guidelines should be followed for obtaining a written informed consent following the
patient’s hospital admission:

Once the subject is randomized, the Pl and/or a designated member of the clinical research team
(listed in block 6 of the site's 1572) must make frequent attempts as soon as feasible (please follow
your local IRB requirements for the frequency of the attempts).

Follow your local IRB requirements regarding the methods of obtaining consent

(i.e. direct contact, telephone contact, written contact or any other contact aslong asit is approved
by your IRB).

For those subjects considered as a minor, follow your local IRB regulations for acquiring the assent
(note: If your local IRB does not require an assent form signed, please document accordingly).

The LAR isthelegally authorized representative — please verify who is considered a LAR with your
state regulations.

Follow your local IRB requirements regarding written notification to the family in the event the
subject expired prior to obtaining study consent.

In the event the subject is unable to provide the initial consent (LAR signed the consent form),
remember to speak with the subject (when they are alert and able to provide consent) to obtain their
consent for the study in addition to the LAR’s consent.

Follow your local IRB guidelines regarding use of data collected up to time of LAR and/or subject’s
withdrawal of continuing in the study.

See Section 2.4.2 for Subject/LAR consent log and instructions

In the event that the subject does not survive, their information will be included in the data analysis,
thus written notification may be sent to the deceased’ s family regarding their participation in the
study, per local IRB/REB policy (See Section 2.4.3)

Further information on the consent processis located in Section 12 and Appendix 1 of the PROPPR
protocol.

Time Frame for Obtaining Consent

In the event your local IRB does not mandate specific time intervals, it is recommended that the
research team attempt to contact the patient and/or LAR at a minimum of every 4 hours during the
first 24 hours and a minimum of daily thereafter.

Multiple attempts should be made to obtain consent prior to the last research sampleis collected (72
hours after ED admission).

In the event, contact has not been made prior to the 72 hour window, please continue to make
frequent attempts to contact the patient/LAR throughout the hospitalization.

A log (Section 2.4.1) isincluded in the data collection form for documentation of all attempts to
reach patient/LAR.
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Section 2.4.1 General Instructions for Completing CRF Form # 19.

This form is optional for screening failures and required for all randomized subjects. Use this from to
record contacts with the subject or LAR. Source documents include the hospital record, direct data entry
into the CRF. Print additional pages if needed.

Record all dates and times in dd/mmm/yy and hh:mm formats.

Indicate the purpose of the contact, how contact was attempted, and the outcome or results of the contact.
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Section 2.4.2 General Instructions for Completing CRF Form # 20

Complete this form for all randomized subjects. Use this form to record subject or LAR consent.
Source documents include the hospital record, direct data entry into the CRF.

Question #1:

Question #2:

Question #3:

Question #4:

Indicate if the LAR was notified of the subjects’ participation in the
study. If “yes” is selected, indicate the relationship to the subject
and record the date and time of the notification using dd/mmm/yy
and hh:mm formats.

Indicate if consent was obtained for study participation. If “yes”
is selected, indicate the relationship to the subject and record the
date and time using dd/mmm/yy and hh:mm formats.

Indicate if consent was obtained for a follow-up call for the Day
30 vital status information. If “yes” is selected, indicate the
relationship to the subject and record the date and time using
dd/mmm/yy and hh:mm formats.

Indicate if HIPAA consent was obtained to contact another facility
for the Day 30 vital status information. If “yes” is selected, indicate
the relationship to the subject and record the date and time using
dd/mmm/yy and hh:mm formats.
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CRF Form # 20 Subject/LAR Consent Log
Check here O if subject died before contact with LAR could be attempted.

1. Was the subjects’ LAR notified of their participation?

o Yes (Check all that apply)
o Subject  Date: / / Time:
o LAR Date: / / Time:
o No

2. Was consent obtained for study participation?

o Yes (Check all that apply)
o Subject  Date: / / Time:
o LAR Date: / / Time:
o No

3. Was consent obtained for a follow-up call for Day-30 status?

o Yes (Check all that apply)
o Subject  Date: / / Time:
o LAR Date: / / Time:
o No
o Not Applicable

4. Was HIPAA consent obtained to collect Day-30 status (if discharged to another care

facility)?

o Yes (Check all that apply)
o Subject  Date: / / Time:
o LAR Date: / / Time:
o No
o Not Applicable
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Section 2.4.3 Deceased Subject Letter Template

Letter to the Family of Deceased Subject Template
[Site Letterhead]

Date
To the Family of [Patient’s Name]
Address

Dear Family Member:

We understand this letter may come at a time that is difficult for your family and we offer our sincere
condolences for your recent loss. We are aware a death after trauma is an unexpected event and may
have difficult personal consequences.

Our [Institution/Hospital] emergency department service records show that [Patient’s Name] was
treated for blood loss related to a traumatic injury or injuries. When your relative was being treated in
our emergency department, he/she was likely unconscious and unable to reliably talk with us about
his/her wishes. While your relative was undergoing immediate treatment and resuscitative
interventions, it was determined that [patient name] would need to receive approved blood products as
part of the usual care for trauma patients with severe bleeding. During this time, your relative was
enrolled in an approved clinical research study called the “Pragmatic, Randomized Optimal Platelet and
Plasma Ratios (PROPPR) Study.” Based on the randomization plan (a process like flipping a coin), [patient
name] received one of 2 combinations of RBCs, plasma, and platelets which are all commonly used at
[name of institution], and had blood samples collected for study purposes. In addition, routine clinical
information from [patient’s name] record was recorded as part of the study. We are writing to inform
you that this has occurred; no further action on your part is required. Your family member’s personal
information will remain confidential.

Your family member’s participation in this study will help us to better understand trauma patients who
experience severe bleeding and how we can improve the care of future trauma patients. Our study
evaluates the usual care and procedures routinely performed in emergency centers throughout the
United States and Canada. If you would like to know more about the study, please contact [name and
phone number of the local primary investigator].

The [Institution/Hospital] Ethics Board/Institutional Review Board has given us permission to do this
study in which subjects are enrolled without their individual consent. This process is called exception
from informed consent for emergency research [or ‘ waiver of consent’ for Canadian sites]. The study is
overseen by a Data Safety and Monitoring Committee, which is an independent committee that
periodically reviews information from the study to ensure patient safety.

The study is being done throughout the United States and Canada by a network called the Resuscitation
Outcomes Consortium (ROC), of which | am a member. This study is funded by grants received from the
U.S. National Institutes of Health and the Canadian Institutes of Health Research.

S IRB NUMBER: HSC-GEN-11-0174
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You have the right to have your family member’s sample destroyed. Any analysis that was done before
the request cannot be removed; however no further testing will be done and all remaining samples will
be destroyed. This means that if you decide to withdraw your family member from this research study,
the data collected prior to withdrawal may still be used up to the point of withdrawal. You may
withdraw your family member from any future analysis of the information or samples we collected for
this study by calling (xxx) xxx-xxxx.

If you would like to discuss any of this further, please contact me, Dr. [Pl name], the doctor responsible
for the study, or [Primary Research Study Coordinator] at [phone number]. Also, you can contact the
[Institution/Hospital]'s Ethics Board/Institutional Review Board at [phone number]

We apologize for this intrusion. We do appreciate how difficult this situation may be for you and your
family.

Kind regards,

[PI Name, M.D.
Title/Institution]

S IRB NUMBER: HSC-GEN-11-0174
UTHelalth IRB APPROVAL DATE: 2/16/2012
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Section 2.5 Blood Sample Consent from Screening Failures

A modified consent process will be conducted in the group of subjects who are screened, have
initial blood drawn, and determined to be eligible (at the O hour blood draw) but are not
randomized. The method of consent (i.e. waiver of consent, waiver of documentation, or full
consent) will be dependent on the individual site’s local IRB/REB policies and regulations. Refer
to Section 2.3.1 for a sample consent for use of the research blood sample.
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Section 2.5.1 General Instructions for Completing CRF Form # 24

Complete this form only for screening failures.

Question #1.

Question #2:

Question #3:

Question #4:

Question #5:

Select the Site IRB approved method for consent to use the first
available research blood sample, or IRB waiver of consent, if
applicable. If “waiver of consent” is selected, stop here.

Document contact attempts to obtain consent. Record the date
and times using dd/mmm/yy and hh:mm formats. Indicate who
was contacted, the contact method used, and the results of the
contact.

Indicate if consent was obtained. If “yes’ is selected, continueto
the next question. If “no” is selected, skip question #4 and proceed
to question #5.

Indicate if any restriction were places on the use of the research
blood sample.

If IRB consent for the research blood sample was required but never

obtained, indicate if the sample was destroyed?
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Section 2.6 General Instructions for Completing CRF Form # 21

Complete this form for all randomized subjects. Indicate if any of the criteria were met during the study.
Source documents include the hospital medical record or direct data entry into the CRF.

Record all dates and times in dd/mmm/yy and hh:mm formats.
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CONFIDENTIAL (Bar Code)
CRF Version Date: 2013 MAR01 Completed By: _
Form 21: End of Study (Complete this form for all randomized subjects.)
: P Date Time
Were any of the following criteria met? Yes No idtommiy) | (24t ook in o)
The subject withdrew consent. = = VR :
The subjects’ legally authorized representative / /
withdrew consent. O O
The subject was detained or incarcerated O O / /

before the study was completed.

Page 39
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Chapter 3 — Screening

Section 3.1 Overview

Subjects meeting the sites highest level of trauma activation will be screened for eligibility to participate in
the clinical trial and assigned a study ID with the first two digits indicating the clinical site, and the
remaining 5 digits sequential numbers in the order screened. Data will be collected prospectively during the
trial beginning at ED arrival and will continue until 1) it has been determined that the subject is not eligible for this
trial, 2) the subject or LAR refuses continuation in the trial, 3) the subject has achieved hemostasis, 4) the subject
has expired or 5) 24 hours have elapsed, whichever comes first. Until deemed ineligible, data from subjects will
be collected and reviewed for screening purposes. Data on in-eligibility will be submitted to the HDCC to allow a
description of screened versus enrolled subjects. For randomized subjects, data will be collected from a review of
the medical records and results of diagnostic studies from admission until discharge or day 30 of the initial
hospitalization.

Section 3.2 Screening

Clinical research staff will be available in the hospital at each center on a 24/7 basis to conduct screening for
PROPPR. The research staff will screen all major trauma subjects admitted to the ED with the highest acuity
status*. Data collection, blood draw for time 0**, and subject observation will begin on the highest acuity
subjects immediately upon the patient’s arrival to the ED.

*For further clarification, the research staff should follow the process utilized by the clinical trauma team for
responding to the highest acuity trauma activation (i.e. If the trauma attending responds, the PROPPR research team
should also respond).

**|f there is an initial obvious exclusion (i.e. prisoner, 10 year old, etc.) the 0 hour sample should not be drawn.
However, CRF forms #1 and #2, should be completed.

Once it is determined that the subject is ineligible, data collection will cease.

For subjects meeting the PROPPR eligibility criteria, the research staff will perform an assessment using the
validated ABC score. Subjects with two or more positive variables from the ABC score on admission will
be eligible to be randomized in the trial and receive the PROPPR transfusion protocol. The clinical person
responsible for implementing physician orders will notify the blood bank per standard procedure at each
institution.

In subjects with fewer than two of these variables, the PROPPR research staff will query the trauma
attending as to their clinical judgment regarding whether the patient will require a MT. If the attending
responds with a “yes” the patient will be eligible for the trial. The physician can wait to respond to the
gestalt question, if unsure; however, he or she must respond within one hour of ED admission to activate the
protocol. If the answer, however, is “no” the patient will be considered ineligible and all study procedures
will end. The data collected up to the time the patient is deemed ineligible will be kept at each site and
submitted to the HDCC to allow a description of screened patients versus enrolled subjects and provide
demographic data for the blood samples analyses.

The HCCC/HDCC will only receive de-identified research records/data. The clinical data required to
calculate the ABC score is routinely acquired at Level | trauma centers and should be available within
minutes of arrival on all potential subjects.

See Chapter 18 for information on the 1% available research lab sample.
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Section 3.2.1  General Instructions for Completing Screening CRF Form #1

Complete this form for all potential subjects requiring your sites highest level of trauma activation.
Stop data collection at the point the patient is determined ineligible to participate in the study.
Questions # 1, 6 and 11 should be completed for all screened patients.

Based on EMS/Trauma alert information and site specific policies, pre-order randomized PROPPR
blood products if indicated.

Question #1: Complete this question for all screened subjects. Enter the emergency department
(ED) arrival date and time. The ED arrival time represents “Time Zero” for
protocol procedures and later interventions. Source Documents: Hospital ED
record or direct observation and data entry into the CRF.

Question #2: Enter the first available vital signs and Glasgow Coma Score (GCS) after arrival in
the ED. Select the unit of measure for temperature. Use the following key for GCS
scoring. Record the total GCS if component scores are unavailable.

GCS Scoring Key

No Response 1 | No Response / Intubated

To Pain 2 | Incomprehensible Sounds
To Verbal Command 3 | Inappropriate Words
4
5

No Response
Extension (Decerebrate)
Flexion — (Decorticate)

Flexion — Withdrawals From Pain

Eye
Movement

(E)
BN —

Verbal (V)

Spontaneous Disoriented, Converses

Localizes Pain
Obeys Commands Appropriately

Oriented, Converses

Motor (M)
DO B |WIN—

Indicate whether or not the patient had an advanced airway at the time the verbal GCS
component was assessed. For the purpose of GCS, the verbal score should be “1” in the
presence of an advanced airway. Advanced airway is defined here as a device used as a
method to assist and/or control ventilation. These devices mechanically prohibit verbal
response testing. Devices used to assist and/or control ventilation are: bag value mask,
oral ET, nasal ET, Combitube, LMA, King airway, and cricothyrotomy/tracheostomy.

Indicate if the patient was chemically paralyzed at the time of the assessment. Paralytic
drugs are defined as Pancuronium Bromide, Rocuronium, Succinylcholine, or
Vercuronium.

Source Documents: Hospital ED record or direct observation and data entry into the
CRF.

Question #3: Calculate the assessment of blood consumption (ABC) score by answering yes or no to
the 4 questions listed. For each question, a yes response equals 1 point and a no response
zero. Note: Question 3 (a) is defined as penetrating mechanism of injury. Calculate the
total ABC score. Source Document: Hospital Lab results and direct observation and data
entry into the CRF.
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Question #4:

Question #5:

Question #6:
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Indicate if the ABC score was 2 or greater. If the total ABC score is 2 or greater,
(following institutional policies and procedures) notify blood bank of PROPPR MT
protocol subject and request randomized blood products. Proceed to question #6. If the
total ABC score is less than 2, proceed to next question.

The research TEG/Multiplate sample should be processed for subjects with an ABC score
of 2 or greater. HOLD the TEG/Multiplate sample if the ABC score is less than
2 pending the Trauma Attending response to question #5.

Source Document: Direct observation and data entry into the CRF.

Ask the Trauma Attending if a MT is needed and the time answered. This question
should be asked immediately after calculating the ABC score and cannot be repeated.
The Trauma Attending may delay responding and indicate he/she is still assessing the
patient. Randomized blood products must be ordered within 1 hour of ED arrival.

If the Trauma Attending indicates “yes”, (following institutional policies and procedures)
notify the blood bank of PROPPR MT protocol subject and request randomized blood
products.

If the Trauma Attending indicates “no”, the patient will be considered a screening failure.
Complete the remaining questions on form #1 as applicable.

Follow site policy on TEG/Multiplate research sample processing for screening failures.
Source Document: Direct observation and data entry into the CRF.

Answer this question for all screened subjects. Indicate if a research blood sample was
collected. If “no”, document the reason on form #22 and proceed to the next form. If
“yes”, record the blood sample collection time and collection tube information as listed.
The collection tubes should be filled in the following order: 2.7 ml blue top R1
(Teg/Multiplate), one 4.5ml blue top R2, one 4.5ml R4 citrate tube, the second 4.5ml blue
top R3, and the lavender core lab flow tube last R5. Indicate if problems occurred during
research blood sample collection. If “yes”, indicate the appropriate problem code from
the list provided or select “other” and document on form #22. Blood sample collection
problems are defined as (a.) excessive bleeding after venipuncture, (b.) loss of vacuum
during collection, (c.) hematoma, (d.) Other. Attach a lab ID barcode label in the space
provided using either a label for screening failure or a randomized subject.
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6. First Available Blood Sample: Check here [ if the blood sample was not collected & proceed to next

form. Document the reason for not collecting the sample on form # 22,

B i
COAGs. R4 Blue 4.5 mL | RS Lavender 5 mL
Blood Draw (Blue Top Sodium Citrafe) Citrate/Benzamidine | (FLOW for CORE Lab)
Tima - § S
(Af:mm) ) ?R;E!F]:be R2 Blue R3 Blue
| (Site TEGMultiplate) | %+ 3 ML Tube 4.5 mL Tube n Not Collected o Net Collected
1 Not Collected | o Not Collected Not Collected 0 173 Tube [ 0 1/3 Tube
a 1/3 Tube | o 1/3 Tube o 1/3 Tube 0 172 Tube | o 142 Tube
a 1/2 Tube | o 12 Tube A 1/2 Tube o Full Tube o Full Tube
Full Tube | 1 Full Tube o Full Tube
ndicate if | 0 YES i o Yes a7 Yes o0 Yes o Yes
any prablems {check reason code) {check reason codea) {check reason code) {check reason code) {check reason code)
occurred oa ob ! a ;:b oa ob ua ob oa ob
sturing == d c od | oc od oc od
collesion | g No I 0 Mo — = No o Ne
( LabiD: 10
Attach CRF Lab ID Label Here — CRF Label
N

Question #7:

Question #8

Question #9:

Question #10:

Question #11:

Source Document: Direct observation and data entry into the CRF.
Indicate if TEG/Multiplate lab values will be reported.

Indicate the anatomical site used for the research blood sample collection.
Source Document: If “other” is selected, record the anatomical site in the space
provided. Direct observation and data entry into the CRF.

Indicate the technique used to obtain the research blood sample.
Source Document: Direct observation and data entry into the CRF.

Estimate the amount of blood and 1V fluids given from pre-hospital to the 1% available
research blood sample collection.

Source Document: Direct observation and data entry into the CRF.

Crystalloids vs. Colloids
Crystalloids are fluids that contain a combination of water and electrolytes. Common

examples are NS, LR, D5W, D51/2 NS, D5 ¥, NS and Plasmalyte. Crystalloid
solutions closely mimic the body's extra cellular fluid. Given 1.V., crystalloid solutions
diffuse through the capillary walls that separate plasma from interstitial fluid. They can
be used to expand both intravascular and extra vascular fluid volume.

Colloids are fluids that contain dissolved particles, such as protein, sugar, and starch
molecules, which are too big to pass through capillary walls. A colloid solution draws
fluid from the interstitial and intracellular spaces, increasing intravascular volume. The
degree of osmotic pull that a colloid exerts depends on its particle concentration.
Albumin and Hetastarch are examples of colloid solutions.

Complete question #11 for ALL screened patients. Record the subjects’ demographic
information. Enter the year of birth or an age category if the birth year is unknown. This

information can be corrected on the CRF if unknown at the time of admission to the ED.

Record subjects gender. If subject is transgendered, select the gender the subject
identifies with.

Use the following race/ethnicity definitions. Check all that apply.

78



PROPPR MOO Version 07.17.2013

White, Non-Hispanic/Non-Latino: A person having origins in any of the original
peoples of Europe, the Middle East, or North Africa.

American-Indian/Alaska Native/Aboriginal: A person having origins in any of the
original peoples of North and South America (including Central America), and
who maintains tribal affiliation or community attachment.

Asian: A person having origins in any of the original peoples of the Far East, Southeast
Asia, or the Indian subcontinent including, for example, Cambodia, China, India, Japan,
Korea, Malaysia, Pakistan, the Philippine Islands, Thailand, and Vietnam.

Black/African-American: A person having origins in any of the black racial groups of
Africa. Terms such as “Haitian” or “Negro” can be used in addition to “Black or African-
American.”

Hispanic or Latino: A person of Cuban, Mexican, Puerto Rican, South or Central
American, or other Spanish culture or origin.

Native Hawaiian/Pacific Islander: A person having origins in any of the original
peoples of Hawaii, Guam, Samoa, or other Pacific Islands.

Other: Identifiable race/ethnicity not described above.

Note Noted/Unknown: Not able to determine the patient’s race and ethnicity
and no information has been recorded in the clinical record.

Source Documents: Hospital ED record or direct observation and data entry
into the CRF.

Question #12:  This question is optional for screening failures. Record the subjects height and
indicate the unit of measure and if the value is an estimate.

Question #13:  This question is optional for screening failures Record the subjects weight and
indicate the unit of measure and if the value is an estimate.
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,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, Study |D #
CONFIDENTIAL (Bar Code)

CRF Version Date: 2012SEP05 Completed By:

Form 1: Screening
**Based on EMS/Trauma Alert Information & Site Policies, Pre-Order Randomized PROPPR MT Blood Products If Indicated**

1. ED Arrival:  Date: [/ / Time: _ :  (TIME ZERO)

o (d_d/mmm/yy) (24hr Clo%nh_h:mm)

2 First available vital signs & GCS obtained after ED arrival:

Blood Pressure (mmHg) Pulse Temperature Respiratory
Systolic Diastolic (beats/min) P Rate

OF. OcC - -

GCS . Chemically

?
Record Component Scores OR GCS Total Score Advanced Airway Paralyzed?
: : ) GCS Total
E: V: M: Score: 1 Yes [ No ] Yes [ No
] Not Recorded 0 Unknown 0 Unknown

3. Assessment of Blood Consumption (ABC) Score:

(Determined by Research Assistant Based on Initial Assessment on Arrival to Hospital/ED)

a. Penetrating Mechanism LI Yes (1) L1 No (0) L1 Unknown (0)
b. Systolic B/P < 90 mmHg L] Yes (1) L1 No (0) Time:
(24hr Clock in hh:mm)
c. Pulse > 120 bpm L] Yes (1) L1 No (0) Time:
(24hr Clock in hh:mm)
d. FAST exam L1 Positive (1) L1 Negative (0) Time:
[] Indeterminate (0) [ Not Done (0) (24hr Clock in hh:mm)

Total ABC Score: 0 ZERO 1 O2 O3 [0O4

4. Does ABC score predict patient will receive a MT?

] Yes (ABC Score 2 2, Call Blood Bank, Process TEG/Multiplate and continue to question #6)

[ No (HOLD TEG/Multiplate Sample until further eligibility is determined and go to next question)

5. Ask the Trauma Attending if a MT is needed: Time Answered:

(24hr Clock in hh:mm)

L] Yes Trauma Attending’s Initials:
(Call Blood Bank, Process TEG/Multiplate sample)

1 No (Doesn't require MT. Patient is a screening failure. Follow site policy on TEG/Multiplate analysis.)

**patients with the 4" unit of RBC’s spiked are ineligible for the PROPPR study™*
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CONFIDENTIAL

CRF Version Date: 2012SEP05

Study ID #

PROPPR MOO Version 07.17.2013

Completed By:

Form 1. Screening (cont.)

6. First Available Blood Sample: Check here [1 if the blood sample was not collected & proceed to next

page. Document the reason for not collecting the sample on form # 22.

(Bar Code)

COAGs. R4 Blue 4.5 mL R5 Lavender 5 mL
Blood Draw (Blue Top Sodium Citrate) Citrate/Benzamidine | (FLOW for CORE Lab)
Time
(hh:mm) ) 7Rr1nf';‘:be R2 Blue R3 Blue
(Site; TEG/Multiplate) 4.5 mL Tube 4.5 mL Tube o Not Collected o Not Collected
o Not Collected | o Not Collected o Not Collected o 1/3 Tube o 1/3 Tube
o 1/3 Tube o 1/3 Tube o 1/3 Tube 0 1/2 Tube 0 1/2 Tube
0 1/2 Tube 0 1/2 Tube 0 1/2 Tube o Full Tube o Full Tube
o Full Tube o Full Tube o Full Tube
) dicate if | O Yes (check o Yes (check o Yes (check o Yes (check o Yes (check
any problems problem code) problem code) problem code) problem code) problem code)
occurred oa Db oa Db oa Db oa Db oa |:|b
during oc od oc od oc od oc od oc od
collection o No o No o No o No o No

Attach CRF Lab ID Label Here —

7. Will TEG/Multiplate lab values be reported with the first available blood sample?

[1Yes (Record TEG/Multiplate values on form #14)

] No

8. What site was used to collect the research blood sample? (Select one)

1 Central Line
1 Peripheral IV Line

9. Indicate the technique used to obtain the research blood sample.

O Arterial Line
[ Other (specify):

L] Syringe

I Vacutainer

] Unknown

[1 Peripheral Vein

0 Unknown

10. Record the total I.V. fluids & blood products infused pre-hosp. to 1st blood sample collection:

Fluid/Blood Product Amount Infused

Normal Saline _ ___ml
Lactated Ringers . ml
Hypertonic Solution 3% - ml.
Hypertonic Solution 5% - ml.
Hypertonic Solution, other %, (specify): _  ml
Plasma-Lyte . ml.
Other Crystalloids, (specify): - ml.
Albumin (5%) ___ml
Albumin (25%) o ml.
Hextend o ml.
Hespan ___ml
Other Colloids, (specify): . ml.
RBCs Units

Plasma Units

Platelets Units

**Research Blood Sample Collection Problem Codes: a= excessive bleeding after venipuncture, b=loss of vacuum

during collection, c=hematoma, d= Other, (describe on form #22)

Page 2
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CONFIDENTIAL
CRF Version Date: 2012SEP05 Completed By:

Form 1. Screening (cont.)

11. Demographic Information:

a. Gender: 1 Male
L1 Female
L1 Unknown
b. Year of Birth: o Unknown

l

(Bar Code)

If age is unknown, select the age group that best describes the subjects.

[ Less than 15 years of age
0 15t0 19

[J 20 to 34

] 35t0 49

] 50 to 65

1 65 years of age

c. Race/Ethnicity: (Check all that apply)

] White/non-Hispanic, non-Latino

[J American Indian/Alaskan Native/Aboriginal
L] Asian

L] Black/African American

[ Hispanic/Latino

[0 Native Hawaiian/other Pacific Islander

1 Other (Specify):

O Not Noted/Unknown

12. Subject height: . O cm O inches

13. Subject weight: O kg 0 pounds

Check here O if estimate

Check here O if estimate

Page 3
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Section 3.2.2  Screening Log Instructions

Subjects meeting the sites highest level of trauma activation will be screened for eigibility to
participate in the clinical trial and assigned a study 1D from the screening log with the first two
digitsindicating the clinical site, and the remaining 5 digits sequential numbers in the order
screened. The HCCC/HDCC will only receive de-identified research records/data.

PROPPR
Screening Log

Additional Information

SUbJECt ID USEd BV [Please decument the reasen for not using the "Subject ID" and any
other additional com ments)
1010001 O screen failure
T
O not used
1010002 O sereen failure
LT
O not used
1010003 O screen failure
LT
O not wsed
O sereen failure
|liiiwill O randomized
O not used

O screen failure

1010005 :
|lIIIIIIII O randomized

O not used

O screen failure

1010006
|lIIIIIIII O randomized

O not used

O screen failure
|l II O randomized

O not used
1010008 O screen failure
mifiifin 5o
O not used
O screen failure

1010003 :
(1] Dot

O screen failure
|l II O randomized
O not used
O screen failure

1010071 Dreenala
(L] s

O not wsed
1010012 O sereen failure

|lIIIIIIII O randomized
O not used

O screen failure
milifin |3
O not used
10

1010014 O screen failure
o 5
miligin |37
1010015 O screen failure
MR By
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Section 3.3  Verification of Eligibility
Section 3.3.1  Inclusion/Exclusion

To be eligible, subjects must meet ALL of the following

1) Subjects who require the highest trauma team activation at each participating center,

2) Estimated age of 15 years or older or greater than/equal to weight of 50 kg if age unknown,

3) Received directly from the injury scene,

4) Initiated transfusion of at least one unit of blood component within the first hour of arrival or during pre-
hospital transport, and

5) Predicted to receive a MT by exceeding the threshold score of either the ABC score or the attending
trauma physician’s judgment criteria.

Subjects are ineligible if they meet one or more of the following

1) Received care (as defined as receiving a life saving intervention) from an outside hospital or healthcare
facility (Procedures and care given at an outside health facility cannot be documented or controlled
resulting in a high variability of standards of care and clinical outcomes.)

2) Moribund patient with devastating injuries and expected to die within one hour of ED admission; for
example, those subjects with lethal traumatic brain injury deemed futile care by the neurosurgery or
trauma attending prior to CT scanning or intracranial pressure monitoring, e.g. near decapitation, massive
loss of intracranial contents, or transcranial gunshot wounds. Clinical assessment of severity of injury and
not pupil reactivity has been found relevant in predictive models. Elderly subjects with massive
myocardial infarction or stroke and severe injury based on the assessment of the trauma attending prior to
randomization will also be excluded from randomization. (Those with non-survivable injuries or declared
dead within 60 minutes of admission are unlikely to receive a MT.)

3) Prisoners, defined as those who have been directly admitted from a correctional facility (Prisoners are
excluded because of their vulnerable population status. A free-living individual who is under police
observation as a suspect will remain in the study until discharge or incarcerated.)

4) Patients requiring an emergency thoracotomy in the emergency department (Trauma patients requiring an
emergency department thoracotomy have exsanguinated from large vessel injury, have an extremely high
mortality and usually do not survive, irrespective of treatment.)

5) Children under the age of 15 years or under 50 kg body weight if age unknown (Subjects under 15 years
of age will be excluded, as the majority of adult trauma centers consider age 15 or older to be an adult and
would not admit those under age 15. However, this will allow the inclusion of subjects 15 to 17 year olds
that are at a high risk of motor vehicle accidents causing blunt or penetrating injuries and are admitted to
Trauma Centers.)

6) Known pregnancy in the ED (Pregnant women have a significantly increased intravascular volume and
physiologic reserve for bleeding which can require adjustments to the standard treatment protocols.
Therefore for consistency for data analysis, pregnant women will be excluded.)

7) Greater than 20% total body surface area (TBSA) burns (Subjects with large and severe thermal injuries
will require early and aggressive resuscitation to replace intra-vascular volume losses. As such, subjects
with both large TBSA burns and traumatic injuries will require a resuscitation approach that is different to
current isolated trauma resuscitation strategies. Additionally, in the absence of concomitant severe blunt
trauma, these subjects are unlikely to receive blood products in the early resuscitative phase.)

8) Suspected inhalation injury

9) Received greater than five consecutive minutes of cardiopulmonary resuscitation (CPR with chest
compressions) in the pre-arrival or ED setting (Subjects who receive greater than five consecutive minutes
of CPR in the pre-hospital or initial ED setting are more likely to have non-survivable injuries and are not
likely to receive a massive transfusion. Conversely, brief episodes of CPR are not unusual in severely
hypotensive subjects.)

10) Known Do Not Resuscitate (DNR) prior to randomization
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11) Enrolled in a concurrent, ongoing interventional, randomized clinical trial
12) Patients who have activated the “opt-out” process or patients/legally authorized representatives that

refuse blood products on arrival to ED.

Upgrades
If a patient is upgraded within the ONE hour window from time of ED arrival to the highest acuity level

of and is now eligible, begin data collection and obtain research samples. Please note the ONE hour to
order container and TWO hour limit to open the seal of the container are based on time of ED arrival, not
time of upgrade. Thus, if the patient is upgraded after the ONE hour ED admission window, they are NOT

eligible.

Transfers
If the patient is brought to an outside facility and the staff there immediately calls for the transfer without

performing any care, that patient is considered a direct admit and could be considered eligible. However, if
the patient received care at an outside facility, they are considered true transfers and would thus be

deemed ineligible.

Procedural Criteria:
Subjects with a 4™ unit of RBCs spiked are ineligible to be randomized in the PROPPR study. Note the 4™

unit limit only applies to RBCs. It will be considered a procedural deviation if a subject is enrolled after
the 4™ unit of RBCs is spiked. This procedural deviation will be handled in the same manner as a protocol

deviation.
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Section 3.3.2  General Instructions for Completion of CRF Form # 2

Complete this form for al screened subjects. Once a subject is determined ineligible to enroll, responses to
subsequent questions on the form become optional and may be | eft blank.

The signature block should be completed by the research team member actually completing the assessment
and should be someone listed on the Sites' FDA 1572 Form.

CRF 2 will be considered the source document verifying inclusion/exclusion criteria unless site policies
require aclinical note addressing each inclusion/exclusion criteria.

Inclusion Criteria Questions #1 to # 5:
Indicate if theinclusion criterialisted have been met. To be eligible, all answers must be
“yes’.

Source Document: Hospital ED record or direct observation and data entry into the CRF.
Exclusion Criteria Questions #1 through #12:

Indicate if any exclusion criterialisted have been met. To be eligible, al answers must

be“no”.

Source Document: Hospital ED record or direct observation and data entry into the CRF.
Blood Product Range Limit: Eligible subjects must have received 1 unit of blood products within 1 hour of

admission or during pre-hospital transport. However, subjects with a4™ unit of RBC’s spiked areineligible
to randomize in the PROPPR MT protocol. Note the 4 unit limit applies only to RBC's.
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CONFIDENTIAL (Bar Code)

CRF Version Date: 2012AUG15 Completed By:

Form 2: Verification of Eligibility

Inclusion Criteria: (To be eligible, all questions must be answered “YES”)

1. Subject requires highest level of trauma activation L] Yes L1 No
2. Age (Est. 2 15 yr. or 250 kg if age unknown) L] Yes L1 No
3. Received directly from the injury scene ] Yes 1 No
4. Received at least 1 unit of a blood component within the 1%

hour after arrival or during pre-hospital transport ] Yes 1 No
5. Predicted to receive a MT by exceeding the ABC threshold

score or the Trauma Attending’s judgment L] Yes L1 No

Exclusion Criteria: (To be eligible, all questions must be answered “NO”)

1. Received care (defined as receiving a lifesaving intervention) I Yes 1 No
from an outside hospital or healthcare facility

2. Moribund patient with devastating injury or expected to die I Yes 1 No
within 1 hour of ED admission

3. Prisoners, defined as those who have been directly admitted O Yes ] No
from a correctional facility

4. Patients requiring an emergency thoracotomy (in ED) I Yes 1 No

5. Children under the age of 15yrs or under 50kg if age unknown [l Yes 1 No

6. Known pregnancy in ED I Yes 1 No

7. Burns > 20% TBSA L] Yes L1 No

8. Suspected inhalation injury L] Yes L1 No

9. CPR (chest compressions for > 5 consecutive minutes) in the [l Yes 1 No
pre-arrival or ED setting

10. Known Do Not Resuscitate (DNR) prior to randomization [l Yes 1 No

11. Enrolled in another concurrent, ongoing interventional, O Yes O No

randomized clinical trial

12. Patients who have activated the “opt out” process or patients [l Yes 1 No

Legally Authorized Representatives that refuse blood products
on arrival to ED.

Procedural Criteria: (To be eligible, must be answered “NO?”)

1. At time of eligibility assessment, the 4™ unit of RBC’s was spiked. L] Yes L1 No
Patient Eligibility Verified by:

Print Name Signature (24hr Clock in hh:mm)

Page 4
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Chapter 4 — EMS/Pre-hospital Care

Question #1:

Question #2:

Question #3:

Question #4:

Section 4.1 Overview

Prehospital EMS data will be collected to verify inclusion criteria. Complete this entire form for all
randomized subjects. Only complete questions 1-7 for screen failures who have had a research blood
sample collected.

Section 4.2 General Instructions for Completing the EMS/Pre-hospital CRF

Form #3

Enter the EMS call date in dd/mmm/yy format. EMS call date is defined as the date when
the EMS service was notified of the trauma. If EMS was not used, select “na” and
proceed to question #5 on the form.

Source Documents: EMS record, Hospital ED record or direct observation and data entry
into the CRF, (i.e. the coordinator obtained the information from the EMS provider while
in the ED).

Enter the EMS call dispatch time in hh:mm. The EMS dispatch call time is defined as the
time when the EMS service was notified of the trauma. Indicate if the time is an estimate
or if no information is available, leave the field blank and select not noted/unknown.
Source Documents: EMS record, Hospital ED record or direct observation and data entry
into the CRF, (i.e. the coordinator obtained the information from the EMS provider while
in the ED).

Enter the EMS arrival time at the scene of the accident in hh:mm. Indicate if the time is
an estimate or if no information is available, leave the field blank and select not
noted/unknown.

Source Documents: EMS record, Hospital ED record or direct observation and data entry
into the CRF, (i.e. the coordinator obtained the information from the EMS provider while
in the ED).

Enter the first available vital signs and Glasgow Coma Score (GCS) obtained by EMS at
the scene of the accident. Select the unit of measure for temperature. Use the following
key for GCS scoring. Record the total GCS if component scores are unavailable.

GCS Scoring Key

Eye
Movement
(E)

No Response 1 | No Response / Intubated

No Response

Incomprehensible Sounds Extension (Decerebrate)

To Verbal Command

Flexion — (Decorticate)

AlwiNd|—

Spontaneous

Verbal (V)

Disoriented, Converses Flexion — Withdrawals From Pain

2
3 | Inappropriate Words
4
5

Localizes Pain
Obeys Commands Appropriately

Oriented, Converses

Motor (M)
[e>1 &) AW —

Indicate if the patient had an advanced airway at the time the verbal GCS component was
assessed. For the purpose of GCS, the verbal score should be “1” in the presence of an
advanced airway. Advanced airway is defined here as a device used as a method to assist
and/or control ventilation. These devices mechanically prohibit verbal response testing.
Devices used to assist and/or control ventilation are: bag value mask, oral ET, nasal ET,
Combitube, LMA, King Airway, and cricothyrotomy/tracheostomy.
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Question #5:

Question #6:

Question #7:

Question #8:

Question #9:
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Indicate if the patient was chemical paralyzed at the time of the assessment. Paralytic
drugs are defined as Pancuronium Bromide, Rocuronium, Succinylcholine, or
Vercuronium.

Source Documents: EMS record, Hospital ED record or direct observation and data entry
into the CRF, (i.e. the coordinator obtained the information from the EMS provider while
in the ED).

Indicate how the patient was transported to the ED. If “other” is selected, record the
information on form # 22.

Source Documents: Hospital ED record or direct observation and data entry into the
CRF, (i.e. the coordinator obtained the information from the EMS provider while in the
ED).

Indicate the mechanism of injury, selecting all that apply. If “other” is selected, record
the information on form # 22.

Source Documents: EMS record, Hospital ED record or direct observation and data entry
into the CRF, (i.e. the coordinator obtained the information from a healthcare provider
while in the ED).

