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Title of Study: A Randomized, Double-Blinded, Controlled, Parallel Group, Non-inferiority, Phase 111
Study to Evaluate the Efficacy and Safety of the INTERCEPT Blood System for Red
Blood Cells in Patients undergoing Complex Cardiac Surgery Procedures (the ReCePI
study)

Investigators / Study Sites/Blood Centers: 15-20 clinical sites and up to 4 blood centers

Publication (reference): NA

Studied period (years): To Be Determined (TBD) | Phase of development: 3
Date of first enrollment: November 21,2018

Date of last completed: TBD

Objective:

The objective of this study is to evaluate the efficacy and safety of red blood cell (RBC) transfusion for
support of acute anemia in cardiovascular surgery patients based on the clinical outcome of renal impairment
following transfusion of RBCs treated with the INTERCEPT Blood System for Red Blood Cells compared
to patients transfused with conventional RBCs.

Methodology:

The study is a prospective, multicenter, randomized, double-blinded, active controlled, parallel-design,
non-inferiority study.

Primary Endpoints:
Primary
Efficacy:

The primary efficacy endpoint is the proportion of patients who have received at least one study transfusion
with a diagnosis of renal impairment defined as:

e Any raised serum creatinine (sCr) level, occurring after transfusion of a study RBC, of >0.3 mg/dL (or
26.5 umol/L) from the pre-surgery baseline within 48+4 hours of the end of surgery.

Safety:

The primary safety endpoints are:

e Proportion of patients with any treatment-emergent adverse events (TEAEs) possibly, probably or
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definitely related to study RBC transfusion through 28 days after the last study transfusion; and

e Proportion of patients with treatment-emergent antibodies with confirmed specificity to INTERCEPT
RBCs by the end of study (i.e., 7515 days after the last study transfusion).

Study Procedures:
Screening/Recruitment

In order to minimize the number of patients who enroll in the study but do not require RBC transfusion, only
patients with a relatively high likelihood to receive a RBC transfusion as determined by the Investigator (e.g.,
patients receiving aspirin, clopidogrel (or analogs) and/or GPIIb/IIla inhibitors), or patients with a TRUST
Score of >3 will be eligible for enrollment. Patients >11 years of age undergoing complex cardiac surgery may
be identified through pre-operative scheduling procedures in advance of their surgery.

Patients undergoing urgent or emergent cardiac surgery are eligible for the study, subject to institutional
review board (IRB) approval of an appropriate informed consent process.

All potentially eligible patients will be approached for study consent/assent within 30 days prior to their
surgical procedure. Subjects who consent/assent to the study will be assigned a subject ID number and undergo
screening.

Screening will include documentation of the patient’s pre-surgical exposure to radiographic contrast media and
number of prior pregnancies (females). Screening data may be derived from the medical record when
performed within 30 days prior to their surgical procedure. Eligibility status and other study data including all
TRUST components will be entered into the clinical database via an electronic data capture (EDC) system
using electronic case report forms (eCRFs). Patients who fail eligibility for any or multiple inclusion/exclusion
criteria may be rescreened for eligibility closer to the time of surgery.

Randomization and Blinding

Eligible subjects will be randomized up to 7 days before or on the day of scheduled surgery (Day 0). An
Interactive Web Response System (IWRS) will be used for electronic randomization of eligible patients.
Randomization (in 1:1 ratio for Test:Control) stratified by site, pre-existing renal impairment (baseline sCr
>1.2 mg/dL vs. < 1.2 mg/dL), and cardiac surgery group (more at risk for renal complications vs. less at risk)
will be employed. Screened subjects who receive a red cell transfusion prior to randomization will no longer
be considered for randomization, and their participation in the study will end. Patients may be rescreened for
eligibility closer to the time of surgery.

Treatment

Once a subject is randomized, only study RBCs (Test or Control, per the subject’s randomization) should be
dispensed and transfused during the acute transfusion support period (Day 0 to Day 7 post surgery, hospital
discharge, or death, whichever is first), as clinically indicated and determined by the treating physician.

In rare exceptions where study RBCs are unavailable or patient’s need for RBC transfusions exceeds the
quantity of study RBCs in inventory at the hospital blood bank (e.g., during a Massive Transfusion Protocol), a
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transfusion using non-study RBC (conventional) may be given to provide the patient with an appropriate and
necessary treatment. In this case, a protocol deviation should be documented. If a study RBC transfusion is
given after randomization before surgery commences, a protocol deviation should also be documented.

Treatment assessments will be divided into an acute transfusion support period starting the day of surgery
(Day 0 up to Day 7) during which study RBC (Test or Control) are administered, a post-surgical follow-up
period of a minimum of 28 days after the last study transfusion to collect additional safety data, a clinical
assessment at day 30 after surgery specifically for mortality and RRT status, and a visit at day 75 (+15) after
the last study transfusion to assess mortality and RRT status, and collect samples for serological screening for
antibodies specific to INTERCEPT RBCs.

In all patients, anesthesia and surgical procedures will be performed according to the local standards of care.
Following the acute transfusion support period, subjects may receive conventional RBC components if
additional transfusions are needed, as indicated by their treating physician.

Study Assessments: Monitoring and Follow-up

Baseline through Acute Transfusion Support Period (Pre-Op Day -1 up to Post-Op Day 7)

A screen for antibodies specific for INTERCEPT RBCs should be performed every time that a routine IAT is
performed during the acute 7-day study transfusion period.

A blood sample for sCr will be taken at 48 +4 hours after completion of surgery for both transfused and non-
transfused subjects., A sCr will be determined on a daily basis during the acute transfusion support period up
to 7 days post-surgery. Other parameters including additional sCr will be collected on eCRFs only when
available in the medical record.

Randomized subjects who do not receive an RBC transfusion following randomization within the first 48
hours after surgery will be discontinued from the study and replaced.

Daily sCr assessments will be recorded up to and including 48 +4 hours for transfused and non-transfused
subjects. Other post baseline laboratory parameters and adverse events (AEs) will not be collected for non-
transfused subjects. Vital status will be reported for randomized and non-transfused subjects at the time of
discontinuation.

Hemodynamic and laboratory measures will be assessed pre-operatively (Day -1, Baseline) and daily as
available in the medical record from post-operative Day 1 through Day 7, hospital discharge or death,
whichever occurs first. If a subject is discharged prior to Day 7 but returns to the study site for a standard of
care visit on Day 7, blood samples should be obtained on that day for a complete blood count and sCr
determination.

Hemodynamic parameters that will be collected if available, include heart rate, blood pressure, mean arterial
pressure, central venous pressure (CVP), and peripheral oxygen saturation via pulse oximetry probe.
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Laboratory parameters that will be captured on eCRFs include BUN, creatinine , AST, ALT, fibrinogen,
bilirubin, troponin, hemoglobin, and platelet counts.

Transfusion reactions (TRs), adverse events (AEs) and serious adverse events (SAEs) will be assessed on a
daily basis and documented in the eCRF from the start of surgery or the start of the first study transfusion
(whichever is first) through post-operative Day 7 and as available through day 28 after the last study
transfusion. Vital status will be reported for randomized and non-transfused subjects at the time of
discontinuation.

NOTE: The following applies to randomized transfused subjects only.

Post-operative Day 8 (or Post-discharge, if earlier) through 28 Days After Last Study Transfusion. Subjects
will be monitored for TRs, AEs and SAEs following the 7-day acute transfusion support period, through 28
days after the last study transfusion or death, whichever occurs first, according to the local standard of care. In
an outpatient setting, weekly telephone surveillance calls to the subject will be performed in order to collect
safety events until the next follow-up visit.

