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ABSTRACT

The COMBAT study is a randomized clinical trial evaluating the early administration of plasma
compared to the standard of care. Over the past year, we have worked on analyzing specimens
and data, ensuring regulatory compliance, and communicating with all study team personnel at
Denver Health and the University of Colorado Anschutz Medical Campus. No patient enroliment
after March 2017. We submitted and received approval for our annual continuing review and
published and presented several papers.
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1. INTRODUCTION:

This report includes April 15t, 2018 — March 315, 2019.

Bleeding is the most preventable cause of death in trauma patients. Coagulopathy has
been documented in up to one third of trauma patients upon arrival to the emergency
department. The mechanism of trauma induced coagulopathy (TIC) has yet to be
elucidated. Presumptive early administration of plasma has been suggested to improve
outcomes in observational studies, but no randomized clinical trial has been conducted to
date comparing the administration of early plasma to the current standard of care. In this
research study, trauma patients who meet eligibility criteria, defined as field systolic blood
pressure (SBP)<70mmHg or 71-90mmHg with HR=108bpm, will be randomized to receive
plasma or intravenous crystalloid, the current standard of care, as the initial resuscitation
fluid. Our hypothesis is that the administration of plasma early will attenuate TIC, leading to

improved outcomes.

2. KEYWORDS:

Trauma; coagulopathy; trauma-induced coagulopathy; plasma; resuscitation

3. OVERALL PROJECT SUMMARY:

A. Sample Processing and Study Procedures

This past year, our study team has continued analyzing study specimens and data.

B. Patient Enrollment and Sample Procurement

Reporting Quarter: No enrollment.

Reporting Year: No enrollment.

Table 1: Summary by Quarter, Year, and Total

Term # of Patients Enrolled # of Samples Collected
1/1/19 — 3/31/19 0 0

10/1/18 — 12/31/18 0 0

8/1/18 — 9/30/18 0 0

4/1/18 — 6/30/2018 0 0

Total for Reporting Year 0 0

Total Since Study Start 144 16821

During this reporting year, we analyzed an additional 120 patient samples by liquid
chromatography tandem mass spectrometry. Some of these samples have been run in

duplicated to determine analytical coefficients of variance.




C. Unanticipated Problems and Patient Withdrawals

Reporting Quarter: We did not have any unanticipated problems this quarter.
Reporting Year: We did not have any unanticipated problems this reporting year.

D. Paramedic Training and Continuing Education

Reporting Quarter: No paramedic training was held this reporting quarter.

Reporting Year: No paramedic training was held this reporting quarter.
E. Study Devices and Equipment

We completed the electrical upgrades in the lab: now we have five extra 208V dedicated
circuits installed. Two -30C Helmer brand freezers are currently connected to these
208V outlets in the research lab as backup for our ultralow (-80C) freezers. With DoD
approval we initiated a purchase of one -80C Helmer brand freezer to replace two failed
freezers.

F. Problems/Ilssues

Reporting Year:
¢ No reportable issues arose this reporting year
4. KEY RESEARCH ACCOMPLISHMENTS:

A. Regulatory Amendment Submissions, Continuing Reviews, and Protocol
Modifications

We submitted and received approval for our annual continuing review to our local IRB.
Also, we submitted and received approval for a non-essential personnel protocol
amendment.

B. Study Devices and Equipment

Reporting Quarter/Year:
o All left-over plasma was stored in our own -80 degree freezers and used for various
testing including the efficacy of expired plasma in resuscitation in vitro. Once the units
have expired they were properly discarded.

C. Data Management

e Publication in Lancet summarizing study findings



D. Other Accomplishments

Reporting Quarter/Year

We have optimized our proteomic methods to ensure maximum proteome coverage
when analyzing plasma samples from the COMBAT study. We have partnered with
Ceres Nanosciences to develop analytical methods that utilize their proprietary nanotrap
technology to enrich for low level proteins, improving proteome coverage when
analyzing samples by our optimized liquid chromatography tandem mass spectrometry
method. We tested a magnetic based particle for proteome enrichment to facilitate
automated sample preparation. It has been found that the magnetic particles exhibit a
unique selectivity when compared to the standard microparticles. Some proteins of
interest are lost in the conversion including integrins. Overall, the magnetic particles
exhibit improved analysis over non-fractionated plasma analysis but we have decided to
move forward with a protocol that utilizes a 96 well plate and a positive pressure
manifold for sample preparation.