Indicate if any pre-hospital life-saving interventions were performed, select all that apply.
Source Documents: Hospital ED record or direct observation and data entry into the
CREF, (i.e. the coordinator obtained the information from a healthcare provider while in
the ED).

Record the amount of IV fluids or blood products the patient received before ED arrival.
If “other” is selected, record the information on form # 22.

Source Documents: Hospital ED record or direct observation and data entry into the
CREF, (i.e. the coordinator obtained the information from a healthcare provider while in
the ED).

Crystalloids vs. Colloids
Crystalloids are fluids that contain a combination of water and electrolytes. Common

examples are NS, LR, D5W, D51/2 NS, D5 %, NS and Plasmalyte. Crystalloid
solutions closely mimic the body's extra cellular fluid. Given 1.V., crystalloid solutions
diffuse through the capillary walls that separate plasma from interstitial fluid. They can
be used to expand both intravascular and extra vascular fluid volume.

Colloids are fluids that contain dissolved particles, such as protein, sugar, and starch
molecules, which are too big to pass through capillary walls. A colloid solution draws
fluid from the interstitial and intracellular spaces, increasing intravascular volume. The
degree of osmotic pull that a colloid exerts depends on its particle concentration.
Albumin and Hetastarch are examples of colloid solutions.

Indicate if the patient received a procoagulant medication before ED arrival.
Procoagulant medications used by EMS include Prothrombin Complex Concentrate
(PCC), and Tranexamic Acid (Cyclokapron). If “other” is selected, record the
information on form # 22.

Source Documents: Hospital ED record or direct observation and data entry into the
CREF, (i.e. the coordinator obtained the information from a healthcare provider while in
the ED).
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,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, Study |D #
CONFIDENTIAL (Bar Code)

CRF Version Date: 2012SEP05 Completed By:
Form 3: EMS / Pre-Hospital Care

1. EMS call date: / / , O NA, EMS Not Used (Go to question #5 below)

(dd/mmm/yy)

2. EMS call/dispatch time: : O Not Noted/Unknown
(24hr Clock in hh:mm)

3. EMS arrival at scene: : O Not Noted/Unknown
(24hr Clock in hh:mm)

4. First available vital signs & GCS obtained by EMS at the scene:

Blood Pressure (mmHg) Pulse Temperature Respiratory
Systolic Diastolic (beats/min) P Rate
" OoFfF oc | ——
GCS . Chemically
Record Component Scores OR GCS Total Score Advanced Airway? Paralyzed?
: . ) GCS Total
E: V: M: Score: 1 Yes 1 No ] Yes [ No
[ Not Recorded [J Unknown [J Unknown
5. Method of arrival to hospital: (Select one)
0 Ambulance 0 Helicopter/Air Transport O Private Vehicle
O Walk in O Other, describe:
6. Mechanism of Injury: (As ascertained by EMS)
a. O Blunt Injury (Select all that apply)
o Fall o MVC — Motorcycle o MVC — Unknown
o Machinery o MVC - Bicycle o Struck by/against (assault)
o MVC - Occupant o MVC — Pedestrian o Bicycle
o Motorcycle o Other, (Describe):
b. O Penetrating Injury (Select all that apply)
o Gunshot Wound o Shotgun Wound o Impalement
o Stabbing (knife) o Other, (Describe):
7. Did the subject receive any pre-hospital lifesaving interventions?
[ Yes, (Select all that apply) 1 No
o Cardioversion o Chest/Needle Decompression o CPR
o Intubation o Trach/Cricothyrotomy o Tourniquet

Page 5
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,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, Study |D #
CONFIDENTIAL (Bar Code)

CRF Version Date: 2012SEP05 Completed By:

Form 3: EMS / Pre-Hospital Care (continued)

8. IV fluids and/or blood products given before ED arrival:

Record total volume infused, or check here [ if no IV fluids/blood products were given.

Fluid/Blood Product Amount Infused
Normal Saline ml.
Lactated Ringers ml.
Hypertonic Solution 3% ml.
Hypertonic Solution 5% ml.
Hypertqnic Solution, other %, ml.
(Specify):
Plasma-Lyte ml.
Other C_rystalloids, ml.
(Specify):
Albumin (5%) ml.
Albumin (25%) ml.
Hextend ml.
Hespan ml.
Other C_)olloids, ml.
(Specify):
RBCs _ Units
Plasma _ Units
Platelets ___ Units

9. Procoagulants given before ED arrival?

Record total dose, or check here [ if no procoagulant were given before ED arrival.

Prothrombin Complex Concentrate (PCC) Dose: _ (Specify Unit of Measure: )

Tranexamic Acid (Cyclokapron) Dose:  (mg/kg/hr)

Other Procoagulant, . ) ) ,
(Specify): Dose:  (Specify Unit of Measure: )

Page 6
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Chapter 5 - Randomization of Blood Products at the Blood Bank

Section 5.1 Overview

This section will cover the randomization process for the blood products in the PROPPR trial. Section 5.3
includes adetailed Blood Bank flow chart of the process as does the recording of the Transfusion Webinar
on thistopic, which can be viewed via the PROPPR sharepoint website <insert PROPPR sharepoint access>

Section 5.1.1  Availability of Blood Product & Treatment Assignment Labels

In cases where products for all treatment groups are unavailable for transfusion, the blood bank will indicate
the patient cannot be randomized into the trial. A site cannot randomize if there is not enough product in the
blood bank for BOTH treatment arms. The blood banks should have at |east enough products available for 2
containers of 1:1:1 ratio—i.e. 12 RBCs, 12 plasma, and 2 platelets. This amount of products should be
enough to also fill 2 containers for the 1:1:2 group.

Supply should be checked daily and if there are not enough products to randomize a patient the blood bank
should notify the PROPPR research coordinator.

A site must also have randomization numbers available via the treatment assignment labels that will be sent
to them from the HDCC.

Section 5.2 Blood Bank Notification to Randomize a Subject

The Blood Bank will be notified by aclinical staff member to randomize blood products for a potential
subject.
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Section 5.4 Obtaining Treatment Assignment and the Treatment Assignment

Label Packet

The HDCC will send a set of randomization labels (10 randomi zation numbers and assignments at atime) to
the contact person at the blood bank at each site in a plastic sheet.

Figure 1 below is a picture of the Blood Bank Randomization stickers.

The 10 numbers and assignments will arrive via FedEx from the HDCC in 2 clear plastic sheets (note 5
unigue numbers per sheet) with two columns of the same numbers. When a siteis nearing the end of their
list the HDCC will send the next batch of 10 numbersin clear plastic sheets. It isimportant that these
treatment assignment labels are kept in alocked and secure place within the blood bank so that a site clinical
investigator or coordinator does not accidentally see the labels.

Figure 1

Labelsin this column
go on the Master log
ONLY if apatientis
randomized and
enrolled in PROPPR. If
blood products are
returned, label remains

Labelsin this column go
in the platelet or sham
platelet container sent to
the bedside. If patient is
not randomized and
enrolled in PROPPR,
product is returned and

in sot on sheet.

label is put back in the
slot on the sheet, ready
for the next platel et
container.

Section 5.5 Preparing Randomized Blood Product Transport Containers

1. Blood Bank receives notification of PROPPR activation and records information pertinent to
MTP activation per site specific instructions. Information may include the following based on
your site’' s specifications:

a

b
C.
d.
e.
f.

Patient name and MRN

. Time and date of activation

Name of person providing information

Name of physician activating PROPPR

Location of patient

Estimated arrival time in blood bank for patient sample

2. Blood Bank randomizes product for the PROPPR blood product containers
a. randomization number and assignment selected from next line in PROPPR treatment

assignment label sheet.

3. Blood Bank prepares 1% container of blood products for PROPPR.
a 1:1:1 ratio (1* container has 1 platelet, and 6 RBCs, 6 plasma)

o Platelet hastag “TRANSFUSE PLATELETS FIRST” attached to unit

b. Platelet placed in platelet container and attached to 1% container. Blood Bank

communicates randomization number and assignment to Clinical Research Staff by
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putting label with the randomization number inside the 1% platelet container (kept at
room temperature).
e Remainder of blood products are placed in container that can maintain cool
temperature.
e Container for platelets and for other blood products sealed and transported to
patient’ s location

Cc. 1:1:2 ratio (1St container has 6 RBCs, 3 plasma, No platelet issued with 1%

container so dummy platelet placed in platelet container along with randomization
sticker)

e Container for sham platelets and for other blood products are sealed and
transported to patient’ s location

4. Blood Bank prepares 2™ container of blood products for PROPPR

a 1:1:1 ratio (2" and all successive containers identical to 1° with 1 platelet, 6
RBCs, 6 plasma)
o Platelet hastag “TRANSFUSE PLATELETS FIRST" attached to unit.
e Platelet placed in platelet container
e Container of blood products istransported to patient’s location
b. 1:1:2 ratio (2"* and every even round of PROPPR MTP 1:1:2 ratio has platelet
issued with plasma and RBCs).
e 2" and all even numbered containers have 1 platelet, 6 RBCs, 3 plasma
o Platelet hastag “TRANSFUSE PLATELETS FIRST” attached to unit
o Platelet placed in platelet container
e Container transported to patient’s location
c. 1:1:2 ratio 3" and every odd round of PROPPR 1:1:2 ratio has no platelet
issued with plasma and RBCs
A. 3" and all odd numbered containers have 6 RBCs and 3 plasma
e Container transported to patient’s location

5. Successive containers prepared and issued upon demand until Blood Bank is notified PROPPR
discontinued

6.

a. 1:1:1 ratio — every container has 1 platelet, 6 RBCs, 6 plasma
b. 1:1:2 ratio — all odd numbered containers have 6 RBCs, 3 plasma
c. 1:1:2 ratio — all even numbered containers have 1 platelet, 6RBC, 3 plasma

If patient not randomized by Trauma Team
1% container of blood components returned with sedl intact

1.
2.
3.

4.

Blood Bank returns blood components per standard SOP

Patient’ s protocol study identification number removed from site blood bank records
Randomization number label with treatment assignment returned to randomization
sheet for use with next potential PROPPR protocol patient.

Failure to use the returned and unused study number on the next patient disrupts
the randomization of the study. Please refer to the misrandomization Section 5.7.
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Section 5.5.1  Sham Platelet Process

In PROPPR it is not practical to blind the investigators to treatment assignment during administration of the
treatment or even more impractical the construction of the containers. However, we are attempting to blind
the investigating clinical team from treatment assignment right up until the point in which they decide to
“break the seal” and randomize the patient into PROPPR.

To accomplish this we are sealing the containers and introducing sham platel et should the container need
them. The shams are used to prevent unblinding of investigators prior to making the decision to randomize.
They are needed in the event that a container’s contents could be detected in the absence of platelets, since
no platelets would indicate that the contents of the container would be in the 1:1:2 Group. The site’s
containers require shams for blinding up until the point of patient randomization. The shams are constructed
so thereis no chance that it will be given to a patient and designed to mimic the containers of plateletsin
weight and visual appearance.

If platelet sham needs improvement and type of sham is changed, we ask that you call the HDCC (may
require sending pictures of new versions for evaluation) before using.
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Section 5.5.3  Sealing the Blood Transport Container

The type of seal needed on the blood product container depends on the type of blood product container used
at the site. 2 sealswill be needed on the entire container in the event a site is using a container that requires
ased ontherefrigerated container and the platelet container separately.

If container and/or platelet lock is changed, we ask that you send HDCC pictures of new versions for
evaluation before using.

Section 5.5.4  Delivery of Blood Transport Container/Preparation of Next Container
How ablood product container is delivered to the bedside is site specific. However in each caseitis
important that the containers are constructed as indicated above and that they continue in the assignment the
patient has been randomized too until the blood bank is notified by the clinical staff to discontinue product
delivery.

Section 5.6  Returned Blood Transport Containers

Section 5.6.1  Inspecting Blood Transport Container Seals

Once the container is returned to the blood bank, the blood bank personnel will inspect the seal (or seals) to
seeif they are broken. In the event a siteis using a container that requires a seal on the refrigerated container
and the platelet container separately, if either of the container seals are broken the patient is randomized.
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Section 5.6.2  Procedure for Unbroken Seals (return blood products to inventory
and treatment assignment label to packet)

If the seal is unbroken, the blood products will be returned to their appropriate storage location, the subject’s
randomization number and treatment assignment label will be returned to the randomization list (returned to
the original placein the plastic sheet), so that the next eligible subject will receive the same blood product
assignment.

Section 5.6.3 Procedure for Broken Seals
(Record Randomization of Subject in BB Master Subject log)

If the seal on the container is broken, for any reason, the subject is randomized into the assigned treatment
group. The blood bank will call to confirm with the research staff that the patient has been randomized. The
blood bank personnel will then affix the label of the second of the two treatment assignment labels with the
randomization number (the label immediately next to it in the plastic sheet) to the PROPPR Blood Bank
Randomization log.

The PROPPR blood bank randomization log will be given to each of the blood banks at the site to complete.
Below is an example of the Blood Bank Randomization Record. Additional blank sheets of the blood bank
log will be available for printing at the PROPPR Sharepoint site.

It isimportant to note that this log should not be used for tracking returned containers, it is only for logging
the randomized products and treatment assignment numbers for patients who are randomized and thus
enrolled in theftrial.
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Section 5.7 Misrandomization

In the rare event that the blood bank misrandomizes a patient (for example: takes an entry out of sequence
on the list or fails to reuse a number when the product is returned) we will include the patient in all analyses
and analyze the patient “as randomized so analyzed”. To further limit the potential frequency and impact of
this type of protocol deviation we intend to give the blood bank a minimum number of treatment
assignments (no more than 10 numbers) and we have sequentially numbered the randomization numbers.

Section 5.7.1 Return of Randomization Lists

A misrandomization is considered a failure to follow the protocol and the site will need to obtain a new
randomization list. This new list is supplied to the site (with a corrected randomization number replacing the
number given to the misrandomized patient). Every effort must be made to keep this number small.

To expedite the receipt of a new randomization list, so that the site may continue to randomize patients, the
research team and the blood bank personnel should immediately call 713-500-9550 OR 1-855-244-8593
emergency HDCC line to indicate a misrandomization has occurred. The HDCC representative who
receives the call will place a new set of labels in FedEx and email the tracking number to the site. Then the
site will place the old list in a FedEx package (containing the remaining assignments) and email the HDCC
(at proppr@uth.tmc.edu) the FedEx tracking number of the returning old list. The emergency line should
only be called in the case of a misrandomization. For all other non-emergency technical or procedural
questions please call 713-500-9512 (Sarah Baraniuk, PhD., HDCC Co-PI) or 713-500-9576 (Josh Nixon
HDCC Data Research Associate).

While the site is waiting on the new list to arrive the HDCC representative will email the first two
randomization numbers from the list that is in the FedEx packet for the site to use if they need to randomize
while the FedEXx is enroute. If the emergency number is used, take one of the emergency labels provided
with the original packet (blank pink sticker without a bar code), write the randomization number and
assignment on the labels for placing in the platelet container and the Blood Bank log.

As soon as the FedEx is delivered the Blood Bank personnel should call (using the 713-500-9550 OR 1-
855-244-8593 emergency line) the HDCC directly and remove any randomization numbers and assignments
that were used from the plastic sheets so that there is no chance that they could be used again (causing
another misrandomization).

Section 5.7.2 Ineligible Patients Who Receive Treatment (Emergency Use)

If PROPPR container products are given to a patient who was determined to be ineligible before
randomization (before the container seal was broken), then this patient will be considered a screen failure.
The blood bank must be informed to call the HDCC as this will require reissuing another randomization list
to the site, using the instructions as listed above in Section 5.7.1.

If the patient was determined to be ineligible after the container seal was broken (after a randomization has
occurred) the subject will be included in the intent to treat analysis and followed for safety and mortality
endpoint assessment.

See flowchart on the next page for further clarification.
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Emergency Use, Randomization, and
Determination of Ineligibility Flow Chart

PROPPR . S

Up to 3 units of RBC’S can be given before breaking the blood
Pragmatic, Randomized Optimal Platelet and Plasma Ratios transport container seal. Ensure no other blood products are

available prior to breaking the seal for emergency use.

Was
ineligibility
determined after the
seal was
broken?

No Yes

Was
the seal
broken due to
emergency need
for blood

products?

\ 4

Patient is a randomized subject.

Stop PROPPR protocol and continue
transfusions per standard of care.

Do not collect any further research lab

samples.
Yes
Monitor subject for AE/SAE’S and
v mortality data (24hr / 30 day).
Subject is a screening failure. Complete CRF forms for data collected up
to the point ineligibility was determined,

Report occurrence to the HDCC (most likely CRF forms # 1 through 4, 6, 7,
(1-855-244-8593), and submit an 12,14, 17, 18, and 22).

occurrence report form. _
Submit occurrence report form to the

A new randomization list will HDCC. Follow local IRB reporting
be sent to the blood bank. procedures.

Blood bank will continue to
use current randomization list.

DOCUMENT VERSION DATE: 260CT2012
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Chapter 6 - Study Intervention (Randomization and Treatment of Patient)

Section 6.1 Overview

Section 6.1.1

Randomization Diagram

Randomization Process of Predicted
Massive Transfusion Patients Upon
Admission to ED

/ Patient is screened in the ED and’
Time Osampleisdrawn.

NO

// o
7 Patientis NOT}

randomized. NO

Patient meets
eligibility
riteria?

// N
. 5
~Within 1 hour of ED .
< admission, doctor >

q A y
N or algorithm predicts
Soammr
y
\\\ 4
\\//

YES

Call Blood Bank
PROPPR MT Protocol must be ORDERED
within 1 hour of admission.

Blood Bank prepares container according to
the list of randomized product assignments.

Blood Bank sends product in a sealed
container with randomization number to
patient bedside within 10 minutes.

Not randomized. Return
transport container to
Blood Bank.

A
A
- N

e \\
_~Blood bank N
e
<_ checks:Isseal >
*_broken?
~ 4
N v
\\//

NO

Blood Bank uses same
randomization number for
next subject.

N

A
NO-—<Within 2 hours of ED admission,——YES

X . . 4
~.container seal is broken?

YES

Screened ED Patients:
Highest level of trauma
activation for site

Eligible Patients:
All patients who meet
PROPPR inclusion/exclusion
criteria

Randomized Subjects:
All eligible patients that
have the container
seal broken

Subject is randomized;
record
randomization number.
Data and sample collection
continue per protocol.
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Section 6.2 Definition of Randomization
A patient is randomized and enrolled into the PROPPR trial when a container seal is broken. In the event a

siteis using a container that requires a seal on the refrigerated container and the platelet container
separately, if either of the container seals are broken the patient is randomized.
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Section 6.3 Randomization of the Patient

Section 6.3.1 General Instructions for Form #4: Randomization

Complete this form for all screened subjects who have met inclusion/exclusion criteria on form #2.

Question #1:

Question #2:

Question #3:

Question #4:

Indicate if PROPPR MT blood products were ordered from the blood bank. If PROPPR
MT blood products were not ordered, select “no” and indicate a reason. If “other” is
selected as a reason for not ordering blood products, record the information on form # 22.
The patient will be considered a screening failure. If PROPPR MT blood products were
ordered, enter the time of the initial telephone call to the blood bank and the time the
first PROPPR blood products were received in hh:mm. At some sites (if permitted by
institutional policies), the times entered may be earlier than the patient ED arrival time.
Source Documents: Direct observation and data entry into the CRF.

The first PROPPR blood products issued from the blood bank will be sealed. Indicate if
the seal was broken on the blood transport platelet container. If the seal was not broken,
select “no” and indicate a reason. If “other” is selected, record the information on form #
22. The patient will be considered a screening failure. If yes is selected, enter the date
and time in dd/mmm/yy and hh:mm formats. Attach the randomization number label
provided by the blood bank in the space provided.

b.Date: <72 | J U &1/ 2 Time: /5 . 2O

(dd/mmm/yy) (24hr Clock in hh:mm

\/

¢. Randomization Number:

The blood bank will issue randomization numbers in an assigned order. Once the seal is
broken, the patient is considered randomized and in the PROPPR study, regardless of
whether any blood products are actually given. Randomization numbers cannot be reused
once assigned.

Source Documents: Direct observation and data entry into the CRF.

Indicate if any PROPPR MT blood products were given. If “no” is selected, indicate the
reason. If “LAR declined” is selected, provide additional documentation on forms 19 &
20. If “No” was selected for any reason, check the box at the beginning of CRF 7 to
indicate there was no end of resuscitation data to record.

Source Documents: Direct observation and data entry into the CRF.

Indicate the patient location where PROPPR MT Protocol was started. The PROPPR MT
“start time” is defined as breaking the seal on the blood transport containers. If “other” is
selected, record the information on form # 22.

Source Documents: Direct observation and data entry into the CRF.
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,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, Study |D #
CONFIDENTIAL (Bar Code)

CRF Version Date: 2013 MAR01  Completed By:

Form 4: Randomization

1. Were PROPPR MT blood products ordered?

a. 0 Yes O No — Reason? [ SubjectDied [0 PROPPR Blood Products Not Available
! O Other:

b. Time Blood Bank Notified of 1% PROPPR MT Order: __ :
1 (24hr Clock in hh:mm )

c. Time 15' PROPPR Blood Products Received at the bedside:

(24hr Clock in hh:mm)

2. Was the seal broken on PROPPR blood transport container?

a. 0 Yes O No —Reason? o Subject Died

o Subject Improved, MT not needed

o Further Care Futile

o Screening failure, no PROPPR MT products were given
within the 2hr window from admission.

o Screening failure, received 4 or more units of RBCs before
subject could be randomized into the PROPPR study.

o Physician refused to randomize subject.

o Other, (Specify):

b. Date: / / Time:

(dd/mmm/yy) (24hr Clock in hh:mm )

Record or Attach the Randomization

. . Number Provided by Blood Bank Here
c. Randomization Number: y

3. Were PROPPR MT blood products transfused? (If “NO” is selected for any reason, check the box at the
beginning of form #7 to indicate there is no end of resuscitation data to record.)

I Yes 0 No — Reason? o Subject Died
o Subject Improved, MT not needed
o Further Care Futile
o LAR Declined (Document on forms 19 &/or 20)

4. Where was PROPPR MT protocol started? (Select one)

O ED O OR O IR O ICU O Intermediate Level Care
0 Nursing Unit [0 Other, (Specify):

Page 7
106



PROPPR MOO Version 07.17.2013

Section 6.4 Administering Randomized Blood Products
(See also reference to PROPPR IB/AABB Blood Guide)

Section 6.4.1 Recommended Process

e Thegoa for delivery of thefirst container is 10 minutes after blood bank is notified.

e Oncethe container seal has been broken, notify the blood bank so they are aware that the patient has
been randomized and seal has been broken so they can continue to send study specific containers
with the assigned ratio group

e Universa donor products may be used for the study containers until ABO)/type-specific products are
available.

e Study blood products can be given simultaneously or serially (platelets then RBC then plasma).

e Platelets should be given first and the randomization number label for the CRF is placed in the
Platelet container.

—for the 1:1:1 ratio group, platelets should be given first
—for the 1:1:2 ratio group, platelets should be given before or with the 7™ unit of RBCs

e All products from the first study container must be given before products from the second container
are given.

e Crystaloid and artificial colloid fluid can be used but are NOT to be a part of the randomization
process for PROPPR — the type and amount of fluid given will be documented on the case report
forms.

e Pharmacological adjuncts (such asrFVlla, amicar, transexamic acid, and fibrinogen) and
cryoprecipitate can be used but are NOT be a part of the randomization process for PROPPR — their
use will be documented on the case report forms.

e During the time frame when the study blood products are given, NO ADDITIONAL blood products
should be given (for example, cannot order extra plasmaif the physician wants to give one more unit
of plasma). In the event that the subject’ s condition necessitates an ateration in how the study
products are given, the study protocol should be stopped and standard of care proceduresinitiated.
The PI should then notify the HDCC/HCCC why the protocol was called off prior to one of the 3
reasons for stopping the PROPPR MT protocol.

e |f the blood bank does not have all products available, the blood bank will notify the research staff
and the patient will not be randomized into the trial.

(The blood banks should have at least enough product available for 2 containersof 1:1:1 ratio —i.e.
12 RBCs, 12 plasma, and 2 platelets) as this would also alow two containers of 1:1:2.

e Please make sure the study container seals are not broken by the clinical staff so they can verify the
products before they are used. If the seal is broken FOR ANY REASON, the patient is considered in
the study.

e If your siteis utilizing the Belmont, the blood products should be hung and spiked in the order
depending on the group the subject has been randomized to (1:1:1 or 1:1:2).

*** Please note that the information in this section of the manual does NOT replace the SOPs in place at
your institution. Thisinformation isto assist with clarification of the use of the products during the
PROPPR study.
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PROPPR 4

1°' Blood Transport
Container: Give
Products in the
Following Order.

Blood Product

o Platelets

o RBCs

o Plasma

0o RBCs

o Plasma

0o RBCs

o Plasma

o RBCs

o Plasma

o RBCs

o Plasma

o RBCs

o Plasma

Document Version Date: 2012JUN13

Group 1
1:1:1 Ratio, Blood Products Administration Tool

2"? Blood Transport
Container: Give
Products in the
Following Order.

o Platelets

o RBCs

o Plasma

o RBCs

o Plasma

o RBCs

o Plasma

o RBCs

o Plasma

o RBCs

o Plasma

o RBCs

o Plasma

Administration Guides

3" Blood Transport
Container: Give
Products in the
Following Order.

o Platelets

0o RBCs

o Plasma

0 RBCs

o Plasma

0o RBCs

o Plasma

0 RBCs

o Plasma

0 RBCs

o Plasma

0o RBCs

o Plasma
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4™ Blood Transport
Container: Give
Products in the
Following Order.

o Platelets

0 RBCs

o Plasma

0o RBCs

o Plasma

o RBCs

o Plasma

o RBCs

o Plasma

0o RBCs

o Plasma

o RBCs

o Plasma

Continue Transfusion Sequence Until End of PROPPR MT Resuscitation
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1°' Blood Transport
Container: Give
Products in the
Following Order.

o RBCs

o RBCs

o Plasma

0o RBCs

o RBCs

o Plasma

o RBCs

o RBCs

o Plasma
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Group 2
1:1:2 Ratio, Blood Products Administration Tool

2"? Blood Transport
Container: Give
Products in the
Following Order.

o Platelets

o RBCs

0o RBCs

o Plasma

o RBCs

o RBCs

o Plasma

o RBCs

o RBCs

o Plasma

3" Blood Transport
Container: Give
Products in the
Following Order.

0 RBCs

0o RBCs

o Plasma

0 RBCs

0o RBCs

o Plasma

0o RBCs

0 RBCs

o Plasma
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4™ Blood Transport
Container: Give
Products in the
Following Order.

o Platelets

0 RBCs

o RBCs

o Plasma

0o RBCs

o RBCs

o Plasma

o RBCs

0 RBCs

o Plasma

Continue Transfusion Sequence Until End of PROPPR Resuscitation
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Section 6.4.3 Blood Product Administration Guides (PICtUI’E‘S)

Cooler #1, #2, #3, #4

[] 1. Platelets
[]2. RBC
[1 3. Plasma

[1 4. RBC

[15. Plasma

[16. RBC

[17. Plasma

[18. RBC

[19. Plasma

[] 10. RBC

[] 11. Plasma

[] 12. RBC

[] 13. Plasma
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Cooler #1, #3

[19. Plasma |

Cooler #2, #4

[1 1. Platelets
[] 2. RBC
[1 3. RBC
[1 4. Plasma
[1 5. RBC
[ 6. RBC
[1 7. Plasma
[1 8. RBC

| W
[110. Plasma | @
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Section 6.5 End of Resuscitation/PROPPR Treatment

Once the study container seal has been broken and the subject is receiving PROPPR study products per the
assigned ratio group, the PROPPR MT protocol will continue until one of the following:

1)

2)
3)

PROPPR transfusion protocol has been discontinued by the trauma attending because hemostasis has
been achieved (hemostasis is defined in section 6.5.1)

The subject has died

The patient or legally authorized representative (LAR) refuses consent to continue participation in
the trial

Section 6.5.1  Hemostasis Definitions

Definition of Anatomic hemostasis

Surgeon declares hemostasis, based on the following objective criteria

e No bleeding requiring intervention in the surgical field
e Inthe IR suite, resolution of blush after embolization

Definition of when Active Resuscitation stops after anatomic hemorrhage control

Based on hemorrhage control criteria above, hemostasis is complete

Surgeon and/or anesthesiologists agree that patient is adequately resuscitated, based on the following
criteria, if available:

Stable or increasing blood pressure, or

Stable or decreasing heart rate, or

Stable or increasing urine output, or

Decreasing requirement for pressors to maintain a stable blood pressure

Actions to be taken when both anatomic and physiology criteria are met

Surgeon and/or anesthesiologists stops the MT protocol (calls the blood bank and stops the
transfusion)

All blood products and fluids received after active resuscitation stops (but within 24 hours of
admission) will be recorded as post resuscitation fluid and will be given based on local practice.
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Suqgested Script for Asking if Hemostasis has Been Acheived

Anatomic Hemostasis:

The CeTIR research assistant will ask the surgeon BEFORE the end of the procedure in the OR or IR:
Dr. , Have you achieved hemostasis?
If the answer is yes, anatomic hemostasis has occurred. You will need to document the date and time of

anatomic hemostasis. If the answer is no, you will need to ask the question prior to the surgeon departing
the OR or IR suite.

Endpoint of Active Resuscitation After Anatomic Hemostasis:

If anatomic hemostasis has been achieved the CeTIR research assistant will ask the surgeon and
anesthesiologist if the Pt. has been adequately resuscitated in the OR or IR suite:

Dr. (surgeon) and Dr. (anesthesiologist) do you agree that the Pt. has been
adequately resuscitated? If the answer is yes, end of active resuscitation has occurred. If the answer is no,

end of active resuscitation has not occurred and you will need to ask prior to departure from the OR and/or
IR suite.

Section 6.5.2 Rebleeding after Protocol Stop

If the situation occurs where the subject will require more products once the PROPPR protocol has
been stopped because hemostasis has been achieved:

e Additional blood products can be given based on institutional guidelines, lab results and
clinical guidance.

e The additional products will be documented on the case report form.

e The additional products will not be included in the ratio of products for study product
analysis
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Section 6.5.3 CRF Form #7: End of Resuscitation/PROPPR Protocol
Treatment Form

General Instructions for completing CRF Form #7:

Complete this form for all randomized subjects. Use this form to document the end of resuscitation. If no
randomized blood products were given, regardless of the reason, check the box at the top of CRF 7 and stop,
the form is complete.

Question #1:

Question #2:

Question #3:

Indicate the source of bleeding requiring the transfusion, select all that apply.
Source Documents: Hospital medical record, direct observation and data entry into the
CRF.

Record the PROPPR MT protocol stop date and time in dd/mmm/yy and hh:mm formats.
The stop time for questions # 2 and # 3.b may be the same if the decision to stop the
protocol was because the subject was adequately resuscitated.

Source Documents: Direct observation and data entry into the CRF.

Indicate why the protocol was stopped and the stop time if indicated.

Anatomic hemostasis is defined as an objective assessment by the surgeon indicating
bleeding within the surgical field has stopped and no further surgical interventions to
control bleeding are anticipated. In the IR suite, anatomic hemostasis is defined as
achieving resolution of blush after embolization.

Active Resuscitation stops after anatomic hemorrhage control based on the criteria above,
and when the Surgeon and/or Anesthesiologists agree the subject is adequately
resuscitated, based on the following criteria, if available:

a. Stable or increasing blood pressure, or

b. Stable or decreasing heart rate, or

c. Stable or increasing urine output, or

d. Decreasing drug requirements to maintain a stable blood pressure

Additional anatomic hemostasis times can be recorded should bleeding reoccur before
active resuscitation end time has been called by checking the box for additional stop
times and recording the information on form # 22. The time listed for end of active
resuscitation should be the same time listed in question #2.

If further transfusions were deemed futile and/or subject expired, please document death
on CRF 18 and notify the HDCC via email to PROPPR@uth.tmc.edu. Please include date
and time of death and indicate if transfusion related. See Sections 12.6-12.7 for more
information.

Follow the instructions below in situations where further transfusions were deemed futile

and life support was maintained for organ donation:

1. The end of resuscitation stop date and time (question 2) is the time point when further
transfusions were deemed futile.

2. Continue to collect post resuscitation blood products and research blood samples.

3. Stop all data collection at the time point when the subject is declared brain dead, even
if maintained on life support for a longer period of time for organ donation.
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Question #4:

Question #5:

Question #6:

Question #7:

PROPPR MOO Version 07.17.2013

If the protocol was stopped early per a request from the treating physician,
RAs/Coordinators need to notify Pl immediately. Document name of physician and
reason for stopping, if applicable following notification of PI.

If the PROPPR MT protocol was stopped early or for “other” reasons, provide an
explanation in the space provided or on form # 22.

Source Documents: Hospital medical record or direct observation and data entry into the
CRF.

Indicate if the blood bank was notified to stop the PROPPR protocol, recording the date
and time in dd/mmm/yy and hh:mm formats.
Source Documents: Direct observation and data entry into the CRF.

Record the subject’s location at the time the PROPPR protocol was stopped.
If ‘other” is selected, record the information on form # 22.
Source Documents: Direct observation and data entry into the CRF.

Indicate if the subject had an unstable pelvic fracture by manual compression or testing.
Data collection may require later follow-up if the end of resuscitation occurred early in
the hospitalization before diagnostic test results were available. If ‘yes” is selected,
record the discovery date and time in dd/mmm/yy and hh:mm formats.

Source Documents: Hospital radiology and/or medical records.

Indicate if the subject had an open femur fracture. If ‘yes” is selected, record the
discovery date and time in dd/mmm/yy and hh:mm formats.
Source Documents: Hospital radiology and/or medical records.

Use the following codes for unknown data values:
NR= Not Recorded/Not Done NA= Not Applicable NK= Unknown
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I Study |D #
CONFIDENTIAL (Bar Code)

CRF Version Date: 2013 MAR01  Completed By:

Form 7: End of Resuscitation / PROPPR Protocol Treatment
Check here O if no randomized blood products were given. (i.e. the subject improved or died.)

1. Source of bleeding requiring the transfusion: (Select all that apply)

1 Abdomen 1 Chest I Intracranial I Limb/Extremity 1 Neck
1 Pelvis [ Scalp/Face 1 Not Noted/Unknown
2. PROPPR MT protocol stopdate: ~ / /  Time: :
(dd/mmmlyy) (24hr Clock in hh:mm)

3. Why was the PROPPR MT protocol stopped? (Select one)

[J Trauma Attending and/or Anesthesiologist determined subject was no longer bleeding, and
adequately resuscitated.

a. Anatomic Hemostasis Time: ** : ok ] Actual ] Estimate

(24hr Clock in hh:mm) Check here [ to report additional hemostasis times,
document information on form #22.
b. Active Resuscitation with

Blood Products Stop Time: ** : ok O Actual O Estimate
(24hr Clock in hh:mm,)

L1 Further transfusions were deemed futile and/or subject expired.
(Document death on CRF #18 and notify HDCC)

] Unable to achieve hemostasis.

L1 Early protocol stop per treating physician request. (*RA’s/Coordinators are required to notify Site PI*)
Physician Name: Reason:

1 Randomized blood products became unavailable.

L] Other, (specify):
4. Was the Blood Bank notified to stop PROPPR MT protocol?

Ll Yes | LI No L1 Not Noted/Unknown
Date: [/ [ Time: :
(dd/mmm/yy) (24hr Clock in hh:mm)
5. Location of subject at the end of resuscitation period: (Select one)
LI ED JOR IR 1 ICU L] Intermediate Level Care

0] Nursing Unit L1 Other, specify:

6. Did the subject have an unstable 0 Yes | 0 No [0 Not Noted/Unknown
pelvic fracture by manual compression? Discovered on:
Date:. /|  Time: :
(dd/mmm/yy) (24hr Clock in hh:mm)
7. Did the subject have an open ] Yes | 0 No [J Not Noted/Unknown
femur fracture? Discovered on:
Date: [/ [/ Time: :
(dd/mmm/yy (24hr Clock in hh:mm)
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Section 6.6 Notification of the HDCC of a randomization

The research team will email the HDCC within 24 hours to indicate a patient has been randomized. The
email contact information is proppr@uth.tmc.edu.

Section 6.7 Completion of Site Master Enrollment Log
The master enrollment log will be used by the clinical site to link study ID’ s with subject PHI. Thislogis

for site use only and should never be forwarded to the HDCC. Study monitors may view the master subject
log for auditing purposes.
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Chapter 7 - In-Hospital Data Collection

Section 7.1 Direct Patient Observation Time Frame
The research staff will be available 24/7 to screen and follow subjects enrolled into PROPPR.

The research staff will do “direct observation” data collection through the entire initial resuscitation period
up to at least the 12" hour (unless the initial resuscitation lasts longer than 12 hours).

Once hemostasis has been achieved and the study containers have been returned to the blood bank, the
research staff will monitor the patient frequently during the first 24 hour period following ED arrival.

It is recommended that the staff check on the patient at least hourly to monitor blood products and fluids
given as well as other clinical information.

Another suggestion is to review the subject’s medical record at time of each study blood draw timepoint to
document any products/fluids given and events which have occurred since the last blood draw.
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Section 7.2 Instructions for Completing CRF Form #5:
Initial 24 Hour Vital Signs and GCS

Complete thisform for all randomized subjects. Record vital signs and the GCS at each hospital location
within the first 24 hours from ED admission. Print additional pages of the form if needed.

Use the following codes to record unknown/missing data val ues:
ND = Not Detectable NR = Not Recorded/Not Done NA = Not Applicable
NP = Not Palpable NK = Unknown

Theinitial vital signs and GCS score obtained after ED arrival are recorded on form #1 and should not be
duplicated here. Only record ED associated vital signs and GCS scores for subjects returning to the ED
from another area. A subject admitted to the ED and transferred to Interventional Radiology (IR), and then
back to the ED before finally arriving in the Intensive Care Unit (ICU) would have 3 lines of data on this
form, one set of data collected on arrival to IR, one set of data collected after returning to the ED, and the
third set of data collected after arrival in the ICU.

Use the following location codes. 1= ED, 2= Operating Room (OR), 3= IR, 4- Intensive Care Unit (ICU),
5= Intermediate Level Care (IMU) 6= Nursing Unit, 7= Other. An Intermediate level care unit is defined as
providing continuous patient monitoring, like atelemetry or ICU step-down unit. If “other” is selected,
record the information on form # 22.

Enter the first available vital signs and Glasgow Coma Score (GCS) obtained at each new location. Select
the unit of measure for temperature. Use the following key for GCS scoring. Record the total GCS if
component scores are unavailable.