28 (£3) Days After Last Study Transfusion or Premature Discontinuation from study.

Subjects who have been discharged should be scheduled for the follow up visit 28 (£3) days after the last study
transfusion to obtain additional safety information, including patient-reported AEs/ SAEs; laboratory results
including sCr, DAT/ IAT; a sample for HLA antibodies and antibodies specific to INTERCEPT RBCs will be
obtained. All randomized subjects who receive any study RBC transfusion must have their vital status
documented at this visit, or earlier, if the subject dies prior to the visit. If a subject has been discharged, other
safety information (e.g., AEs and SAEs) may be obtained through medical records, the subject’s physician, or
a telephone interview with either the subject or a family member.

30 Days After Surgery

All randomized subjects who receive a study RBC transfusion must have their vital status and need for RRT
(defined as hemodialysis or peritoneal dialysis) documented at Day 30 after surgery. RRT that is provided
prophylactically during surgery while patient is on a bypass machine (the pump), does not meet this endpoint.
The vital status and RRT assessment on Day 30 can be performed either from the medical records, from a
phone call to the subject or family, or during the visit 28+3 days after the last study transfusion (only if the last
study transfusion was given at day 2 or later in the acute transfusion support period).

End of Study: 75 (15 Days) After last Study Transfusion

75 (£15) days after the last study transfusion (End of Study), serum samples for antibodies specific for
INTERCEPT RBCs will be obtained, either in hospital, at a clinic visitor or offsite. Mortality and the need for
RRT will be assessed.
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Data and Safety Monitoring Board (DSMB)

The study will be monitored by an independent Data and Safety Monitoring Board (DSMB). The primary
mission of the DSMB is to ensure patient safety and review protocol compliance for data collection. The
DSMB will be assembled by the Sponsor and composed of transfusion medicine and other experts as per the
DSMB charter. DSMB members will be independent of the Sponsor.

Interim Analysis and Early Stopping Rule

Aside from the blinded interim analysis for sample size re-estimation performed in October 2021, no other
interim analysis is planned for this study to compare treatment differences with respect to efficacy or safety at
any time prior to the completion of the study. Specific stopping rules, defined for safety considerations, are
defined in Section 4.6 of the protocol.

Number of patients:

A total of at least 292 evaluable, randomized and transfused patients, 146 per arm, are planned to generate
sufficient efficacy and safety data for the Test and Control components in patients undergoing cardiac surgery
procedures.

For the primary efficacy endpoint, the proportion of patients with a AsCr >0.3 mg/dL from pre-surgery
baseline to within 48+4 hours after surgery, a non-inferiority test will be conducted to assess for treatment
difference (Test — Control). By assuming an event rate of 30% in the Control group and no more than 50%
increase from the Control rate as the non-inferiority margin, a sample size of 292 patients (146 per arm) will
provide approximately 80% power to declare non-inferiority at the two-sided 0.05 alpha level, assuming the
true treatment difference is zero.

Diagnosis and main criteria for inclusion:
Inclusion criteria:

1. Age=>11 years of age

2. Weight >40 kg

3. Scheduled complex cardiac surgery or thoracic aorta surgery. The procedure may be performed either
on or off cardiopulmonary bypass machine (CBP or “pump”). For the purposes of this protocol
“Repeat procedure” means that the subject had a previous cardiac surgery. Procedures that qualify as
complex cardiac surgery include but are not limited to, the following:
e Single Vessel Coronary Artery Bypass Graft, first or repeat procedure
e Multiple Coronary Artery Bypass Grafts, first or repeat procedure
e Single Valve Repair or Replacement, first or repeat procedure

e Multiple Valve Repair or Replacement, first or repeat procedure
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6.

e Surgery involving both Coronary Artery Bypass Graft(s) and Valve Repair(s), first or repeat
procedure

e One or more of the following procedures, with or without Coronary Bypass Graft(s):
left ventricular aneurysm repair

ventricular and/or atrial septal defect repairs

Batista procedure (surgical ventricular remodeling)

surgical ventricular restoration

congenital cardiac defect repair

O O O O O O

aortic procedures

o other cardiac surgery or thoracic aorta surgery types with a high probability of bleeding.
TRUST probability score (Alghamdi, Davis et al. 2006) > 3, or currently on a regimen of aspirin (any
dose), clopidogrel (or analogs) and/or GPIIb/IlIa inhibitors or at a high probability for need of a
transfusion during or after surgery at the discretion of the Investigator

Female subjects of child-bearing potential must meet the 2 criteria below at screening:

e Negative serum or urine pregnancy test

e Use at least one method of birth control that results in a low failure rate (i.e., less than 1% per
year) when used consistently and correctly such as implants, injectables, combined oral
contraceptives, some intrauterine devices (IUDs), sexual abstinence or vasectomized partner

Signed and dated informed consent/assent form.

Exclusion criteria:

1.

Confirmed positive baseline serum/plasma antibody specific to INTERCEPT RBCs (S-303 specific
antibody) screening panel prior to randomization.

2. Pregnant or breast feeding

3. Refusal of blood products or other inability to comply with the protocol in the opinion of the
Investigator or the treating physician

4. Treatment with any medication that is known to adversely affect RBC viability, such as, but not
limited to dapsone, levodopa, methyldopa, nitrofurantoin, and its derivatives, phenazopyridine and
quinidine.

5. Planned cardiac transplantation

6. Active autoimmune hemolytic anemia
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7.

10.
11.

12.

13.

14.

15.

16.
17.
18.

Left ventricular assist device (LVAD) or extracorporeal membrane oxygenation (ECMO) support
pre-operatively or planned need post-operatively

Cardiogenic shock requiring pre-operative placement of an intra-aortic balloon pump (IABP) (NOTE:
IABP done for unstable angina or prophylactically for low ejection fraction is not excluded).

Planned use of autologous or directed donations.

RBC transfusion during current hospitalization prior to enrollment and randomization (within 7 days).
Participation in an interventional clinical study concurrently or within the previous 28 days. This
includes investigational blood products, pharmacologic agents, imaging materials (including dyes),
surgical techniques, or devices. Observational studies of FDA cleared or approved products or
nutrition, psychology, or socioeconomic issues are not grounds for exclusion.

Patients with a current diagnosis of either chronic kidney disease or acute kidney injury and with sCr
>1.8 mg/dL at screening and patients requiring RRT. (NOTE: If sCr at screening is <1.8 mg/dL, a
patient with a diagnosis of chronic or acute kidney injury alone is not excluded).

Patients with a current diagnosis of either chronic or acute hepatic insufficiency and with a total serum
bilirubin > 2.0 mg/dL (=34.2 umol/L). (NOTE: If total serum bilirubin at screening is <2.0 mg/dL, a
patient with a diagnosis of chronic or acute hepatic failure alone is not excluded).

Pre-existing antibody(ies) to RBC antigens that may make the provision of compatible study RBC
components difficult.

History of TRs requiring washed RBCs, volume reduced RBC, or RBCs with additive solution
removed.

Patients with documented IgA deficiency or a history of severe allergic reactions to blood products.
Patients who require gamma-irradiated RBC blood components.

Positive DAT as defined below:

A polyspecific DAT reaction strength > 2+, or

A polyspecific DAT (any strength) in conjunction with pan-reactivity with a commercial IAT
antibody screening panel that precludes the identification of underlying alloantibodies or indicates the
presence of autoantibody.