Analysis of ten patients’ samples at all time points collected have been performed
using LC-MS/MS data acquisition and a dozen samples using the nanotrap method.
This dataset of 120 samples is being processed and will be used to inform analysis of
the next batch of 400 samples which are being run in the coming month. We have
been using these datasets to develop and evaluate data analysis pipelines for time-
course analysis for longitudinal proteome and metabolite data.

e Several journal articles were published (see Section 6).

e CONCLUSION:
Publication in Lancet summarizing study findings

5. PUBLICATIONS, ABSTRACTS, AND PRESENTATIONS:
See attachment.

6. INVENTIONS, PATENTS AND LICENSES: Nothing to report.

7. REPORTABLE OUTCOMES:

Reporting Year:
e Publication in Lancet summarizing study findings

e We continue to learn valuable information from our various proteomics and
metabolomics tests.

8. OTHER ACHIEVEMENTS: Nothing to report

©

REFERENCES: Not applicable

10. APPENDICES: See attached
a. Feedback letters from the IRB
i. Continuing Review (CRV-006-1) 03.14.2019
i. Amendment (PAM 022-1) 03.14.2019
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PubMed Central PMCID: PMC6056322.
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PubMed Central PMCID: PMC6039387.
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Fibrinolysis Shutdown. Submitted to Journal of Trauma and Acute Care Surgery.



8. Coleman JR, Moore EE, Samuels JM, Cohen MJ, Sauaia A, Sumislawski JJ, Ghasabyan A, Chandler JG,

Banerjee A, Silliman CC, Peltz ED. Trauma resuscitation considerations: sex matters. Journal of the
American College of Surgeons;2018: In press.

Coleman JR, Moore EE, Chapman MP, Banerjee A, Silliman CC, Ghasabyan A, Chandler J, Samuels JM,
Sauaia A. Rapid TEG efficiently guides hemostatic resuscitation in trauma patients. Journal of Surgery.
2018;164(3):489-493.

Presentations:

a.

Coleman JR, Moore EE, Samuels JM, Nunns GR, Stettler GR, Ryon J, Moore HB, Ghasabyan A, Chandler
J, Banerjee A, Silliman CC, Sauaia A. Antifibrinolytics Are Associated With Robust and Prolonged
Fibrinolysis Shutdown. American Association of the Surgery of Trauma/World Trauma Congress. San
Diego, CA. September 28th, 2018.*2nd Place Winner in Critical Care Resident Competition.

Coleman JR, Moore EE, Butenas S, Olson A, Cohen MJ, Colvis A, Samuels JM, Ghasabyan A, Chandler J,
Sauaia A, Banerjee A, Silliman CC. Prothrombin Time/International Normalized Ratio and
Thrombelastography Discordances in Trauma Patients: an Examination of Correlation with Factor
Levels and Thrombin Generation. American College of Surgeons Committee on Trauma State Resident
Paper Competition. Colorado Springs, Colorado. August 24th, 2018. *Winner of Basic Science
Category in State Resident Competition.

Coleman JR, Moore EE, Peltz ED, Samuels JM, Cohen MJ, Sumislawski JJ, Ghasabyan A, Chandler JG,
Banerjee A, Sauaia A & Silliman CC. Sex Dimorphisms Following Trauma: Female Sex Confers a
Hypercoagulable State and Survival Advantage. University of Colorado Department of Surgery
Research Symposium. Denver, Colorado. May 21st, 2018. *Winner of The Frederick L. Grover Award in
Clinical Science
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As part of this review it was determined that for this research:

1. Risks to subjects are minimized.
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