GCS Scoring Key
1 | No Response / 1
o 1 | No Response Intubated No Response
= . —1 2 | Incomprehensible 2 .
o é 2 | To Pain S Sounds < Extension (Decerebrate)
L c < . .
@ 3 EO Verbal 3 3 Inappropriate Words 3 Flexion — (Decorticate)
3 ommand 5 5
= 4 > | 4 | Disoriented, o | 4 | Flexion — Withdrawals From
Spontaneous c s .
onverses Pain
5 | Oriented, Converses 5 | Localizes Pain
6 | Obeys Commands
Appropriately

Indicate if the patient had an advanced airway at the time the verbal GCS component was assessed. For the
purpose of GCS, the verbal score should be “1” in the presence of an advanced airway. Advanced airway is
defined here as a device used as a method to assist and/or control ventilation. These devices mechanically
prohibit verbal response testing. Devices used to assist and/or control ventilation are: bag value mask, oral
ET, nasal ET, Combitube, LMA, King Airway, and cricothyrotomy/tracheostomy.

Indicate if the patient was chemically paralyzed at the time of the assessment. Paralytic drugs are defined as
Pancuronium Bromide, Rocuronium, Succinylcholine, or Vercuronium.

Source Documents. Hospital medical records or direct observation and data entry into the CRF.
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Section 7.3 Instructions for Completing CRF Form # 6:
IV Fluids and Blood Products

Use Form 6 to record 1V fluids and blood products on randomized subjects. All 1V fluids and blood
products should be recorded from ED arrival through the first 24 hours of admission. Continue using Form 6
to record blood products administered after the first 24 hours through day 30 of the hospitalization. We are
not collecting information on 1V fluids administered after the first 24 hours of hospitalization.

Example: After ED admission and on OR visit, a subject spends 12 days in the ICU before being
transferred to a nursing unit. All 1V fluids and blood products given within the first 24 hours would be
recorded on Form #6. On hospital day #16 the subject returns to the OR for a scheduled wound debridement
and after a short stay in PACU, returns to the nursing unit. The following morning, on hospital day #17 the
subject receives 2 units of RBC’s. The 2 units of RBC’s should be recorded on Form #6.

The IV fluid and blood product estimates listed on form #1 (amounts given from ED arrival to the 1
research blood sample collection) should be recorded here in detail.

Crystalloids vs. Colloids
Crystalloids are fluids that contain a combination of water and electrolytes. Common examples are NS,

LR, D5W, D51/2 NS, D5 ¥, NS and Plasmalyte. Crystalloid solutions closely mimic the body's extra
cellular fluid. Given L.V., crystalloid solutions diffuse through the capillary walls that separate plasma
from interstitial fluid. They can be used to expand both intravascular and extra vascular fluid volume.

Colloids are fluids that contain dissolved particles, such as protein, sugar, and starch molecules, which are
too big to pass through capillary walls. A colloid solution draws fluid from the interstitial and intracellular
spaces, increasing intravascular volume. The degree of osmotic pull that a colloid exerts depends on its
particle concentration. Albumin and Hetastarch are examples of colloid solutions.

Use the codes provided to identify the subject location and IV Fluids/blood products that were given. If the
code for “other” is selected, record the information on form # 22. Record the start date and time in
dd/mmm/yy and hh:mm formats. For IV fluids and blood products, “start” is defined as when the fluid bag
was connected to IV tubing, or “spiked”. Indicate the unit of measure; mLs for fluids and units for all blood
products including cryoprecipitate. For IV fluids given at a very slow rate (i.e. IV drip), record the time the
bag was spiked and the total amount given within the first 24 hours. Using the codes provided, indicate if
the data was collected by direct observation or medical record review. For some blood product data
elements (based on site specific blood bank labeling procedures) a later, additional medical record review
may be required. Refer to the glossary at the end of this document for complete IV fluid and blood product
definitions.

Record one blood product per CRF line. If the exact unit or accession number is unknown for the unit, a
reasonable attempt should be made to match accession numbers by blood product type. Recording blood
product unit or accession numbers are essential in tracking suspected transfusion reactions and will also
prevent duplicate line entries in the database. The only exception to recording a unit or accession number is
for cell save blood products that are collected, processed and immediately transfused back into patients.

In the last column on form #6, indicate the study time point associated with the blood product. Pre-
randomization refers to IV fluids or blood products given from ED arrival up to the time point associated
with breaking the blood transport container seal. If the subject did not receive any blood products pre-
admission; that would have been recorded on form #3, then at least one unit of blood products should
recorded as “pre-randomization” on form #6. For randomized blood products, indicate if the unit is the last
“PROPPR MT” unit, i.e. end of active resuscitation. Select “post-randomization” for blood products given
after the PROPPR MT protocol was stopped.
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It’s anticipated that some data lines will be recorded out of order on form #6. When entered into
OpenClinica, the IV fluids and blood products will sort in order based on the start date and time. The source
documents for form #6 will be the subject’s medical records and associated blood bank records.

An intentional deviation from the assigned blood product administration ratio should be documented as a
protocol deviation on form # 22.

Use the following codes for unknown data values:
NR= Not Recorded/Not Done NA= Not Applicable NK= Unknown

Print additional pages of the form if needed.

Excel Spreadsheet Procedures

1.

N

Form 6 data can be recorded on an Excel spreadsheet provided by the HDCC or directly entered into
OpenClinica. One option must be selected; either direct data entry into OpenCiinica or data upload
using the spreadsheet. Spreadsheets submitted to the HDCC after form 6 data has been directly
entered by the site Will NOT be accepted.

Record only one blood product per CRF line.

The blood product unit or accession number is a required data field. If the exact unit or accession
number is unknown for the unit, a reasonable attempt should be made to match accession numbers
by blood product type. Recording blood product unit or accession numbers are essential in tracking
suspected transfusion reactions and will also prevent duplicate line entries in the database. The only
exception for NOT recording a unit or accession number will be for cell saver blood products that
are collected, processed and immediately transfused back into patients.

Always start with a blank spreadsheet, do not delete the cell contents or type over existing form data
from another subject. Deleting cell contents will erase the value checks built into the form.

Indicate if the spreadsheet is for the initial resuscitation/24hrs or for 24hrs through day 30/discharge.
Don't submit the spreadsheet until you have all the data for the time period.

Do not modify the spreadsheet in any way.

Send the completed spreadsheet by e-mail to: proppr@uth.tmc.edu with the following in the e-mail
message line: Form 6, Study ID ## # # # # #.

The data will appear as "saved complete” after the upload to OpenCiinica.

. Once uploaded, data corrections, deletions, and/or additions must be made using the flag process.

Please refer to the PROPPR eCRF training reference of Oct. 4th, 2012 on the PROPPR SharePoint
website, Training & Resources Folder/ e-CRF subfolder. Procedures for data entry.
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PROPPR Form - 6 Transfusion Record

Excel Template Instructions:

A B c D E F G H 1 ] K L M N o P
1 FORM 6: BLOOD PRODUCTS TRANSFUSION RECORD _(Document Version Date: 2012FEB04)
e | Study Subject ID: I Check One: | G 1rigal Resuscitationto 24rs | | ) 24hrs to.30 Day/Discharge
3 | | Product Give At What Time Point
4 Location Code Blood Products 1- PreRandomization
5 1 Emergency Department 1 Red Blood Cells (RBC) 7 Platelets Pooled (PIt- P) 2 - Randomized Last Unit Given
6 2 Operating Room 2 Plasma —Fresh Frozen (FFP) 8 Cryoprecipitate (Cryo) 3 - Randomized Last unit Not given
7 3 Interventional Radiology 3 Plasma —Liguid (LP) 9 Autologous Blood (Auto) 4 - Post Randomization
8 4 ICU 4 Plasma - Thawed (TP) 10 Cell Saver (Cell) (-997) - Unknown
9 5 Intermediate Level Care 5 Plasma —FP24 (FP24) 11 Other Blood Product (OBL)
10 6 Nursing Unit 6 Platelets Apheresis (Plt - A) Direct Observation / Medical Record
11 7 Other - (specify) 1- Direct Observation
12 Random Aphaeresis Type Specific Cross Matched 2 - Medical Record
13 1 Random 5 Leuko-reduced Random 1-Yes 1-Yes
14 2 Aphaeresis 6 Leuko-reduced Aphaeresis 0-No 0-No **blood product amount given is measured
15 3 Pooled 7 Leuko-reduced Pooled (-995) NA (-995) NA in Units
16 4 Leuko-reduced -995 NA -997 Unknown {-997)Unknown (-997)Unknown
17
Blood
Blood Product Direct Product
Blood Blood Blood Product  |Start Observation |Random Type |Cross givenat |CRF
Location Product Product Product Start Hesr |Minute  |Blood Product [ Medical Aphaeresis |Specific|Matched |Unitor Expiration 'what time |Completed
18 Code (1-7) |Location Other |Code (1-11) |Other Start Date: |{0-23) (0-59) Amount Given |Record (1-2) [(1-7) (0-1) |{o-1) Accession # Date: point (1-4) |By: (Initials)
15

20
21
22
23
24
25
26
27
28
29

Before starting data entry, enter the Subject ID and select which form is being completed:
- Initial Resuscitation to 24hrs.
- 24hrs to 30 Day /Discharge

There are two worksheets:

| » ¥ | Form 6 - Blood Products < Forme =1V Fliide™” ©

Id}l’llﬂl

e Form 6 - Blood Products — red highlight
e Form 6 - IV Fluids — blue highlight

You can switch between these worksheets by clicking once on the highlighted tab.

Form 6 Template
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Form 6 - Blood Products Worksheet

There are up to sixteen items to complete per record.

1. Location Code

21
22
23
24

26
27
28
23

A B £ D E F G H [} J K L M N o P
1 FORM 6: BLOOD PRODUCTS TRANSFUSION RECORD (Document Version Date: 2012FEB04)
2 Study Subject ID |check one: @ Tnitial Resuscitation to 24hrs ) 24hrs to 30 Day/Discharge

Product Give At What Time Point
Location Code Blood Products 1- PreRandomization

1 Emergency Department 1 Red Blood Cells (RBC) 7 Platelets Pooled (PIt- P) 2 - Randomized Last Unit Given

2 Operating Room 2 Plasma —Fresh Frozen (FFP) 8 Cryoprecipitate (Cryo) 3 - Randomized Last unit Not given

3 Interventional Radiclogy 3 Plasma —Liquid (LP) 9 Autologous Blood [Auto) 4 - Post Randomization

4 IcU a4 Plasma - Thawed (TP) 10 Cell Saver (Cell) (-997) - Unknown

5 Intermediate Level Care 5 Plasma —FP24 (FP24) 11 Other Blood Product (OBL)
1 6 Nursing Unit 6 Platelets Apheresis (Plt - A) Direct Observation / Medical Record
1 7 Other - (specify) 1- Direct Observation
1 mhaeresis Type Specific Cross Matched 2 - Medical Record
13 1 Random 5 Leuko-reduced Random 1-Yes 1-Yes
14 2 Aphaeresis 6 Leuko-reduced Aphaeresis 0-No 0-No **blood product amount given is measured
15 3 Pooled 7 Leuko-reduced Pooled (-995) NA (-995) NA in Units
16 4 Leuko-reduced -995 NA -997 Unknown {-997)Unknown (-997)Unknown
17

Blood
Blood Product Direct Product
Blood Blood Blood Product  |Start Observation |Random Type |Cross givenat |CRF
Location Product Product Product Start Her |Minute  |Blood Product [ Medical ph is |Specifi h Unitor Expiration 'what time |Completed
Location Other |Code (1-11) |Other Start Date: |{0-23) (0-59) Amount Given |Record (1-2) [(1-7) (0-1) |{0-1) Accession # Date: point (1-4) |By: (Initials)

The location code can have a numeric value of 1-7, no other value is allowed.

Location Code

(=]

|8| Location Code must be a value between 1and 7

Retry | | Cancel | | Help

Was this information helpful?

Entering a value outside the range of 1-7, will open an error message:

- Click Retry to remove the current entry and reenter the value in the range 1-7

- Click Cancel to remove the current entry
- Click Help

Form 6 Template Blood Product Worksheet -
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2.Location Other
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15
20
21
22
23
24
25
26
27
28
29

Location Other can only be filled out when Location Code has the value of ‘7’. The Location Other allows text to

A B c D E F G H 1 ] K L M N o P
1 FORM 6: BLOOD PRODUCTS TRANSFUSION RECORD (Document Version Date: 2012FEB04)
2 Study Subject 1D |check One: [ g, e resusctason to 29 ‘ ) 24 to 30 Day/Discharge
3 Product Give At What Time Point
4 Location Code Blood Products 1- PreRandomization
5 1 Emergency Department 1 Red Blood Cells (RBC) 7 Platelets Pooled (PIt- P) 2 - Randomized Last Unit Given
6 2 Operating Room 2 Plasma —Fresh Frozen (FFP) 8 Cryoprecipitate (Cryo) 3 - Randomized Last unit Not given
7 3 Interventional Radiology 3 Plasma —Liguid (LP) 9 Autologous Blood (Auto) 4 - Post Randomization
8 4 ICU a4 Plasma - Thawed (TP) 10 Cell saver (Cell) (-997) - Unknown
9 5 Intermediate Level Care 5 Plasma —FP24 (FP24) 11 Other Blood Product (OBL)
& i Gl 6 Platelets Apheresis (Plt - A) Direct Observation / Medical Record
1 7 Other - (specify) I 1- Direct Observation
"Aphaeresis Type Specific Cross Matched 2 - Medical Record
13 1 Random 5 Leuko-reduced Random 1-Yes 1-Yes
14 2 Aphaeresis 6 Leuko-reduced Aphaeresis 0-No 0-No **blood product amount given is measured
15 3 Pooled 7 Leuko-reduced Pooled (-995) NA (-995) NA in Units
16 4 Leuko-reduced -995 NA -997 Unknown {-997)Unknown (-997)Unknown
17
Blood
Blood Product Direct Product
Blood Blood Blood Product  |Start Observation |Random Type |Cross givenat |CRF
Location Product Product Product Start Hesr |Minute  |Blood Product [ Medical Aphaeresis |Specific|Matched |Unitor Expiration 'what time |Completed
18 Code (1-7, Code (1-11) |Other Start Date: |{0-23) (0-59) Amount Given |Record (1-2) [(1-7) (0-1) |{o-1) Accession Date: point (1-4) | By: (Initials)

be entered describing the location that is not listed in the Location Codes.

Entering a value when the Location Code contains a value other than 7 will popup an error message:

Location Other

Retry { | Cancel | | Help

Was this information helpful?

==

l::e] can only enter Location Other if Location Code is 7

- Click Cancel to remove the current entry

Form 6 Template Blood Product Worksheet -
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3.Blood Product Code
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A B £ D E F G H [} J K L M N o P
1 FORM 6: BLOOD PRODUCTS TRANSFUSION RECORD {Document Version Date: 2012FEBO4)
2 Study Subject 1D |check one: @ Tnitial Resuscitation to 24hrs ) 24hrs to 30 Day)Discharge
3 Product Give At What Time Point
4 Location Code Blood Products 1- PreRandomization
5 1 Emergency Department 1 Red Blood Cells (RBC) 7 Platelets Pooled (Plt- P) 2 - Randomized Last Unit Given
6 2 Operating Room 2 Plasma —Fresh Frozen (FFP) 8 Cryoprecipitate (Cryo) 3 - Randomized Last unit Not given
7 3 Interventional Radiclogy 3 Plasma —Liquid (LP) 9 Autologous Blood [Auto) 4 - Post Randomization
8 4 IcU a4 Plasma - Thawed (TP) 10 Cell Saver (Cell) (-997) - Unknown
9 5 Intermediate Level Care 5 Plasma —FP24 (FP24) 11 Other Blood Product (OBL)
10 6 Nursing Unit 6 Platelets Apheresis (Plt- A) Direct Observation / Medical Record
11 7 Other - (specify) 1- Direct Observation
12 Random Aphaeresis Type Specific Cross Matched 2 - Medical Record
13 1 Random 5 Leuko-reduced Random 1-Yes 1-Yes
14 2 Aphaeresis 6 Leuko-reduced Aphaeresis 0-No 0-No **blood product amount given is measured
15 3 Pooled 7 Leuko-reduced Pooled (-995) NA (-995) NA in Units
16 4 Leuko-reduced -995 NA -997 Unknown (-937)Unknown (-997)Unknown
17
Blood
Blood Product Direct Product
Blood Blood Blood Product  |Start Observation |Randoem Type |Cross givenat |CRF
Location Product Product Product Start Hgur |Minute  |Blood Product [ Medical p Specifi Unitor Expiration 'what time |Completed
18 Code (1-7) |Location Other; CDde(lrllljl}ther Start Date: |{0-23) (0-59) Amount Given |Record (1-2) [(1-7) (0-1)  |{0-1) Accession # Date: point (1-4) |By: (Initials)
19
20
21
22
23
24
25
26
27
28
29

The Blood Product Code can have a numeric value of 1-11, no other value is allowed.
Blood Product Code @

-

Blood Product Code must be a value between 1and 11

Retry { [ Cancel ] [ Help

Was this information helpful?

Entering a value outside the range of 1-11, will open an error message:

- Click Retry to remove the current entry and reenter the value in the range 1-11
- Click Cancel to remove the current entry
- Click Help

Form 6 Template Blood Product Worksheet -

129



4.Blood Product Other
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Blood Product Other can only be entered if the Blood Product Code is 11. Blood Product Other allows text to
describe a Blood Product that is not listed in the Blood Product Codes. Entering data when the Blood Product

Code is any value other than 11, will open a popup error message.

Blood Product Other

Retry | | Cancel | | Help

Was this infor] _~&on helpful?
as this in |L\E*m:|n nelp

- Click Cancel to remove the current entry

Form 6 Template Blood Product Worksheet -

==

l@' can only enter Blood Product Other if Blood Product Code is 11

A B £ D E F G H [} J K L M N o P
1 FORM 6: BLOOD PRODUCTS TRANSFUSION RECORD {Document Version Date: 2012FEBO4)
2 Study Subject 1D |check one: @ Tnitial Resuscitation to 24hrs ) 24hrs to 30 Day)Discharge
3 Product Give At What Time Point
4 Location Code Blood Products 1- PreRandomization
5 1 Emergency Department 1 Red Blood Cells (RBC) 7 Platelets Pooled (Plt- P) 2 - Randomized Last Unit Given
6 2 Operating Room 2 Plasma —Fresh Frozen (FFP) 8 Cryoprecipitate (Cryo) 3 - Randomized Last unit Not given
7 3 Interventional Radiclogy 3 Plasma —Liquid (LP) 9 Autologous Blood [Auto) 4 - Post Randomization
8 4 IcU a4 Plasma - Thawed (TP) 10 Cell Saver (Cell) (-997) - Unknown
9 5 Intermediate Level Care 5 Plasma —FP24 (FP24) 11 Other Blood Product (OBL)
10 6 Nursing Unit 6 Platelets Apheresis (Plt- A) Direct Observation / Medical Record
11 7 Other - (specify) 1- Direct Observation
12 Random Aphaeresis Type Specific Cross Matched 2 - Medical Record
13 1 Random 5 Leuko-reduced Random 1-Yes 1-Yes
14 2 Aphaeresis 6 Leuko-reduced Aphaeresis 0-No 0-No **blood product amount given is measured
15 3 Pooled 7 Leuko-reduced Pooled (-995) NA (-995) NA in Units
16 4 Leuko-reduced -995 NA -997 Unknown (-937)Unknown (-997)Unknown
17
Blood
Blood Product Direct Product
Blood Blood Blood Product  |Start Observation |Randoem Type |Cross givenat |CRF
Location Product Product Product Start Hgur |Minute  |Blood Product [ Medical p is |Specifi Unitor Expiration 'what time |Completed
18 Code (1-7) |Location Other |Code (1-11) fQihaimm—dStart Date: |(0-23) (0-59) Amount Given |Record (1-2) [(1-7) (0-1) [{o-1) Accession # Date: point (1-4) |By: (Initials)
19
20
21
22
23
24
25
26
27
28
29
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5.Blood Product Start Date
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A B £ D E F G H [} J K L M N o P
1 FORM 6: BLOOD PRODUCTS TRANSFUSION RECORD {Document Version Date: 2012FEBO4)
2 Study Subject 1D |check one: ‘ @ Tnitial Resuscitation to 24hrs ‘ ‘O 24hrs to 30 Day/Discharge
3 Product Give At What Time Point
4 Location Code Blood Products 1- PreRandomization
5 1 Emergency Department 1 Red Blood Cells (RBC) 7 Platelets Pooled (Plt- P) 2 - Randomized Last Unit Given
6 2 Operating Room 2 Plasma —Fresh Frozen (FFP) 8 Cryoprecipitate (Cryo) 3 - Randomized Last unit Not given
7 3 Interventional Radiclogy 3 Plasma —Liquid (LP) 9 Autologous Blood [Auto) 4 - Post Randomization
8 4 IcU a4 Plasma - Thawed (TP) 10 Cell Saver (Cell) (-997) - Unknown
9 5 Intermediate Level Care 5 Plasma —FP24 (FP24) 11 Other Blood Product (OBL)
10 6 Nursing Unit 6 Platelets Apheresis (Plt- A) Direct Observation / Medical Record
11 7 Other - (specify) 1- Direct Observation
12 Random Aphaeresis Type Specific Cross Matched 2 - Medical Record
13 1 Random 5 Leuko-reduced Random 1-Yes 1-Yes
14 2 Aphaeresis 6 Leuko-reduced Aphaeresis 0-No 0-No **blood product amount given is measured
15 3 Pooled 7 Leuko-reduced Pooled (-995) NA (-995) NA in Units
16 4 Leuko-reduced -995 NA -997 Unknown (-937)Unknown (-997)Unknown
17
Blood
Blood Product Direct Product
Blood Blood Blood Product  |Start Observation |Randoem Type |Cross givenat |CRF
Location Product Product Product Start Heir (Minute  |Blood Product [ Medical p Specifi Unitor Expiration 'what time |Completed
18 Code (1-7) |Location Other [Code (1-11) |Other Start Date:  §0-23) (0-59) Amount Given |Record (1-2) [(1-7) (0-1)  |{0-1) Accession # Date: point (1-4) |By: (Initials)
19 1
20
21
22
23
24
25
26
27
28
29

The Blood Product Start Date must be in the following format: dd-mmm-yyyy

Entering a date will automatically be formatted to dd-mmm-yyyy format.

Form 6 Template Blood Product Worksheet -
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6.Blood Product Start Hour

PROPPR MOO Version 07.17.2013

Blood Product Start Hour can be a numeric value between 0 and 23, it can also have the following codes:

-995 for Not Applicable
-996 for Not Detectable

-997 fo
-998 fo

r Unknown
r Not Palpable

-999 for Not Recorded/Not Done

Entering a value other outside of the 0-23 or that is not one of the above listed codes will pop up an error

message:
Blood Product Start Hour

Hour must be a value between 0 and 23.

-395 --= Mot Applicable

995 - Mot Detectable
397 --= Unknown

998 —> Mot Palpable
-999 —> Mot Recorded [ Mot Done

Xl

etry | | Cancel | |

Help

Was this information helpful?

- Click Retry to remove the current entry and reenter the value in the range 0-23, or —XXX

code

- Click Cancel to remove the current entry
- Click Help

Form 6 Template Blood Product Worksheet -

A B = D E F G H 1 J K L M N (o] P
1 FORM 6: BLOOD PRODUCTS TRANSFUSION RECORD {Document Version Date: 2012FEB0O4)
2 Study subject 1D |check one: [ s neaimatasonto2vs | | Q) 245 1030 Daypischarge
3 Product Give At What Time Point
4 Location Code Blood Products 1- PreRandomization
5 1 Emergency Department 1 Red Blood Cells (RBC) 7 Platelets Pooled (PIt- P) 2 - Randomized Last Unit Given
6 2 Operating Room 2 Plasma —Fresh Frozen (FFP) 8 Cryoprecipitate {Cryo) 3 - Randomized Last unit Not given
7 3 Interventional Radiology 3 Plasma —Liquid (LP) a9 Autologous Blood (Auto) 4 - Post Randomization
8 4 ICU a4 Plasma - Thawed (TP) 10 Cell saver (Cell) (-997) - Unknown
9 5 Intermediate Level Care 5 Plasma —FP24 (FP24) 11 Other Blood Product (OBL)
10 6 Nursing Unit 6 Platelets Apheresis (Plt- A) Direct Observation / Medical Record
11 7 Other - (specify) 1- Direct Observation
12 Random Aphaeresis Type Specific Cross Matched 2 - Medical Record
13 1 Random 5 Leuko-reduced Random 1-Yes 1-Yes
14 2 Aphaeresis 6 Leuko-reduced Aphaeresis 0-No 0-No **blood product amount given is measured
15 3 Pooled 7 Leuko-reduced Pooled (-995) NA (-995) NA in Units
16 4 Leuko-reduced -995 NA -997 Unknown (-937)Unknown (-997)Unknown
17
Blood
lood Product Direct Product
Blood Blood Blood roduct fStart Observation |Random Type |Cross givenat |CRF
Location Product Product Product tart Hepr Minute [Blood Product |/ Medical ph is |Specifi hed |Unitor Expiration 'what time |Completed
18 | Code (1-7) |Location Other [Code (1-11) |Other Start Date: §0-23) (0-59) Amount Given |Record (1-2) [{1-7) (0-1)  |{o-1) Accession # Date: point (1-4) |By: (Initials)
19
20
21
22
23
24
25
26
27
28
29
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7.Blood Product Start Minute
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Blood Product Start Minute can be a numeric value between 0 and 59, it can also have the following codes:

-995 for Not Applicable

-996 for Not Detectable

-997 for Unknown

-998 for Not Palpable

-999 for Not Recorded/Not Done

Entering a value other outside of the 0-59 or that is not one of the above listed codes will pop up an error

message:
Blood Product Start Minute

=S

Minute must be a value between 0 and 59.

-995 —= Mot Applicable
-996 —> Not Detectable
-297 -z Unknown

-993 --= Mot Palpable

-999 —-= Mot Recorded / Mot Done

Retry | | Cancel | | Help

Was this information helpful?

- Click Retry to remove the current entry and reenter the value in the range 0-59, or —XXX

code

- Click Cancel to remove the current entry

- Click Help

Form 6 Template Blood Product Worksheet -

A B £ D E F G H [} J K L M N o
1 FORM 6: BLOOD PRODUCTS TRANSFUSION RECORD {Document Version Date: 2012FEBO4)
2 Study Subject 1D |check one: @ Tnitial Resuscitation to 24hrs ) 24hrs to 30 Day)Discharge
3 Product Give At What Time Point
4 Location Code Blood Products 1- PreRandomization
5 1 Emergency Department 1 Red Blood Cells (RBC) 7 Platelets Pooled (Plt- P) 2 - Randomized Last Unit Given
6 2 Operating Room 2 Plasma —Fresh Frozen (FFP) 8 Cryoprecipitate (Cryo) 3 - Randomized Last unit Not given
7 3 Interventional Radiclogy 3 Plasma —Liquid (LP) 9 Autologous Blood [Auto) 4 - Post Randomization
8 4 IcU a4 Plasma - Thawed (TP) 10 Cell Saver (Cell) (-997) - Unknown
9 5 Intermediate Level Care 5 Plasma —FP24 (FP24) 11 Other Blood Product (OBL)
10 6 Nursing Unit 6 Platelets Apheresis (Plt- A) Direct Observation / Medical Record
11 7 Other - (specify) 1- Direct Observation
12 Random Aphaeresis Type Specific Cross Matched 2 - Medical Record
13 1 Random 5 Leuko-reduced Random 1-Yes 1-Yes
14 2 Aphaeresis 6 Leuko-reduced Aphaeresis 0-No 0-No **blood product amount given is measured
15 3 Pooled 7 Leuko-reduced Pooled (-995) NA (-995) NA in Units
16 4 Leuko-reduced -995 NA -997 Unknown ({-937)Unknown (-997)Unknown
17
Blood
Blood Product Direct Product
Blood Blood Blood Product  JStart Observation |Randem Type |Cross givenat |CRF
Location Product Product Product Start Hegr Vi lood Product |/ Medical p is |Specifi Unitor Expiration 'what time |Completed
18 Code (1-7) |Location Other [Code (1-11) |Other Start Date: |{0-23) (0-59) Amount Given |Record (1-2) |(1-7) (0-1) |{0-1) Accession # Date: point (1-4) |By: (Initials)
19
20
21
22
23
24
25
26
27
28
29
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8.Blood Product Amount Given

A B £ D E F G H [} J K L M N o P
1 FORM 6: BLOOD PRODUCTS TRANSFUSION RECORD {Document Version Date: 2012FEBO4)
2 Study Subject 1D |check one: @ Tnitial Resuscitation to 24hrs ) 24hrs to 30 Day)Discharge
3 Product Give At What Time Point
4 Location Code Blood Products 1- PreRandomization
5 1 Emergency Department 1 Red Blood Cells (RBC) 7 Platelets Pooled (Plt- P) 2 - Randomized Last Unit Given
6 2 Operating Room 2 Plasma —Fresh Frozen (FFP) 8 Cryoprecipitate (Cryo) 3 - Randomized Last unit Not given
7 3 Interventional Radiclogy 3 Plasma —Liquid (LP) 9 Autologous Blood [Auto) 4 - Post Randomization
8 4 IcU a4 Plasma - Thawed (TP) 10 Cell Saver (Cell) (-997) - Unknown
9 5 Intermediate Level Care 5 Plasma —FP24 (FP24) 11 Other Blood Product (OBL)
10 6 Nursing Unit 6 Platelets Apheresis (Plt- A) Direct Observation / Medical Record
11 7 Other - (specify) 1- Direct Observation
12 Random Aphaeresis Type Specific Cross Matched 2 - Medical Record
13 1 Random 5 Leuko-reduced Random 1-Yes 1-Yes
14 2 Aphaeresis 6 Leuko-reduced Aphaeresis 0-No 0-No **blood product amount given is measured
15 3 Pooled 7 Leuko-reduced Pooled (-995) NA (-995) NA in Units
16 4 Leuko-reduced -995 NA -997 Unknown (-937)Unknown (-997)Unknown
17
Blood
Blood Product Direct Product
Blood Blood Blood Product  |Start Observation |Randoem Type |Cross givenat |CRF
Location Product Product Product Start Heur |Minute §iBlood Product |/ Medical p is |Specifi Unitor Expiration 'what time |Completed
18 Code (1-7) |Location Other [Code (1-11) |Other Start Date: |{0-23) (0-59) Amount Given J§Record (1-2) [(1-7) (0-1)  |{0-1) Accession # Date: point (1-4) |By: (Initials)
19
20
21
22
23
24
25
26
27
28
29

Blood Product Amount Given can be certain values based upon the Blood Product Code:

If Blood Product Code is 10 — Cell Saver, the Blood Product Amount Given can be greater than 1
If Blood Product Code is 2 — Fresh Frozen Plasma(FFP), the Blood Product Amount Given can be 1 unit or 2
units.
1 — 1 unit of Fresh Frozen Plasma (FFP)
2 —1 unit of Jumbo Plasma
*entering a value that is greater than 2 will pop up an error message, when Blood Product Code is 2.
If Blood Product Code is 1,3,4,5,6,7,8, or 9, the Blood Product Amount Given can only be 1, representing one
unit of Blood Product
*entering a value other than 1, will pop up an error message, when Blood Product Code is 1,3,4,5,6,7,8,

or9
Invalid Blood Product &mount |ilh
':8] Invalid Blood Product Amount

| | Cancel | | Help |

Was this information helpful?

- Click Retry to remove the current entry and reenter the value
- Click Cancel to remove the current entry
- Click Help

Form 6 Template Blood Product Worksheet -

134



PROPPR MOO Version 07.17.2013

9. Direct Observation / Medical Record

A B £ D E F G H [} J K L M N o P
1 FORM 6: BLOOD PRODUCTS TRANSFUSION RECORD {Document Version Date: 2012FEBO4)
2 Study Subject 1D |check one: @ Tnitial Resuscitation to 24hrs ‘ ) 24hrs to 30 Day)Discharge
3 Product Give At What Time Point
4 Location Code Blood Products 1- PreRandomization
5 1 Emergency Department 1 Red Blood Cells (RBC) 7 Platelets Pooled (Plt- P) 2 - Randomized Last Unit Given
6 2 Operating Room 2 Plasma —Fresh Frozen (FFP) 8 Cryoprecipitate (Cryo) 3 - Randomized Last unit Not given
7 3 Interventional Radiclogy 3 Plasma —Liquid (LP) 9 Autologous Blood [Auto) 4 - Post Randomization
8 4 IcU a4 Plasma - Thawed (TP) 10 Cell Saver (Cell) (-997) - Unknown
9 5 Intermediate Level Care 5 Plasma —FP24 (FP24) 11 Other Blood Product (OBL)
10 6 Nursing Unit 6 Platelets Apheresis (Plt- A) Direct Observation / Medical Record
11 7 Other - (specify) 1- Direct Observation
12 Random Aphaeresis Type Specific Cross Matched 2 - Medical Record
13 1 Random 5 Leuko-reduced Random 1-Yes 1-Yes
14 2 Aphaeresis 6 Leuko-reduced Aphaeresis 0-No 0-No **blood product amount given is measured
15 3 Pooled 7 Leuko-reduced Pooled (-995) NA (-995) NA in Units
16 4 Leuko-reduced -995 NA -997 Unknown (-937)Unknown (-997)Unknown
17
Blood
Blood Product Direct Product
Blood Blood Blood Product  |Start Observation jRandom Type |Cross givenat |CRF
Location Product Product Product Start Hgur |Minute  |Blood Product |/ Medical p is |Specifi Unitor Expiration 'what time |Completed
18 Code (1-7) |Location Other [Code (1-11) |Other Start Date: |{0-23) (0-59) Amount Given J§Record (1-2) §{1-7) (0-1)  |{0-1) Accession # Date: point (1-4) |By: (Initials)
19
20
21
22
23
24
25
26
27
28
29

Direct Observation / Medical Record can be one of the following values:
1 — Direct Observation
2 — Medical Record

Entering any other value will pop up an error message.

-

Dhirect Observation / Medical Rec @

.  value must be between 1and 2.
'.8_' 1 - Direct Observation
— 2 - Medical Record

Retry | | Cancel | | Help

Was this information helpful?

- Click Retry to remove the current entry and reenter the value
- Click Cancel to remove the current entry
- Click Help

Form 6 Template Blood Product Worksheet -
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10. Random Aphaeresis

A B £ D E F G H [} J K L M N o P
1 FORM 6: BLOOD PRODUCTS TRANSFUSION RECORD {Document Version Date: 2012FEBO4)
2 Study Subject 1D |check one: @ Tnitial Resuscitation to 24hrs ‘ ) 24hrs to 30 Day)Discharge
3 Product Give At What Time Point
4 Location Code Blood Products 1- PreRandomization
5 1 Emergency Department 1 Red Blood Cells (RBC) 7 Platelets Pooled (Plt- P) 2 - Randomized Last Unit Given
6 2 Operating Room 2 Plasma —Fresh Frozen (FFP) 8 Cryoprecipitate (Cryo) 3 - Randomized Last unit Not given
7 3 Interventional Radiclogy 3 Plasma —Liquid (LP) 9 Autologous Blood [Auto) 4 - Post Randomization
8 4 IcU a4 Plasma - Thawed (TP) 10 Cell Saver (Cell) (-997) - Unknown
9 5 Intermediate Level Care 5 Plasma —FP24 (FP24) 11 Other Blood Product (OBL)
10 6 Nursing Unit 6 Platelets Apheresis (Plt- A) Direct Observation / Medical Record
1 7 Other - ww) 1- Direct Observation
1 Random Aphaeresis || Type Specific Cross Matched 2 - Medical Record
1 1 Random 5 Leuko-reduced Random Il 1-Yes 1-Yes
1 2 Aphaeresis 6 Leuko-reduced Aphaeresis Il 0-No 0-No **blood product amount given is measured
13 3 Poaled 7 Leuko-reduced Poaled | (-995) NA (-995) NA in Units
1 4 Leuko-reduced -995 NA -997 Unknown|| (-937)Unknown (-997)Unknown
ak
Blood
Blood Product Direct Product
Blood Blood Blood Product  |Start Observation jRandom Type |Cross givenat |CRF
Location Product Product Product Start Hgur |Minute  |Blood Product [ Medical p isfl Specifi Unitor Expiration 'what time |Completed
18 Code (1-7) |Location Other [Code (1-11) |Other Start Date: |{0-23) (0-59) Amount Given |Record (1-2) §{1-7) (0-1) [{o-1) Accession # Date: point (1-4) |By: (Initials)
19
20
21
22
23
24
25
26
27
28
29

Random Aphaeresis can be a value between 1 and 7 or one of the following codes:
-995 for Not Applicable
-997 for unknown

entering any other value will pop up an error message:

Random Aphaeresis @

Py, Value must be between 1and 7.
-595 — > Mot Applicable
-997 —= Unknown

Retry 4 I Cancel I I Help

Was this information helpful?

- Click Retry to remove the current entry and reenter the value
- Click Cancel to remove the current entry
- Click Help

Form 6 Template Blood Product Worksheet -
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11. Type Specific

A E F G H [} J K L M N o P
1 FORM 6: BLOOD PRODUCTS TRANSFUSION RECORD {Document Version Date: 2012FEBO4)
2 Study Subject 1D |check one: @ Tnitial Resuscitation to 24hrs ‘ ) 24hrs to 30 Day)Discharge
3 Product Give At What Time Point
4 Location Code Blood Products 1- PreRandomization
5 1 Emergency Department 1 Red Blood Cells (RBC) 7 Platelets Pooled (Plt- P) 2 - Randomized Last Unit Given
6 2 Operating Room 2 Plasma —Fresh Frozen (FFP) 8 Cryoprecipitate (Cryo) 3 - Randomized Last unit Not given
7 3 Interventional Radiclogy 3 Plasma —Liquid (LP) 9 Autologous Blood [Auto) 4 - Post Randomization
8 4 IcU a4 Plasma - Thawed (TP) 10 Cell Saver (Cell) (-997) - Unknown
9 5 Intermediate Level Care 5 Plasma —FP24 (FP24) 11 Other Blood Product (OBL)
10 6 Nursing Unit 6 Platelets Apheresis (Plt- A) Direct Observation / Medical Record
11 7 Other - (specify) 1- Direct Observation
12 Random Aphaeresis Type Specific Cross Matched 2 - Medical Record
13 1 Random 5 Leuko-reduced Random 1-Yes 1-Yes
14 2 Aphaeresis 6 Leuko-reduced Aphaeresis 0-No 0-No **blood product amount given is measured
15 3 Pooled 7 Leuko-reduced Pooled (-995) NA (-995) NA in Units
16 4 Leuko-reduced -995 NA -997 Unknown L -997)Unknown (-997)Unknown
17
Blood
Blood Product Direct Product
Blood Blood Blood Product  |Start Observation |Randoem Type JCross givenat |CRF
Location Product Product Product Start Hgur |Minute  |Blood Product [ Medical p isf| Specifi Unitor Expiration 'what time |Completed
18 Code (1-7) |Location Other [Code (1-11) |Other Start Date: |{0-23) (0-59) Amount Given |Record (1-2) |(1-7) (0-1) j§(o-1) Accession # Date: point (1-4) |By: (Initials)
19
20
21
22
23
24
25
26
27
28
29

Type Specific can be one of the following values:
1-Yes
2-No
-995 — Not Applicable
-997 — unknown
entering any other value will pop up an error message

Type Specific @

Value must be;
— 1-Yes
0 -Mo

-935 —-= Mot Applicable
-397 --> Unknown

Retry | I Cancel I I Help I

Was this information helpful?