Test product, dose and mode of administration:

The test device is the INTERCEPT Blood System for RBC. The INTERCEPT treatment process uses
amustaline and glutathione together with a processing solution in a single-use disposable set and results in
pathogen and leukocyte inactivated RBCs suspended in SAG-M additive solution (INTERCEPT RBCs). The
INTERCEPT treatment will be performed on leukoreduced RBC components prepared from whole blood
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collections and suspended in AS-5 additive solution within 24 hours of collection. The test component is
allogeneic INTERCEPT RBCs suspended in SAG-M and stored at 1°C to 6° for up to 35 days post-donation
and administered intravenously. The treating physician will determine dose and schedule of RBC transfusions.

Control product, dose and mode of administration:

The control transfusion component is a conventional leukoreduced RBC component in an FDA approved
additive solution (AS-1, AS-3 or AS-5) stored at 1°C to 6°C for up to 35 days post-donation and administered
intravenously. The Control RBC components will be handled and labeled in a manner to maintain blinding.
The treating physician will determine dose and schedule of RBC transfusions.

Criteria for evaluation:

Efficacy:

The primary efficacy endpoint is the proportion of patients, who have received at least one study transfusion
with a diagnosis of renal impairment defined as:

e Any raised sCr level, occurring after transfusion of a study RBC, of >0.3 mg/dL (or 26.5 pmol/L) from
the pre-surgery baseline within 48+4 hours of the end of surgery.

If any subject meets this criterion before receiving a study transfusion, that particular event will not be
included in this analysis.

Secondary efficacy outcome measures include:

e The proportion of patients with a diagnosis of stage I, II or III Acute Kidney Injury (KDIGO 2012)
based on changes in sCr levels from pre-surgery baseline and the need for renal replacement therapy
(RRT) post-surgery.

e Mortality or the need for RRT by 30 days post-surgery.

Safety:
The primary safety outcome measures are the:

e Proportion of patients with any treatment-emergent adverse events (TEAEs) possibly, probably or
definitely related to study RBC transfusion through 28 days after the last study transfusion; and

e Proportion of patients with treatment emergent antibodies with confirmed specificity to INTERCEPT
RBCs by end of study (i.e., 75415 days after the last study transfusion).

Additional safety assessments will include:
e Treatment-emergent AEs through 28 days after the last study transfusion.

e Treatment-emergent SAEs through 28 days after the last study transfusion.

CLI 00125, v8.0 CONFIDENTIAL AND PROPRIETARY Page 9 of 295
Cerus Corporation considers this document to be confidential and
not subject to disclosure without express written consent from Cerus Corporation.




Cerus Corporation

Title: A Randomized, Double-Blinded, Controlled, Parallel Group, Non-inferiority, Phase III Study to Evaluate
the Efficacy and Safety of the INTERCEPT Blood System for Red Blood Cells in Patients undergoing Complex
Cardiac Surgery Procedures (the ReCePI study)

Name of Sponsor/Company: Individual Study Table (For National Authority
Referring to Part Use only)

CERUS CORPORATION of the Dossier

Name of Finished Product: Volume:

Not applicable

Name of Active Ingredient: Page:

Red Blood Cells treated with the

INTERCEPT Blood System

e Transfusion reactions (as defined by the CDC National Healthcare Safety Network [NHSN]
Hemovigilance Module protocol) through 28 days after last study transfusion.

e Treatment-emergent immunization to RBC allo-antigens through 28+3 days after the last study
transfusion.

e Treatment-emergent immunization to HLA allo-antigens through 2843 days after the last study
transfusion.

Statistical methods:

For the primary efficacy endpoint, the treatment difference (Test — Control) and its two-sided 95% confidence
interval (CI) will be estimated from Cochran-Mantel-Haenszel (CMH) test stratified by baseline sCr (sCr >1.2
mg/dL vs. < 1.2 mg/dL) and cardiac surgery group (more at risk for renal complications vs. less at risk)
performed. The upper bound of the two-sided 95% CI will be compared with the 50% of the observed Control
rate. Non-inferiority will be achieved if the upper bound is less than the 50% of the observed Control rate. For
the non-inferiority test, the null and alternative hypotheses (HO and H1, respectively) will be formulated as
follows:Hy: Prest — Peontror = 50% X PControl vS. Hy: Prest — Peontrot < 50% X ﬁControl'

where Prog: and Pgyp,er01 are the event rates for Test INTERCEPT) and Control groups, respectively, and
Pioneroiis the observed Control rate.

Same CMH test will be used for assessment of treatment differences for the secondary efficacy endpoints. As
a sensitivity analysis, logistic regression will be utilized to estimate the treatment differences after controlling
for baseline sCr, cardiac surgery group performed and other covariates to be detailed in the statistical analysis
plan (SAP). Treatment-emergent AEs (defined as AEs with an onset date/time that is on or after the start
date/time of the first study transfusion) will be summarized by treatment group, system organ class (SOC), and
preferred term.

Subgroup analysis by the randomization stratification variables (clinical site, pre-surgery renal impairment,
and cardiac surgery group) and by demographic variables such as age group (<18, 19 to 65, and >65 years
old), sex, and race will be presented for primary and secondary efficacy endpoints. Additional subgroup
analysis may also be presented as suggested by the data.
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1 LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS
AABB American Association of Blood Banks
ADL Activities of Daily Living
AE Adverse Event
AHG Anti-human Globulin
AHTR Acute Hemolytic Transfusion Reaction
AKI Acute Kidney Injury
AKIN Acute Kidney Injury Network
ALP Alkaline Phosphatase
ALT Alanine Transaminase
ANOVA Analysis of Variance
ANCOVA Analysis of Covariance
AS Additive Solution
AST Aspartate Aminotransferase
ATP Adenosine Triphosphate
ATR Acute Transfusion Reaction
BP Blood Pressure
bpm Beats per minute
BUN Blood Urea Nitrogen
BVDV Bovine Viral Diarrhea Virus
C Celsius
CABG Coronary Artery Bypass Graft
CBC Complete Blood Count
CDC Centers for Disease Control and Prevention
CFR Code of Federal Regulations
CFU Colony Forming Units
CI Confidence Interval
CLIA Clinical Laboratory Improvement Amendments
CMH Cochran-Mantel-Haenszel
CMV Cytomegalovirus
CPB Cardiopulmonary Bypass
CP2D Citrate Phosphate Double Dextrose
CPD Citrate Phosphate Dextrose
CRF Case Report Form
CRO Contract Research Organization
CSF Cerebrospinal Fluid
CTCAE Common Terminology Criteria for Adverse Events
CVP Central Venous Pressure
DAT Direct Antiglobulin Test. Also referred to as the direct Coombs test.
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Device The failure of a medical device to function according to its requirements.

Malfunction

DHBV Duck Hepatitis B Virus

DHTR Delayed Hemolytic Transfusion Reaction

dL Deciliter

DNA Deoxyribonucleic Acid

ds DNA Double stranded DNA

2,3-DPG 2,3-Diphosphoglycerate

DSMB Data and Safety Monitoring Board

DSTR Delayed Serological Transfusion Reaction

EC Ethics Committee

ECMO Extracorporeal Membrane Oxygenation

eCRF Electronic Case Report Form

EDC Electronic Data Capture

EIA Emerging Infectious Agents

EKG Electrocardiogram

EOS End of Study

F Fahrenheit

FDA Food and Drug Administration

FNHTR Febrile Non-Hemolytic Transfusion Reaction

g Gram

GCP Good Clinical Practice

GSH Glutathione

HA Hemolytic anemia

Hb Hemoglobin

HBV Hepatitis B Virus

Hct Hematocrit

HCV Hepatitis C Virus

HELLP A syndrome occurring in pregnancy. A combination of the breakdown of
red blood cells (hemolysis: the H in the acronym, elevated liver enzymes
(EL), and low platelet count (LP).

HIV Human Immunodeficiency Virus

HLA Human Leukocyte Antigen

HR Heart rate

HSV Herpes Simplex Virus

HTR Hemolytic Transfusion Reaction

IABP Intra-aortic Balloon Pump

IAT Indirect Antiglobulin Test. Also referred to as the Indirect Coombs Test.

IBS INTERCEPT Blood System (abbreviation used in preceding protocol
versions)

ICF Informed Consent Form
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ICH International Council on Harmonization

ICU Intensive Care Unit

IEC Independent Ethics Committee

IgA Immunoglobulin A

IgG Immunoglobulin G

IgM Immunoglobulin M

INTERCEPT Name of the current Cerus’ Investigational device

Blood System for

RBCs

INTERCEPT Red blood cell component (s) that have been processed/treated with the

RBC(s) INTERCEPT Blood System for Red Blood Cells (also known as
INTERCEPT RBCs or S-303 (treated) RBCs)

P Investigational product

IRB Institutional Review Board

IWRS Interactive Web Response System

KDIGO Kidney Disease Improving Global Outcomes

kg Kilogram

LDH Lactate Dehydrogenase

L Liter

LVAD Left Ventricular Assist Device

mg milligram

mITT Modified Intent-to-Treat

mL Milliliter

mM Millimole

uM Micromole

MI Myocardial Infarction

mm? Cubic millimeter

mm Hg Millimeter of mercury

N Number

NBG Normalized Background

NCI National Cancer Institute

PaCO» Partial pressure of carbon dioxide

PFU Plaque Forming Unit

PP Per Protocol

RBC Red Blood Cell

ReCePI Red Cell Pathogen Inactivation (acronym)

RIFLE Risk, Injury, Failure, Loss of kidney function, and End-stage kidney
disease classification

RNA Ribonucleic Acid

ROS Reactive oxygen species

RR Respiratory rate
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RRT Renal Replacement Therapy

ssRNA Single Stranded Ribonucleic Acid

S-300 (N-(9-Acridinyl)-B-alanine). The primary decomposition product of
S-303.

S-303 Amustaline. [N,N-bis (2-chloroethyl)]-2-aminoethyl 3-[(acridin-9-yl)
amino] propionate free base. May also refer to S-303 in solution
(dissolved S-303 2HCI).

S-303+2HCI S-303 in the salt form used for treating RBC components.

SAG-M SAG-Mannitol: an RBC additive solution

SAE Serious Adverse Event

SD Standard deviation

SCD Sickle Cell Disease

sCr Serum creatinine

SIRS Systemic Inflammatory Response Syndrome

SOC System Organ Class (MedDRA)

SOP Standard Operating Procedure

TACO Transfusion Associated Circulatory Overload

TA-GVHD Transfusion Associated Graft versus Host Disease

TEAE Treatment Emergent Adverse Event

TR Transfusion Reaction

TRALI Transfusion Related Acute Lung Injury

TRS Transfusion Related Sepsis

TRUST Transfusion Risk Understanding Screening Tool

TTI Transfusion-Transmitted Infection

UADE Unanticipated Adverse Device Effect

ULN Upper Limit of Normal

uo Urinary output

U.S. United States

USP US Pharmacopeia

VSV Vesicular Stomatitis Virus

WBC White Blood Cells

WNV West Nile Virus
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2

2.1

BACKGROUND INFORMATION
GENERAL

Red blood cell (RBC) transfusion is a critical supportive therapy for healthcare.
Patients and physicians assume, when required, blood transfusion will be available
and safe. However, serious transfusion-transmitted infections (TTI) caused by
viruses, bacteria and protozoa (Stramer 2009, MacLennan 2006); and fatal
transfusion complications such as transfusion-associated graft-versus-host disease
(TA-GVHD) still pose a threat to transfusion recipients (Kopolovic 2015).
Currently, prevention of TTI includes pre-donation evaluation and selection of low-
risk donors, followed by serologic and/or nucleic acid testing for selected known
infectious pathogens.

The advent of testing has greatly reduced TTI from blood products, particularly
viral disease, and sepsis associated with the transfusion of bacterially contaminated
red cell blood components is generally regarded as a very rare event. However, from
1976 through September 1998, 26 fatalities thought to be secondary to contaminated
whole blood or red cells were reported to the U.S. FDA (Lee 1999). The majority of
deaths reported to the FDA involved Yersinia enterocolitica. The highest reported
incidence of Y. enterocolitica contamination was reported in New Zealand, with an
incidence rate of 1 in 65,000 and a fatality rate of 1 in 104,000 red cell units
transfused (Theakston et al. 1997). Unrecognized cases, underreporting, and
regional variation may account for observed differences in this incidence.
Interestingly, passive reporting studies of bacterially contaminated red cells from
the United States, France, and the United Kingdom that caused symptoms of
infection show a relative paucity of Y. enterocolitica cases (Perez et al. 2001,
Kuehnert et al. 2001, Serious Hazards of Transfusion report for 2000-2001). Of the
reported deaths, one was due to a coagulase-negative Staphylococcus strain and
seven were due to a variety of gram-negative organisms (including Serratia
liquefaciens in three cases). These organisms are all capable of growth at
refrigerated temperatures (1° to 6°C). Sepsis associated with the transfusion of red
cells contaminated with gram-negative bacteria is typically severe and rapid in onset
(Brecher and Hay 2005). Patients frequently develop high fever (temperatures as
high as 109°F have been observed) and chills during or immediately following
transfusion. From 1987 to February 1996, 20 recipients of Y. enterocolitica red cells
were reported to the Centers for Disease Control (Cookson et al, 1996). Twelve of
the 20 recipients died, and the median time to death was only 25 hours. Of the seven
who developed disseminated intravascular coagulopathy, six died.
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Prospective bacterial cultures of whole blood or red cells, however, have shown a
much higher incidence of bacterial contamination (Damgaard et al 2015). The
organisms commonly cultured are Staphylococcus sp. or Propionibacterium sp.;
those strains that have been reported to be isolated in association with adverse
events linked to the transfusion of contaminated red cell concentrates include
Pseudomonas sp., S. marcescens, Enterobacter sp., Klebsiella sp., S. epidermidis
and B. cereus (Siblini et al 2004).

Newly-emerging infectious agents also remain important risks to blood safety.
Estimates of per-unit and per-patient aggregate infectious risks for conventional
RBCs, including known and potential emerging infectious agents (EIA, modeled
based on chikungunya and dengue viruses) were calculated by Kleinman and
Stassinopoulos (2015). Minimum and maximum per-unit risks were calculated as
0.0003% (1/323,000) and 0.12% (1/831), respectively. The minimum estimate is
for known lower-risk pathogens while the maximal estimate also includes an EIA
and endemic area Babesia sp. risk. For patients with hemoglobinopathies who
receive repeated RBC transfusions such as sickle cell disease (SCD), at the
minimum risk level it is estimated that approximately 1/450 (0.22%) of patients will
acquire an infection during their entire course of transfusion therapy (approximately
30-50 years); at the maximum risk levels, infections risk increases to 43-45% for
patients with hemoglobinopathies, or almost 1 in every 2 patients (Kleinman and
Stassinopoulos 2015).