- Click Retry to remove the current entry and reenter the value
- Click Cancel to remove the current entry
- Click Help

Form 6 Template Blood Product Worksheet -
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12. Cross Matched

A B £ D E F G H [} J K L M N o P
1 FORM 6: BLOOD PRODUCTS TRANSFUSION RECORD {Document Version Date: 2012FEBO4)
2 Study Subject 1D |check one: @ Tnitial Resuscitation to 24hrs ‘ ) 24hrs to 30 Day)Discharge
3 Product Give At What Time Point
4 Location Code Blood Products 1- PreRandomization
5 1 Emergency Department 1 Red Blood Cells (RBC) 7 Platelets Pooled (Plt- P) 2 - Randomized Last Unit Given
6 2 Operating Room 2 Plasma —Fresh Frozen (FFP) 8 Cryoprecipitate (Cryo) 3 - Randomized Last unit Not given
7 3 Interventional Radiclogy 3 Plasma —Liquid (LP) 9 Autologous Blood [Auto) 4 - Post Randomization
8 4 IcU a4 Plasma - Thawed (TP) 10 Cell Saver (Cell) (-997) - Unknown
9 5 Intermediate Level Care 5 Plasma —FP24 (FP24) 11 Other Blood Product (OBL)
10 6 Nursing Unit 6 Platelets Apheresis (Plt- A) Direct Observation / Medical Record
11 7 Other - (specify) 1- Direct Observation
12 Random Aphaeresis Type Specific Cross Matched 2 - Medical Record
13 1 Random 5 Leuko-reduced Random 1-Yes - Yes
14 2 Aphaeresis 6 Leuko-reduced Aphaeresis 0-No -No **blood product amount given is measured
15 3 Pooled 7 Leuko-reduced Pooled (-995) NA -995) NA in Units
16 4 Leuko-reduced -995 NA -997 Unknown (-937)Unknown -997)Unknown
17
Blood
Blood Product Direct Product
Blood Blood Blood Product  |Start Observation |Randoem Type J|Cross givenat |CRF
Location Product Product Product Start Hgur |Minute  |Blood Product [ Medical p is |Speci Unitor Expiration 'what time |Completed
18 Code (1-7) |Location Other [Code (1-11) |Other Start Date: |{0-23) (0-59) Amount Given |Record (1-2) [(1-7) (0-1) Qj(0-1) Accession # Date: point (1-4) |By: (Initials)
19
20
21
22
23
24
25
26
27
28
29

Cross Matched can be one of the following values:
1-Yes
2-No
-995 — Not Applicable
-997 — unknown
entering any other value will pop up an error message

Cross Matched @

Value must be:
1-Yes
0 -Mo

-395 --= Mot Applicable
997 --= Unknown

Retry | l Cancel I l Help J

Was this information helpful?

- Click Retry to remove the current entry and reenter the value
- Click Cancel to remove the current entry
- Click Help

Form 6 Template Blood Product Worksheet -
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Unit or Accession Number
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ADD NOTES

Form 6 Template Blood Product Worksheet -

A B £ D E F G H [} J K L M N o P
1 FORM 6: BLOOD PRODUCTS TRANSFUSION RECORD {Document Version Date: 2012FEBO4)
2 Study Subject 1D |check one: ‘ @ Tnitial Resuscitation to 24hrs ‘ ‘O 24hrs to 30 Day/Discharge
3 Product Give At What Time Point
4 Location Code Blood Products 1- PreRandomization
5 1 Emergency Department 1 Red Blood Cells (RBC) 7 Platelets Pooled (Plt- P) 2 - Randomized Last Unit Given
6 2 Operating Room 2 Plasma —Fresh Frozen (FFP) 8 Cryoprecipitate (Cryo) 3 - Randomized Last unit Not given
7 3 Interventional Radiclogy 3 Plasma —Liquid (LP) 9 Autologous Blood [Auto) 4 - Post Randomization
8 4 IcU a4 Plasma - Thawed (TP) 10 Cell Saver (Cell) (-997) - Unknown
9 5 Intermediate Level Care 5 Plasma —FP24 (FP24) 11 Other Blood Product (OBL)
10 6 Nursing Unit 6 Platelets Apheresis (Plt- A) Direct Observation / Medical Record
11 7 Other - (specify) 1- Direct Observation
12 Random Aphaeresis Type Specific Cross Matched 2 - Medical Record
13 1 Random 5 Leuko-reduced Random 1-Yes 1-Yes
14 2 Aphaeresis 6 Leuko-reduced Aphaeresis 0-No 0-No **blood product amount given is measured
15 3 Pooled 7 Leuko-reduced Pooled (-995) NA (-995) NA in Units
16 4 Leuko-reduced -995 NA -997 Unknown (-937)Unknown (-997)Unknown
17
Blood
Blood Product Direct Product
Blood Blood Blood Product  |Start Observation |Randoem Type |Cross givenat |CRF
Location Product Product Product Start Hgur |Minute  |Blood Product [ Medical p Specifi Unitor piration 'what time |Completed
18 Code (1-7) |Location Other [Code (1-11) |Other Start Date: |{0-23) (0-59) Amount Given |Record (1-2) [(1-7) (0-1)  |{0-1) Accession # te: point (1-4) |By: (Initials)
19
20
21
22
23
24
25
26
27
28
29
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Expiration Date

PROPPR MOO Version 07.17.2013

Expiration Date must be in the following format: dd-mmm-yyyy

Entering a date will automatically be formatted to dd-mmm-yyyy format.

Form 6 Template Blood Product Worksheet -

A B £ D E F G H [} J K L M N o P
1 FORM 6: BLOOD PRODUCTS TRANSFUSION RECORD {Document Version Date: 2012FEBO4)
2 Study Subject 1D |check one: ‘ @ Tnitial Resuscitation to 24hrs ‘ ‘O 24hrs to 30 Day/Discharge
3 Product Give At What Time Point
4 Location Code Blood Products 1- PreRandomization
5 1 Emergency Department 1 Red Blood Cells (RBC) 7 Platelets Pooled (Plt- P) 2 - Randomized Last Unit Given
6 2 Operating Room 2 Plasma —Fresh Frozen (FFP) 8 Cryoprecipitate (Cryo) 3 - Randomized Last unit Not given
7 3 Interventional Radiclogy 3 Plasma —Liquid (LP) 9 Autologous Blood [Auto) 4 - Post Randomization
8 4 IcU a4 Plasma - Thawed (TP) 10 Cell Saver (Cell) (-997) - Unknown
9 5 Intermediate Level Care 5 Plasma —FP24 (FP24) 11 Other Blood Product (OBL)
10 6 Nursing Unit 6 Platelets Apheresis (Plt- A) Direct Observation / Medical Record
11 7 Other - (specify) 1- Direct Observation
12 Random Aphaeresis Type Specific Cross Matched 2 - Medical Record
13 1 Random 5 Leuko-reduced Random 1-Yes 1-Yes
14 2 Aphaeresis 6 Leuko-reduced Aphaeresis 0-No 0-No **blood product amount given is measured
15 3 Pooled 7 Leuko-reduced Pooled (-995) NA (-995) NA in Units
16 4 Leuko-reduced -995 NA -997 Unknown (-937)Unknown (-997)Unknown
17
Blood
Blood Product Direct Product
Blood Blood Blood Product  |Start Observation |Randoem Type |Cross givenat  |CRF
Location Product Product Product Start Hgur |Minute  |Blood Product [ Medical p Specifi Unitor Expiration 'what time |Completed
18 Code (1-7) |Location Other [Code (1-11) |Other Start Date: |{0-23) (0-59) Amount Given |Record (1-2) [(1-7) (0-1)  |{0-1) Accession # Date: Jpoint (1-4) [By: (Initials)
19
20
21
22
23
24
25
26
27
28
29
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15. Product given at what time point

Product given at what time point can be only be one of the following values:

1 for PreRandomization

2 for Randomized Last Unit Given

3 for Randomized Last unit Not given
4 for Post Randomization

-997 for Unknown

Entering any other value will pop up an error message.

-

Product Given at What Time Point @

Value must be one of the following:
. 1 - PreRandomization
I-Q-I 2 - Randomized Last Unit Given
| ' 3 -Randomized Last Unit Mot Given
4 - Post Randomization
-997 - Mot Moted [ Unknown

. Refry 4 | Cancel | | Help

Was this information helpful?

- Click Retry to remove the current entry and reenter the value
- Click Cancel to remove the current entry
- Click Help

Form 6 Template Blood Product Worksheet -

A B £ D E F G H [} J K L M N o P
1 FORM 6: BLOOD PRODUCTS TRANSFUSION RECORD {Document Version Date: 2012FEBO4)
2 Study Subject 1D |check one: @ Tnitial Resuscitation to 24hrs ) 24hrs to 30 Day)Discharge
3 Product Give At What Time Point
4 Location Code Blood Products 1- PreRandomization
5 1 Emergency Department 1 Red Blood Cells (RBC) 7 Platelets Pooled (Plt- P) 2 - Randomized Last Unit Given
6 2 Operating Room 2 Plasma —Fresh Frozen (FFP) 8 Cryoprecipitate (Cryo) 3 - Randomized Last unit Not given
7 3 Interventional Radiclogy 3 Plasma —Liquid (LP) 9 Autologous Blood [Auto) 4 - Post Randomization
8 4 IcU a4 Plasma - Thawed (TP) 10 Cell Saver (Cell) (-997) - Unknown
9 5 Intermediate Level Care 5 Plasma —FP24 (FP24) 11 Other Blood Product (OBL)
10 6 Nursing Unit 6 Platelets Apheresis (Plt- A) Direct Observation / Medical Record
11 7 Other - (specify) 1- Direct Observation
12 Random Aphaeresis Type Specific Cross Matched 2 - Medical Record
13 1 Random 5 Leuko-reduced Random 1-Yes 1-Yes
14 2 Aphaeresis 6 Leuko-reduced Aphaeresis 0-No 0-No **blood product amount given is measured
15 3 Pooled 7 Leuko-reduced Pooled (-995) NA (-995) NA in Units
16 4 Leuko-reduced -995 NA -997 Unknown ({-937)Unknown (-997)Unknown
17
Blood
Blood Product Direct Product
Blood Blood Blood Product  |Start Observation |Randem Type |Cross givenat JCRF
Location Product Product Product Start Hgur |Minute  |Blood Product [ Medical p is |Specifi Unitor Expiration 'what time JCompleted
18 Code (1-7) |Location Other [Code (1-11) |Other Start Date: |{0-23) (0-59) Amount Given |Record (1-2) [(1-7) (0-1) |{0-1) Accession # Date: oint (1-4)8By: (Initials)
19
20
21
22
23
24
25
26
27
28
29
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16. CRF Completed By

A B c D E F G H 1 ] K L M N o P
1 FORM 6: BLOOD PRODUCTS TRANSFUSION RECORD (Document Version Date: 2012FEB04)
2 Study Subject 1D |check one: ‘ @ Inital Resusctation to 2%rs ‘ ‘O 24rs to 30 Day/Discharge
3 Product Give At What Time Point
4 Location Code Blood Products 1- PreRandomization
5 1 Emergency Department 1 Red Blood Cells (RBC) 7 Platelets Pooled (PIt- P) 2 - Randomized Last Unit Given
6 2 Operating Room 2 Plasma —Fresh Frozen (FFP) 8 Cryoprecipitate (Cryo) 3 - Randomized Last unit Not given
7 3 Interventional Radiology 3 Plasma —Liguid (LP) 9 Autologous Blood (Auto) 4 - Post Randomization
8 4 ICU a4 Plasma - Thawed (TP) 10 Cell saver (Cell) (-997) - Unknown
9 5 Intermediate Level Care 5 Plasma —FP24 (FP24) 11 Other Blood Product (OBL)
10 6 Nursing Unit 6 Platelets Apheresis (Plt - A) Direct Observation / Medical Record
11 7 Other - (specify) 1- Direct Observation
12 Random Aphaeresis Type Specific Cross Matched 2 - Medical Record
13 1 Random 5 Leuko-reduced Random 1-Yes 1-Yes
14 2 Aphaeresis 6 Leuko-reduced Aphaeresis 0-No 0-No **blood product amount given is measured
15 3 Pooled 7 Leuko-reduced Pooled (-995) NA (-995) NA in Units
16 4 Leuko-reduced -995 NA -997 Unknown {-997)Unknown (-997)Unknown
17
Blood
Blood Product Direct Product
Blood Blood Blood Product  |Start Observation |Random Type |Cross givenat JCRF
Location Product Product Product Start Hesr |Minute  |Blood Product [ Medical Aphaeresis |Specific|Matched |Unitor Expiration 'what time JCompleted
18 | Code (1-7) |Location Other |Code (1-11) |Other Start Date: |{0-23) (0-59) Amount Given |Record (1-2) |(1-7) (0-1) |{o-1) A ion # Date: point (1-4) By: (Initials]
15
20
21
22
23
24
25
26
27
28
29

CRF Completed By, enter the initials of the person that completed the CRF.

Form 6 Template Blood Product Worksheet -
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Form 6 — IV Fluids Worksheet

A B & D E F G H 1 1
1 FORM 6: IV FLUIDS TRANSFUSION RECORD (Document Version Date: 2012FEB04)
2| Study Subject ID:| |
3 IV Fluid Code
4 Location Code Colloids Crystalloids
5 1 Emergency Department 1 Albumin (Alb) B Hypertonic Solution [Ht)
B 2 Operating Room 2 Hextend (Hex) 7 Lactated Ringers (LR)
7 3 Interventional Radiclogy 3 Hespan (Hes) 8 Manitol [MN)
8 4 1CU 4 THAM Solution (THAM) E] Mormal Saline [NS)
9 5 Intermediate Level Care 5 Voluven (Vol) 10 Mormosol (Norm)
10 B MNursing Unit 11 Plasma-Lyte (PL)
11 7 Other - (specify) 12 Other Colloid or Crystalloid (OCL) or (0CY)
12 Direct Observation / Medical Record
13 1- Direct Observation **1y Fluid amount given is measured
14 2 - Medical Record inml.
15
v IV Start |1V Fluid CRF
Location |1V Location|IV Fluid Code |1V Fluid IV Start Minute |Amount Direct Observation/ |Completed
16 Code (1-7) |Other (1-12) Other IV Start Date|Hour {0-23) |(0-59) Given Medical Record (1-2) |By: (Initials)

17 |

13
19
20
21
22
23
24
25
26
27
28
29
30

21

Enter the Study Subject ID (must match the Study Subject ID from the Blood Products worksheet)

There are up to 10 items to complete for each IV Fluid record. Data entry begins on row 17.

Form 6 Template — IV Fluid Worksheet
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1.1V Location Code

PROPPR MOO Version 07.17.2013

A B = D E F G H 1 ]
1 FORM 6: |V FLUIDS TRANSFUS'ON RECORD (Document Version Date: 2012FEB04)
2 study Subject ID:| |
3 IV Fluid Code
4 Location Code Colloids Crystalloids
5 1 Emergency Department 1 Albumin (Alb) B Hypertonic Solution [Ht)
6 2 Operating Room 2 Hextend (Hex) 7 Lactated Ringers (LR)
7 3 Interventional Radiology 3 Hespan (Hes) 8 Manital [MN)
8 4 1CU 4 THAM Solution {THAM) L] Mormal Saline [NS)
9 5 Intermediate Level Care 5 Voluven (Vol) 10 Mormosol (Norm)
14 6 Mursing Unit 11 Plasma-Lyte (PL)
11 7 Other - (specify) 12 Other Colloid or Crystalloid [OCL) or [OCY)
12 Direct Observation / Medical Record
13 1- Direct Observation **V Fluid amount given is measured
14 2 - Medical Record inml.
15
v IV Start  (IV Fluid CRF
Location IV Location|(IV Fluid Code  (IV Fluid IV Start Minute |Amount Direct Observation / |Completed
Other (1-12) Other IV Start Date|Hour (0-23) |{0-59) Given Medical Record (1-2) |By: (Initials)
L
18
19
20
21
22
23
24
25

IV Location Code can be a value between 1 and 7, entering any other value will pop up an error message

i

IV Location Code

l:e] Location Code must be a value between 1and 7

-

[l

. Retry | I Cancel I

I Help

Was this information helpful?

- Click Retry to remove the current entry and reenter the value

- Click Cancel to remove the current entry

- Click Help

Form 6 Template — IV Fluid Worksheet
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2.1V Location Other

A B = D E F G H 1 ]
1 FORM 6: |V FLUIDS TRANSFUS'ON RECORD (Document Version Date: 2012FEB04)
2 study Subject ID:| |
3 IV Fluid Code
4 Location Code Colloids Crystalloids
5 1 Emergency Department 1 Albumin (Alb) B Hypertonic Solution [Ht)
6 2 Operating Room 2 Hextend (Hex) 7 Lactated Ringers (LR)
7 3 Interventional Radiology 3 Hespan (Hes) 8 Manital [MN)
8 4 1CU 4 THAM Solution {THAM) L] Mormal Saline [NS)
9 5 Intermediate Level Care 5 Voluven (Vol) 10 Mormosol (Norm)
1 LNursing Unit 11 Plasma-Lyte (PL)
11 7 Other - (specify) Il 12 Other Colloid or Crystalloid [OCL) or [OCY)
12 Direct Observation / Medical Record
13 1- Direct Observation **V Fluid amount given is measured
14 2 - Medical Record inml.
15
v IV Start  (IV Fluid CRF
Location JIV LocationQV Fluid Code  (IV Fluid IV Start Minute |Amount Direct Observation / |Completed
16 Code {1—?L@>r 1-12) Other IV Start Date|Hour (0-23) |{0-59) Given Medical Record (1-2) |By: (Initials)
17 1
18
19
20
21
22
23
24
25

IV Location Other can only be filled out when the IV Location Code is 7, entering the IV Location Other when IV
Location Code is any value other than 7, will pop up an error message.

P ~

Location Code @

':0:' Can only r{kgr IV Location Other when Location Code is 7

Was this information helpful?

- Click Retry to remove the current entry and reenter the value
- Click Cancel to remove the current entry
- Click Help

Form 6 Template — IV Fluid Worksheet
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3.1V Fluid Code
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H 1

FORM 6: |V FLUIDS TRANSFUS'ON RECORD (Document Version Date: 2012FEB04)
study Subject ID:| |
IV Fluid Code
Location Code Colloids Crystalloids
1 Emergency Department 1 Albumin (Alb) B Hypertonic Solution [Ht)
2 Operating Room 2 Hextend (Hex) 7 Lactated Ringers (LR)
3 Interventional Radiology 3 Hespan (Hes) 8 Manital [MN)
4 1CU 4 THAM Solution {THAM) L] Mormal Saline [NS)
5 Intermediate Level Care 5 Voluven (Vol) 10 Mormosol (Norm)
6 Mursing Unit 11 Plasma-Lyte (PL)
7 Other - (specify) i
Direct Observation / Medical Record
1- Direct Observation **V Fluid amount given is measured
2 - Medical Record inml.
v IV Start  (IV Fluid CRF
Location |IV LocationQV Fluid Code IV Fluid IV Start Minute |Amount Direct Observation / |Completed
Code (1-7)|Other .I.I.z)_l(}ther IV Start Date|Hour (0-23) |{0-59) Given Medical Record (1-2) |By: (Initials)

17

13
19
20
21
22
23
24
25

IV Fluid Code can be any value between 1 and 12, entering any other value will pop up an error message

I

Fluid Cade

|8l IV Fluid Code m%ﬁe a value between 1and 12

@ b

. Retry | [ Cancel ]

[ Help

Was this information helpful?

- Click Retry to remove the current entry and reenter the value

- Click Cancel to remove the current entry

- Click Help

Form 6 Template — IV Fluid Worksheet
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4.1V Fluid Other

A B = D E F G H 1 ]
1 FORM 6: |V FLUIDS TRANSFUS'ON RECORD (Document Version Date: 2012FEB04)
2 study Subject ID:| |
3 IV Fluid Code
4 Location Code Colloids Crystalloids
5 1 Emergency Department 1 Albumin (Alb) B Hypertonic Solution [Ht)
6 2 Operating Room 2 Hextend (Hex) 7 Lactated Ringers (LR)
7 3 Interventional Radiology 3 Hespan (Hes) 8 Manital [MN)
8 4 1CU 4 THAM Solution {THAM) L] Mormal Saline [NS)
9 5 Intermediate Level Care 5 Voluven (Vol) 10 Mormosol (Norm)
10 6 Nursing Unit el LR lasac e (P
11 7 Other - (specify) 12 Other Colloid or Crystalloid [OCL) or [OCY)
12 Direct Observation / Medical Record
13 1- Direct Observation **V Fluid amount given is measured
14 2 - Medical Record inml.
15
v IV Start  (IV Fluid CRF
Location |IV Location(IV Fluid Code JIV Fluid IV Start Minute |Amount Direct Observation / |Completed
16 Code (1-7) |Other (1-12) Other IV Start Date|Hour (0-23) |{0-59) Given Medical Record (1-2) |By: (Initials)
17 1
18
19
20
21
22
23
24
25

IV Fluid Other can only be filled out when IV Fluid Code is 12, entering IV Fluid Other when IV Fluid Code is any
other value will pop up an error message.

IV Fluid Other ==

lol Can only enter IV Fluid Other when IV Fluid Code is 12

-

| ICanr_El I l Help

Was this information helpful?

- Click Retry to remove the current entry and reenter the value
- Click Cancel to remove the current entry
- Click Help

Form 6 Template — IV Fluid Worksheet
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PROPPR MOO Version 07.17.2013

IV Start Date must be in the following format: dd-mmm-yyyy

Entering a date will automatically be formatted to dd-mmm-yyyy format.

Form 6 Template — IV Fluid Worksheet

A B = D E F G H 1 ]
1 FORM 6: |V FLUIDS TRANSFUS'ON RECORD (Document Version Date: 2012FEB04)
2 study Subject ID:| |
3 IV Fluid Code
4 Location Code Colloids Crystalloids
5 1 Emergency Department 1 Albumin (Alb) B Hypertonic Solution [Ht)
6 2 Operating Room 2 Hextend (Hex) 7 Lactated Ringers (LR)
7 3 Interventional Radiology 3 Hespan (Hes) 8 Manital [MN)
8 4 1CU 4 THAM Solution {THAM) L] Mormal Saline [NS)
9 5 Intermediate Level Care 5 Voluven (Vol) 10 Mormosol (Norm)
10 6 Mursing Unit 11 Plasma-Lyte (PL)
11 7 Other - (specify) 12 Other Colloid or Crystalloid [OCL) or [OCY)
12 Direct Observation / Medical Record
13 1- Direct Observation **V Fluid amount given is measured
14 2 - Medical Record inml.
15
v IV Start  (IV Fluid CRF
Location |IV Location|(IV Fluid Code  (IV Fluid IV Start Minute |Amount Direct Observation / |Completed
16 Code (1-7) |Other (1-12) Other Hour (0-23) |{0-59) Given Medical Record (1-2) |By: (Initials)
17 1
18
19
20
21
22
23
24
25
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6.1V Start Hour
A B = D E F G H 1 ]
1 FORM 6: |V FLUIDS TRANSFUS'ON RECORD (Document Version Date: 2012FEB04)
2 study Subject ID:| |
3 IV Fluid Code
4 Location Code Colloids Crystalloids
5 1 Emergency Department 1 Albumin (Alb) B Hypertonic Solution [Ht)
6 2 Operating Room 2 Hextend (Hex) 7 Lactated Ringers (LR)
7 3 Interventional Radiology 3 Hespan (Hes) 8 Manital [MN)
8 4 1CU 4 THAM Solution {THAM) L] Mormal Saline [NS)
9 5 Intermediate Level Care 5 Voluven (Vol) 10 Mormosol (Norm)
10 6 Mursing Unit 11 Plasma-Lyte (PL)
11 7 Other - (specify) 12 Other Colloid or Crystalloid [OCL) or [OCY)
12 Direct Observation / Medical Record
13 1- Direct Observation **V Fluid amount given is measured
14 2 - Medical Record inml.
15
v IV Start  (IV Fluid CRF
Location |IV Location|(IV Fluid Code  (IV Fluid IV Start Minute |Amount Direct Observation / |Completed
16 Code (1-7) |Other (1-12) Other IV Start Date{Hour (0-23] § (0-59) Given Medical Record (1-2) |By: (Initials)
17
18
19
20
21
22
23
24
25

IV Start Hour can be a numeric value between 0 and 23, it can also have the following codes:
-995 for Not Applicable
-996 for Not Detectable
-997 for Unknown

-998 for Not Palpable
-999 for Not Recorded/Not Done
Entering a value other outside of the 0-23 or that is not one of the above listed codes will pop up an error

message:

IV Start Hour

(3]

Hour must be a value between 0 and 23,
-995 —= Mot Applicable
-295 —=> Mot Detectable
-997 —-= Unknown

-998 --= Mot Palpable

-999 = Mot Recorded / Mot e

Was this information helpful?

- Click Retry to remove the current entry and reenter the value in the range 0-23, or —XXX

code

- Click Cancel to remove the current entry

- Click Help

Form 6 Template — IV Fluid Worksheet
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7.1V Sta

rt Minute

PROPPR MOO Version 07.17.2013

A B = D E F G H 1 ]
1 FORM 6: |V FLUIDS TRANSFUS'ON RECORD (Document Version Date: 2012FEB04)
2 study Subject ID:| |
3 IV Fluid Code
4 Location Code Colloids Crystalloids
5 1 Emergency Department 1 Albumin (Alb) B Hypertonic Solution [Ht)
6 2 Operating Room 2 Hextend (Hex) 7 Lactated Ringers (LR)
7 3 Interventional Radiology 3 Hespan (Hes) 8 Manital [MN)
8 4 1CU 4 THAM Solution {THAM) L] Mormal Saline [NS)
9 5 Intermediate Level Care 5 Voluven (Vol) 10 Mormosol (Norm)
10 6 Mursing Unit 11 Plasma-Lyte (PL)
11 7 Other - (specify) 12 Other Colloid or Crystalloid [OCL) or [OCY)
12 Direct Observation / Medical Record
13 1- Direct Observation **V Fluid amount given is measured
14 2 - Medical Record inml.
15
v IV Start  JIV Fluid CRF
Location |IV Location|(IV Fluid Code  (IV Fluid IV Start Minute mount Direct Observation / |Completed
16 Code (1-7) |Other (1-12) Other IV Start Date|Hour (0-23) {[0-59) Given Medical Record (1-2) |By: (Initials)

17
13
19
20
21
22
23
24
25

IV Start Minute can be a numeric value between 0 and 59, it can also have the following codes:
-995 for Not Applicable
-996 for Not Detectable
-997 for Unknown

-998 for Not Palpable
-999 for Not Recorded/Not Done
Entering a value other outside of the 0-59 or that is not one of the above listed codes will pop up an error

message:

IV Start Minute

Minute must be value between 0 and 59,

-395 --= Mot Applicable
996 —> Not Detectable
997 --= Unknown

-393 --> Mot Palpable

999 —=> Not Recorded [ Mot Done

-

==

Help

Was this information help

- Click Retry to remove the current entry and reenter the value in the range 0-59, or —XXX

code

- Click Cancel to remove the current entry

- Click Help

Form 6 Template — IV Fluid Worksheet

150



8.1V Fluid Amount Given
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IV Fluid Amount Given is measured in ml. Can enter any numeric value.

Form 6 Template — IV Fluid Worksheet

A B = D E F G H 1 ]
1 FORM 6: |V FLUIDS TRANSFUS'ON RECORD (Document Version Date: 2012FEB04)
2 study Subject ID:| |
3 IV Fluid Code
4 Location Code Colloids Crystalloids
5 1 Emergency Department 1 Albumin (Alb) B Hypertonic Solution [Ht)
6 2 Operating Room 2 Hextend (Hex) 7 Lactated Ringers (LR)
7 3 Interventional Radiology 3 Hespan (Hes) 8 Manital [MN)
8 4 1CU 4 THAM Solution {THAM) L] Mormal Saline [NS)
9 5 Intermediate Level Care 5 Voluven (Vol) 10 Mormosol (Norm)
10 6 Mursing Unit 11 Plasma-Lyte (PL)
11 7 Other - (specify) 12 Other Colloid or Crystalloid [OCL) or [OCY)
12 Direct Observation / Medical Record
13 1- Direct Observation **V Fluid amount given is measured
14 2 - Medical Record inml.
15
v IV Start IV Fluid CRF
Location |IV Location|(IV Fluid Code  (IV Fluid IV Start Minute JAmount Direct Observation / |Completed
16 Code (1-7) |Other (1-12) Other IV Start Date|Hour (0-23) |{0-59) Given Medical Record (1-2) |By: (Initials)
17 1
18
19
20
21
22
23
24
25
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9. Direct Observation / Medical Record
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Direct Observation / Medical Record can be one of the following values:
1 - Direct Observation
2 — Medical Record

Entering any other value will pop up an error message.

i o)

Direct Observation / Medical Rec @

value must be between 1 and 2.

o
"M 3. Medical Record

1 - Direct Observation

| | Cancel | | Help

Was this information helpful?

- Click Retry to remove the current entry and reenter the value
- Click Cancel to remove the current entry
- Click Help

Form 6 Template — IV Fluid Worksheet

A B = D E F G H 1 ]
1 FORM 6: |V FLUIDS TRANSFUS'ON RECORD (Document Version Date: 2012FEB04)
2 study Subject ID:| |
3 IV Fluid Code
4 Location Code Colloids Crystalloids
5 1 Emergency Department 1 Albumin (Alb) B Hypertonic Solution [Ht)
6 2 Operating Room 2 Hextend (Hex) 7 Lactated Ringers (LR)
7 3 Interventional Radiology 3 Hespan (Hes) 8 Manital [MN)
8 4 1CU 4 THAM Solution {THAM) L] Mormal Saline [NS)
9 5 Intermediate Level Care 5 Voluven (Vol) 10 Mormosol (Norm)
10 6 Mursing Unit 11 Plasma-Lyte (PL)
11 7 Other - (specify) 12 Other Colloid or Crystalloid [OCL) or [OCY)
12 Direct Observation / Medical Record
13 1- Direct Observation **V Fluid amount given is measured
11 2-Medical Berord inml.
15
v IV Start  (IV Fluid CRF
Location |IV Location|(IV Fluid Code  (IV Fluid IV Start Minute |Amount Direct Observation / |Completed
16 Code (1-7) |Other (1-12) Other IV Start Date|Hour (0-23) |{0-59) Given Medical Record (1-2) _JBy: (Initials) |
17 1
18
19
20
21
22
23
24
25
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10. CRF Completed By

PROPPR MOO Version 07.17.2013

CRF Completed By, enter the initials of the person that completed the CRF.

Form 6 Template — IV Fluid Worksheet

A B = D E F G H 1 ]
1 FORM 6: |V FLUIDS TRANSFUS'ON RECORD (Document Version Date: 2012FEB04)
2 study Subject ID:| |
3 IV Fluid Code
4 Location Code Colloids Crystalloids
5 1 Emergency Department 1 Albumin (Alb) B Hypertonic Solution [Ht)
6 2 Operating Room 2 Hextend (Hex) 7 Lactated Ringers (LR)
7 3 Interventional Radiology 3 Hespan (Hes) 8 Manital [MN)
8 4 1CU 4 THAM Solution {THAM) L] Mormal Saline [NS)
9 5 Intermediate Level Care 5 Voluven (Vol) 10 Mormosol (Norm)
10 6 Mursing Unit 11 Plasma-Lyte (PL)
11 7 Other - (specify) 12 Other Colloid or Crystalloid [OCL) or [OCY)
12 Direct Observation / Medical Record
13 1- Direct Observation **V Fluid amount given is measured
14 2 - Medical Record inml.
15
v IV Start  (IV Fluid CRF
Location |IV Location|(IV Fluid Code  (IV Fluid IV Start Minute |Amount Direct Observation / | Completed
16 Code (1-7) |Other (1-12) Other IV Start Date|Hour (0-23) |{0-59) Given Medical Record (1-2) ||By: {Initials
17 1
18
19
20
21
22
23
24
25
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PROPPR MOO Version 07.17.2013

Section 7.4 Instructions for Completing CRF Form # 8:
Life Saving Interventions

Complete for all randomized subjects. Use thisform to record lifesaving interventions (if applicable), from
ED arrival through day 30 of hospitalization.

Record each event using the location and lifesaving intervention codes provided. Record the date and time
in dd/mmm/yy and hh:mm formats.

If “other” is salected, record the information on form # 22.

Use the following codes to record unknown/missing data val ues:
NR = Not Recorded/Not Done NA = Not Applicable NK = Unknown

Source Documents. Hospital Medical Record.
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CONFIDENTI

CRF Version Date: 2013 MAR 01

~~~~~ Study ID #

AL

PROPPR MOO Version 07.17.2013

Completed By:

(Bar Code)

Form 8: Lifesaving Interventions (Print additional pages if needed.)
Check here O if no lifesaving interventions were performed.

Interventions Codes

Cardioversion

CPR

Emergency Laparotomy

Emergency Intubation

Chest Tube Insertion

Trach/Cricothyrotomy

Emergency Thoracotomy

Pericardiocentesis

Other (Specify)

Location Codes (LOCAT) Life Savin
1 Emergency Department 1
2 Operating Room 2
3 Interventional Radiology 3
4 ICU 4
5 Intermediate Level Care 5
6 Nursing Unit 6
7 Other: (Specify) 7
8
9
LOCAT Start Date Start Time | Intervention
Code (dd/mmmlyy) (hh:mm) Code

/ /

/ /

/ /

/ /

/ /

/ /

/ /

/ /

/ /

/ /

/ /

/ /

/ /

/ /

/ /

/ /

Page 11
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Section 7.5 Instructions for Completing CRF Form # 9:
Procoagulant Medications

Complete for all randomized subjects. Use this form to record procoagulant medications given (if
applicable), from ED arrival through day 30 of hospitalization.

Record individua doses using the location and procoagulant medication codes provided. Record the start
date and time in dd/mmm/yy and hh:mm formats.

If “other” is salected, record the information on form # 22.

Use the following codes to record unknown/missing data val ues:
NR = Not Recorded/Not Done NA = Not Applicable NK = Unknown

Source Documents. Hospital Medical Record.
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CONFIDENTIAL

CRF Version Date: 2012JUL25

Study ID #

Completed By:

PROPPR MOO Version 07.17.2013

(Bar Code)

Form 9: Procoagulant Medications (Record individual doses, print additional pages if needed)

Check here O if no procoagulant medications were given.

LOCATION CODE (LOCAT) Document Administration of the Following
1 Emergency Department Medications Using the Codes Below
2 Operating Room 1 | Aminocaproic Acid (Amicar) (g/hr.)

3 Interventional Radiology 2 | Tranexamic Acid (Cyclokapron) (mg/kg/hr.)
4 ICU 3 | Fibrinogen Concentrate (Riastap) (mg/kg/hr.)
5 Intermediate Level Care 4 | Octaplex / Ocplex (in ml.s)
6 Nursing Unit 5 | Prothrombin Complex Concentrate (PCC)
7 Other (Specify) 6 | Recombinant Factor Vlla (rFVlla) (mics/kg)
7 | Factor VI
8 | Vitamin K
9 OTHER Procoagulant (Specify with unit of measure)
Administrati Administrati L
LocAT | “Bma | Mometer | Medication Code | pose given
(dd/mmmiyy) (24hr clock in hh:mm) (If other, Specify)
/ / -
/ / -
/ / -
/ / -
/ / -
/ / -
/ / -
/ / -
/ / -
/ / -
/ / _—
/ / _—
/ / _—
/ / _—
/ / _—

Page 12 158
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Section 7.6 Instructions for Completing CRF Form # 10:
Operating Room Visits

Complete thisform for all randomized subjects. Use the form to record operating room visits (if
applicable), from ED arrival through day 30 of hospitalization.

Record the OR visit date and arrival into OR time in dd/mmm/yy and hh:mm formats. Indicate if the OR
visit was planned or unplanned. An “unplanned” OR visit is defined as an emergent/urgent surgical
procedure, and should also be listed on the AE/SAE form # 18. An OR visit directly from the ED on the
day of admission (obviously unplanned), does not require documentation on the AE/SAE form # 18.

Record the PRIMARY surgical procedure using the codes provided, and any additional surgical procedure
codes, if applicable.

If “other” is selected, record the information on form # 22.

Use the following codes to record unknown/missing data val ues:
NR = Not Recorded/Not Done NA = Not Applicable NK = Unknown

Source Documents. Hospital Medical Record.
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PROPPR MOO Version 07.17.2013

Section 7.7 Instructions for Completing CRF Form # 11:
Interventional Radiology Visits

Complete thisform for al randomized subjects. Record Interventional Radiology visits (if applicable), from
ED arrival through day 30 of hospitalization.

Record the IR visit date and arrival into IR time in dd/mmm/yy and hh:mm formats. Indicate if the IR visit
was planned or unplanned. An “unplanned” IR visit is defined as an emergent/urgent interventional
radiology procedure, and should also be listed on the AE/SAE form # 18. An IR visit directly from the ED
on the day of admission (obviously unplanned), does not require documentation on the AE/SAE form # 18.
Select the IR procedure performed from the list provided. Check all that apply.

If “other” is salected, record the information on form # 22.

Use the following codes to record unknown/missing data val ues:
NR = Not Recorded/Not Done NA = Not Applicable NK = Unknown

Source Documents. Hospital Medical Record.
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Section 7.8 Instructions for Completing CRF Form # 12: Clinical Lab Results

Complete this form for all randomized subjects and screening failures that have a research blood sample
drawn. For randomized subjects, record clinical lab results from ED arrival through the initial 24 hours of
hospitalization. For screening failures, record the results of any clinical labs collected at the same time as
the research blood sample. Data collection is based on the subject’s location during the 1% 24 hours.
Record the 1% available lab results at each location, using the location codes provided.

It’s unlikely that clinical test results collected at one time point will all be reported at the same time point. It
isn’t necessary to create new rows of data based on when the lab results were posted. Clinical lab results can
be recorded on the same row based on the collection time of the sample.

Note: There are no protocol requirements for the clinical labs listed on form #12. We’re capturing only
standard of care lab data, if available.

Select the unit of measure for the lab tests indicated™. If “other” is selected, record the unit of measure in
the space provided.

(mmol/L and mEg/L are equivalent)

(9/dL and gm/dL are equivalent)

Indicate if the sample was from an arterial or venous sample if applicable.

Indicate if the Base lab value is a deficit or excess.

FiO, Percentage can be estimated from the following oxygen delivery devices:

e Nasal cannula at 1L to 6L is 24% to 40%,

e Simple face mask with an oxygen flow rate of 5L to 15L is 28% to 50%,

e Non-rebreather mask with a minimum oxygen flow rate of 10L will deliver of 60% to 80%.

Source Documents: Hospital Medical Record.

The OpenClinica lab data fields will be limited to physiologically possible ranges, based on previous trauma
study results.

Use the following codes to record unknown/missing data values:
NR = Not Recorded/Not Done NA = Not Applicable NK = Unknown

Print additional pages of the form as required.
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Chapter 8 — Anesthesia

Section 8.1 Overview

The anesthesia record should be completed for randomized subjects with OR/IR visits

during the first 24 hours of admission. Data collection is the responsibility of the anesthesia provider.

Section 8.2

Question #1:
Question #2:
Question #3:
Question #4:

Question #5:

Question #6:

Question #7:

Question #8:

Question #9:

Question #10:

Question #11:

Question #12:

Question #13:

Question #14:

Instructions for Completing CRF Form #15: Anesthesia Record
Record the arrival date in dd/mmm/yy format.
Record the arrival time in 24 hour clock hh:mm format.
Select the location of the visit.
Indicate if the subject was intubated before arrival to the OR/IR.

Record the total dose for the pre-operative medications listed, or select none given or
unknown.

Record the total dose of medications for induction/intubation from the list provided,
or select unknown.

Record the total dose of 1V medications given from the list provided during the
OR/IR procedure.

Record the maximum dose in percent for inhalation anesthetics listed during the
OR/IR procedure.

Record the blood pressure, pulse, SaO2 and ET CO2 at incision.
Record the total dose of the medications listed during the OR/IR procedure.

Indicate if the subject was mechanically ventilated. If “no” is selected, skip question
# 9 and proceed to question # 13.

Record the mechanical ventilation mode and initial settings.

Indicate if ABG samples were sent during the OR/IR procedure. If “no” is selected,
stop here.

Record the last ABG results obtained during the OR/IR procedure. Indicate the lab
unit of measure if indicated. If ‘other’ is selected, record the unit of measure in the
space provided.

Note: Study Coordinators will be recording the 1% available ABG results obtained on
arrival to OR/IR on form #12.

Use the following code for unknown data values:

NK= Unknown

NR= Not Recorded/Not Done NA=Not Applicable
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Chapter 9 - 24 hour to 30 day Follow-up Assessments

Section 9.1 Overview

Subject monitoring and data collection will continue until 1) it has been determined that the subject is not eligible
for this trial, 2) the subject or LAR refuses continuation in the trial, 3) the subject has achieved hemostasis, 4) the
subject has expired or 5) 24 hours have elapsed, whichever comes first. Until deemed ineligible, data from
subjects will be collected and reviewed for screening purposes. Data on eligibility will be submitted to the HDCC
to allow a description of screened versus enrolled subjects. For randomized subjects, data will be collected from a
review of the medical records and results of diagnostic studies from admission until discharge or day 30 of the
initial hospitalization.

For the subjects who are in the ICU/IMU setting:
Collect information on a daily basis using CRF Form # 16.

For the subjects who are on the floor (non monitored) setting:
Collect information 2 times a week (recommend Tuesday and Friday)
**The 24 time period is based on a calendar day (i.e. 0000 to 2359)**

Section 9.2 Instructions for Completing CRF Form #16:
24 hour to 30 day follow-up assessments

Complete this form for all randomized subjects. Use form # 16 to record daily assessments on subjects after
the 1% 24hrs through day 30 of hospitalization (if applicable). Collect the information daily for ICU/IMU
subjects & twice weekly thereafter until discharge or end of the study at day 30 of hospitalization. Collect
all data elements from the previous 24 hours. If “highest” and “lowest” values are needed and only one
value is available, enter the value in both data fields. Print a new form for each assessment.

The PROPPR protocol does not require any clinical labs to be ordered. Record lab results for the tests listed,
if available. Site with subjects who have received hypertonic solutions during resuscitation may be
prompted for additional sodium values, if available.

If the subject is intubated and has evidence of mild or moderate hypoxia, the site PI will review CXT/CT
report or film to determine if bilateral infiltrates are present. Mild hypoxia is defined as a PaO2/FiO2 ratio
<300 but > 200 mmHg. Moderate hypoxia is defined as PaO2/FiO2 ratio < 200 mmHg.

The site PI’s interpretation of CXR/CT information for

Question #1: Record the date the data values were obtained using dd/mmm/yy format.
(The date should always be yesterday’s date.)

Question #2: Indicate the subject’s location.

Question #3: Record the highest and lowest values for vital signs and CVP/MAP readings
during the previous 24 hrs. Indicate the unit of measure for temperature.

In the absence of an arterial line, MAP can be calculated according to
this formula: MAP = [(2 x diastolic) +systolic] / 3

Question #4: Use the following key for GCS scoring. Record the total GCS if component
scores are unavailable. For the purpose of GCS, the verbal score should
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be “1” in the presence of an advanced airway.

PROPPR MOO Version 07.17.2013

GCS Scoring Key

No Response

1

No Response / Intubated

No Response

To Pain

Incomprehensible Sounds

Extension (Decerebrate)

To Verbal Command

Inappropriate Words

Flexion — (Decorticate)

Eye
Movement

(E)
BOIN|—

Spontaneous

Verbal (V)

Disoriented, Converses

Flexion — Withdrawals From Pain

2
3
4
5 Localizes Pain

Obeys Commands Appropriately

Oriented, Converses

Motor (M)
[e2]é)] Al —

Question #5:

Question #6:

Question #7:

Question #8

Record the highest and lowest Apache score, if available. Indicate the
Apache scoring system used.

Record lab results for the tests listed if available. Record the highest and
lowest values if available, or enter the same number for both values if only
one test result is available. Select the unit of measure for the lab tests
indicated™. If “Other” is selected, record the unit of measure in the space
provided. Indicate if the Base lab value is a deficit or excess.

FiO, Percentage can be estimated from the following oxygen delivery devices:

e Nasal cannula at 1L to 6L is 24% to 40%,

e Simple face mask with an oxygen flow rate of 5L to 15L is 28% to 50%,

e Non-rebreather mask with a minimum oxygen flow rate of 10L will deliver of
60% to 80%.

Indicate if ALI, ARDS, or pulmonary edema or contusions were suspected
during the previous 24 hr. period. Record the site PI’s assessment of

CXR/CT information for the presence of bilateral infiltrates on intubated
subjects displaying signs of mild or moderate hypoxia. Refer to the PROPPR
Complications document for specific criteria, Section 12.3 of the PROPPR
Manual of Operations. (Glue Grant & CDC complications definitions were used
unless otherwise referenced).

Indicate if the subject was mechanically ventilated during the preceding 24
hrs. Indicate if the subject was chemically paralyzed or received
vasopressors. Paralytic drugs include Pancuronium Bromide, Rocuronium,
Succinylcholine, or Vercuronium. Vasopressors include dobutamine,
norepinephrine, ephedrine and Isoprel.

Record the total urine output for the previous 24 hrs.

Source Documents: Hospital Medical Record.

The OpenClinica lab data fields will be limited to physiologically possible ranges, based on previous trauma

study results.

Use the following codes to record unknown/missing data values:

NA = Not Applicable (e-CRF code -995) ND = Not Detectable (e-CRF code -996)
NK = Unknown (e-CRF code -997) NP = Not Palpable (e-CRF code -998)

NR = Not Recorded/Not Done (e-CRF code -999)
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Study ID #

CONFIDENTIAL
CRF Version Date: 2013 MAR 01

Completed By:

Form 16: 24 Hour to 30 Day Follow-Up Assessments
(Complete daily while subject remains in the ICU/IMU & twice weekly thereafter until discharge or at Day 30 of

hospitalization. Collect all data elements from the previous 24 hours. If a” highest” and “lowest” value is needed and

(Bar Code)

only one value is available, enter the value in both data fields. Print a new form for each assessment.)

Check here O if the subject died within the 1° 24hr’s and/or before reaching the ICU/IMU/Nursing unit and

proceed to the next form.

1. Assessment Date: / /

(dd/mmm/yy)

2. Subject Location: O ICU

O IMU (Monitored Unit)

O Nursing Unit

PROPPR MOO Version 07.17.2013

3. Vital Signs:
Systolic Blood Pressure (mmHg) Highest Reading: Lowest Reading:
Diastolic Blood Pressure (mmHg) Highest Reading: Lowest Reading:
Heart Rate (bpm) Highest Reading: Lowest Reading:
Respiratory Rate Highest Reading: Lowest Reading:
Temperature OF. OC. Highest Reading: Lowest Reading:
CVP (mmHg) Highest Reading: Lowest Reading:
Mean Arterial Pressure (MAP) (mmHg) Highest Reading: Lowest Reading:
4. GCS and APACHE Scores: (Record APACHE score if available)
Glasgow Coma Highest Score | Lowest Score APA_CHE Highest Score | Lowest Score
Eye Movement: (select Scoring System)
Scale
Verbal: O APACHE II
(Record individual -
assessment scores | Motor: 0 APACHE IlI
or the GCS total) GCS Total: [0 APACHE IV
5. Lab Assessments:
pH Highest Reading: Lowest Reading:
FiO2 (for intubated patients) Highest Reading: Lowest Reading:
PaO2 Highest Reading: Lowest Reading:
PaO2/FiOzRatio
Corresponding values from the same time point. : T T
. *Mild hypoxia is defined as a PaO2 / FiO2 ratio <300 but 2200, Highest Reading: Lowest Reading:
Arterial *Moderate hypoxia is defined as a PaOz / FiO2 ratio < 200 mmHg
(B;gjsoeds PaCO:2 Highest Reading: Lowest Reading:
CO2 O mmoll OOmg/L O mEg/L [ Other (specify): Highest Reading: Lowest Reading:
Sa02 % Highest Reading: Lowest Reading:
HCOs Ommoll O mg/L [ Other (specify): Highest Reading: Lowest Reading:
O Deficit [ Excess Highest Reading:
Base (mmoliL) :
O Deficit [ Excess Lowest Reading:

Page 30
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aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa

CONFIDENTIAL
CRF Version Date: 2013 MAR 01

Study ID #

(Bar Code)
Completed By:

Form 16: 24 Hour to 30 Day Follow-Up Assessments (cont.)

5. Lab Assessments: (cont.)

PT (seconds) Highest Reading: Lowest Reading:
. PTT d Highest Reading: L t Reading:
Coagulation (seconds) Ighest Reading owest Reading
INR (seconds) Highest Reading: Lowest Reading:
Fibrinogen O mg/dL O g/L O Other (specify): Highest Reading: Lowest Reading:
Hgb (Select measure) Highest Reading: Lowest Reading:
O mmol/L O g/dL O g/ O Other (specify): ' '
Blood Hematocrit (Hct %) Highest Reading: Lowest Reading:
count | WBC Count (Select measure) , - -
O x 10%uL O x 10%L O x 10% mm® O Other (speciy: | '9est Reading: Lowest Reading:
Platelets (Select measure) , - -
O x 10%L O x 10%L O x 10%mis 1 Other (peciyy: | 197eSt Reading: Lowest Reading:
Sodium (mEg/L) Highest Reading: Lowest Reading:
Potassium (mEg/L) Highest Reading: Lowest Reading:
Chloride (mEg/L) Highest Reading: Lowest Reading:
BUN (mg/dlL) Highest Reading: Lowest Reading:
Creatinine (Select measure) , - -
Chemistr O mg/dl 01 pmoliL T Other (speciy: Highest Reading: Lowest Reading:
& g Albumin (Sslect meastre) Highest Reading: Lowest Reading:
_ |OgL OgdL OUL O umol. O Other specity: | 2 g g
NI Glucose (Select measure)
Values O mg/dl. 0 mmoli. T Other (seciy: Highest Reading: Lowest Reading:
Lactate (Select measure) , - -
Omg/dl.  OmEgq/L OmmoliL T Other (speiy): Highest Reading: Lowest Reading:
Total Bilirubin (Select measure) . - -
O mg/dl O pmolL O Other (speciy: Highest Reading: Lowest Reading:
Calcium (mg/dL) Highest Reading: Lowest Reading:
. Was the subject thought to have any of the following?
Acute Lung Injury (ALD)? O Yes, (Document on AE/SAE form 18) 0 No
Acute Respiratory Distress Syndrome (ARDS)? O Yes, (Document on AE/SAE form 18) 1 No
Pulmonary edema/respiratory failure from cardiac origin? | O Yes O No
Pulmonary Contusions? O Yes O No
. . . . . %
If mtubated,and displaying mild or querate .hy.pOX|a , OYes OINo [LINA
does today’s CXR/CT demonstrate bilateral infiltrates?
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CONFIDENTIAL (Bar Code)
CRF Version Date: 2013 MAR01 Completed By:
7. Did the subject require any of the following?
Mechanically O Yes | O No
Ventilated? (Enter ventilator settings below associated with the LOW PaO:/ FiO. Ratio recorded above)
Mode: O Volume Limited [ Pressure Limited
Tidal Volume: ml Rate: FiO2: PIP: PEEP:
Chemical Paralysis? | O Yes O No
Vasopressors? O Yes OO No
Dialysis? O Yes O No
8. Urine Output for the last 24 hours: (ml.s)
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Section 9.3  Follow-up Process after Hospital Discharge

Day Follow-Up
Datawill be collected on adaily basis for 30 days of hospitalization or until discharge/death on al subjects who
have consented to continue in the trid.

Attempts to Contact Subject and/or LAR

If discharge occurs before hospital day 30 and the subject is discharged to a hospice, nursing home or other
hedlthcare provider, research staff will contact the facility to ascertain the subject’ svita status. If the subject was
discharged to his/her usual residence before day 30, the research staff will contact the subject or their
family/legaly authorized representative (LAR). For subjects discharged to another facility, the clinica research
staff should complete an authorization form to rel ease protected health information (PHI) and obtain signatures
from the subject or LAR prior to discharge. A copy of the signed authorization form and study consent will be
provided to the facility for release of PHI. Clinica siteswill follow local and state HIPPA guiddlines for rel ease of
PHI for research. A sample consent for release of PHI isincluded at the end of this chapter.

The Sate Death Index and other Sources of Vital Statistics

If vital status remains unknown the clinical site will request periodic searches for the subject’ s socia security
number in the Socia Security Master Death Index, the respective State Health Department’ s vital
statisticgmortality database, and the mortality databases of a credit reporting agency, e.g., Experian. For subjects
not reported as deceased by these sources by day 30 following ED admission, batch searches of the mortality
databases will continue every quarter until trial close-out. Date (and cause of death when available) for out-of-
hospital deaths will be documented; however, underlying and contributing causes of death may not be available
from these sources,
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Section 9.3.1 Instructions for Completing CRF Form #17:

Discharge/Death

Use form #17 to record discharge or death information on enrolled subjects. The source documents for this
form include the hospital medical record, direct communication with the subject or LAR and documented in
the clinical note or on CRF, forms# 19, 20 and 22, death registry and/or other public sources.

Question #1.

Question #2:

Question #3:

Question #4:

Question #5:

Question #6:

Question #7-

Question #8:

Question #9:

Question #10:

Question #11.:

Question #12:

Question #13:

Record the total cumulative number of ICU days. There are no qualifying
ICU time limits for the stay to count asan ICU day. A subject admitted to
the ICU at 23:55 will be credited with one ICU day for the 5 minutes they
spent in the ICU.

Record the total cumulative number of ventilator days using the same
formula as above.

Record the subject’ s insurance status on admission.

Record the subject’ s insurance status at discharge, death, or Day 30 of the
protocol if still hospitalized.

Indicate if the subject was on anti-coagulants prior to the injury. If “yes’ is
selected, indicate the anti-coagulant drug from the list provided.

Indicate if the subject had a past medical history of any of the listed
conditions/diseases. Select al that apply.

Indicate if DNR was ordered at any point during the hospitalization. If “yes’
is selected, record the date and time in dd/mmm/yy and mm:hh formats.

Indicate if care was withdrawn at any point during the hospitalization. If
“yes’ is selected, record the date and time in dd/mmm/yy and mm:hh
formats.

Indicate if the subject died before Day 30 of the protocol. If “yes’ is
selected, skip questions 10 through 14 and proceed to question #15 on this
form. If “no” is selected, proceed to the next question.

Record the date of discharge in dd/mmm/yy format or select the “remains
hospitalized option (if applicable). If “remains hospitalized” is selected, skip
guestions 11 through 14 and proceed to question # 15 on thisform. If the
subject was discharged, proceed to the next question.

Record the first 15 discharge diagnostic and procedure codes in order as
listed in the subjects medical record.

Indicate if the subject left AMA.

Choosing from the list provided, indicate where the subject went at
discharge.
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Record a discharge GCS if available. Record the total GCS if component
scores are unavailable.

Use the following key for GCS scoring.

GCS Scoring Key
= 1 | No Response 1 | No Response / Intubated 1 No Response
o & — |2 |ToPain S| 2 | Incomprehensible Sounds —|2 Extension (Decerebrate)
@ € ¥ [ 3 [ To Verbal Command = | 3 | Inappropriate Words £03 Flexion — (Decorticate)
= 4 Spontaneous E 4 Disoriented, Converses % 4 Flexion — Withdrawals From Pain
5 | Oriented, Converses =5 Localizes Pain
6 | Obeys Commands Appropriately

Question #15: Record the extended Glasgow outcome scale (GOSE) if available.

Question #16: Enter the Abbreviated Injury Score (AIS) score if available. Use the scoring key
provided to indicate the worst injury for each anatomical region listed. If no injuries
were sustained in the anatomical region, enter zero.

ANATOMIC | INJURY#
AIS SCORE REGION 1 Score
Head
1 | Minor Neck
2 | Moderate Face
3 | Serious Chest
4 | Severe Abdomen
5 | Critical Extremity
6 | Unsurvivable External
Question #17: Record the Injury Severity Score (ISS), if available.
Question #18: Record the date the subjects’ vital status (dead or alive) was confirmed

Question #19:

Question #20:

Question #21:

Question #22:

using dd/mmm/yy format

Choosing from the list provided, indicate the source of the vital status
information.

Record the subject’s vital status on Day 30 following the initial
hospitalization. If “deceased” is selected, proceed to the next question on
this form. If “living” or “lost to follow-up” is selected, stop here and proceed
to the next form.

Choosing from the list provided, indicate the subject’s location at the time of
death. If “other” is selected, record the information on form # 22.

Record the date of death using dd/mmm/yy format. The “unknown” option will
only be available for subjects who die after discharge. Death adjudication packets
should be submitted to the HDCC for in-hospital deaths. The adjudication packet is
not required for deaths occurring after discharge. Refer to Section 12.7 for more
information.

177



Question #23:

Question #24:
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Record the time of death using hh:mm format. The “unknown” option will
only be available for subjects who die after discharge.

Record the Principal Investigator’s determination of cause of death from the list

provided. Check all that apply. If “other” is selected, record the information on from
# 22. See Section 12.6 for cause of death definitions.
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PROPPR Study ID #

CONFIDENTIAL (Bar Code)
CRF Version Date: 2013 MAR01  Completed By:

Form 17: Discharg e/Death (Initial Hospitalization through Day 30 of the PROPPR Protocol)

1. Total (cumulative) number of ICU days:

2. Total (cumulative) number of ventilator days:

3. Insurance status on admission: (Select one)

O Self Pay/None O Private Insurance O Medicare/Medicaid
O Not Noted/Unknown O Military Provider O NA (Canada Site Only)

4. Insurance status at discharge, death, or Day 30 of protocol if still hospitalized: (Select one)

O Self Pay/None O Private Insurance O Medicare/Medicaid
O Not Noted/Unknown O Military Provider O NA (Canada Site Only)

5. Was there a reported history of anti-coagulant use prior to the injury?

O Yes | o No O Not Noted/Unknown
O Warfarin O Plavix 0O Aspirin O Thrombin Inhibitors 0 Other, specify:

6. Prior to trauma, was there a reported history of any of the following? (Check all that apply)

O Alcohol Use O Acquired Immune Deficiency Syndrome (AIDS)
O Cardiovascular Disease o Cirrhosis
o COPD O Diabetes
O Hepatic Failure O Hypertension
O Immunosuppression O Leukemia/Multiple Myeloma
O Lymphoma O Metastatic Cancer
0 Renal Disease O Tobacco Use (smoking)
7. Was a DNR ordered at any point during the hospitalization? O Yes | O No
Time: 0O Unknown

(24hr Clock in hh:mm)
Dated: / /
(dd/mmm/yy)

8. Was care withdrawn at any point during the hospitalization? O Yes | O No
Time: ___: 0O Unknown
(24hr Clock in hh:mm)

Dated: / /
(dd/mmm/yy)

9. Did the subject die before day 30 of the initial hospitalization? O Yes (Go to question # 15)
O No (Go to next question)

10. Date of hospital discharge: / / o Remains Hospitalized on Day 30.
(dd/mmm/yy) (Go to question #16)

Page 33
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Study ID #
CONFIDENTIAL (Bar Code)

CRF Version Date: 2013 MAR01  Completed By:
Form 17: Discharg e/Death (Initial Hospitalization through Day 30 of the PROPPR Protocol, cont.)

11. Record the first 15 discharge diagnostic and procedure codes below.

Discharge Diagnostic Codes (xxx.xx format) Procedure Codes (xx.xx format)
«“w__ . e . ‘& . @ _ .
_ . w9 . 1@ . (10) _
(<) I B € I ) S (<) an___ .
4 . (T | ) iz __ .
(=) I a3y .16 . (13) _
() I a4 _ . () (14) _
7 . s . __ . (15) _
@ . @ .
12. Did the subject leave AMA? o Yes o No
13. Subject discharged to?: (Select one)
O Home O Long Term Care Facility O Skilled Nursing Facility
O Rehabilitation Facility O Hospice O Acute Care Hospital

O Other, specify:

14. Was a Discharge Glasgow Coma Score (GCS) obtained?
oYes | o No
GCS Score E: , V: , M: or GCS Total Score if Component Scores Unknown:

GCS Scoring Key
= 1 | No Response 1 | NoResponse /Intubated 1 | No Response
g 2 | To Pain 2 | Incomprehensible Sounds 2 | Extension (Decerebrate)
o S 3 | To Verbal Command _ | 3 | Inappropriate Words 3 | Flexion - (Decorticate)
m § 4 | Spontaneous g 4 | Disoriented, Converses 5 4 | Flexion - Withdrawals From Pain
L | 5 | Oriented, Converses g 5 | Localizes Pain
6 | Obeys Commands Appropriately

15. Was an extended Glasgow outcome scale (GOSE) obtained?

O Yes, GOSE Score: O No

The Extended Glasgow Outcome Scale (GOSE) Scoring Key
SCORE | Performance Level
Dead
Vegetative State
Lower severe disability; completely dependent on others
Upper severe disability; dependent on others for some activities
Lower moderate disability; unable to return to work or participate in social activities
Upper moderate disability; return to work at reduced capacity, reduced participation in social activity
Lower good recovery; good recovery with minor social or mental deficits
Upper good recovery

O IN[O[OP|WIN|—
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,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, Study |D #
CONFIDENTIAL (Bar Code)

CRF Version Date: 2013 MAR01  Completed By:
Form 17: Discharg e/Death (Initial Hospitalization through Day 30 of the PROPPR Protocol, cont.)

16. Abbreviated Injury Scale (AIS) Score: Check here O if the AIS Score was not noted/unknown.

ANATOMIC REGION | Head Neck Face Chest Abdomen Extremity External

INJURY# 1 Score

17. Injury Severity Score (ISS): ~ Check here O if the ISS Score was not noted/unknown.
18. Date the 30 Day status information was confirmed (Subject living or deceased): / /
(dd/mmm/yy)
19. Source of Information: (Select one)
O Medical Record O Subject (self-report) O Family/LAR
O Other Healthcare Facility O Vital Statistics/Death Registry
O Other (Specify): O Direct Observation

20. Subject status (primary outcome measure) 30 days after the initial hospital admission:

0 Deceased (Go to next question)
O Living (Stop here, this form is complete)
0 Unknown/Lost to Follow-Up (Stop here, this form is complete)

21. Subject Location at time of death:

O Home/Other Healthcare Facility 0O ED o0 OR o IR O ICU
O Intermediate Level Care O Nursing Unit O Other (Specify):
O Location Unknown/Information from Registry Database

22. Date of Death: / / O Unknown (Option available only for subjects who die after discharge)
(dd/mmm/yy)

23. Time of Death: : 0 Unknown (Option available only for subjects who die after discharge)
(24hr Clock in hh:mm)

24. Cause of Death: (Check ALL that apply)

O Exsanguination / Hemorrhagic Shock
O Traumatic Brain Injury (TBI)
O Respiratory/Pulmonary Contusion/Tension Pneumothorax
O Sepsis
O Multiple Organ Failure (MOF)
O Cardiovascular Event (Select event(s) from below)
O Stroke o Mi O Both Stroke & Ml
O Pulmonary Embolism
O Transfusion Related Fatality
O Other, (Specify):
0 Unknown
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Section 9.3.2 Sample Consent for Release of PHI
Permission to Disclose and use Personal Health Information for Research
Study Title: Pragmatic, Randomized Optimal Platelet and Plasma Ratios (PROPPR)

Please Note: Any time the words “you” or “your” appear in this document, it could apply to you if you are
the research study participant OR to your legally authorized representative.

A. What is the purpose of this form?

Y ou previously consented to participate in the PROPPR research study following a traumatic injury
that required hospitalization, and you have been discharged to another healthcare facility within 30 days of
theinitial traumainjury. The purpose of thisform isto obtain your permission for the PROPPR research
team to continue collecting information on your health status and the medical care you have received up to
day 30 following the traumainjury. State and federal privacy laws protect the use and release of your health
information. Under these laws, your health care provider cannot release your health information to the
research team unless you give your permission. The research team includes the researchers and people hired
by the University or the sponsor to do the research. This form describes the different ways that the
researcher, research team and research sponsor may use your health information for the research study. The
research teamwill use and continue to protect your information as described in the attached study consent
form you previously signed. If you have questions, please ask a member of the research teamat [insert local
contact telephone number].

B. What Personal Health Information will be released?

If you give your permission and sign thisform, you are allowing [insert name of healthcare
provider (s)/facility releasing medical records| to release the following medical records containing your
Personal Health Information. Y our Personal Health Information includes health information in your medical
records and information that can identify you. For example, Personal Health Information may include your
name, address, phone number or social security number.

[ ] Entire Medical Record [ ] Radiology Reports [ ] Laboratory Reports

[ ] Outpatient Clinic [ ] History & Physical
Records Exams

[ ] Consultations [ ] Pathology Reports

[] Progress Notes
[ ] Diagnostic Imaging

Reports
[ ] Discharge Summaries [ ] Other:
C. Who will view my Personal Health Information?

Y our Personal Health Information may be released to the following individual s associated with the research
study:

1 To the research team for the research described in the attached study consent form;

2. To others who are required by law to review the quality and safety of the research, including: U.S.
government agencies, such as the Food and Drug Administration, the research sponsor or the sponsor’s
representatives. These organizations and their representatives may see your Personal Health Information.
They may not copy or take it from your medical records unless permitted or required by law.

D. How will my Personal Health Information be used in research reports?
Research report will not include your name, address, or telephone or social security number. The
research report may include your date of birth, and dates you received medical care. The research report will
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also include information the research team collects in the study. The research team and the research sponsor
may use the research report and share it with othersin the following ways.

To perform more research;

Share it with researchers in the U.S. or other countries;

Place it into research databases;

Use it to improve the design of future studies;

Use it to publish articles or for presentations to other researchers;

File applications with U.S. government agencies for approval of new treatment methods.

Sk~ wdhE

E. Does my permission expire?
This permission to release your Persona Health Information expires when the research ends and all
required study monitoring is over. Research reports can be used forever.

F. Can | cancel my permission to release Personal Health Information?

Y ou can cancel your permission at any time. Y ou can do thisin two ways. Y ou can write to the
researcher or you can ask someone on the research team to give you aform to fill out to cancel your
permission. If you cancel, information that was already collected and disclosed about you may continue to
be used. Also, if the law requiresit, the sponsor and government agencies may look at your medical records
to review the quality or safety of the study.

G. Signature?
If you agree to the release and use of your Personal Health Information, please sign below. You
will be given a signed copy of this form.

Name of Subject (print)

Signature of Subject Date

Name of Legally Authorized Representative (print)  Relationship to Subject

Signature of Legally Authorized Representative Date
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Chapter 10 - CRF Form # 22: Additional Information
Section 10.1 Overview

Thisform is optional. Record additional information or select the box at the top of the form if there
are no additional comments. Reference the information to a specific CRF form number and question
if applicable. Print additional pages if needed.
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PROPPR

,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, = Study ID #
CONFIDENTIAL

CRF Version Date: 2012JuL25 Completed By:

(Bar Code)

Form 22: Additional Information Check here O if there are no additional comments.

Form # Question # Comments

(Print additional pages if needed)
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Chapter 11 — Trauma Registry Data

Section 11.1 Overview

Complete this form for all screening failures. Indicate if trauma registry data will be
available.
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,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, Study |D #
CONFIDENTIAL (Bar Code)

CRF Version Date: 2013 MAR01  Completed By:

Form 23: Trauma Registry Data Form (Complete this form for all screening failures.)

1. Was subject data entered into the trauma registry? 0O Yes O No
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Chapter 12 Safety Monitoring

Section 12.1 Serious Adverse Events Monitoring

Objectives
To describe the procedures by which Serious Adverse Event (SAE) notifications are received from PROPPR
clinical centers, processed by the HDCC, and reported to the NHLBI and the DSMB.

Scope
This SOP appliesto al HCCC/HDCC personnel monitoring receipt of SAE Reports.

References

CFR 312.32 — IND Safety Reports

CFR 312.44 — Termination

CFR 312.50 — Genera Responsibilities of Sponsors

CFR 312.56 — Review of Ongoing Investigations

CFR 312.64 — Investigator Reports

Guideline for Good Clinical Practice [ICH E6(R1)], Section 4.4 — Communication with IRB/IEC
Guideline for Good Clinical Practice [ICH E6(R1)], Section 4.11 — Safety Reporting

Guideline for Good Clinical Practice [ICH E6(R1)], Section 5.16 — Safety Information

Guideline for Good Clinica Practice [ICH E6(R1)], Section 5.17 — Adverse Drug Reaction Reporting
FDA Guidance: MedWatch Form 3500A, November 2005

FDA Guidance for Clinical Investigators, Sponsors, and IRBs: Adverse Event Reporting to IRBs- Improving
Human Subjects Protection, January 2009

FDA Draft Guidance for Industry and Investigators. Safety Reporting Requirements for INDs and BA/BE
Studies, September 2010

Definitions

AE—Adverse Event

HDCC—Houston Data Coordinating Center

HDCC PIl—Data Coordinating Center Principal Investigator
DSMB—Data Safety Monitoring Board

FDA—Food and Drug Administration

IRB — Institutional Review Board

NHLBI--- National Heart, Lung, and Blood Institute
SAE—Serious Adverse Event

Responsibilities
The HDCC PI, Independent Medical Monitor, Study Monitors, and HDCC Program Manager review
incoming SAE reports for content and appropriateness.

The HDCC program manager triages the incoming reports and if necessary contacts the site coordinator for
additional information. Based on new information, the independent medical monitor has the authority to
upgrade or downgrade the severity of the event and make independent assessments regarding the possible
relatedness to the intervention based on information available in the Investigators Brochure, the study
protocol, and the informed consent.

The HDCC program manager is responsible for submitting SAE reports to the NHLBI/DSMB within
required timelines.
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The Study Monitors confirm source with eCRF submissions for events previously reported. Should new
events be identified during a study monitoring visit, submissions will be requested by the Study Monitor and
additional documentation collected.

The independent medical monitor will review all unexpected and possibly related SAEs and provide an
unbiased written assessment of the event. At a minimum, the medical monitor will comment on the
relationship of the SAE to participation in the trial. The medical monitor will aso indicate whether he/she
concurs with the details of the report provided by the site PI.

The HDCC Program Manager is responsible for assembling cumulative reports of all SAES to meet
reguirements as mandated by the FDA, Health Canada, DSM B, and IRBs of the DCC and clinical centers.
Events that meet the FDA reporting guidelines are submitted as IND Safety Reports using the MedWatch
form.

Procedures
Refer to the PROPPR Safety Monitoring Plan in the following section.
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Section 12.2 Safety Monitoring Plan

SAFETY MONITORING PLAN

Pragmatic, Randomized Optimal
Platelet and Plasma Ratios (PROPPR)

Data Coordinating Center
Pl: and Director: Barbara C. Tilley, Ph.D.

Co-Director and Biostatistician: Sarah Baraniuk, Ph.D.

Programmer Analyst: Xuemei Xi, MS

Clinical Trial Program Manager: Steven Kosmach, MSN, RN, CCRC

Regulatory Coordinator: Maryann Murray, BS, CCRC

UTHealth, School of Public Health

Houston, TX 77030

Clinical Coordinating Center
Pl and Lead Investigator: John Holcomb, MD
Co-Investigator: Charles Wade, Ph.D.
Co-Investigator: Deborah del Junco, Ph.D.
Clinical Trial Program Manager: Jeanette Podbielski, BSN, RN
UTHealth, Medical School
Houston, TX 77030

ROC Data Coordinating Center
Pl: Gerald van Belle, PhD.
Co-Investigator: Brian Leroux, PhD.
Trauma Project Manager: Kellie Sheehan, BSN, RN
University of Washington
Seattle, WA 98195

August 29", 2012
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PROPPR Safety Monitoring Plan, Version Date: 2012AUG29
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PROPPR Safety Monitoring Plan, Version Date: 2012AUG29

List of Abbreviations

AE
AKI
ALl
ADRs
ARDS
CRF
DVT
DSMB
eCRF
FDA
HCCC
HCCC PI
HDCC
HDCC PI
IRB
Ml
MOF
NHLBI
PE

Pl
REB
SAE
TRALI
VAP

Responsibilities

PROPPR MOO Version 07.17.2013

Adverse Event

Acute Kidney Injury

Acute Lung Injury

Adverse Drug Reactions Form (Health Canada)
Acute Respiratory Distress Syndrome

Case Report Form

Deep Vein Thrombosis

Data Safety Monitoring Board

Electronic Case Report Form

US Food and Drug Administration

Houston Clinical Coordinating Center

Houston Clinical Coordinating Center Principle Investigator
Houston Data Coordinating Center

Houston Data Coordinating Center Principle Investigator
Institutional Review Board

Myocardial Infarction

Multi-Organ Failure

National Heart, Lung, and Blood Institute
Pulmonary Embolus

Principal Investigator

Research Ethics Board

Serious Adverse Event

Transfusion Related Acute Lung Injury
Ventilator Assisted Pneumonia

Clinical Site Pls and study coordinators are responsible for reporting initial and follow-up SAE
information in an accurate and timely manner, and reporting SAE’s to the local IRB/REB
within the time frame specified by local IRB/REB policy. SAE’s will be documented in the
subject’s eCRF, and on a FDA MedWatch 3500 or Health Canada ADRs form, completed by
the clinical site PI/Study Coordinator.

The HDCC will review all incoming reports for content and appropriateness on a daily basis,
and if necessary contact the site coordinator for more information. AE/SAE events entered into