Leukoreduced RBC concentrates contain <5 x10° white blood cells (WBC) that may
induce TA-GVHD and/or alloimmunization to human leukocyte antigen (HLA)
antigens. Gamma irradiation can effectively prevent TA-GVHD in transfusion
recipients. However, almost half the cases of TA-GVHD occur in patients in which
their treating physicians failed to identify risk using current guidelines for blood
irradiation, leading to substantial morbidity and mortality (Kopolovic 2015).
Moreover, irradiation adversely affects post-transfusion RBC recovery (Dumont
2008) and is associated with raised extracellular potassium levels in the transfused
concentrates.

To proactively address the risk of TTIs and TA-GVHD, Cerus has developed
pathogen and leukocyte inactivation technology systems (INTERCEPT Blood
System™) for platelet and plasma components and is currently developing a system
for RBC concentrates. These systems use nucleic acid-targeted compounds that
intercalate into, and upon activation, covalently bind to nucleic acids of viruses,
bacteria, parasites and leukocytes that may contaminate blood components, and
form irreversible adducts and crosslinks thus preventing replication and TTI. This
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process does not depend on or generate reactive oxygen species (ROS) which can
damage cells and proteins. RBCs do not require nucleic acid for therapeutic function
and thus retain therapeutic efficacy after pathogen inactivation treatment.
INTERCEPT treated RBC (INTERCEPT RBCs) components should not require
gamma irradiation because the treatment process inactivates donor white blood cells
with a high safety margin (Castro et al. 2016). It is also possible that INTERCEPT
treatment may interfere with antigen presentation by donor leukocytes, thereby
reducing the incidence of HLA alloimmunization.

Conventional leukoreduced RBC concentrates include approximately 20-40 mL of
residual plasma that contains serum proteins and immunoglobulins; these are
implicated in allergic TRs and Transfusion Related Acute Lung Injury (TRALI).
The INTERCEPT RBC process includes a terminal washing step that reduces the
concentration of plasma proteins and may reduce the incidence of these reactions.

The INTERCEPT Blood System for RBCs inactivates a variety of bacteria, viruses
and protozoa. The organisms evaluated to date include examples representing a
range of different characteristics, such as enveloped (HIV and DHBV) and non-
enveloped (Bluetongue virus), RNA genome (HIV and BVDV) and DNA genome
(DHBYV), and single stranded (HIV) and double stranded (DHBV) genomes. The
bacteria evaluated represent Gram negative bacilli (Yersinia sp., Serratia sp., E. coli,
Salmonella sp. and Pseudomonas sp.) and Gram positive cocci (S. epidermidis and
S. aureus) that are significant especially for RBC transfusion. The protozoan
parasites evaluated to date are Plasmodium falciparum and Babesia microti.
INTERCEPT RBCs have demonstrated adequate viability in terms of in vivo
recovery and lifespan for transfusion (Cancelas 2015), and a recently completed
Phase 3 clinical study (CLI 00076) in cardiovascular surgery patients conducted in
Europe has demonstrated that INTERCEPT RBCs possess in vitro characteristics
comparable to untreated RBCs with a comparable safety profile (Brixner 2015, Rico
2015).

The proposed phase 3 study in patients undergoing complex cardiac surgery is
intended to demonstrate that INTERCEPT RBCs are non-inferior to conventional
RBCs with regard to clinical safety and clinical efficacy for transfusion support of
acute anemia during surgery with potential hemodynamic instability. The study is
designed to support the licensure of the INTERCEPT Blood System for Red Blood
Cells.
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2.2

2.2.1

23

NAME AND DESCRIPTION OF THE INVESTIGATIONAL
PRODUCT

The INTERCEPT Blood System for RBCs is an investigational medical device used
to prepare pathogen and leukocyte inactivated RBC components for transfusion.

Description of Investigational Product

The investigational device is the INTERCEPT Blood System for Red Blood Cells.
The pathogen reduction process begins with a unit of RBCs derived from whole
blood that is separated according to local regulations and standard operating
procedures at the Blood Centers. RBCs are suspended in additive solution-5 (AS-5).
Leukocyte-reduction of whole blood or RBCs will be performed per manufacturer’s
instructions. The INTERCEPT Blood System process is performed on a single unit
of leukoreduced RBC in AS-5.

For a detailed description of the investigational product, please refer to the
Investigator’s Brochure.

SUMMARY OF NONCLINICAL AND CLINICAL STUDIES

The INTERCEPT treatment process uses amustaline and glutathione together with a
processing solution in a single-use disposable set to produce pathogen inactivated
RBCs in SAG-M additive solution. Cerus’ pre-clinical and clinical development
program has evaluated the efficacy of amustaline for pathogen inactivation and
safety profiles of treated RBCs and breakdown products with regard to systemic
toxicity, genotoxicity and carcinogenicity in accordance with International Council
on Harmonization (ICH) standards for RBCs development of pharmaceuticals.
These data are presented in detail in the Investigator’s Brochure.
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Safety

No physiologically relevant toxicity using INTERCEPT RBCs at doses higher than
planned for this trial was observed in pre-clinical studies. Additional information
about the toxicological evaluations of the treatment system is provided in detail in
the Investigator’s Brochure.

Immunogenicity

The mechanism of action of S-303 can also lead to reactions with macromolecules
other than nucleic acids in the blood components, such as constituents of the red cell
membrane. In early studies of the pathogen inactivation process for RBCs (referred
to as “Original process”) there was evidence of antibody formation directed against
INTERCEPT RBC:s (also referred to as S-303-specific RBC antibodies) in two
patients participating in a chronic RBC transfusion study. In order to minimize
these non-specific and unwanted reactions with RBC surface molecules, an
increased level of the quencher, glutathione (GSH), has been included in the current,
pathogen inactivation process (referred to as “Current process”).

Additional information regarding the potential for immunogenicity, and the studies
that have been conducted is provided in the Investigator’s Brochure.

Clinical Studies

Four clinical studies have been completed with the current process of the
INTERCEPT Blood System for RBCs. The studies are summarized in Table 2.1
below and additional detail is provided in the Investigator’s Brochure.
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Table 2.1 Summary of Clinical Studies with INTERCEPT Blood System for RBCs Current Process

Study & Ctrl
Number Drugs (Dose, # subjects
of Study route & Study (entered, Primary
Study ID Centers Design regimen) Objective completed) Diagnosis Endpoint(s) Main Findings
Randomized, Single Recovery of 26/26 Healthy adult | 24 hour recovery | IBS-treated RBCs met FDA
single blinded, | transfusion of IBS treated subjects and life span of 35 | recommended criteria for 24 hour
controlled, 2 | 5-15mL of 'Cr- | autologous day old autologous | recovery with no significant difference
period, cross- labeled Test RBCs; safety RBCs between IBS-treated and control RBC
CLI00062 over (S-303) or and Survival was significantly different
(RBC08001) 2 Control RBCs | tolerability between Test (32.8 days) and Control
(35 day storage), (39.5 days) but T50 of Test was within
Intravenous published reference range (28-35 days)
No physiologically meaningful
differences at end of storage between
Test and Control RBC
Single-blinded, Single Compare 42 enrolled/ Healthy 24 hour post- The 24-hour post-transfusion recovery
randomized transfusion survival and | 26 completed subjects infusion dual label | (both dual- and single-label) of
crossover p10-30 mL of recovery of recovery of autologous IBS RBCs following
CLI00073 51Cr-labeled autologous autologous RBCs | infusion after 35-days of storage met all
Test (S-303) or | S 303 RBCs stored for 35 days | the FDA criteria for the evaluation of
Control RBCs to RBC products.
(35 day storage), | conventional No immunologic reactivity developed to
intravenous RBCs Test RBC.
Randomized, IBS treated or In vitro 87 Patients Primary in vitro IBS RBC demonstrated equivalence to
controlled, untreated RBC | characterizati | randomized; | undergoing | endpoint Hb untreated RBC regarding hemoglobin
double blinded, | transfusions for on of IBS 51 treated complex content/unit content; the proportion of IBS RBCs
parallel up to 7 days RBCs relative (25Test, cardiac satisfying the EDQM guidelines was
starting on day | to EU criteria | 26Control) surgery with | Primary clinical higher than for conventional RBCs.
CLI00070 3 of surgery; dose | for RBC'for ' high endpoint = safety o . .
and frequency transfusion likelihood of The incidence of renal insufficiency was
per treating Obtain requiring Exploratory 15.7% (Test 5, Control 3, p=0.41). The
physician clinical data RBC endpoints indicative | incidence of hepatic insufficiency was
to support transfusion of tissue 2% (Test 1, Control 0, p=0.37). There
design of oxygenation was no statistical difference between
add’l studies include renal or | Test and Control groups for the
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Study & Ctrl
Number Drugs (Dose, # subjects
of Study route & Study (entered, Primary
Study ID Centers Design regimen) Objective completed) Diagnosis Endpoint(s) Main Findings
to support hepatic assessments of the 6MWT at the time of
registration of insufficiency and | first ambulation post-surgery and at day
IBS for RBC 6MWT 13 or discharge.
No statistical differences in the overall
incidence of AE rates, or in possibly
related AEs between Test and Control,
with similar distribution of SAEs
between groups. The events observed
were those expected in this population.
Randomized, Six transfusion | Evaluate the 86 Subjects with | Hgb consumption | The non-inferiority of INTERCEPT
controlled, episodes of Test | efficacy and | randomized, | thalassemia | during each RBC components for the primary
double blinded, | (INTERCEPT) safety of 81 treated major who | efficacy evaluation | efficacy endpoint was robustly achieved
two-period, | or Control RBC; | INTERCEPT require period (episodes 4 | consistently for both the ITT and PP
crossover, non- [ each treatment RBCs in chronic to 6) measured as analysis groups. No treatment emergent
inferiority period to include | subjects who transfusion of | the Hgb mass antibodies to INTERCEPT RBC were
2 wash-in require RBC transfused per detected.
episodes and 4 chronic components | subject adjusted for | Adverse events were equally distributed
study transfusion | transfusion episode-specific between Test and Control periods.
episodes; support due to body weight and
subjects will be | thalassemia duration (Hgb g/kg
CLI 00076 3 transfused to major body weight/day).

maintain the
same target
hemoglobin
level specified
by treating
physician in
each study
period

Incidence of a
treatment-emergent
antibody with
confirmed
specificity to
INTERCEPT
treated RBCs
associated with
clinically
significant
hemolysis
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SUMMARY OF POTENTIAL RISKS

The potential risks of this study include those adverse reactions that are recognized to
occur following any transfusion of RBC components and could be anticipated to
occur with either control or INTERCEPT-treated components including, but not
limited to, delayed serologic transfusion reactions (DSTRs), acute hemolytic
transfusion reactions (AHTRs), delayed hemolytic transfusion reactions (DHTRs),
febrile non-hemolytic transfusion reactions (FNHTRs), allergic (urticarial) reactions,
anaphylaxis, transfusion-related acute lung injury (TRALI), transfusion-associated
circulatory overload (TACO), transfusion-related sepsis (TRS), or transfer of an
infectious agent via transfusion/transfusion transmitted infection (TTI), respectively,
transfusion- associated graft-vs-host disease (TA-GVHD), and allo-immunization to
RBC and HLA antigens.

The development of antibodies to INTERCEPT RBCs, or to neoantigens formed as a
result of acridine binding to red cells, could occur as a result of transfusion with
INTERCEPT RBCs. Acridine-specific antibodies were observed in an early and
current ongoing blinded studies (as described in the Investigator’s Brochure) and
many could be neutralized with acridine in solution, thereby defining specificity for
this moiety. The occurrence of these antibodies was not associated with any clinical
events or observations. The Current process has been optimized to decrease the
likelihood of this event.

A screening study was performed to evaluate the prevalence of natural antibodies
with specificity for INTERCEPT RBCs (SUD 00742). Five plasma samples from 998
subjects requiring chronic transfusion support for anemia and 12 plasma samples
from 10,721 hospital subjects demonstrated low titer cross-reactions with
INTERCEPT RBCs. The cumulative prevalence of cross-reactive antibodies to
INTERCEPT RBCs was 0.15%. Each of the antibodies identified was characterized
and none were found to be IgG or IgGs subclass, the antibody subclasses most
associated with physiologic hemolytic activity. The majority demonstrated
specificity for acridine.

Several instances of treatment emergent antibodies with specificity for INTERCEPT
RBCs were reported during the ongoing Phase III clinical investigations. In each
event, the antibodies were shown to be non-clinically significant without evidence of
patient harm. These studies remain blinded and it is not known whether the patients
received Test of Control RBCs.

CLI 00125, v8.0 CONFIDENTIAL AND PROPRIETARY Page 26 0f 295

Cerus Corporation considers this document to be confidential and
not subject to disclosure without express written consent from Cerus Corporation.



Cerus Corporation

Title: A Randomized, Double-Blinded, Controlled, Parallel Group, Non-inferiority, Phase III Study to Evaluate
the Efficacy and Safety of the INTERCEPT Blood System for Red Blood Cells in Patients undergoing Complex
Cardiac Surgery Procedures (the ReCePI study)

2.5

Natural antibodies to INTERCEPT RBCs are expected to occur in ongoing clinical
trials. Risk mitigation is in place to protect patients and further evaluate clinical
significance. All study subjects are screened before enrollment for INTERCEPT
RBC-specific antibodies and subjects with natural cross-reactive antibodies are
excluded. Subjects are regularly screened during the study including at approximately
75 days after the last study RBC transfusion in all ongoing clinical trials. Subjects
with treatment emergent antibodies are withdrawn from receiving study RBC and are
fully evaluated for evidence of hemolysis. Stopping rules are in place related to the
occurrence of delayed serological and hemolytic TRs associated with treatment
emergent antibodies to INTERCEPT RBCs.

Additional risks associated with Control components, that INTERCEPT treatment is
designed to reduce, include risk of infectious contamination by viral or protozoan
agents, such as HIV, HCV, HBV, malaria, and emerging viruses such as Zika,
Dengue and Chikungunya.

The risk of bacterial contamination is considered to be negligible with INTERCEPT
RBC components and, although it has not been measured directly, is expected to be
less than the risk of bacterial contamination with conventional RBC components, thus
providing a potential benefit of receiving INTERCEPT-treated components.

Finally, human error, clerical error and transfusion of RBC to the wrong patient
remain risks of red cell transfusion.

DESCRIPTION OF AND RATIONALE FOR TREATMENT

Patients undergoing cardiac surgery are an appropriate study population because (i)
these patients commonly require multiple RBC transfusions for support of acute
anemia and might be expected to manifest complications ascribed to exposure to
allogeneic blood, (ii) cardiac surgery patients comprise a large group of recipients
with acute anemia requiring RBC transfusion and on a national basis account for a
significant proportion of blood component utilization, and (ii1) following
cardiopulmonary bypass surgery, patients are in a pro-inflammatory state which
might make them particularly vulnerable to adverse consequences of RBC
transfusion, especially decreased tissue and organ oxygenation. While other types of
surgical patients receive blood for acute anemia, they are either difficult to study in a
clinical trial setting (e.g., trauma patients) or they may have high rates of autologous
blood transfusion use (e.g., orthopedic patients). Cardiac surgery is also one setting
where a liberal RBC transfusion policy has been documented to increase overall
survival, suggesting an important role in ensuring tissue oxygenation (Murphy 2015).
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The acute nature of the transfusion support in the setting of surgical blood loss with
many confounding variables unrelated to the properties of RBC components limits
the utility of measuring post-transfusion hemoglobin increments, and other direct
measures of therapeutic benefit (Weiskopf 1998). In addition, evaluation of RBC
component therapeutic efficacy is challenging because no single endpoint adequately
reflects RBC transfusion efficacy in acute anemia. However, a reasonable approach is
to assess a single key organ system such as renal as the primary endpoint.
Accordingly, the primary efficacy measure in the proposed study is renal impairment
defined by changes in serum creatinine .