OpenClinica will generate an automated e-mail notification to the HCCC & HDCC program
managers, the HCCC PI (or designee), and the Independent Medical Monitor (see Appendix
A). Events meeting FDA (or Health Canada) reporting guidelines will be submitted as an IND
Safety Report using the MedWatch 3500 form or the Health Canada ADRs forms, (Appendix B
& C). The HDCC will forward the SAE Report to the HCCC P1 (or designee) and independent
Medical Monitor for initial review.
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The HCCC PI (or designee) will review all unexpected, related SAE individually and comment
on the relationship of the SAE to participation in the trial. The HCCC P1 will also indicate
whether he concurs with the details of the report provided by the site PIl. All other AE/SAE
events will be reported in aggregate (blinded) for review by the HCCC PI on a monthly basis.
The HCCC P1 will also review aggregate (blinded) DSMB reports.

The independent medical monitor will review all unexpected and possibly related SAEs and
provide an unbiased written assessment of the event. At a minimum, the medical monitor will
comment on the relationship of the SAE to participation in the trial. The medical monitor will
also indicate whether he/she concurs with the details of the report provided by the site Pl. The
independent medical monitor will review aggregate (blinded) DSMB reports and the study
records of any subject removed from the study due to safety concerns.

The HCCC will issue a report to the NHLBI/DSMB, FDA, Health Canada, and participating
clinical site Pls, that will include a statement on the status of information known about the SAE
event; preliminary report, follow-up report, or a final report (see sample cover letters, Appendix
D and E).

The HCCC will issue follow-up reports to the NHLBI/DSMB, FDA, Health Canada, and
participating clinical site Pls when relevant new information becomes available.

The HDCC Program Manager will be responsible for MedDRA coding of the MedWatch 3500
form (or equivalent Health Canada form, if applicable), and assembling cumulative reports of
all SAEs to meet requirements as mandated by the FDA, Health Canada, the DSMB, and
IRBS/REBs of the HDCC and clinical sites.

Study Monitors will confirm source documents with eCRF submissions for all SAEs previously
submitted. The study monitor will request submission of any new events identified during a
monitored visit. The study monitor will verify site IRB/REB submissions involving SAEs (per
local IRB/REB reporting requirements) and DSMB reports.

3 Adverse Events

Expected Adverse Events

Common expected AES/SAEs will include: trauma injury related infections, transfusion-
related acute lung injury (TRALI), ventilator associated pneumonia (VAP), thrombotic
complications (DVT, PE, MI, stoke), acute lung injury (ALI), acute respiratory distress
syndrome (ARDS), acute kidney injury (AKI), multiple organ failure (MOF) and intracranial
operative interventions.

Adverse Events Reporting Procedure

All adverse events will be classified by: a) severity (AE, SAE); b) expected vs. unexpected;
and c) related vs. unrelated. Unrelated, non-serious adverse events, either expected or
unexpected (as determined by the site P1), will not be recorded on eCRF. Only study related
adverse events or ancillary outcomes measures of interest (see section 6.2 of protocol) that
occurred during the study period (after randomization until study conclusion) will be recorded.
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4  Serious Adverse Events

Expected, Serious Adverse Events

The study population is expected to have a large number of unrelated, expected serious
adverse events including death from trauma related injuries. The SAE will be recorded on the
subject’s eCRF and reported as per local IRB/REB requirements.

Unexpected, Serious Adverse Events:

Potential transfusion related serious adverse events will include transfusion-related death and/
or, re-hospitalizations, or other unexpected SAEs. The site Pl will classify the relatedness of
the SAE to the study intervention.

Serious Adverse Events Reporting Procedure

SAE reporting for the PROPPR study will follow the FDA guidance on safety reporting
requirements for IND and BA/BE studies dated September, 2010. In addition to following
local reporting procedures, clinical sites will notify the HCCC/HDCC of a possible
transfusion-related death within three business days of discovery of the event and complete a
MedWatch 3500 or Health Canada ADRs form. The HCCC/HDCC will report transfusion
related deaths to the DSMB, FDA, Health Canada, NHLBI, and IRBS/REBs within seven
calendar days of receiving the site report. All other unexpected and possibly related SAEs
will be reported within 15 calendar days of receiving the site report.

Additional blood donor information will be collected for subjects who experience transfusion
related acute lung injury (TRALI). The blood donor information will be collected from the
site blood bank and will include gender and donor transfusion history.

Clinical Sites will provide sodium levels for subject’s experiencing hypernatremia associated
with use of hypertonic saline products.

5 Cause of Death Adjudication

All subject deaths will be assigned to one or more of the following groups:
Exsanguination/Hemorrhagic Shock, Traumatic Brain Injury (TBI), Respiratory/Pulmonary
Contusion/Tension Pneumothorax, Sepsis, Multi Organ Failure (MOF), Cardiovascular
Event, Pulmonary Embolism, Transfusion Related Fatality, or other, unknown. In the event
of a subject death, the local site Pl will determine the cause of death using the categories
mentioned above. The cause of death assessment will be forwarded to the HDCC for review.
Timing of the withdrawal of care (if applicable); will be noted in the assessment.

The HCCC PI will review the cause of death assessment and all available de-identified
clinical documents such as the initial H&P, operative notes, discharge summary, death note,
etc. The HCCC PI will remain blinded to the PROPPR group assignment. The HCCC PI
will determine the cause of death using the categories mentioned above and will forward the
report to the HDCC.
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The HDCC will compare the Site Pl and HCCC PI cause of death assignments, and if in
agreement, will be accepted as the cause of death for that individual subject. If there is
disagreement for cause of death, the same redacted and de-identified information will be
forwarded to the Medical Monitor for review. The Medical Monitor can discuss the case
with either the Site or HCCC PI, but must remain blinded to the PROPPR treatment group
assignment. The Medical Monitor’s assessment will be considered the final cause of death
for that individual subject.

The adjudication process described above will be used for all clinical sites with the exception
of the Houston clinical site. The Medical Monitor will review the site Pls cause of death
assignment. The Medical Monitors assessment will be considered final. The HCCC P1 will
not participate in death adjudication for Houston subjects.

Cause of deaths requiring adjudication from the Medical Monitor will be summarized and
reported in aggregate to the DSMB.

6 DSMB Reports

Summary statistics of adverse events will be reported to the DSMB by frequency, severity,
relatedness, and (partially blinded) treatment group in closed session DSMB reports. The
semi-annual DSMB report will include finalized MedWatch 3500 or Health Canada ADRs
Reports. Semi-annual reports will only include SAEs reported during that period. A
cumulative SAE summary will also be provided.

Because a large number of deaths are expected due to the condition of the study population at
entry to the trial, individual reports of unrelated deaths will be aggregated and reported on a
timely schedule acceptable to the DSMB.
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Appendix A
Example of OpenClinica Automated e-mail Notification of a
Preliminary or Updated SAE Report

From: PROPPR HDCC
Sent: (date/time)
To: John Holcomb, MD, (independent medical monitor), Barbara Tilley, PhD.,

Jeanette Podbielski, RN, Steven Kosmach, RN
Subject: (Preliminary or Updated) SAE Report

A serious adverse event form has been submitted/updated in OpenClinica for a PROPPR Subject.

Study ID#.
Description of SAE Event:

SAE StartDate: /[
SAE End Date: ~ / /

Clinical Site Pl Evaluation of SAE: (Expected or Unexpected), (Related or Unrelated)

PROPPR Safety Monitoring Plan, Version Date: 2012AUG29 Page 7 of 15
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Appendix B - FDA MedWatch 3500A FORM

Form Approved: OMB No. 09 10-029 1, Expires 12/31/11
See OMB statement on reverse.

géi&%i?jagrr:erx d(:i:::'g:;oind Human Services For use by user-facilities, Mir Report #
9 importers, distributors and manufacturers ]
MEDWATCH for MANDATORY reporting UF/importer Report #
Page 1 of
FORM FDA 3500A (1/09) g FDA Use Only
A. PATIENT INFORMATION C. SUSPECT PRODUCT(S)
1. Patient Identifier |2. Age at Time 1. Name (Give labeled strength & mfr/labeler)
of Event:
5 b # _
Date s #
In confidence of Birth: = =
2. Dose, Frequency & Route Used 3. Therapy Dates (If unknown, give duration)
B. ADVERSE EVENT OR PRODUCT PROBLEM from/to (or best estimate)
#1 #1
1.[] AdverseEvent andlor  [_| Product Problem (e.g., defects/malfunctions)
2. Outcomes Attributed to Adverse Event #2 #2
(Check all that apply) 4. Diagnosis for Use (Indication) 5. Event Abated After Use
[[] Death: _ ___[7] pisavility or Permanent Damage 4 Stopped or Dose Reduced?
mm/aa/yyyy) ] A #1 [JYes [INo Doesnt
[[] Life-threatening [] Congenital Anomaly/Birth Defect o Apply
D Hospitalization - ini.nal or prolonged [:] Other Serious (Important Medical Events) T AT #2 D Yes D No D ’E\)g‘eﬂsynt
D Required Intervention to Prevent Permanent Impairment/Damage (Devices) ) i 8. Event Reappeared After
3. Date of Event (mm/dd/yyyy) 4. Date of This Report (mm/dd/yyyy) - Reintroduction?
. Doesn't
#2 #2 #1 Y No
9. NDC# or Uni ID D - D D i
5. Describe Event or Problem s orrmaue Doesn't
#2 [Yes [[No [] Apply
10. Concomitant Medical Products and Therapy Dates (Exclude treatment of event)
I
&
4
@) D. SUSPECT MEDICAL DEVICE
<
B 1. Brand Name
m
m 2. Common Device Name
172]
=
; 3. Manufacturer Name, City and State
o
m
; 4. Model # Lot # 5. Operator of Device
= [] Health Professional
n Catalog # Expiration Date (mm/dd/j
2] i ¥ f o) [[] Lay User/Patient
5
| Serial # Other # (] other:
o
6. If Implanted, Give Date (mm/dd/yyyy) 7. If Explanted, Give Date (mm/dd/yyyy)
o:Re) Tessh y Dats; Including Dates 8. Is this a Single-use Device that was Reprocessed and Reused on a Patient?
[Jyes []No
9. If Yes to ltem No. 8, Enter Name and Address of Reprocessor
10. Device Available for Evaluation? (Do not send to FDA)
[JYes [INo [] Returned to Manufacturer on:
B (mm/ddlyyyy)
11.C i Medical Products and Therapy Dates (Exclude treatment of event)
7. Other Relevant History, Including Preexisting Medical Conditions (e.g., allergies,
race, pregnancy, smoking and alcohol use, hepatic/renal dysfunction, etc.)
E. INITIAL REPORTER
1. Name and Address
Submission of a report does not constitute an admission that medical 2. Health Professional? |3. Occupati 4. Initial Reporter Also Sent
personnel, user facility, importer, distributor, manufacturer or product ” — N Report to FDA
caused or contributed to the event. [JYes []No [[JYes []No []unk.
PROPPR Safety Monitoring Plan, Version Date 2012MAR21 Page 8 of 15
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FORM FDA 3500A (1/09) (continued) Page 2 of
F. FOR USE BY USER FACILITY/IMPORTER (Devices Only) H. DEVICE MANUFACTURERS ONLY
1. Check One 2. UF/importer Report Number 1. Type of Reportable Event 2. If Follow-up, What Type?
[] User Facility [T] importer [7] peath [[] Correction
3. User Facility or Importer Name/Address [] serious Injury [] Additional Information
[] Malfunction [] Response to FDA Request
[[] other: [[] Device Evaluation
3. Device Evaluated by Manufacturer? 4. Device Manufacture Date
(mmiyyyy)
[] Not Returned to Manufacturer
4. Contact Person 5. Phone Number [[]Yes [] Evaluation Summary Attached
[7] No (Attach page to explain why not) or 5. Labeled for Single Use?
6. Date User Facility or 7. Type of Report 8. Date of This Report providsicocs |:| Yes D No
Importer Became (mm/dd/yyyy)
Aware of Event (mm/dd/yyyy) D Initial
6. Evaluation Codes (Refer to coding manual)
[] Follow-up # __
9. Approximate 10. Event Problem Codes (Refer to coding manual) Method =) " 'I:I
Age of Device .
Patient - i -
Code L | - | } - 1 Results
Sote” e s [ L ]
Code = Conclusions
11. Report Sent to FDA? 12. Location Where Event Occurred 7. If Remedial Action Initiated, Check Type 8. Usage of Device
e [ PR ko S [] Recal (] Notication (] nial Use of Device
CJNo (mm/dd/yyyy) [[] Home P [] Repair [] Inspection [[] Reuse
13, Report Sent to Manufacturer? | || Nursing Home Surgical Facility (] Replace [] Patient Monitoring [ Unknown
B Outpatient Treatment " iFcati 9. If action reported to FDA under
[Jes _ _— = Facility L) Reatenrg; [] Modiiation/ 21 USC 360i(f), list correction/
— (mm/ddfyyyy) ) g removal reporting number:
LINo [[] other 2 [[] Other:
(Specify)
14. Manufacturer Name/Address
10. U Additional Manufacturer Narrative and / or 11. [:| Corrected Data
G. ALL MANUFACTURERS
1. Contact Office - N: /Add: (and Manuf: ing Site 2. Phone Number
for Devices)
3. Report Source
(Check all that apply)
[] Foreign
D Study
[] Literature
[] Consumer
D Health Professional
4. Date Received by 5. D UserFaclity
Manufacturer (mm/dd/yyyy) (AINDA # D Company
Representative
IND # [[] pistributor
6. If IND, Give Protocol # D 5
sTNE [[] other:
PMA/ —
7. Tgpe of Report 510(k) #
(Check all that apply)
Combination e
[]5day []30-day Product [ Yes
[J7-day [] Periodic . [] Yes
Initial
[ 10day []inie OTC Product [ ] Yes
[[] 15-day [] Follow-up # S
9. Manufacturer Report Number  |8. Adverse Event Term(s)
The public reporting burden for this collection of information has been estimated to average 66 Department of Health and Human Services OMB Statement:

minutes per response, including the time for reviewing instructions, searching existing data
sources, gathering and maintaining the data needed, and completing and reviewing the
collection of information. Send comments regarding this burden estimate or any other aspect of
this collection of information, including suggestions for reducing this burden to:

Food and Drug Administration

Office of Chief Information Officer (HFA-710)
5600 Fishers Lane

Rockville, MD 20857

"An agency may not conduct or sponsor,
and a person is not required to respond
to, a collection of information unless it
displays a currently valid OMB control
number.”

Please DO NOT RETURN this form to this address.
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Appendix C
Health Canada ADRs Forms

CIOMS FORM

SUSPECT ADVERSE REACTION REPORT

I. REACTION INFORMATION

1. PATIENT INITIALS | 1a. COUNTRY | 2. DATE OF BIRTH | 2a. AGE | 3. SEX | 4-6 REACTION ONSET | g.12 CHECK ALL
{first, last) Day | Month | Year | Years Day | Month | Year APPROPRIATE
TO ADVERSE

REACTION

7 + 13 DESCRIBE REACTION(S) (including relevant tests/lab data) o PATIENT DIED
0O INVOLVED OR
PROLONGED

INPATIENT
HOSPITALISATION

O INVOLVED
PERSISTENCE OR
SIGNIFICANT
DISABILITY OR
INCAPACITY

O LIFE
THREATENING

Il. SUSPECT DRUG(S) INFORMATION

14. SUSPECT DRUGIS) (include generic name) 20 DID REACTION
ABATE AFTER

STOPPING DRUG?

[JYES [ NO O NA

156. DAILY DOSEI(S) 16. ROUTE(S) OF ADMINISTRATION 21. DID REACTION
REAPPEAR
AFTER REINTRO-
17. INDICATION({S) FOR USE DUCTION?
L YES 0 NO [ NA

18. THERAPY DATES (from/to) 19. THERAPY DURATION

ill. CONCOMITANT DRUG(S) AND HISTORY
22, CONCOMITANT DRUG(S) AND DATES OF ADMINISTRATION (exclude those used to treat reaction)

23. OTHER RELEVANT HISTORY (e.g. diagnostics, allergics, pregnancy with last month of period, etc.)

V. MANUFACTURER INFORMATION
24a. NAME AND ADDRESS OF MANUFACTURER

24b. MFR CONTROL NO.

24c. DATE RECEIVED 24d. REPORT SOURCE
BY MANUFACTURER [0 STUDY [ LITERATURE
[J HEALTH PROFESSIONAL
DATE OF THIS REPORT 25a. REPORT TYPE

O INITIAL J FOLLOWUP

PROPPR Safety Monitoring Plan, Version Date 2012MAR21 Page 10 of 15
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Adverse Drug Reactions (ADRs) for Clinical Trials

Expedited Reporting Summary Form

Drug Code, Generic, or Brand Name:

Sponsor of Clinical Trial:

(CR) File Number:

Report Submitted By:

Contact Name and Telephone Number:

Protocol Title / Protocol Number (if applicable):

Sponsor's Identification Number for the case:

Date of ADR Onset:

Fatal or Life-Threatening
Unexpected ADR

All other serious and
unexpected ADRs

Is there an ongoing clinical trial for this drug in Canada?
Yes No

[] L]

FOR DETAILED INFORMATION ON ADVERSE DRUG REACTIONS
SUBJECT TO EXPEDITED REPORTING REFER TO PART C DIVISION 5
OF THE FOOD AND DRUG REGULATIONS AND E2A 'CLINICAL
SAFETY DATA MANAGEMENT: DEFINITIONS AND STANDARDS FOR
EXPEDITED REPORTING' HC / ICH GUIDELINES, 1995

Reported ADR occured in:

|:| Phase I - 111 study

|:| Phase IV study

|:| Spontaneous ADR

ADR Country of Origin

Is this a follow-up to a previous report?
Yes No

[] []

If yes , date of previous report (s):

Has the drug been or is it currently
marketed in Canada? If yes, provide DIN.

DIN:

Has the drug ever been released under the
Special Access Programme/ Emergency
Drug Release?

Yes No

[]

Is there a clinical trial application for this
drug under review in Canada?

Yes No

[]

Is there a new drug submission for this
drug under review in Canada?

Yes No

[]

Signature: Date:

ADR Reports must be provided by the following deadlines:

Fatal and Life Threatening Unexpected ADRs
1. Initial Report within 7 calendar days
2. Comprehensive Report within an additional 8 calendar days

All Other Serious and Unexpected ADRs
1. Comprehensive Report within 15 calendar days

PROPPR Safety Monitoring Plan, Version Date 2012MAR21
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Appendix D
Sample Cover Letter to FDA

Date:

To: Food and Drug Administration

Attention: (Agency Representative)

Center for Biologics Evaluation and Research

WOCI, Room 225N

1401 Rockville Pike

Rockville, MD 20852-1448
IND # XXXXX
Serial # XXXX

IND Safety Report

Dear (name of Agency Representative):

Please refer to the Investigational New Drug Application (IND) # XXXXX for our protocol: Pragmatic,
Randomized Optimal Platelet and Plasma Ratios (PROPPR)

The IND holder for IND XXXXX; The University of Texas-Health Science Center respectfully submits
our Amendment XXXX, an IND Safety Report for a serious adverse event experienced by patient ID
HXX-XXXX-XX ABCDEF. There are <X number of> previous safety reports on file with the Agency

regarding this or similar events. <If there are, state this and give amendment number for reference>

The event, <diagnosis>, was <indicated expected or unexpected>, <indicate relationship to study
product and/or procedure>, and <indicate outcome (if known). <If the event involves a death, even
one that is unrelated to study product and/or procedure, include the following statement> “While the
report does not meet the criteria for SAE reporting due to the expected nature of the event, we wish to
make the FDA aware of the occurrence of these events. This event has also been reported to the
NHLBI-appointed DSMB”.

All information included in this IND and all information contained therein is considered
CONFIDENTIAL AND PROPRIETARY and shall not be released to any other parties without the
expressed written consent of the PROPPR Houston Clinical Coordinating Center. The legal
protection of such confidential material is hereby claimed under applicable provisions of 21 CFR
312.130.

If you have any questions or require additional information, please contact me at <phone number>
and <email address>

Sincerely,

(PI's Name and Credentials)

(IND Sponsor’s Authorized Representative)

UTHealth

Cc: Health Canada, NHLBI, DSMB, Independent Medical Monitor, Clinical Site Pls

END OF DOCUMENT
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201



PROPPR MOO Version 07.17.2013

Appendix E
Sample Cover Letter to Health Canada

Date:

To: Blood Establishment Regulation Unit
Attention: (Agency Representative)

Office of Regulatory Affairs

Biologics and Genetic Therapies Directorate
Health Canada

200 Tunney’s Pasture Driveway,

Address Locator 0701A, Tunney’s Pasture,
Ottawa, Ontario, K1A 0K9

CTA # 14929
Serial # XXXX
CTA Safety Report

Dear (name of Agency Representative):

Please refer to the Clinical Trial Application (CTA) # 14929 for our protocol: Pragmatic, Randomized
Optimal Platelet and Plasma Ratios (PROPPR)

The IND holder for IND XXXXX; The University of Texas-Health Science Center respectfully submits
our Amendment XXXX, an CTA Safety Report for a serious adverse event experienced by patient ID
HXX-XXXX-XX ABCDEF. There are <X number of> previous safety reports on file with the Agency
regarding this or similar events. <If there are, state this and give amendment number for reference>

The event, <diagnosis>, was <indicated expected or unexpected>, <indicate relationship to study
product and/or procedure>, and <indicate outcome (if known). <If the event involves a death, even
one that is unrelated to study product and/or procedure, include the following statement> “While the
report does not meet the criteria for SAE reporting due to the expected nature of the event, we wish to
make Health Canada aware of the occurrence of these events. This event has also been reported to
the NHLBI-appointed DSMB”.

All information included in this CTA and all information contained therein is considered
CONFIDENTIAL AND PROPRIETARY and shall not be released to any other parties without the
expressed written consent of the PROPPR Houston Clinical Coordinating Center. The legal
protection of such confidential material is hereby claimed under applicable provisions of 21 CFR
312.130.

If you have any questions or require additional information, please contact me at <phone number>
and <email address>

Sincerely,

(PI's Name and Credentials)

(IND Sponsor’s Authorized Representative)

UTHealth

Cc: Health Canada, NHLBI, DSMB, Independent Medical Monitor, Clinical Site Pls

END OF DOCUMENT
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Appendix F

PROPPR Safety Reporting Algorithm

Randomized Subject Experiences an AE/SAE

Is

Is the AE/SAE the AE/SAE
Site notifies HCCC/HDCC and local IRB of TRANSFUSION RELATED a PRIMARY OR
reportable SAE within 3 calendar days of AND A REPORTABLE EVENT SECONDARY OUTCOME

discovery. Report will contain ONLY blinded as defined in 21 CFR 312/32?7 MEASURE listed

information. Serious, Suspected [Related in Section 6 of
& Unexpected) the PROPPR
Protocol?
NO
h 4

Site prepares MedWatch FDA Form 3500a and
faxes/e-mails/enters into OpenClinica for HCCC/
HDCC Review. Event will be recorded on the
CRF and AE/SAE log. Report will contain ONLY
blinded information

v

.

Document AE/SAE in
CRF and enter information
into OpenClinica as soon as
possible. Continue to
monitor Subject.

v

Clinical Sites will follow local
IRB reporting requirements
but are encouraged to
request IRB approval to
report aggregate information
to the IRB on a semi annual

AE/SAE is unrelated to
study intervention, and is
not an outcome measure of
interest. Record ONLY
unrelated SAEs on the
CRF. No communication
with HDCC is required.
Continue to monitor subject.

v

Clinical Sites will follow local
IRB reporting requirements
for unrelated SAEs.

or anng‘al basis.

A

HDCC will prepare reports of aggregate blinded data for the
Independent Medical Monitor, DSMB, and FDA review on a
semiannual/annual basis, or as requested.

Y
HDCC forwards MedWatch 3500 to Pl of HCCC and Independent Medical Monitor for initial review of information and venfication

SAE meets criteria for a reportable event. HCCC/HDCC reviews form for completeness, applies MedDRA code, and forwards the
safety report to all participating clinical site Pls, the DSMB, the UTHealth IRB, and the FDA as soon as possible, but no later than
15 calendar days after receiving the site report. Reports contain ONLY blinded information. The HCCC/HDCC will respond to all
FDA requests for more information within 15 calendar days.

Y
HDCC forwards MedWatch 3500 to Pl of HCCC & Independent Medical Monitor for initial review of information and verification SAE meets criteria for a
reportable event. HCCC/ HDCC reviews form for completeness, applies MedDRA code, and forwards the safety report to all participating clinical site Pls, the
DSMB, the UTHealth IRB, and the FDA as soon as possible, but no later than 7 calendar days after receiving the site report. Reporis contain ONLY

blinded information. The HCCC/HDCC will respond to all FDA requests for more information within 15 calendar days.

Definitions:

Adverse Event (AE): Any unfavorable and unintended sign, symptom, or disease temporally associated with the use of the study
intervention without any judgment about causality.

Reportable Event: Event meets ALL the following FDA reporting requirements: event is suspected (related), serious, and unexpected.
Suspected (Related) Adverse Event: There is a reasonable possibility (causal relationship) between the study intervention and the
adverse event.

Serious Adverse Event (SAE): An AE is considered serious if, in the view of the Pl or Sponsor, it results in any of the following: Death, a
life-threatening adverse event, required hospitalization or prolonged existing hospitalization, resulted in persistent or significant disability/
incapacitation, required a medical or surgical intervention to prevent death/disability, or an AE resulting in a congenital anomaly/birth
defect.

Unexpected: An AE/SAE not listed in the investigator brochure, or not listed at the specificity or severity that has been observed.

References:
FDA Guidance for Clinical Investigators, Sponsors, and IRBs; Adverse Events Reporting to IRBs — Improving Human Subject Protection. January, 2009,
FDA Guidance for Industry and Investigators; Safety Reporting Reguirements for INDs and BA/BE Studies. September, 2010.

l A modified versicn of the reporting algorehm wil be developad for Heallh Canada a8 needed. |
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Appendix G

PROPPR _

Pragmatic, Randomized Optimal Platelet and Plasma Ratios

MANDATORY FDA REPORTING.

SAE DOCUMENTED ON AE/SAE LOG. MEDWATCH 3500 SUBMITTED
FROM SITE WITHIN 3 BUSINESS DAYS OF DISCOVERY. REVIEWED BY
HCCC P1 & MEDICAL MONITOR, REPORTED TO IRB’s, DSMB & FDA
WITHIN 7 CALENDAR DAYS OF NOTIFICATION.

(Transfusion Related [Graft vs. Host] Deaths, Hypernatremia-Hypertonic Saline)

FDA REPORTING NOT REQUIRED.

SAE DOCUMENTED ON SUBJECT AE/SAE LOG. REVIEWED &
REPORTED IN AGGREGATE TO MEDICAL MONITOR & DSMB.
FOLLOW LOCAL IRB POLICY FOR REPORTING.

(TRALI, VAP, SEPSIS, ACS, MOF, ARDS, Thromboembolitic Complications
[Stroke, M1, DVT, PE], Re-bleeding)

FDA REPORTING NOT REQUIRED.

SAE DOCUMENTED ON SUBJECT AE/SAE LOG. REVIEWED &
REPORTED IN AGGREGATE TO MEDICAL MONITOR & DSMB.
FOLLOW LOCAL IRB POLICY FOR REPORTING.

(Renal Failure, ALl, Drug reactions, Pneumothorax after Central Line
Placement, etc.)

FDA REPORTING NOT REQUIRED.

SAE DOCUMENTED ON SUBJECT AE/SAE LOG. REVIEWED & REPORTED IN
AGGREGATE TO MEDICAL MONITOR & DSMB. FOLLOW LOCAL IRB
POLICY FOR REPORTING.

(Death From Trauma Related Injury, Procedures to Treat Trauma Injury, i.e.
Trach., Amputation, Wound Debridements, etc. )

FDA REPORTING NOT REQUIRED.
AE IS AN OUTCOME MEASURE OF INTEREST.
AE DOCUMENTED ON SUBJECT AE/SAE LOG. REVIEWED & REPORTED IN
AGGREGATE TO DSMB.
(Urticaria Immediately after start of Transfusion.)

FDA REPORTING NOT REQUIRED.
AE IS AN OUTCOME MEASURE OF INTEREST. REVIEWED & REPORTED IN
AGGREGATE TO DSMB.
AE DOCUMENTED ON SUBJECT AE/SAE LOG.

(Atelectasis)

FDA REPORTING NOT REQUIRED.
AE IS NOT AN OUTCOME MEASURE OF INTEREST.
NO DOCUMENTATION IN CRF REQUIRED.

(Nausea, Vomiting, Headache, Diarrhea, etc.)

FDA REPORTING NOT REQUIRED.
AE IS NOT AN OUTCOME MEASURE OF INTEREST.
NO DOCUMENTATION IN CRF REQUIRED.

(Hypothermia, Pain, Hematoma/Bruising at IV Site, etc.)

The reporting algorithm will be modified for Health Canada requirements as needed.

PROPPR Safety Monitoring Plan, Version Date 2012MAR21 Page 15 of 15
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Section 12.3 Complication Definitions

PROPPR Complications Definitions

1. Abdominal Compartment Syndrome (ACS)
Elevated intra-abdominal pressure (> 20 cm H20O) requiring the opening of the abdominal cavity with at
least one of the following: 1) oliguria (<30cc/hr), 2) diminished cardiac output (< 2.5 L/min/m2), 3)
elevated static airway pressures (> 45 cm H20), or 4) PaO2/FiO2 ratio of less than 200. (TRDB, 2007)

2. Acute Hemolytic Transfusion Reactions (AHTR)
Rapid destruction of red blood cells during, immediately after, or within 24 hours of cessation of
transfusion. Clinical and laboratory signs of hemolysis are present. No single criterion exists to definitively
diagnose this rare disorder.
Definitive: Any of the following: Chills/rigors, Fever, Back/flank pain, Hypotension,
Hemoglobinuria occurring during or shortly after cessation of transfusion, Epistaxis, Oliguria/anuria, Renal
failure, Disseminated intravascular coagulation (DIC), Pain and/or oozing at IV,
AND EITHER:
(1) ABO incompatibility or other allotypic RBC antigen incompatibility
OR,
(2) Clerical check indicates that the patient’s name and blood group on the blood unit are different
than the recipient’s name and blood group.

Grade 1-Non-Severe: Medical intervention (e.g. symptomatic treatment) is required but lack of such would
not result in permanent damage or impairment of a bodily function.

Grade 2-Severe: Inpatient hospitalization or prolongation of hospitalization is directly attributable to the
adverse reaction, persistent or significant disability or incapacity of the patient occurs as a result of the
reaction, or a medical or surgical intervention is necessary to preclude permanent damage or impairment of
a body function.

Grade 3-Life Threatening: Major intervention required following the transfusion (e.g. vasopressors,
intubation, transfer to intensive care) to prevent death.

Grade 4-Death: Subject died as a result of the adverse transfusion reaction.

(HNSN, 2011)

3. Acute Kidney Injury (AKI) / Acute Renal Failure
Rapid loss of kidney function (within any 48 hours), measured by a rise in creatinine (increase in serum
creatinine of either an absolute count of >/= 0.3 mg/dl or 50% increase), decrease in the GFR (> 25%)
and/or reduction in urine output defined as <0.5 ml/kg/hr for at least 6 hours.
(Acute Kidney Injury Network, 2007)

4. Acute Lung Injury (ALI)
Lung injury characterized by hypoxemia, pulmonary edema, low lung compliance and capillary leakage.
The following 3 criteria must be met within a 24 hour period:
1) Bilateral infiltrates on a CXR (acute onset),
2) PaO2/Fi02<300 regardless of PEEP,
3) No evidence of left atrial hypertension (PCWP < 18) or no evidence of congestive heart failure in the
absence of a PAC. If aPAC is in place there must be evidence that the PCWP was < 18 for at least 12
consecutive hours during the 24 hour assessment block.
(TRDB, 2007)

5. Acute Respiratory Distress Syndrome (ARDS)-
Lung injury characterized by hypoxemia, pulmonary edema, low lung compliance and capillary leakage.
The following 3 criteria must be met within a 24 hour period:
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1) Bilateral infiltrates on a CXR (acute onset),

2) PaO2/Fi02 < 200 regardless of PEEP,

3) No evidence of left atrial hypertension (PCWP < 18) or no evidence of congestive heart failure in the
absence of a PAC. If a PAC is in place there must be evidence that the PCWP was < 18 for at least 12
consecutive hours during the 24 hour assessment block.

(TRDB, 2007)

6. Allergic Reactions (Transfusion Related)
The result of an interaction of an allergen with preformed antibodies. In some instances, infusion of
antibodies from an atopic donor may also be involved. It may present with only mucocutaneous signs and
symptoms.
Definitive: 2 or more of the following occurring during or within 4 hours of cessation of transfusion:
Maculopapular Rash, Urticaria, Pruritus, Generalized Flush, Localized Angioedema, Edema of Lips,
Tongue, & Uvula, Erythema & Edema of the Periorbital Area, Conjunctival Edema, Respiratory Distress,
Bronchospasm, Hypotension. PROBABLE: Any 1 of the following occurring during or within 4 hours of
cessation of transfusion: Maculopapular Rash, Urticaria, Pruritus, Localied Angioedema, Edema of the
Lips, Tongue, & Uvula, Erthema& Edema of the Periorbital Area, Conjunctival Edema.
Grade 1: No immediate risk to the life of the patient AND responds quickly to symptomatic treatment.
Grades 2-4: Involves respiratory and/or cardiovascular systems and presents like an anaphylactic reaction.
There is anaphylaxis when, in addition to mucocutaneous symptoms, there are airway symptoms,
hypotension, or associated symptoms like hypotonia and syncope. The respiratory signs and symptoms may
be laryngeal (tightness in the throat, dysphagia, dysphonia, hoarseness, stridor) or pulmonary (dyspnea,
cough, wheezing, bronchospasm, hypoxemia). Such a reaction usually occurs during or shortly after
cessation of transfusion.
(HNSN, 2011)

7. Bacteremia
The presence of viable bacteria in the blood with positive blood cultures.
(American College of Chest Physicians/Society of Critical Care Medicine, 1992)

8. Cardiac Arrest
Sudden cessation of cardiac activity (Includes pulseless electrical activity [PEA]).
(TRDB, 2007)

9. Catheter-Related Bloodstream Infections (CRBSI)
The presence of bacteremia/fungemia in a patient with a central venous catheter (CVC) in which there is no
alternate source for bacteremia/fungemia except the catheter. To diagnose CRBSI, the patient must have
clinical manifestations of infection (fever, chills or hypotension); a positive blood culture from a peripheral
vein; and some microbiologic evidence the catheter is infected.
Diagnostic criteria (all of 1, 2 and 3 must be met within a 48 hr period):
1. A single positive blood culture from a peripheral vein
2. Clinical manifestations of infection including at least one of a, b, or ¢
a) Fever >38.5C
b) WBC >10,000 or < 3000 per cubic millimeter
¢) Hypotension (SBP < 90) or > 25% drop in systolic blood pressure

3. Microbiologic evidence of catheter infection (at least one of a, b, c, or d)
a) positive semiquantitative (>15CFU/catheter segment) culture in which the same organisms
isolated from the catheter and peripheral blood (this is the most commonly used technique)
b) positive quantitative (>103CFU/catheter segment catheter) culture in which the same organism is
isolated from the catheter and peripheral blood
c) simultaneous quantitative blood cultures with a > 5:1ratio of bacteria (CVC versus
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peripheral)
d) differential period of central venous catheter culture versus peripheral blood culture positivity of > 2
hours(TRDB, 2007)

10. Delayed Hemolytic Transfusion Reactions (DHTR)
The recipient develops antibodies to RBC antigen(s) between 24 hours and 28 days after cessation of
transfusion. Clinical signs of hemolysis are usually present. If performed, post-transfusion LDH and
bilirubin levels increase and subsequently fall back to baseline in the following days. Patient may be
asymptomatic or have symptoms that are similar to but milder than AHTR. Examples of symptoms include:
Chills/Rigors, Fever, Jaundice, Back/Flank Pain, Hypotension, Hemoglobinuria/Hematuria,
Oliguria/Anuria. NOTE: These symptoms are NOT required to meet definitive case criteria.
Definitive:
Positive direct antiglobulin test (DAT) for antibodies developed between 24 hours and 28 days after
cessation of transfusion.
AND EITHER

e Positive elution test with alloantibody present on the transfused red blood cells

OR

e Newly-identified red blood cell alloantibody in recipient serum
AND EITHER

e Inadequate rise of post-transfusion hemoglobin level or rapid fall in hemoglobin back to pre-

transfusion levels
OR
e Otherwise unexplained appearance of spherocytes.

Probable:

Newly-identified red blood cell alloantibody demonstrated between 24 hours and 28 days after cessation of
transfusion BUT not enough laboratory evidence to meet definitive criteria.

Grade 1-Non-Severe: Medical intervention (e.g. symptomatic treatment) is required but lack of such would
not result in permanent damage or impairment of a bodily function.

Grade 2-Severe: Inpatient hospitalization or prolongation of hospitalization is directly attributable to the
adverse reaction, persistent or significant disability or incapacity of the patient occurs as a result of the
reaction, or a medical or surgical intervention is necessary to preclude permanent damage or impairment of
a body function.

Grade 3-Life Threatening: Major intervention required following the transfusion (e.g. vasopressors,
intubation, transfer to intensive care) to prevent death.

Grade 4-Death: Subject died as a result of the adverse transfusion reaction.

(HNSN, 2011)

11. Delayed Serological Transfusion Reactions (DSTR)
Demonstration of new, clinically-significant antibodies against red blood cells between 24 hours and 28
days after cessation of a transfusion despite an adequate, maintained hemoglobin response.
Definitive:
Demonstration of new, clinically-significant antibodies against red blood cells between 24 hours and 28
days after cessation of a transfusion that were not present in the pre-transfusion specimen
BY EITHER

e Positive direct antiglobulin test (DAT)

OR

e Positive antibody screen with newly identified RBC alloantibodly.
Grade 1-Non-Severe: Medical intervention (e.g. symptomatic treatment) is required but lack of such would
not result in permanent damage or impairment of a bodily function.
Grade 2-Severe: Inpatient hospitalization or prolongation of hospitalization is directly attributable to the
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adverse reaction, persistent or significant disability or incapacity of the patient occurs as a result of the
reaction, or a medical or surgical intervention is necessary to preclude permanent damage or impairment of
a body function.

Grade 3-Life Threatening: Major intervention required following the transfusion (e.g. vasopressors,
intubation, transfer to intensive care) to prevent death.

Grade 4-Death: Subject died as a result of the adverse transfusion reaction.

(HNSN, 2011)

12. Febrile Non-hemolytic Transfusion Reaction (FNHTR)
Fever and/or chills without hemolysis occurring in the patient during or within 4 hours of cessation of
transfusion. If transfusion-related, the most common cause is a reaction to passively transfused cytokines or
a reaction of recipient antibodies and leukocytes in the blood product. If blood culture of patient or residual
component is performed, the results should be negative. Laboratory findings should show no evidence of
acute hemolysis.
Definitive: Occurs during or within 4 hours of cessation of transfusion
AND EITHER

e Fever (greater than or equal to 380C oral or equivalent and a change of at least 1°C from pre-

transfusion value)

OR

e Chills/rigors are present.
Grade 1-Non-Severe: Medical intervention (e.g. symptomatic treatment) is required but lack of such would
not result in permanent damage or impairment of a bodily function.
Grade 2-Severe: Inpatient hospitalization or prolongation of hospitalization is directly attributable to the
adverse reaction, persistent or significant disability or incapacity of the patient occurs as a result of the
reaction, or a medical or surgical intervention is necessary to preclude permanent damage or impairment of
a body function.
Grade 3-Life Threatening: Major intervention required following the transfusion (e.g. vasopressors,
intubation, transfer to intensive care) to prevent death.
Grade 4-Death: Subject died as a result of the adverse transfusion reaction.
(HNSN, 2011)

13. Hyperkalemia within 24 hours of admission (transfusion-related)
Potassium levels > 6mEq/L without preexisting chronic renal failure.

14. Hypernatremia
Serum sodium level > 165mEq/L.

15. Hypocalcemia within 24 hours of admission (transfusion-related)
Ionized Calcium levels < 1.0 mg/dL or 4.0 mg/dL.

16. Hypotensive Transfusion Reaction
A drop in blood pressure occurring during or within one hour of cessation of transfusion not associated with
hypovolemia. Other symptoms, such as facial flushing, dyspnea, or abdominal cramps may occur but
usually hypotension is the sole manifestation.
Definitive: ALL OF THE FOLLOWING:

e Hypotension: Drop in systolic BP of greater than or equal to 30 mmHg AND Systolic BP less than

or equal to 80 mmHg.

e Ocecurs less than 15 minutes after the start of the transfusion.

e Responds rapidly (within 10 minutes) to cessation of transfusion and supportive treatment.

e All other adverse reactions presenting with hypotension must be excluded.
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Grade 1: The recipient required no more than discontinuation of transfusion and symptom management
AND no long-term morbidity resulted from the reaction.

Grade 2: The recipient required in-patient hospitalization or prolongation of hospitalization due to
hypotension or hypotension led directly to long-term morbidity (e.g., brain damage) AND vasopressors
were not required.

Grade 3: The recipient required vasopressors.

Grade 4: The recipient died as a result of the hypotensive transfusion reaction or as a result of treatment
directly related to resolving symptoms of the reaction.

(HNSN, 2011)

17. Multiple Organ Failure (MOF)
Multiple organ failure will be defined using the Denver Multiple Organ Failure (MOF) scoring system. This
system evaluates four organ systems: pulmonary, hepatic, renal, and cardiac. Organ dysfunction is graded
on a scale from 0 to

The pulmonary score is determined by the PaO2/FiO2 (P/F) ratio. P/F >208 receive zero (0) points, ratios
of 208-165 receive 1 point, 165-83 receive 2 points, and 83 receive 3 points.

The renal system is graded by serum creatinine level in mg/dL: O points for <1.8, 1 point for 1.8-2.5, 2
points for 2.5-5.0, and 3 points for >5.0 mg/dL.

The hepatic score is calculated by total serum bilirubin level in mg/dL: 0 points for bilirubin <2.0, 1 point
for 2.0-4.0, 2 points for 4.0-8.0, and 3 points for bilirubin >8.0 mg/dL.

Cardiac dysfunction is graded based on inotropic support and cardiac index (C.l.). No inotropes and cardiac
index >3.0 L/min per meter squared yield a score of zero (0), whereas minimal inotropic support or C.1.
<3.0 yield a score of 1. Moderate and high dose inotropic receive scores of 2 and 3, respectively.

Scores not recorded are assumed to be normal and calculated as zero (0).

****Eor multiple organ failure, the MOF score is calculated as the sum of the simultaneously obtained
individual organ scores on each hospital day. Single system organ failure is defined as an organ failure
grade >0. MOF is defined as a total score of 4 or greater.

18. Post Transfusion Purpura (PTP)
Thrombocytopenia usually arising 5-12 days following transfusion of cellular blood components with
findings of antibodies in the patient directed against the Human Platelet Antigen (HPA) system.
Definitive: Thrombocytopenia (decrease to less than 20% of pre-transfusion count).
Alloantibodies in the patient directed against HPA-1a or other platelet specific antigen detected at or after
development of reaction.
Probable: Drop in platelets to levels between 20% and 80% of pre-transfusion count.
Grade 1-Non-Severe: Medical intervention (e.g. symptomatic treatment) is required but lack of such would
not result in permanent damage or impairment of a bodily function.
Grade 2-Severe: Inpatient hospitalization or prolongation of hospitalization is directly attributable to the