Lassnigg et al. (Lassnigg 2004, Lassnigg 2008) found that measuring repeat sCr
concentrations within 48 hours of cardiothoracic surgery and determining the AsCr
from pre-surgery baseline concentrations was the most effective discrimination
method to find patients at risk for adverse postoperative outcomes, including
mortality by Day 30 post-surgery. In independent studies at two different European
institutions that incorporated all cardiac surgery patients who survived at least 48
hours post-surgery, they found that AsCr concentrations declined in the majority of
patients and was associated with the lowest mortality (1.8%). Minimal increases [0-
0.5 mg/dL were associated with a more than doubled mortality in both centers
(5%/6%). Used as a sole criterion, AsCr within 48 hours of surgery was more
sensitive than the RIFLE (Mehta 2007) and AKIN (Bellomo 2004) definitions of
Acute Kidney Injury (AKI) as a correlate of poor outcomes. The most important
findings of these studies were that 1) even a small absolute increase in sCr in the post-
cardiac surgery setting confers an adverse prognosis and increases the risk of death;
2) a window of 48 hours following cardiac surgery was able to classify the risk
groups; and 3) ease of use and early prediction ability of absolute sCr changes alone
challenge the RIFLE and AKIN classifications in these patients.

Historically acute kidney injury (AKI) is known to complicate recovery from cardiac
surgery in up to 30% of patients, and places patients at a 5-fold increased risk of
death during hospitalization (O'Neal et al. 2016).

AKI has been validated as a predictor of adverse outcomes after cardiac surgery
based on sCr assessment alone. Many analyses do not incorporate urinary output
(UO) as a component of the AKI measure, especially in cardiac surgery patients. For
example:
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o Hobson et al. (Hobson 2009) describe 2973 cardiac surgery patients between
1992 and 2002 and define AKI as a >50% increase in sCr from pre-surgery
baseline. Survival was worse among patients with AKI and was proportional to
its severity, with an adjusted hazard ratio of 1.23 (95% CI 1.06 to 1.42).

o Loef et al. (Loef 2005) describe an association of in-hospital and long term
mortality with post-operative sCr levels only, in 843 cardiac surgery patients in
1991 (hazard ratio of death 1.83;95% confidence interval 1.38 to 3.20).

o More recently, Zhou et al. (Zhou 2016) confirmed the association of AKI based
only on sCr criteria, with higher mortality and longer length of stay in 1036
critically ill ICU patients.

AKI that requires renal replacement therapy occurs in 2—5 % of patients following
cardiac surgery and is associated with 50 % mortality (O'Neal 2016). For those who
recover from renal replacement therapy or even mild AKI, progression to chronic
kidney disease in the ensuing months and years is more likely than for those who do
not develop AKI. Renal ischemia, reperfusion, inflammation, hemolysis, oxidative
stress, cholesterol emboli, and toxins are known to contribute to the development and
progression of AKI. Transfusion with RBC may prevent AKI by ensuring tissue
oxygenation during and after surgery, but is also hypothesized to exacerbate AKI by
the release of non-transferrin bound iron, promotion of a pro-inflammatory state,
impairment of tissue oxygen delivery, and exacerbation of tissue oxidative stress
(Karkouti 2012). A comparison of AKI incidence using conventional and
INTERCEPT-treated RBC in cardiac surgery therefore offers a sensitive predictive
measure of the equivalence of long-term outcomes following acute RBC transfusion
for both benefits and potential harms.

Lassnigg et al. (Lassnigg 2004, Lassnigg 2008) found an association of small changes
in serum creatinine (AsCr) in the first 48 hours after surgery with mortality by day 30,
and an independent association of transfusion with adverse outcomes. In the ReCePI
study we will enroll cardiac patients that are likely to require RBC transfusions using
the Transfusion Risk Understanding Screening Tool (TRUST) Score (Alghamdi
2006), and these patients are more likely to suffer post-surgery renal impairment than
patients who are less likely to require transfusion.

Cerus has completed two studies in cardiac surgery in patient populations similar to
that proposed in ReCePI, and these data have been submitted to the FDA: RBC3A01,
“S-303 Treated Red Blood Cell Use in Patients Requiring Acute Transfusion
Support,”(Benjamin et al. 2005) (submitted to the FDA on March 30, 2005 under
IDE 7750/91) and CLI 00070, “A Randomized Controlled Double-Blind Phase 3
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Study to Assess Characteristics of S-303 Treated RBC Components and Evaluate
Safety and Efficacy in Patients Requiring Transfusion Support of Acute Anemia,”
(submitted to the FDA on 30 September 2016 [Reference IDE 13803/65]).

The above studies inform the selection of the proportion of patients that are likely to
meet the criterion of raised AsCr within 48 hours post the completion of cardiac
surgery. A summary table (Table 2.2) provides the data from our analysis of studies
RBC 3A01 and CLI 00070 that shows that the proportions of Control patients had

AsCr values within 48 hours of surgery completion as follows: >0.1mg/dL = 55%;
>0.2 mg/dL = 45%; and >0.3 mg/dL = 30%.
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Table 2.2 Reanalysis of Cerus Studies RBC 3A01 and CLI 00070 Using Renal Impairment Based on Change in Serum
Creatinine Levels within 48 hours of Cardiac Surgery

Valve Only CABG Only Valve and CABG All Patients
CLI 00070 Test Control Test Control Test Control Test Control Total
(N=10) (N=8) (N=12) (N=13) (N=3) {N=5) {N=25) (N=26) (N=51)
Cr Increase 0.1 mg/dL 7 (70.0%) 5 (62.5%) 5 (41.7%) 3(23.1%) 3 (100%) 4 (80.0%) 15 (60.0%) 12 (46.2%) 27 (52.9%)
Cr Increase 0.2 mg/dL 6(60.0%) | 3(37.5%) 2(16.7%) | 3(23.1%) 3(100%) | 4(80.0%) 11 (44.0%) 10 (38.5%) 21 (41.2%)
Cr Increase >0.3 mg/dL 5 (50.0%) 2 (25.0%) 0 1(7.7%) 1(33.3%) | 2 (40.0%) 6 (24.0%) 5 (19.2%) 11 (21.6%)
Valve Only CABG Only Valve and CABG All Patients *
RBC 3A Test Control Test Control Test Control Test Control Total
(N=31) (N=28) (N=4) (N=10) (N=36) (N=34) (N=74) (N=74) (N=148)
Cr Increase 0.1 mg/dL 16 (51.6%) | 14 (50.0%) 3(75.0%) | 6(60.0%) 24 (66.7%) | 21 (61.8%) 45 (60.8%) 43 (58.1%) 88 (59.5%)
Cr Increase 0.2 mg/dL 10 (32.3%) | 12 (42.9%) 3(75.0%) | 4 (40.0%) 15 (41.7%) | 17 (50.0%) 29 (39.2%) 35 (47.3%) 64 (43.2%)
Cr Increase =0.3 mg/dL 7 (22.6%) 10 (35.7%) 2 (50.0%) 3 (30.0%) 10 (27.8%) | 10(29.4%) 20 (27.0%) 25 (33.8%) 45 (30.4%)
Valve Only CABG Only Valve and CABG All Patients
CLI 00070 and RBC 3A Test Control Test Control Test Control Test Control Total
(N=41) (N=36) (N=186) (N=23) (N=39) (N=39) {N=99) (N=100) (N=199)
Cr Increase 0.1 mg/dL 23(56.1%) | 19 (52.8%) 8(50.0%) | 9 (39.1%) 27 (69.2%) | 25 (64.1%) 60 (60.6%) 55 (55.0%) 115 (57.8%)
Cr Increase 0.2 mg/dL 16 (39.0%) | 15 (41.7%) 5(31.3%) | 7(30.4%) 18 (46.2%) | 21 (53.8%) 40 (40.4%) 45 (45.0%) 85 (42.7%)
Cr Increase =0.3 mg/dL 12 (29.3%) 12 (33.3%) 2 (12.5%) 4 (17.4%) 11 (28.2%) | 12 (30.8%) 26 (26.3%) 30 (30.0%) 56(28.1%)