adverse reaction, persistent or significant disability or incapacity of the patient occurs as a result of the
reaction, or a medical or surgical intervention is necessary to preclude permanent damage or impairment of
a body function.
Grade 3-Life Threatening: Major intervention required following the transfusion (e.g. vasopressors,
intubation, transfer to intensive care) to prevent death.
Grade 4-Death: Subject died as a result of the adverse transfusion reaction.
(HNSN, 2011)
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19. Sepsis
A systemic response to infection. Two or more of the following three conditions must be present: (1)
temperature >38°C or <36°C; (2) heart rate >90 beats per minute; (3) respiratory rate >20 breaths per
minute or PaC02<32 mmHg; and white blood cell count >12,000/cu mm,<4,000/cu mm, or> 10% immature
(band) forms; AND a known or suspected infection confirmed by culture, CXR, or CT. (American College
of Chest Physicians/Society of Critical Care Medicine, 1992)

20. Systemic Inflammatory Response Syndrome (SIRS)
SIRS is a serious condition related to systemic inflammation, organ dysfunction, and organ failure. It is a
subset of cytokine storm, in which there is abnormal regulation of various cytokines. Two or more of the
following must be present for SIRS (without a positive culture): 1) temperature below 36° C or above 38°
C, 2) heart rate > 90 bpm, 3) > 20 breaths per minute or, on blood gas, a PaCO2 less than 32 mmHg, 4)
WBC < 4,000 cells/mm3 or > 12,000 cells/fmm3. (American College of Chest Physicians/Society of Critical
Care Medicine, 1992)

21. Surgical Site Infections (SSI)

Superficial Incisional/Wound Infections

Infection occurs within 30 days after the operation and infection involves only skin or

subcutaneous tissue of the incision and at least one of the following:

1. Purulent drainage, with or without laboratory confirmation, from the superficial incision.

2. Organisms isolated from an aseptically obtained culture of fluid or tissue from the superficial incision.

3. At least one of the following signs or symptoms of infection: pain or tenderness, localized swelling,
redness, or heat and superficial incision is deliberately opened by surgeon, unless incision is culture-
negative.

4. Diagnosis of superficial incisional SSI by the surgeon or attending physician.

(TRDB, 2007)

Deep Incisional SSI

Infection occurs within 30 days after the operation and the infection appears to be related to the

operationand infection involves deep soft tissues (e.g., fascial and muscle layers) of the incision and at least

one of the following:

1. Purulent drainage from the deep incision, but not from the organ/space component of the surgical site.

2. A deep incision spontaneously dehisces or is deliberately opened by a surgeon when the patient has at
least one of the following signs or symptoms: fever (>38°C), localized pain or tenderness, unless site is
culture-negative

3. An abscess or other evidence of infection involving the deep incision is found on direct examination,
during reoperation, or by histopathologic or radiologic examination.

4. Diagnosis of a deep incisional SSI by a surgeon or attending physician.

Organ/Space SSI

Infection occurs within 30 days after the operationand the infection appears to be related to the operation

and infection involves any part of the anatomy (e.g., organs or spaces), other than the incision, which was

opened or manipulated during an operation and at least one of the following:

1. Purulent drainage from a drain that is placed through a stab wound into the organ/space (if the area
around a stab wound becomes infected, it is not an SSI. It is considered a skin or soft tissue infection,
depending on its depth.)

2. Organisms isolated from an aseptically obtained culture of fluid or tissue in the organ/space.

3. An abscess or other evidence of infection involving the organ/space that is found on direct examination,
during reoperation, or by histopathologic or radiologic examination

4. Diagnosis of an organ/space SSI by a surgeon or attending physician.

(TRDB, 2007)

210



PROPPR MOO Version 07.17.2013

22. Thromboembolic complications
a. Myocardial Infarction (Ml)
Acute, irreversible myocardial injury documented by both of: (1) Abnormal increase in CK-MB ortroponin
and (2) New, serial T-wave, S-T segment or Q wave ECG abnormalities. (TRDB, 2007
b. Stroke or Cerebral Infarction. New neurological deficit not present on admission which is: 1)
sudden or rapid in onset, 2)and lasts >24 hours and 3) confirmed as an acute infarction by CT or MRIland 4)
that is consistent with the physical exam. (TRDB, 2007)

C. Deep Vein Thrombosis (DVT) — venous thrombosis confirmed by autopsy, venogram, duplex or
other non-invasive vascular evaluation. Document whether the DVT is symptomatic or not
d. Pulmonary Embolus (PE) A clinically significant (resulting in hypoxia or tachycardia or

hypotension) blood clot lodged in the lumen of a pulmonary artery as diagnosed by CT angiogram,
pulmonary angiogram or ventilation perfusion scan. To be differentiated from occult, non-clinically
significant PE. (ROC Hypertonic Resuscitation MOO, 2008)

e. Mesenteric Thrombosis (arterial or venous) Documented on arteriogram, CT angiogram, operative
findings or autopsy
f. Other (not superficial vein thrombi)

23. Transfusion-Associated Circulatory Overload (TACO)
Infusion volume that cannot be effectively processed by the recipient either due to high rate and/or volume
of infusion or an underlying cardiac or pulmonary pathology
Definitive: New onset or exacerbation of 3 or more of the following within 6 hours of cessation of
transfusion:
Acute onset of respiratory distress symptoms (dyspnea, orthopnea, cough),
Evidence of positive fluid balance,
Elevated brain natriuretic peptide (BNP),
Radiographic evidence of pulmonary edema,
Evidence of left heart failure,
e Elevated central venous pressure (CVP)
Grade 1-Non-Severe: Medical intervention (e.g. symptomatic treatment) is required but lack of such would
not result in permanent damage or impairment of a bodily function.
Grade 2-Severe: Inpatient hospitalization or prolongation of hospitalization is directly attributable to the
adverse reaction, persistent or significant disability or incapacity of the patient occurs as a result of the
reaction, or a medical or surgical intervention is necessary to preclude permanent damage or impairment of
a body function.
Grade 3-Life Threatening: Major intervention required following the transfusion (e.g. vasopressors,
intubation, transfer to intensive care) to prevent death.
Grade 4-Death: Subject died as a result of the adverse transfusion reaction.
(HNSN, 2011)

24. Transfusion-Associated Dyspnea (TAD)
Respiratory distress within 24 hours of cessation of transfusion that does not meet the criteria of TRALI,
TACO, or allergic reaction. Respiratory distress should not otherwise be explained by a patient’s underlying
or pre-existing medical condition.
Definitive: Acute respiratory distress occurring within 24 hours of cessation of transfusion AND TRALL,
TACO, and allergic reactions are ruled out.
Grade 1-Non-Severe: Medical intervention (e.g. symptomatic treatment) is required but lack of such would
not result in permanent damage or impairment of a bodily function.
Grade 2-Severe: Inpatient hospitalization or prolongation of hospitalization is directly attributable to the
adverse reaction, persistent or significant disability or incapacity of the patient occurs as a result of the
reaction, or a medical or surgical intervention is necessary to preclude permanent damage or impairment of
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a body function.

Grade 3-Life Threatening: Major intervention required following the transfusion (e.g. vasopressors,
intubation, transfer to intensive care) to prevent death.

Grade 4-Death: Subject died as a result of the adverse transfusion reaction.

(HNSN, 2011)

25. Transfusion-Associated Graft vs. Host Disease (TAGVHD)
The introduction of immunocompetent lymphocytes into susceptible hosts. The allogeneic lymphocytes
engraft, proliferate and destroy host cells. If performed, marrow study shows hypoplasia, aplastic anemia, or
marked hypocellularity with a lymphobhistiocytic infiltrate.
Definitive: A clinical syndrome occurring from 2 days to 6 weeks after cessation of transfusion
characterized by:
e [ever,;
e Characteristic rash: erythematous, maculopapular erupting centrally and spreading to extremities, in
severe cases may progress to generalized erythroderma and hemorrhagic bullous formation;
e Hepatomegaly;
e Diarrhea.
Grade 1: N/A
Grade 2: Patient had marked symptoms and responded to treatment.
Grade 3: Patient had severe symptoms and required life-saving treatment (e.g., immunosuppression).
Grade 4: Patient died from TAGVHD.
(HNSN, 2011)

26. Transfusion-Related Acute Lung Injury (TRALI)
Acute hypoxemia with PaO2/fraction of inspired oxygen [FIO2] ratio of <300 mmHg combined with chest
x-ray showing bilateral infiltrates in the absence of left atrial hypertension (i.e., circulatory overload). Onset
of TRALLI is abrupt in association with transfusion. Must be discussed with and corroborated with head of
the blood bank based on local standard blood bank policy.
Definitive: No evidence of acute lung injury (ALI) prior to transfusion AND ALI onset during or within 6
hours of cessation of transfusion AND Hypoxemia defined by any of these methods: PaO2 / FiO2< 300 mm
Hg; Oxygen saturation less than 90% on room air; other objective evidence AND no evidence of left atrial
hypertension (i.e. circulatory overload).
Grade 1-Non-Severe: Medical intervention (e.g. symptomatic treatment) is required but lack of such would
not result in permanent damage or impairment of a bodily function.
Grade 2-Severe: Inpatient hospitalization or prolongation of hospitalization is directly attributable to the
adverse reaction, persistent or significant disability or incapacity of the patient occurs as a result of the
reaction, or a medical or surgical intervention is necessary to preclude permanent damage or impairment of
a body function.
Grade 3-Life Threatening: Major intervention required following the transfusion (e.g. vasopressors,
intubation, transfer to intensive care) to prevent death.
Grade 4-Death: Subject died as a result of the adverse transfusion reaction.
(HNSN, 2011)

27. Transfusion-Related Metabolic Complication (Hypocalcemia/Hyperkalemia)

Metabolic complications may accompany large-volume transfusions, especially in neonates and patients

with liver or kidney disease.

a. Citrate “toxicity” reflects a depression of ionized calcium caused by the presence in the circulation of
large quantities of citrate anticoagulant. Because citrate is promptly metabolized by the liver, this
complication is rare. Patients with severe liver disease or those with circulatory collapse that prevents
adequate hepatic blood flow may have physiologically significant hypocalcemia after rapid, large-
volume transfusion. Citrated blood or blood components administered rapidly through central
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intravenous access may reach the heart so rapidly that ventricular arrhythmias occur. Standard
measurement of serum calcium does not distinguish ionized from complexed calcium. lonized calcium
testing or electrocardiogram monitoring is more helpful in detecting physiologically significant
alteration in calcium levels.

b. Other metabolic derangements can accompany rapid or large-volume transfusions, especially in patients
with preexisting circulatory or metabolic problems. These include acidosis or alkalosis (deriving from
changing concentrations of citric acid and its subsequent conversion to pyruvate and bicarbonate) and
hyperkalemia- or hypocalcemia.

c. Hypocalcemia/Hyperkalemia resulting in an arrythemia resulting in focused electrolyte therapy.

(AABB Circular of Information, 2009)

28. Transfusion-Transmitted Infection
A bacteria, parasite, virus, or other potential pathogen transmitted in donated blood to transfusion recipient.
Refer to CDC/NHSN Biovigilance Component Manualfor detailed information.
Grade 1-Non-Severe: Medical intervention (e.g. symptomatic treatment) is required but lack of such would
not result in permanent damage or impairment of a bodily function. Grade 2-Severe: Inpatient
hospitalization or prolongation of hospitalization is directly attributable to the adverse reaction, persistent or
significant disability or incapacity of the patient occurs as a result of the reaction, or a medical or surgical
intervention is necessary to preclude permanent damage or impairment of a body function.
Grade 3-Life Threatening: Major intervention required following the transfusion (e.g. vasopressors,
intubation, transfer to intensive care) to prevent death.
Grade 4-Death: Subject died as a result of the adverse transfusion reaction.
(HNSN, 2011)

29. Ventilator Associated Pneumonia (VAP)
Pneumonia in patients who have been mechanically ventilated for < 48 hours.
Criteria a-c must be satisfied within a 48 hr period:
a) Radiologic criteria:
i. New radiographic infiltrate that persists for at least 24 hours not associated with ALI, ARDS,
pulmonary contusion, TRALI or TACO.
b) Clinical criteria (one of i or ii)
i. Tm>38.5°C or <35.0°C
ii. WBC> 12,000 or <4000 per cubic millimeter
c) Bacterial confirmation by at least one of:
i. Quantitative microbiologic cultures obtained by bronchoalveolar lavage
yielding>10"colony forming units [CFU]/ml or protected specimen brush>10°
CFU/ml (preferred diagnostic method)
ii. Histopathologic exam of lung tissue shows one of a or b:
(a). Abscess formation with intense PMN accumulation in bronchioles &alveoli. (b). Quantitative
culture of lung parenchyma that shows > 10*cfu/g tissue.
iii. Positive blood culture for bacterial pathogen identified in sputum or respiratory
culture
iv. Positive pleural fluid culture with same organism identified in sputum or other
respiratory cultures
v. Positive sputum gram stain with >3+ of one type of pathogenic bacteria
vi. Heavy or moderate growth of one type of pathogenic bacteria on semi-
quantitativesputum culture
(TRDB, 2007)

30. Abdominal Complications (Open or Closed) after Exploratory Laparotomy
Abdominal complications include:
a. Fistula —abnormal connection between two epithelial-lined organs that normally do not connect.
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Abscess of other evidence of any infection involving the intra-abdominal or retroperitoneal contents
is found on direct examination, during reoperation, or by histopathologic or radiologic examination.
Other (please specify)

Other, please describe
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Section 12.4 Instructions for Completing CRF Form #18: AE/SAE’s

Complete this form to record AE/SAE’s on randomized subjects from ED admission through
discharge or day 30. Complete this form for all randomized subjects. Record only the AE/SAE’s
listed on the form using the codes provided. Refer to the PROPPR safety monitor plan for specific
information on AE/SAE reporting requirements. Record the start and stop dates of the AE/SAE in
dd/mmm/yy format or select “ongoing” or “unknown” for the stop date if applicable. If the end date
is known, the status should be left blank. Indicate if the AE/SAE was expected for the subject given
their unique trauma injuries and comorbidities. Indicate if the AE/SAE was suspected (related) to
receiving randomized PROPPR MT blood products. Select the seriousness of the AE/SAE using
criteria from the PROPPR Complications Definitions document.

Hypertonic saline associated hypernatremia and transfusion related graft vs. host disease should be
reported to the HDCC within 3 calendar days of discovery and require expedited FDA reporting.
Refer to the PROPPR Safety and Monitoring Plan in Section 12.2. for more detailed information.

Report all deaths prior to discharge or day 30 to the HDCC. Refer to Section 12.7 for more
information on death adjudication.

Please note form # 18 is designed to meet regulatory AE/SAE reporting requirements. “Severe” is
often used to describe the intensity of an event (as in mild, moderate, or severe myocardial
infarction); the event itself, however, may be of relatively minor medical significance (such as a
severe headache). The criterion is NOT the same as “serious” which is based on a subject
event/outcome or medical/surgical interventions required to treat the event posing a threat to the
subject’s life or functioning.

Seriousness, not severity, serves as a guide for regulatory reporting.
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Section 12.4.1 MedWatch Form and Instructions PROPPR MOO Version 07.17.2013

U.S. Department of Health and Human Services Form Approved: OMB Mo, 0910-0291, Expires: 12/31/2011
See OMB statement on reverse.

For VOLUNTARY reporting of
M E D WA rc " adverse events, product problems and

roduct use errors Triage unit
The FDA Safety Information and g SEQHEnc: &
Adverse Event Reporting Program Page 1 of
A. PATIENT INFORMATION 2. Dose or Amount Frequency Route

1. Patient Identifier 2. Age at Time o #1

Date of Birth:

#2

In confidence

B. ADVERSE EVENT, PRODUCT PROBLEM OR ERROR 3. Dates of Use (if unknown, give duration} from/to | 5. Event Abated After Use
Check all that apply: (or best estimate) Stopped or Dose Reduced?
1.[] Adverse Event |:| Product Problem (e.g., defects/malfunctions) # # D Yeg D Ne D R;;'E,n't

#2
[(JProduct Use Error [_] Problem with Different Manufacturer of Same Medicine . . #2 [Jves [JNo []Doesnt
2. Qutcomes Attributed to Adverse Event 4. Diagnosis or Reason for Use (Indication) Apply
(Check all that apply) #1 8. Evgm Reap?eared After
|:| Death: |:| Disability or Permanent Damage Retureodyation ]
(mm/ddiyyyy) #2 #1 [Jves [No []Doesnt
I:] Life-threatening [] Congenital Anomaly/Birth Defect Apply
[] Hospitalization - initial or prolonged [_] Other Serious (Important Medical Events) | | 6. Lot # 7. Expiration Date #2 [Jves [JNo DES;E«M
D Required Intervention to Prevent Permanent Impairment/Damage (Devices) #1 #1 9. NDC # or Unique ID
3. Date of Event (mm/dd/yyyy) 4. Date of this Report (mm/dd/yyyy) w2 #2
E. SUSPECT MEDICAL DEVICE
5. Describe Event, Problem or Product Use Error 1. Brand Name

2. Common Device Name

3. Manufacturer Name, City and State

4. Model # Lot # 5. Operator of Device
[] Health Professional
Catalog # Expiration Date (mm/dd/yyyy) D Lay User/Patient
El Other:
6. Relevant Tests/Laboratory Data, Including Dates Serial # Other #

PLEASE TYPE OR USE BLACK INK

If Implanted, Give Date (mm/dd/yyyy) | 7. If Explanted, Give Date (mm/dd/yyyy)

-

=

Is this a Single-use Device that was Reprocessed and Reused on a Patient?

[Jes [JNo

. If Yes to Item No. 8, Enter Name and Address of Reprocessor

w

7. Other Relevant History, Including Preexisting Medical Conditions (e.g.,
allergies, race, pregnancy, smoking and alcohol use, liver/kidney problems, etc.)

F. OTHER (CONCOMITANT) MEDICAL PRODUCTS

Product names and therapy dates (exclude treatment of event}

G. REPORTER (See confidentiality section on back)

1. Name and Address
C. PRODUCT AVAILABILITY Name:

Product Available for Evaluation? (Do not send product to FDA) Address:

[(Jyes [No [ Returned to Manufacturer on:
(mm/aaryyyy)

D. SUSPECT PRODUCT(S) City: State:  ZIP:
1. Name, Strength, Manufacturer (from product label) Phone # E-mail

#1 Name:
Strength:
Manufacturer: 2. Health Professional? | 3. Occupation 4. Also Reported to:

#2 Name: []Yes [JNo (] Manufacturer
Strength: 5. If you do NOT want your identity disclosed (] user Facility
Manufacturer: to the manufacturer, place an "X" in this box: [_] [] istributor/importer

FORM FDA 3500 (1/09) Submission of a report does not constitute an admission that medical personnel or the product caused or contributed to the event.
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Typewritten Text
Section 12.4.1 MedWatch Form and Instructions


-Fold Here-
LR LB

FORM FDA 3500 (1/09) (Back)

PROPPR MOO Version 07.17.2013

ADVICE ABOUT VOLUNTARY REPORTING

Detailed instructions available at: http://www.fda.gov/medwatch/report/consumer/instruct.htm

Report adverse events, product problems or product
use errors with:

= Medications (drugs or biologics)

* Medical devices (including in-vitro diagnostics)

+ Combination products (medication & medical devices)
« Human cells, tissues, and cellular and tissue-based
products

Special nutritional products (dietary supplements,
medical foods, infant formulas)

» Cosmetics

Report product problems - quality, performance or
safety concerns such as:

* Suspected counterfeit product

= Suspected contamination

= Questionable stability

= Defective components

* Poor packaging or labeling

* Therapeutic failures (product didn't work)

Report SERIOUS adverse events. An event is serious
when the patient outcome is:

* Death

» Life-threatening

= Hospitalization - initial or prolonged

Disability or permanent damage

Congenital anomaly/birth defect

= Required intervention to prevent permanent
impairment or damage (devices)

= Other serious (important medical events)

Report even if:

= You're not certain the product caused the event
= You don't have all the details

How to report:
* Just fill in the sections that apply to your report
* Use section D for all products except medical devices
= Attach additional pages if needed
* Use a separate form for each patient
= Report either to FDA or the manufacturer (or both)

Other methods of reporting:

= 1-800-FDA-0178 - To FAX report
= 1-800-FDA-1088 - To report by phone
* www.fda.gov/medwatch/report.htm - To report online

If your report involves a serious adverse event with a
device and it ocourred in a facility outside a doctor's office,
that facility may be legally required to report to FDA and/or

the manufacturer. Please notify the person in that facility -gldHere-

who would handle such reporting.

If your report involves a serious adverse event with a
vaccine, call 1-800-822-7967 to report.

Confidentiality: The patient's identity is held in strict
confidence by FDA and protected to the fullest extent of
the law. FDA will not disclose the reporter's identity in
response to a request from the public, pursuant to the
Freedom of Information Act. The reporter's identity,
including the identity of a self-reporter, may be shared with
the manufacturer unless requested otherwise.

reducing this burden to:

Rockville, MD 20857

The public reporting burden for this collection of information has been estimated to average 36 minutes per response, including the time for
reviewing instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection
of information. Send comments regarding this burden estimate or any other aspect of this cellection of information, including suggestions for

Department of Health and Human Services Please DO NOT OMB statement:

Food and Drug Administration RETURN this form "An agency may not conduct or sponsor, and a
Office of Chief Information Officer (HFA-710) to this address. person is not required to respond to, a collection of
5600 Fishers Lane information unless it displays a currently valid

U.S. DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration

OMB control number."

DEPARTMENT OF
HEALTH & HUMAN SERVICES

Public Health Service
Food and Drug Administration
Rockville, MD 20857

Official Business
Penalty for Private Use $300

Please Use Address Provided Below -- Fold in Thirds, Tape and Mail

“ ‘ ‘ ‘ NO POSTAGE
NECESSARY
IF MAILED
IN THE
UNITED STATES
OR APO/FPO
|
——r—" "
BUSINESS REPLY MAIL rrom——
FIRST CLASS MAIL PERMIT NO. 946 ROCKVILLE MD mE——
POSTAGE WILL BE PAID BY FOOD AND DRUG ADMINISTRATION A—
MEDWATCH ———

The FDA Safety Information and Adverse Event Reporting Program
Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20852-9787
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U.S. Department of Health and Human Services (CONTINUATION PAGE)
For VOLUNTARY reporting of

ME D WA TCH adverse events and product problems

The FDA Safety Information and

Adverse Event Reporting Program Page 3 of

B.5. Describe Event or Problem (continued)

B.6. Relevant Tests/Laboratory Data, Including Dates (continued)

B.7. Other Relevant History, Including Preexisting Medical Conditions (e.g., allergies, race, pregnancy, smoking and alcohol use, hepatic/renal dysfunction, etc.) (continued)

F. Concomitant Medical Products and Therapy Dates (Exclude treatment of event) (continued)
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General Instructions for Completing the MedWatch Form FDA 3500

For use by health professionals and consumers for VOLUNTARY reporting of adverse events, product use errors and
product quality problems with:

Drugs

Biologics (including blood components, blood derivatives, allergenics, human cells, tissues, and cellular and

tissue-based products (HCT/Ps)

Medical devices (including in-vitro diagnostics)

Combination products (e.g. drug-device, biologic-device)

Special nutritional products (dietary supplements, infant formulas, medical foods)

Cosmetics

Adverse events involving vaccines should be reported to the Vaccine Adverse Event Reporting System (VAERS),
http://vaers.hhs.gov/pdfivaers_form.pdf Adverse events involving investigational (study) drugs, such as those
relating to Investigational New Drug (IND) applications, should be reported as required in the study protocol and
sent to the address and contact person listed in the study protocol. They should generally not be submitted to FDA
MedWatch as voluntary reports.

Note for consumers: If possible, please take the 3500 form to your health professional {e.g., doctor or
pharmacist) so that information based on your medical record that can help in the evaluation of your report
will be provided. If, for whatever reason, you do not wish to have your health professional fill out the form, you
are welcome to do so yourself.

GENERAL INSTRUCTIONS

Please make sure that all entries are either typed,
printed in a font no smaller than 8 point, or written
using black ink.

Please complete all sections that apply to your report.
Dates should be entered as mm/dd/yyyy (e.g., June

3, 2005 = 06/03/2005). If exact dates are unknown,
please provide the best estimate (see block B3).

For narrative entries, if the fields do not provide
adequate space, attach additional pages as needed.

If attaching additional pages, please do the following:
* Identify all attached pages as Page __of __

¢ Indicate the appropriate section and block number
next to the narrative continuation.

* Include the phrase continued at the end of each
field that has additional information continued on
to another page.

» Section D, Suspect product(s), should be used to

report on special nutritional products and cosmetics
as well as drugs or biologics, including human cells,
tissues, and cellular and tissue-based products
(HCT/Ps).

If your report involves a serious adverse event with a
device and it occurred in a facility other than a
doctor's office, that facility may be legally required to
report to FDA and/or the manufacturer. Please notify
the person in that facility who would handle such
reporting.
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SECTION A: PATIENT INFORMATION

Complete a separate form for each patient, unless the
report involves a medical device where multiple patients
were adversely affected through the use of the same
device. In that case, please indicate the number of
patients in block BS (Describe event or problem) and
complete Section A and blocks B2, BS, B6, B7, and F for
each patient. Enter the corresponding patient identifier in
block A1 for each patient involved in the event.

Parent-child/fetus report(s) are those cases in which
either a fetus/breast-feeding infant or the mother, or both
have an adverse event that is possibly associated with a
product administered to the mother during pregnancy.
Several general principles are used for filing these
reports:

* If there has been no event affecting the child/fetus,
report only on the parent.

 For those cases describing fetal death, miscarriage
or abortion, report the parent as the patient in the
report.

* When only the child/fetus has an adverse reaction/
event (other than fetal death, miscarriage or
abortion), the information provided in Section A
applies to the child/fetus. However, the information in
Section D would apply to the parent who was the
source of exposure to the product.

* When a newborn baby is found to have a birth
defect/congenital anomaly that the initial reporter
considers possibly associated with a product
administered to the mother during pregnancy, the
patient is the newborn baby.

* If both the parent and the child/fetus have adverse
events, separate reports should be submitted for
each patient.

A1: Patient Identifier

Please provide the patient's initials or some other type of
identifier that will allow you, the reporter, to readily locate

the case if you are contacted for more information. Do
not use the patient's name or social security number.

The patient's identity is held in strict confidence by FDA
and protected to the fullest extent of the law. FDA will not
disclose the reporter's identity in response to a request
from the public, pursuant to the Freedom of Information
Act.

If no patient was involved (such as may be the case with
a product problem), enter none.

A2: Age at Time of Event or Date of Birth

Provide the most precise information available. Enter the
patient's birth date, if known, or the patient's age at the
time of event onset. For age, indicate time units used
(e.g., years, months, days):

* If the patient is 3 years or older, use years (e.g., 4
years).

< If the patient is less than 3 years old, use month
(e.g., 24 months).

* Ifthe patient is less than 1 month old, use days
(e.g., 5 days).

+ Provide the best estimate if exact age is unknown.

A3: Sex

Enter the patient's gender. If the adverse event is a
congenital anomaly/birth defect, report the sex of the
child.

A4: Weight

Indicate whether the weight is in pounds (Ib) or kilograms
(kg). Make a best estimate if exact weight is unknown.
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SECTION B: ADVERSE EVENT, PRODUCT PROBLEM, PRODUCT USE ERROR

B1: Adverse Event, Product Problem, Product Use
Error, or Problem with Different Manufacturer of
Same Medicine.

Choose the appropriate box(es). If a product problem
may have caused or contributed to the adverse event,
check both boxes.

Adverse event: Any incident where the use of a
medication (drug or biologic, including HCT/P), at any
dose, a medical device (including in-vitro diagnostics) or
a special nutritional product (e.g., dietary supplement,
infant formula or medical food) is suspected to have
resulted in an adverse outcome in a patient.

To report, it is not necessary to be certain of a cause/
effect relationship between the adverse event and the
use of the medical product(s) in question. Suspicion of
an association is sufficient reason to report. Submission
of a report does not constitute an admission that medical
personnel or the product caused or contributed to the
event.

Please limit your submissions to those events that are
serious. An event is classified as serious when the
patient outcome is:

» Death

+ Life-threatening

+ Hospitalization (initial or prolonged)

+ Disability or Permanent Damage

+ Congenital Anomaly/Birth Defect

+ Required Medical or Surgical Intervention to
Prevent Permanent Impairment or Damage
(Devices)

« Other Serious (Important Medical Events)

Please see instructions for block B2 for further infor-
mation on each of these criteria.

Product problem (e.g., defects/malfunctions): Any
report regarding the quality, performance, or safety of
any medication, medical device or special nutritional
product. In addition, please select this category when
reporting device malfunctions that could lead to a death
or serious injury if the malfunction were to recur. Product
problems include, but are not limited to, such concerns
as:

+ Suspected counterfeit product

+ Suspected contamination

* Questionable stability

« Defective components

» Therapeutic failures (product didn't work)

* Product confusion (caused by name, labeling,
design or packaging)

« Suspected superpotent or subpotent medication

* Labeling problems caused by printing errors/
omissions

Product Use Error:

Medication Use Error: Any report of a medication error
regardless of patient involvement or outcome. Also
report circumstances or events that have the capacity to
cause error (e.g., similar product appearance, similar
packaging and labeling, sound-alike/look-alike names,
etc.).

Medication errors can and do originate in all stages of
the medication use system, which includes selecting and
procuring drugs, prescribing, preparing and dispensing,
administering and monitoring. A medication error is
defined as "any preventable event that may cause or
lead to inappropriate medication use or patient harm
while the medication is in the control of the health care
professional, patient, or consumer. Such events may be
related to professional practice, health care products,
procedures, and systems, including prescribing, order
communication, product labeling, packaging, nomen-
clature, compounding, dispensing, distribution, admini-
stration, education, monitoring and use."

Medical Device Use Error: Health care professionals,
patients, and consumers can unintentionally cause harm
to patients or to themselves when using medical
devices. These problems can often arise due to
problems with the design of the medical device or the
manner in which the device is used. Often, use errors
are caught and prevented before they can do harm
(close call). Report use errors regardless of patient
involvement or outcome. Also report circumstances or
events that could cause use errors. Medical device use
errors usually occur for one or more of the following
reasons:

» Users expect devices to operate differently than
they do.

* Product use is inconsistent with use's expecta-
tions or intuition.

 Product use requires physical, perceptual, or cog-
nitive abilities that exceed those of the user.

+ Devices are used in ways not anticipated by the
manufacturer.

« Product labeling or packaging is confusing or in-
adequate.

» The environment adversely affects or influences
device use.

Problem with Different Manufacturer of Same Medicine:
Any incident, to include, but not be limited to, differences
in noted therapeutic response, suspected to have
resulted from a switch, or change, from one
manufacturer to another manufacturer of the same
medicine or drug product. This could be changes from a
brand name drug product to a generic manufacturer's
same product, or from a generic manufacturer's product
to the same

(continued on next page)
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SECTION B: ADVERSE EVENT, PRODUCT PROBLEM, PRODUCT USE ERROR (continued)

product as supplied by a different generic manufacturer,
or from a generic manufacturer's product to a brand
name manufacturer of the same product. In order to fully
evaluate the incident, please include in Section BS5, if
available, specific information relative to the switch
between different manufacturers of the same medicine,
to include, but not be limited to, the names of the
manufacturers, length of treatment on each manu-
facturer's product, product strength, and any relevant
clinical data.

B2: Outcomes Attributed to Adverse Event: Indicate
all that apply to the reported event:

Death: Check ony if you suspect that the death was an
outcome of the adverse event, and include the date if
known.

Do not check if:

* The patient died while using a medical product,
but there was no suspected association
between the death and the use of the product

« A fetus is aborted because of a congenital
anomaly (birth defect), or is miscarried

Life-threatening: Check if suspected that:

* The patient was at substantial risk of dying at the
time of the adverse event, or

« Use or continued use of the device or other
medical product might have resulted in the death
of the patient

Hospitalization (initial or prolonged): Check if ad-
mission to the hospital or prolongation of hospitalization
was a result of the adverse event.

Do not check if:

* A patient in the hospital received a medical pro-
duct and subsequently developed an otherwise
nonserious adverse event, unless the adverse
event prolonged the hospital stay

Do check if:

* A patient is admitted to the hospital for one or
more days, even if released on the same day

* An emergency room visit results in admission to
the hospital. Emergency room visits that do not
result in admission to the hospital should be
evaluated for one of the other serious outcomes
(e.g., life-threatening; required intervention to pre-
vent permanent impairment or damage; other
serious (medically important event)

Disability or Permanent Damage: Check if the adverse
event resulted in a substantial disruption of a person's
ability to conduct normal life functions. Such would be
the case if the adverse event resulted in a significant,
persistent or permanent change, impairment, damage or
disruption in the patient's body function/structure, phy-
sical activities and/or quality of life.

Congenital Anomaly/Birth Defect: Check if you
suspect that exposure to a medical product prior to
conception or during pregnancy may have resulted in an
adverse outcome in the child.

Required Intervention to Prevent Permanent
Impairment or Damage (Devices): Check if you believe
that medical or surgical intervention was necessary to
preclude permanent impairment of a body function, or
prevent permanent damage to a body structure, either
situation suspected to be due to the use of a medical
product.

Other Serious (Important Medical Events): Check
when the event does not fit the other outcomes, but the
event may jeopardize the patient and may require
medical or surgical intervention (treatment) to prevent
one of the other outcomes. Examples include allergic
brochospasm (a serious problem with breathing) re-
quiring treatment in an emergency room, serious blood
dyscrasias (blood disorders) or seizures/convulsions that
do not result in hospitalization. The development of drug
dependence or drug abuse would also be examples of
important medical events.

B3: Date of Event

Provide the actual or best estimate of the date of first
onset of the adverse event. If day is unknown, month
and year are acceptable. If day and month are unknown,
year is acceptable.

* When a newborn baby is found to have a
congenital anomaly, the event onset date is the
date of birth of the child.

+ When a fetus is aborted because of a congenital
anomaly, or is miscarried, the event onset date is
the date pregnancy is terminated.

* If information is available as to time during
pregnancy when exposure occurred, indicate that
information in narrative block BS.

B4: Date of this Report
The date the report is filled out.
B5: Describe Event, Problem or Product Use Error

For an adverse event:

Describe the event in detail, including a description of
what happened and a summary of all relevant clinical
information (medical status prior to the event; signs and/
or symptoms; differential diagnosis for the event in
question; clinical course; treatment; outcome, etc.). If
available and if relevant, include synopses of any office
visit notes or the hospital discharge summary. To save
time and space (and if permitted by your institution),
please attach copies of these records with any
confidential information deleted. Do not identify any
patient, physician, or institution by name. The
reporter's identity should be provided in full in
Section G.

(continued on next page)
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SECTION B: ADVERSE EVENT, PRODUCT PROBLEM, PRODUCT USE ERROR (continued)

Information as to any environmental conditions that may
have influenced the event should be included, par-
ticularly when (but not exclusive to) reporting about a
device.

* Results of relevant tests and laboratory data
should be entered in block B6. (See instructions for
B6.)

* Preexisting medical conditions and other relevant
history belong in block B7. Be as complete as
possible, including time courses for preexisting
diagnoses (see instructions for B7).

If it is determined that reuse of a medical device labeled
for single use may have caused or contributed to an
adverse patient outcome, please report in block B5 the
facts of the incident and the perceived contribution of
reuse to the occurrence.

For a product problem: Describe the problem (quality,
performance, or safety concern) in sufficient detail so
that the circumstances surrounding the defect or mal-
function of the medical product can be understood.

« If available, the results of any evaluation of a
malfunctioning device and, if known, any relevant
maintenance/service information should be in-
cluded in this section.

® For a medication or special nutritional product
problem, please indicate if you have retained a
sample that would be available to FDA.

For a product use error: Describe the sequence of
events leading up to the error in sufficient detail so that
the circumstances surrounding the error can be
understood.

* For Medication Use Errors: Include a description
of the error, type of staff involved, work
environment in which the error occurred, indicate
causes or contributing factors to the error, location
of the error, names of the products involved
(including the trade (proprietary) and established

(proper) name), manufacturer, dosage form,
strength, concentration, and type and size of
container.

* For Medical Device Use Errors: Report

circumstances or events that could cause use
errors. Medical device use errors usually occur for
one or more of the following reasons:

* Users expect devices to operate differently than
they do.

* Product use is inconsistent with user's expecta-
tions or intuition.

* Product use requires physical, perceptual, or
cognitive abilities that exceed those of the user.

« Devices are used in ways not anticipated by the
manufacturer.

« Product labeling or packaging is confusing or
inadequate.

« The environment adversely affects or influences
device use.

For a problem with a different manufacturer of the
same medicine:

Please include specific information relative to the switch
between different manufacturers of the same medicine,
to include, but not be limited to, the names of the
manufacturers, length of treatment on each manu-
facturer's product, product strength, and any relevant
clinical data.

B6: Relevant Tests/Laboratory Data, Including Dates

Please provide all appropriate information, including
relevant negative test and laboratory findings, in order to
most completely convey how the medical work-up/
assessment led to strong consideration of medical
product-induced disease as etiology for clinical status, as
other differential diagnostic considerations were being
eliminated.

Please include:

* Any relevant baseline laboratory data prior to the
administration or use of the medical product

* All laboratory data used in diagnosing the event

* Any available laboratory data/engineering analyses
(for devices) that provide further information on the
course of the event

If available, please include:

* Any pre- and post-event medication levels and
dates (if applicable)

» Synopses of any relevant autopsy, pathology,
engineering, or lab reports

If preferred, copies of any reports may be submitted as
attachments, with all confidential information deleted. Do
not identify any patient, physician or institution by
name. The initial reporter's identity should be provided in
full in Section G.

B7: Other Relevant History, Including Preexisting
Medical Conditions

Knowledge of other risk factors can help in the evaluation
of a reported adverse event. If available, provide
information on:

+ Other known conditions in the patient, e.g.,
* Hypertension (high blood pressure)
» Diabetes mellitus
» Liver or kidney problems

+ Significant history
* Race

Allergies

Pregnancy history

Smoking and alcohol use, drug abuse

Setting
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SECTION C: PRODUCT AVAILABILITY

Product available for evaluation? (Do not send the product to FDA.)
To evaluate a reported problem with a medical product, it is often critical to be able to examine the product. Please
indicate whether the product is available for evaluation. Also indicate if the product was returned to the manufacturer

and, if so, the date of the return.

SECTION D: SUSPECT PRODUCT(S)

For adverse event reporting:

A suspect product is one that you suspect is associated
with the adverse event. In Section F enter other
concomitant medical products (drugs, biologics including
human cells, tissues, and cellular and tissue-based
products (HCT/Ps), medical devices, etc) that the
patient was using at the time of the event but which you
do not think were involved in the event.

Up to two (2) suspect products may be reported on one
form (#1=first suspect product, #2=second suspect
product). Attach an additional form if there were more
than two suspect products associated with the reported
adverse event.

For product quality problem reporting:

A suspect product is the product that is the subject of the
report. A separate form should be submitted for each
individual product problem report.

Identification of the Ilabeler/distributor and phar-
maceutical manufacturer and labeled strength of the
product is important for prescription or non-prescription
products.

This section may also be used to report on special
nutritional products (e.g., dietary supplements, infant
formula or medical foods), cosmetics, human cells,
tissues, or cellular and tissue-based products (HCT/Ps)
or other products regulated by FDA.

If reporting on a special nutritional or drug product
quality problem, please attach labeling/packaging if
available.

If reporting on a special nutritional product only, please
provide directions for use as listed on the product
labeling.

D1: Name, Strength, Manufacturer

Use the trade/brand name. If the trade/brand name is
not known or if there is no trade/brand name, use the
generic product name and the name of the manufacturer
or labeler. These names are usually found on the
product packaging or labeling. Strength is the amount in
each tablet or capsule, the concentration of an
injectable, etc. (such as "10mg", “100 units/cc”, etc.).

For human cells, tissues, and cellular and tissue-based
products (HCT/Ps), please provide the common name of
the HCT/P. You can also indicate if the HCT/P has a
proprietary or trade name. Examples: Achilles tendon,
lliac crest bone or Islet cells.

D2: Dose or Amount, Frequency, Route

Describe how the product was used by the patient (e.g.,
500 mg QID orally or 10 mg every other day IV). For
reports involving overdoses, the amount of product used
in the overdose should be listed, not the prescribed
amount. (See APPENDIX for list of Routes of
Administration on the next page.)

D3: Dates of Use

Provide the date administration was started (or best
estimate) and the date stopped (or best estimate). If no
dates are known, an estimated duration is acceptable
(e.g., 2 years) or if therapy was less than one day, then
duration is appropriate (e.g., 1 dose or 1 hour for an V).

For human cells, tissues, and cellular and tissue-based
products, provide the date of transplant and if applicable,
the date of explanation.

D4: Diagnosis or Reason for Use (Indication)

Provide the reason or indication for which the product
was prescribed or used in this particular patient.

D5: Event Abated After Use Stopped or Dose
Reduced

If available, this information is particularly useful in the
evaluation of a suspected adverse event. In addition to
checking the appropriate box, please provide supporting
lab tests and dates, if available, in block B6.

D6: Lot#

If known, include the lot number(s) with all product
quality problem reports, or any adverse event report with
a biologic, or medication.

D7: Expiration Date

Please include if available.

(continued on next page)
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This information is particularly useful in the evaluation of a
suspected adverse event. In addition to checking the
appropriate box, please provide a description of what
happened when the drug was stopped and then restarted in
block BS, and any supporting lab tests and dates in block

B6.

SECTION D: SUSPECT PRODUCT(S) (continued)
D8: Event Reappeared After Reintroduction

D9: NDC # or Unique ID

PROPPR MOO Version 07.17.2013

The national drug code (NDC #) is requested only when
reporting a drug product problem. Zeros and dashes should
be included as they appear on the label. NDC # can be
found on the original product label and/or packaging, but is
usually not found on dispensed pharmacy prescriptions.

If the product has a unique or distinct identification code,
please provide this here. This is applicable to human cells,
tissues, and cellular and tissue-based products (HCT/Ps).

Auricular (otic) 001
Buccal 002
Cutaneous 003
Dental 004
Endocervical 005
Endosinusial 006
Endotracheal 007
Epidural 008
Extra-amniotic 009
Hemodialysis 010
Intra corpus cavernosum 011
Intra-amniotic 012
Intra-arterial 013
Intra-articular 014
Intra-uterine 015
Intracardiac 016
Intracavernous 017

Appendix - Routes of Administration

Intracerebral 018
Intracervical 019
Intracisternal 020
Intracorneal 021
Intracoronary 022
Intradermal 023

Intradiscal (intraspinal) 024
Intrahepatic 025
Intralesional 026
Intralymphatic 027
Intramedullar (bone marrow) 028
Intrameningeal 029
Intramuscular 030
Intraocular 031
Intrapericardial 032
Intraperitoneal 033
Intrapleural 034

Intrasynovial 035

Intratumor 036

Intrathecal 037

Intrathoracic 038

Intratracheal 039

Intravenous bolus 040
Intravenous drip 041

Intravenous (not otherwise specified) 042
Intravesical 043

lontophoresis 044

Occlusive dressing technique 045
Ophthalmic 046

Oral 047

Oropharingeal 048

Other 049

Parenteral 050

Periarticular 051

Perineural 052
Rectal 053
Respiratory (inhalation) 054
Retrobulbar 055
Subconjunctival 056
Subcutaneous 057
Subdermal 058
Sublingual 059
Topical 060
Transdermal 061
Transmammary 062
Transplacental 063
Unknown 064
Urethral 065
Vaginal 066
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SECTION E: SUSPECT MEDICAL DEVICE

The suspect medical device is 1) the device that may
have caused or contributed to the adverse event or 2)
the device that malfunctioned.

In Section F, report other concomitant medical products
(drugs, biologics including HCT/Ps, medical devices,
etc.) that the patient was using at the time of the event
but which you do not think were involved in the event.

If more than one suspect medical device was involved in
the event, complete all of Section E for the first device
and attach a separate completed Section E for each
additional device.

If the suspect medical device is a single-use device that
has been reprocessed, then the reprocessor is now the
device manufacturer.

E1: Brand Name

The trade or proprietary name of the suspect medical
device as used in product labeling or in the catalog (e.g.,
Flo-Easy Catheter, Reliable Heart Pacemaker, etc.).
This information may 1) be on a label attached to a
durable device, 2) be on a package of a disposable
device, or 3) appear in labeling materials of an
implantable device. Reprocessed single-use devices
may bear the Original Equipment Manufacturer (OEM)
brand name. If the suspect device is a reprocessed
single-use device, enter "NA".

E2: Common Device Name

The generic or common name of the suspect medical
device or a generally descriptive name (e.g., urological
catheter, heart pacemaker, patient restraint, etc.).
Please do not use broad generic terms such as

"won

"catheter”, "valve", "screw", etc.
E3: Manufacturer Name, City and State

If available, list the full name, city and state of the
manufacturer of the suspected medical device. If the
answer of block E8 is "yes", then enter the name, city
and state of the reprocessor.

E4: Model #, Catalog #, Serial #, Lot #, Expiration
Date, Other #

If available, provide any or all identification numbers
associated with the suspect medical device exactly as
they appear on the device or device labeling. This
includes spaces, hyphens, etc.

Model #:

The exact model number found on the device label or
accompanying packaging.

Catalog #:

The exact number as it appears in the manufacturer's
catalog, device labeling, or accompanying packaging.

Serial #:

This number can be found on the device label or
accompanying packaging; it is assigned by the
manufacturer, and should be specific to each device.

Lot #:

This number can be found on the label or packaging
material.

Expiration Date (mm/ddlyyyy):

If available, this date can often be found on the device
itself or printed on the accompanying packaging.

Other #:

Any other applicable identification number (e.g., com-
ponent number, product number, part bar-coded product
ID, etc.)

E5: Operator of Device

Indicate the type (not the name) of person operating or
using the suspect medical device on the patient at the
time of the event as follows:

* Health professional = physician, nurse, respiratory
therapist, etc.

* Lay user/patient = person being treated, parent/
spouse/friend of the patient

* Other = nurses aide, orderly, etc.

E6: If Implanted, Give Gate (mm/dd/yyyy)

For medical devices that are implanted in the patient,
provide the implant date or your best estimate. If day is
unknown, month and year are acceptable. If month and
day are unknown, year is acceptable.

E7: If Explanted, Give Date (mm/dd/yyyy)

If an implanted device was removed from the patient,
provide the explantation date or your best estimate. If
day is unknown, month and year are acceptable. If
month and day are unknown, year is acceptable.

E8: Is this a Single-use Device that was returned
before Reprocessed and Reused on a Patient?

Indicate "Yes" or "No".

E9: If Yes to Iltem No. 8, Enter Name and Address
of Reprocessor

Enter the name and address of the reprocessor of the
single-use device. Anyone who reprocesses single-use
devices for reuse in humans is the manufacturer of the
reprocessed device.
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SECTION F: OTHER (CONCOMITANT) MEDICAL PRODUCTS

Product names and therapy dates (exclude treatment of event)

Information on the use of concomitant medical products can frequently provide insight into previously unknown
interactions between products, or provide an alternative explanation for the observed adverse event. Please list and
provide product names and therapy dates for any other medical products (drugs, biologics including HCT/Ps, medical
devices, etc.) that the patient was using at the time of the event. Do not include products used to treat the event.

SECTION G: REPORTER

FDA recognizes that confidentiality is an important concern in the context of adverse event reporting. The
patient's identity is held in strict confidence by FDA and protected to the fullest extent of the law. However, to
allow for timely follow-up in serious cases, the reporter's identity may be shared with the manufacturer unless
specifically requested otherwise in block G5. FDA will not disclose the reporter's identity in response to a
request from the public, pursuant to the Freedom of Information Act.

G1: Name, Address, Phone #, E-mail

Please provide the name, mailing address, phone number
and E-mail address of the person who can be contacted to
provide information on the event if follow-up is necessary.
While optional, providing the fax number would be most
helpful, if available. This person will also receive an
acknowledgment letter from FDA on receipt of the report.

G2: Health Professional?

Please indicate whether you are a health professional
(e.g., physician, pharmacist, nurse, etc.) or not.

G3: Occupation:

Please indicate your occupation (particularly type of
health professional), and include specialty, if appropriate.

G4: Also Reported to:

Please indicate whether you have also notified or
submitted a copy of this report to the manufacturer and/
or distributor of the product, or, in the case of medical
device reports only, to the user facility (institution) in
which the event occurred. This information helps to track
duplicate reports in the FDA database.

G5: Release of
manufacturer

reporter's Identity to the

In the case of a serious adverse event, FDA may provide
name, address and phone number of the reporter
denoted in block G1 to the manufacturer of the suspect
product. If you do not want your identity released to the
manufacturer, please put an X in this box.
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Section 12.5 SAE Reporting to IRB/REB’s

Purpose

The objectives of this SOP are to describe the procedures used by the Houston Data Coordinating Center
(HDCC) to facilitate accurate and timely IRB/REB reporting of serious adverse events (SAES) occurring at
PROPPR clinical sites (per individual institution’s reporting policies).

Scope

This SOP appliesto all PROPPR site coordinators and HDCC staff involved in SAE reporting. This SOP
includes the process and activities related to the dissemination of information related to SAEs and the
accurate and timely reporting of these events to the site IRB/REB’ s per their local institution review board
policies.

References

CFR 312.32 — IND Safety Reports

CFR 312.66 — Assurance of IRB Review

ICH Guidelines for Good Clinical Practice (E6) section 3.1 — Responsibilities

ICH Guidelines for Good Clinical Practice (E6) section 4.3 —Medical Care of Tria Subjects

ICH Guidelines for Good Clinical Practice (E6) section 4.4 — Communication with IRB/IEC

ICH Guidelines for Good Clinical Practice (E6) section 4.10 — Progress Reports

ICH Guidelines for Good Clinical Practice (E6) section 4.11 — Safety Reporting

FDA Guidance: MedWatch Form 3500A, November 2005

FDA Guidance for Clinical Investigators, Sponsors, and IRBs: Adverse Event Reporting to IRBs- Improving
Human Subjects Protection, January 2009

FDA Draft Guidance for Industry and Investigators. Safety Reporting Requirements for INDs and BA/BE
Studies, September 2010

Definitions

SAE- Severe Adverse Event

HDCC- Houston Data Coordinating Center
IRB- Institutional Review Board

REB - Research Ethics Board (Health Canada)
ROC - Resuscitation Outcomes Consortium
SMC - Safety Monitoring Committee

DSMB — Data Safety Monitoring Board

Responsibilities
The Site Study Coordinator is responsible for:
Timely and accurate reporting of SAEsto the HDCC
Provide supporting documentation to the HDCC within atimely manner
Reporting the SAE to the local IRB/REB(S) within the required reporting time frames for Local or Non Local
Serious Adverse Events, typically 10 calendar days from the time the event was discovered.
Maintaining copies in the regulatory binder of all correspondence between the site team and the IRB/REB
regarding the reporting of the event. Copies of the documentation are also to be forwarded to the HDCC.
Thiswould include:

e A copy of the submission

e Any requests for further information by the board

e Acknowledgment by the board regarding any (if applicable) further required actions.
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The HDCC Program Manager/Regulatory Documents Coordinator is responsible for:

Submitting the IND Safety Report to the FDA and Health Canada

Submitting the IND Safety Report to the HDCC's IRB

Providing the Site Research Coordinator with copies of the IND Safety Report for submission via
their institutional board

Submitting semi-annua blinded DSMB reports through the ROC SMC and minutes to the HDCC' s
IRB which provide information on al new SAEs across participating PROPPR clinical sites
Providing the Site Research Coordinator with copies of the semi-annual blinded DSMB reports and
minutes and ROC SMC minutes for submission viatheir IRB/REB policies

Collecting and tracking site IRB/REB submissions involving SAEs, ROC SMC, and DSMB reports
and minutes.

Procedures

Local SAE Reporting (IRB/REB reporting at the site where the event occurred):

1. SAEsoccurring at an individual center must be reported by the site research coordinator to the local
IRB/REB(S) per the board’ s reporting polices and timelines.

2. Siteresearch coordinator will forward any correspondence regarding the submission of the event to the
HDCC.

3. The HDCC program manager/regulatory documents coordinator collects and tracks correspondence
related to each reported event until successful review by the site’'s IRB/REB. SAE reports will be

reviewed, as needed, by the independent medical monitor per the safety monitoring plan included in this

manual.

Note:

During onsite monitoring visits, the Monitor will review site regulatory binders for appropriate
documentation of SAE submission, as well as to ensure that the HDCC has received the relevant
correspondence.

Sites may or may not be required by their IRB/REB to report SAES in subjects participating at sites external

to thair institution.
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Section 12.6 PROPPR Cause of Death Definitions

1) Exsanguination / Hemorrhagic Shock

Exsanguination: death caused by uncontrolled bleeding.

Hemorrhagic Shock: shock associated with the sudden and rapid loss of significant amounts of blood.
Severe traumatic injuries often cause such blood losses. This results in inadequate perfusion to meet the
metabolic demands of cellular function. Hemorrhagic death occurs within arelatively short time (usualy
during active resuscitation) after admission unless transfusion quickly restores normal blood volume.
Occasionally rebleeding may occur, resulting in later deaths.

2) Traumatic Brain Injury (TBI)

Aninjury to the brain caused by penetration of the skull or movement of the brain within the skull. TBI asa
cause of death usually occurs with severa days of admission. TBI death is directly related to: (1) a TBI
deemed non-survivable and documented as such by afaculty physician; (2) rapid deterioration and
cardiovascular collapse following hemodynamic changes consistent with herniation, or (3) brain death.

3) Respiratory/Pulmonary Contusion/Tension Pneumothorax

Respiratory: any loss of ventilatory capability, usually from a mechanical issue somewhere between the
ventilator and the pulmonary parenchyma.

Pulmonary contusion: injury to lung parenchyma, leading to edema and blood collecting in alveolar spaces
and loss of normal lung structure & function. This lung injury develops over the course of 24 hours, leading
to poor gas exchange, increased pulmonary vascular resistance and decreased lung compliance. Usually
death will occur within hours of injury. (MedicineNet.com)

Tension Pneumothorax: The accumulation of air under pressure in the pleural space causing death within
minutes. (MedicineNet.com)

4) Sepsis — An overwhel ming systemic response to documented infection. Patients dying of sepsis usually do
so > 72 hours after admission.

5) MOF — Altered organ function in at least 2 organ systems. Progressive and profound organ dysfunction
that isincompatible with life. Patients dying of MOF usually do so > 48 hours after admission.

6) Stroke
New neurological deficit not present prior to injury which is sudden or rapid in onset, lasts > 24 hoursand is
confirmed as an infarction by CT or MR, acutely causing death. (TRDB, 2007)

7) Myocardial Infarction
Acute, irreversible myocardial injury documented by both: (1) Abnormal increase in CK-MB or troponin and
(2) New, seria T-wave, S-T segment or Q wave ECG abnormalities acutely causing death. (TRDB, 2007)

8) Pulmonary Embolism - A blood clot lodged in the lumen of a pulmonary artery acutely causing death,
diagnosed by CT angiogram, pulmonary angiogram or ventilation perfusion scan. (TRDB, 2007)

9) Transfusion Related Fatality —fatality as a direct result of a complication of blood component
transfusion. Refer to the 13 transfusion related complications. (Practice Guidelines for Blood Transfusion)
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Section 12.7 Death Adjudication
Section 12.7.1 Documents Required for Death Adjudication

It is expected that patients enrolled in PROPPR will have a significant mortality rate. It is likely that
subjects will have multiple causes of death, especially those that occur after 72 hours. We require that site
PI’s and study coordinators discuss each death and use the following categories to assign causality.

In the event of a subject death, the local site PI will determine the cause of death using the following
categories; Exsanguination/Hemorrhagic Shock, Traumatic Brain Injury (TBI), Respiratory/Pulmonary
Contusion/Tension Pneumothorax, Sepsis, Multi Organ Failure (MOF), Cardiovascular Event, Pulmonary
Embolism, Transfusion Related Fatality, or other, unknown. Note Section 16.2 of the MOO for definitions.

Redacted records will be sent to the DCC to facilitate accurate death reconciliation. These records include:
1% 24 hour operative notes, anesthesia records and CT scan reports, admission history and physical,
discharge summary, death summary and autopsy reports and any other important supporting documents
from the site PI. Site PI’s will submit a short paragraph within 2 weeks of the death summarizing the data
supporting the final cause(s) of death. Timing of withdrawal of care (if applicable); will be noted in the
assessment.

The HDCC will review the death adjudication packet and attach the subject’s CRF form #17 along with the
death adjudication CRF form #25. The documents will then be forwarded to the HCCC PI and/or Medical
Monitor for review.

The HCCC PI1 will review the cause of death assessment and all available de-identified clinical documents
such as the initial H&P, operative notes, discharge summary, death note, etc. The HCCC PI will remain
blinded to the PROPPR group assignment. The HCCC PI will complete CRF form #25 indicating the cause
of death using the categories mentioned above and will forward the report to the HDCC.

The HDCC will compare the Site Pl and HCCC PI cause of death assignments, and if in agreement, will be
accepted as the cause of death for that individual subject. If there is disagreement for cause of death, the
same redacted and de-identified information will be forwarded to the Medical Monitor for review. The
Medical Monitor may discuss the case with either the Site or HCCC PI, but must remain blinded to the
PROPPR treatment group assignment. The Medical Monitor’s assessment will be considered the final cause
of death for that individual subject.

The adjudication process described above will be used for all clinical sites with the exception of the
Houston clinical site. The Medical Monitor will review the site Pls cause of death assignment. The Medical
Monitors assessment will be considered final. The HCCC PI will not participate in death adjudication for
Houston subjects.

Cause of deaths requiring adjudication from the Medical Monitor will be summarized and reported in
aggregate to the DSMB. The death adjudication CRF form #25 will be used for cause of death analysis.
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Section 12.8 Independent Medical Monitor’s Role

An independent medical monitor will review al unexpected problemsinvolving risk to subjects or others,
SAEs and all transfusion-related deaths and provide an unbiased written report of the event. At a minimum,
the medical monitor must comment on the outcomes of the event or problem and in case of a SAE or
transfusion-rel ated death, comment on the relationship to participation in the tria. If the death is considered
unexpected and is either suspected or probably due to treatment, this event would be promptly reported to the
medical monitor and the DSMB. The medical monitor must also indicate whether he/she concurs with the
details of the report provided by the principal investigator. Reports for serious adverse events determined by
either the investigator or medical monitor to be possibly or definitely related to participation must be
promptly reported per FDA and/or Health Canada guidelines.

Section 12.9 Data Safety Monitoring Board (DSMB)
Section 12.9.1 DSMB Role

The DSMB for PROPPR is an NHLBI appointed group of experts assigned to review all ROC protocols. The
principa role of the DSMB isto regularly monitor the data from the clinical trial, review and assess the
performance of its operations, and make recommendations, as appropriate, to the Institute with respect to:

e the performance of individual centers (including possible recommendations on actions to be taken
regarding any center that performs unsatisfactorily);

e interim results of the study for evidence of efficacy or adverse effects;

e possible early termination of the trial because of early attainment of study objectives, safety concerns,
or inadeguate performance;

e desirability of proceeding to the full-scale trial at the completion of the vanguard phase; and

e possible modificationsin the clinical trial protocol.

Thus, the DSMB must provide a multidisciplinary and objective perspective, expert attention to the many
factors during the course of thetrial, and considerable judgment.

Section 12.9.2 DSMB Process for Interim Analysis and Ongoing Safety Review

There will be three formal analyses. The 2 interim analyses for the DSMB will occur after 1/3 and 2/3 of the
projected 24-hour or 30-day mortality events are observed (whichever reachesits projected 1/3 and 2/3 first).
The two co-primary outcomes will be separately monitored using a two-sided O’ Brien-Fleming boundary
with Lan-DeMets al pha spending function based on events for each of the two comparisons. The plan for
interim analysisis suggested as a guideline for the DSMB, and could be modified by the DSMB prior to the
start of thetrial.

At each DSMB meeting after the start of the trial, we will present safety data by treatment group (labeled as
A, B in the same manner proposed by the 2006 FDA Guidance for Clinical Trial Sponsors on the
Establishment and Operation of Clinical Trial Data Monitoring Committees, unless the DSMB requires
complete unblinding). Thiswould include, but is not limited to, total counts of all related, serious and
unanticipated adverse events, including a description of the event itself. Additional safety analyses will be
developed as requested by the DSMB. We will report overall mortality for the safety analysis. At the formal
interim analysis we will report mortality by treatment group (or A,B).

Open (blinided) DSMB reports will be submitted to clinical sitesfor IRB submission.
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Section 12.10 Clinical Site Monitoring

Purpose

To describe the procedure by which clinical investigations are monitored to ensure that clinical
investigations are conducted in compliance with the protocol, Sponsor policies, the applicable FDA and
Health Canada regulations, and principles of Good Clinical Practice. To provide a tool for training monitors
in the procedure by which clinical investigations are monitored by the PROPPR HDCC.

Scope
This SOP applies to all clinical site personnel involved with data collection and/or data entry, the study
monitor(s) responsible for source document verification, and the HDCC.

References
FDA Inspections, Part 11l.
http://www.fda.gov/ICECI/EnforcementActions/BioresearchMonitoring/ucm133569.htm

FDA Guidance for Industry: Electronic Source Documentation in Clinical Investigations, December 2010
OHRP Guidance on Reviewing and Reporting Unanticipated Problems
http://www.hhs.gov/ohrp/policy/advevntguid.html

21 CRF 812.43(c)

ICH Guidelines for Good Clinical Practice (E6) Section 4.2 — Adequate Resources

ICH Guidelines for Good Clinical Practice (E6) Section 4.3 — Medical Care of Trial
Subjects

ICH Guidelines for Good Clinical Practice (E6) Section 4.4 — Communication with
IRB/IEC

ICH Guidelines for Good Clinical Practice (E6) Section 4.5 — Compliance with Protocol

ICH Guidelines for Good Clinical Practice (E6) Section 4.6 — Investigational Products

ICH Guidelines for Good Clinical Practice (E6) Section 4.9-Records and Reports

ICH Guidelines for Good Clinical Practice (E6) Section 5.12 — Information on
Investigational Products

ICH Guidelines for Good Clinical Practice (E6) Section 5.18 — Monitoring

Definitions

AE — Adverse Event

CAP — Corrective Action Plan

HDCC — Houston Data Coordinating Center

HCCC PI — Houston Clinical Coordinating Center Principle Investigator
HDCC PI — Data Coordinating Center Principal Investigator
Pl — Principal Investigator

ROC — Resuscitation Outcomes Consortium

SAE — Serious Adverse Event

IRB - Institutional Review Board

REB - Research Ethics Board (Health Canada)

Responsibilities

It is the responsibility of clinical site personnel to follow the IRB/REB approved protocol and conduct the
study in accordance with institutional policies & procedures, State and Federal regulations, and GCP
guidelines.

It is the responsibility of the study monitor to ensure that the investigator understands the applicable

regulatory requirements and Good Clinical Practices; to supply training when appropriate; and to draft
corrective action/preventative action (CAP) plans when needed.
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It is the responsibility of the HDCC PI and program manager to:
e Ensure that the investigative site complies with the applicable regulatory requirements and Good
Clinical Practices and to implement CAP plans as needed.
e Inform the appropriate study officials (e.g., IND Sponsor, funding Sponsor, Study Chair, etc.) of
significant compliance issues of investigative sites.

Procedures

Data Validation

During monitoring site visits, an examination of the study data will be performed. Source documents will be
compared with information in the eCRF database and discrepancies flagged for clarification. The monitored
review will verify that data was collected according to the IRB/REB approved protocol. The data will also
be examined for trends, especially with respect to AE/SAE’s. Any discrepancies, questions, missing data or
errors that arise are resolved or will be changed via the e-CRF process described in chapter 16.

Data Change Clarification Requests

When questions concerning subject information arise during monitoring of the PROPPR study, the e-CRF
questions will be flagged by the study monitor in the e-CRF. All queries will be resolved, if possible,
during the visit. The e-CRF database will maintain a detailed audit trail of all changes. Information on
database correction and change procedures can be found in Chapter 16 of the MOO.

Protocol Compliance

Verification of Protocol Compliance:

e The study monitor will review medical records to confirm that each subject enrolled meets eligibility
criteria.

e That eligible subjects are not being excluded will be verified by reviewing the log of excluded
subjects with the study coordinator, if applicable.

e Verify that randomization procedures are correct and the blind is being maintained.

e Confirm that timing of study procedures are being carried out as specified.

e Verify that adverse events, serious adverse events, and unanticipated problems are being
appropriately reported and documented.

e Delegation of responsibility log is complete, current, and accurate

e Protocol violations will be documented in detail in the site visit report and follow-up letter to the PI.

Deviations from the Protocol (See Section 12.13)

e Any deviations from the protocol must be documented, showing the dates of, and any reasons for,
each deviation from the protocol, as well as any CAPs taken.

e Pl will be informed of all deficiencies during the interim visit (if at all possible) and in the follow-up
letter to the site. Protocol deviations may also need to be reported to the IRB.

Noncompliance

¢ If the Study Monitor discovers that a Pl is non-compliant, the Study Monitor will attempt to
promptly secure compliance.

e The Study Monitor will notify the Sponsor immediately.

e After consultation with the Sponsor, the Study Monitor may be required to draft and implement a
CAP plan, which may include training of the investigative site personnel.

e If compliance cannot be secured by the Study Monitor, the HDCC PlI, in collaboration with the
HCCC and ROC PI, will work directly with the site Pl and research coordinator to implement a CAP
plan.
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Regulatory Documents
The required regulatory documents, which should be maintained in the Site Regulatory binders/files, must

be both current and complete (cover the entire duration of the study at the site being monitored, note
Chapter 13 for the MOO for a detailed list). The Study Monitor will check that all required regulatory
documents are present, and retrieve copies of any outstanding documents for the HDCC files.
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Section 12.10.1 Monitoring of Informed Consent

Purpose
The purpose of this standard operating procedure (SOP) is to outline the Informed Consent verification
process and to provide a tool for clinical sites and study monitors.

Scope

The procedures outlined apply to all clinical study personnel and study monitor(s) SOP applies to the CRA
who will be responsible for ensuring the adequacy of the process by which the Site PI obtains Informed
Consent.

References
FDA Inspections, Part 111.
http://www.fda.gov/ICECI/EnforcementActions/BioresearchMonitoring/ucm133569.htm

OHRP Guidance on Reviewing and Reporting Unanticipated Problems
http://www.hhs.gov/ohrp/policy/advevntguid.html

Code of Federal Regulations 21CFR § 50.20 — General Requirements for Informed
Consent

Code of Federal Regulations 21CFR 8 50.23 — Exception from General Requirements

Code of Federal Regulations 21CFR § 50.27 — Documentation of Informed Consent

Code of Federal Regulations 45CFR 8§ 46.116 — General Requirements for Informed
Consent

Code of Federal Regulations 45CFR § 46.117 — Documentation of Informed Consent

FDA Guidance for IRB’s, Clinical Investigators, and Sponsors: Exception from Informed
Consent Requirements for Emergency Research, March 2011

FDA Guidance on Withdrawal of Subjects from Research: Data Retention and Other
Related Issues, September 21, 2010

FDA Guidance on Research Involving Coded Private Information or Biological
Specimens, October 16, 2008

FDA Guidance on Exculpatory Language in Informed Consent, August 19, 2011

ICH Guidelines for Good Clinical Practice (E6) Section 1.28 — Informed Consent

ICH Guidelines for Good Clinical Practice (E6) Section 1.37 — Legally Authorized
Representative

ICH Guidelines for Good Clinical Practice (E6) Section 4.8 — Informed Consent of Trial
Subjects

Definitions

P1 — Principal Investigator

IRB — Institutional Review Board

REB - Research Ethics Board (Health Canada)
ICF — Informed Consent Form

HDCC — Houston Data Coordinating Center
LAR — Legally Authorized Representative
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Responsibilities

It is the responsibility of clinical site personnel to follow the IRB/REB approved protocol and conduct the
study in accordance with institutional policies & procedures, State and Federal regulations, and GCP
guidelines.

It is the responsibility of the study monitor to review and verify that no subjects were enrolled before
IRB/REB Approval. The site Pl may determine whether potential subjects would be interested in
participating in an investigation, but shall not request written Informed Consent from any subject to
participate in the research study before obtaining IRB/REB approval.

The study monitor is also responsible for reporting to the HDCC if subjects were treated without obtaining
proper Informed Consent.

Procedure

Documenting Informed Consent: The study monitor will verify the following items during monitoring

visits:

e A signed and dated ICF was obtained from every subject and/or LAR enrolled in the study.

e Only the current version of the IRB approved ICF form was used.

e Documentation of all attempts to obtain informed consent from the subject and/or LAR.

e Documentation of the informed consent process including but not limited to discussion of study
procedures, risks and benefits, opportunity for the subject and or LAR to ask questions, and
documentation the subject or LAR received a copy of the ICF.

e Site procedures for consenting non-English speaking subjects and or LAR.

e Site specific consent procedures (if applicable) for use of the research blood samples in screening
failures.
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Section 12.11 Site Close-Out Visit

Purpose

To define procedures for the clinical site close-out visit and the required documentation associated with
these activities. The purpose of the close-out visit isto:

o Verify the proper disposition of study equipment (if applicable)

Verify / collect final site IRB/REB documents related to study closure

Verify al data queries have been resolved

Ensure that study records and data are accurate and complete

Retrieve final copies of completed site regulatory documents/ logs

Ensure that regul atory requirements for records retention are understood by the study staff.

Scope
The procedures apply to al PROPPR clinical site research personnel and the HDCC personnel and/or
designee (primarily contract CRO monitors) involved in the conduct of close-out monitoring visits.

References

21 CFR 312.44 — Termination

21 CFR 312.57 — Recordkeeping and Retention

21 CFR 312.58 — Inspection of Sponsor Records and Reports

21 CFR 312.59 — Disposition of Unused Supply of Investigational Drug

ICH Guidelines for Good Clinical Practice (E6) Section 4.3 —Medica Care of Trial
Subjects

ICH Guidelines for Good Clinical Practice (E6) Section 4.4 — Communication with
IRB/IEC

ICH Guidelines for Good Clinical Practice (E6) Section 4.5 — Compliance with Protocol

ICH Guidelines for Good Clinical Practice (E6) Section 5.12 — Information on
Investigational Products

ICH Guidelines for Good Clinical Practice (E6) Section 5.5 — Trial Management, Data
Handling, Record Keeping, and Independent Data M onitoring Committee

ICH Guidelines for Good Clinical Practice (E6) Section 5.18 — Monitoring

ICH Guidelines for Good Clinical Practice (E6) Section 5.22 — Clinical Trial/ Study
Reports

Definitions

CRO - Contract Research Organization

IRB - Institutional Review Board

REB - Research Ethics Board (Health Canada)

HDCC — Data Coordinating Center

HDCC PI — Data Coordinating Center Principal Investigator
PI - Principle Investigator

Responsibilities

The HDCC study monitor or designee (CRO Monitor) will conduct, document and process all monitoring
activities for specific studies they are assigned according to the study specific Monitoring Plan, including
the close-out visit.

The HDCC program manager and regulatory documents coordinator are responsible for ensuring that all
data and regulatory document clarification/change requests have been resolved prior to the close-out visit.

The HDCC and/or designee are responsible for scheduling the visit with clinical site personnel and ensuring
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that all materials necessary for close-out visit are available.

Site Pls are responsible for ensuring that their key staff is present at the close-out visit once they agreeto a
close-out visit date and time.

Procedure
1.1. TheHDCC will identify clinical sitesready for a close-out monitoring visit and will coordinate with
the study monitor to schedule the site visit.

1.2. Themonitor will schedule and confirm the close-out visit with the Pl and appropriate site personnel
for amutually acceptable date and time. Confirmation will (may) be sent by fax, email or mail. A
copy of the confirmation correspondence will be kept in the HDCC' sfiles for the clinical site.

1.3. The HDCC and or monitor will ensure that all materials necessary for the close-out visit have been
received by the site prior to the visit, including but not limited to FDA/Health Canada notification of
end of study and final DSMB reports, if applicable.

1.4. Themonitor will obtain a copy of al outstanding documents identified by the HDCC.

1.5. During the close out visit, the monitor will review the Regulatory Documentation (refer to the
checklist at the end of this section) for the study to ensure required documents arein the filesand are
current and ready to be archived. The documents to be archived should cover the time span of the
study and thus, updated documents may need to be collected. If so, the monitor will do so at thisvisit.
These documents will al versions of the following:

e Signed/ dated CV and copy of current medical license for each physician investigator

Signed / dated investigator agreement, form FDA 1572

Signed / dated ROC financial disclosure forms

Signed / dated protocol signature page(s) / amendment signature page(s)

Copy of current approved protocol and any amendments

Investigator Brochure,

Manual of Operations

Site IRB/REB approval, continuing review, and modification documents

Site IRB/REB approved informed consent documents

Correspondence to and from the reviewing IRB/REB

IRB roster, if available, and FWA number

Fully executed clinical trial agreement (contract)

Study specific forms as applicable the specific study:

Site personnel and delegation log

- Equipment accountability log(s) and shipping records.

- Laboratory license & certification (CAP), CLIA, clinical site lab normal ranges

- Evidence of training

- Screening & Enrollment Log

- Blood Bank Master Subject Log

- Master Subject Log

- Correspondence with Sponsor

- Monitoring Visit Log

1.6. The monitor will review study files to ensure the following are complete, accounted for and ready for
archival:
e Fina screening / enrollment log(s)
e Regulatory binders and all associated documents are present
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e Origina ICFsfor each screened / enrolled subject are present in their study files, acopy isin the
medical files (enrolled subjects only) and documentation exists that a copy was given to each
subject

o All adverse events (AES) / unanticipated and serious adverse events (SAES) have been reported
to the sponsor and reviewing IRB (if required)

e Protocol violations/ deviations have been reported to the sponsor and reviewing IRB (if
required)

e Unanticipated problems have been reported to the sponsor and reviewing IRB (if required)

e Theinvestigational protocol has been followed

e Any discrepancies are noted in the report

1.7. PROPPR Equipment Accountability:
e Themonitor will ensurethat all study related equipment is returned, destroyed, or released to the
clinical site.

1.8. Themonitor will meet with the Pl and appropriate study staff at the close-out visit to:

e Review al completed and incomplete action items from previous visit.

e Discuss GCP and protocol compliance.

e Review dl findings and problems from current monitoring visit. (If aproblem cannot be
resolved at the monitoring visit, the monitor will document the problem in his/her monitoring
report and submit to the HDCC for appropriate follow-up).

e Discusstheinvestigator’ s role and responsibility regarding the final study report, any
publications or presentations.

e Instruct the PI / staff to call the HDCC immediately if they are contacted by the FDA for an
audit.

1.9. Remind the Pl/staff of their obligations regarding study record storage/archival according to the
applicable CFR and site agreement (contract).

1.10. The monitor will utilize a study specific report form / checklist (refer to checklist below) for
documentation of the close out monitoring visit.

1.11. Thisreport form/checklist will be completed within 10 working days of the visit and sent to HDCC Pl
and program manager for review/comments. The final report will be prepared based on any comments
or questions and will be signed by both the monitor and HDCC PI within 20 working days of the visit.
The signed copy of