Notes:

* Included patients with "Other" type of surgery.

CLI 00125, v8.0

CONFIDENTIAL AND PROPRIETARY

Cerus Corporation considers this document to be confidential and

not subject to disclosure without express written consent from Cerus Corporation.

Page 31 0f 295




Cerus Corporation

Title: A Randomized, Double-Blinded, Controlled, Parallel Group, Non-inferiority, Phase III Study to Evaluate
the Efficacy and Safety of the INTERCEPT Blood System for Red Blood Cells in Patients undergoing Complex
Cardiac Surgery Procedures (the ReCePI study)

Based on these data, Cerus proposed a non-inferiority design in ReCePI to rule out an
increase of AsCr >0.3mg/dL more than 50% from the Control rate with approximately
80% power and one-sided alpha of 2.5%. This is based on a Control rate of AsCr

>0.3 mg/dL of 30%. At least 292 subjects will be randomized and transfused.
Randomization (in 1:1 ratio for Test:Control) stratified by site, pre-existing renal
impairment (stratum with either sCr >1.2mg/dL or sCr<1.2 mg/dL at baseline), and
cardiac surgery risk level (high or low risk stratum group 1 or 2, respectively) will be
employed.

As per Lassnigg et al (2004 and 2008) patients who die within 48 hours of the end of
surgery and have received at least one study transfusion will be included in the
modified intent-to-treat (mITT) analysis but excluded from the per protocol analysis.
Patients who have not received a study transfusion within 48 hours of surgery will be
excluded from the analysis and replaced.

Additional endpoints will include mortality or the need for RRT (defined as
hemodialysis or peritoneal dialysis) by Day 30 post-surgery; and AKI as defined by
modified Kidney Disease Improving Global Outcomes (KDIGO) criteria. Any RRT
that is provided prophylactically during surgery while patient is on a bypass machine
does not meet this endpoint. The vital status and RRT assessment on Day 30 after
surgery can be performed either from the medical records, from a phone call to the
subject or family, or during the visit 28 +/- 3 days after the last study transfusion if
the window covers 30 days after surgery time point.
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3 STUDY OBJECTIVES

The objective of this study is to evaluate the efficacy and safety of RBC transfusion
for support of acute anemia in cardiovascular surgery patients based on the clinical
outcome of renal impairment following transfusion of RBCs treated with the
INTERCEPT Blood System for Red Blood Cells compared to patients transfused
with conventional RBCs.
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4
4.1

4.1.1

INVESTIGATIONAL PLAN
ENDPOINTS
Primary Endpoints

The primary efficacy endpoint is the proportion of patients, who have received at
least one study transfusion with a diagnosis of renal impairment defined as:

o Any raised sCr level, occurring after transfusion of a study RBC, of >0.3 mg/dL

(or 26.5 umol/L) from the pre-surgery baseline within 48+4 hours of the end of

surgery.
If any subject meets this criterion before receiving a study transfusion, that particular
event will not be included in the primary endpoint analysis. The treatment
comparison for the primary efficacy endpoint will be assessed by a non-inferiority
test (Test—Control) with a non-inferiority margin of 50% increase from the Control
rate and two-sided 0.05 alpha level. Patients who receive a study transfusion but die
within 48 hours after surgery will be included in the mITT analysis but excluded from
the per protocol analysis.

The primary safety endpoints are:

o Proportion of patients with any treatment-emergent adverse events (TEAEs)

possibly, probably or definitely related to study RBC transfusion through
28 days after the last study transfusion; and

o Proportion of patients with treatment-emergent antibodies with confirmed

specificity to INTERCEPT RBCs by end of study (i.e., 7515 days after the last
study transfusion).

TEAEs by definition will comprise all untoward medical events occurring after the
start of the first study RBC transfusion and during the study (i.e., adverse events,
serious adverse events, unanticipated adverse device effects, TRs and within 28 days
post last study RBC transfusion). The primary safety endpoint is focused on possibly,
probably or definitely related adverse events to the study RBC transfusion, because
these patients have many adverse events which are unrelated to study RBC
transfusion.
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4.1.2  Secondary Endpoints

o Efficacy: Secondary efficacy endpoints include:

o The proportion of patients with a diagnosis of stage I, II or III Acute Kidney
Injury (KDIGO 2012) based on changes in sCr levels from pre-surgery
baseline and the need for renal replacement therapy (RRT) post-surgery.

o Mortality or the need for RRT by 30 days post completion of surgery.

Safety: Assessment of additional safety parameters in post-surgical subjects
transfused with INTERCEPT RBCs compared with subjects transfused with
conventional RBCs, include:

o Treatment-emergent AEs through 28 days after the last study transfusion.
o Treatment-emergent SAEs through 28 days after the last study transfusion.

o Transfusion reactions (as defined by the CDC National Healthcare Safety
Network [NHSN] Hemovigilance Module protocol) through 28 days after last
study transfusion.

o Treatment-emergent immunization to RBC allo-antigens through 28 +£3 days
after the last study transfusion.

o Treatment-emergent immunization to HLA allo-antigens through 28+3 days
after the last study transfusion.
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4.2 STUDY DESIGN

The study is a prospective, multicenter, randomized, double-blinded, active
controlled, parallel-design, non-inferiority study. Figure 4.1 shows the study design
and Figure 4.2 shows the clinical study flowchart.

Figure 4.1 Study Design Schematic

_

Control

_

(1) Primary efficacy endpoint AsCr >0.3 mg/dL from baseline assessed within 48+4 hours of the end of

surgery.
(2) Secondary efficacy endpoint of mortality or need for RRT assessed on Day 30 post-surgery
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Figure 4.2 Study Flowchart
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4.3 RANDOMIZATION AND BLINDING

Potentially eligible subjects will be screened and will be considered for
randomization. If a subject is screened and receives a RBC transfusion prior to
randomization, that subject will no longer be considered for randomization, and their
participation in the study will end. Patients may be rescreened for eligibility closer to
the time of surgery. An Interactive Web Response System (IWRS) will be used for
electronic randomization of eligible patients. Following screening and prior to
surgery (up to 7 days before surgery or day of surgery but before start of surgical
procedure), the subject’s eligibility status will be re-checked and entered in the eCRF.
If eligible, the subject will be randomized with a 1:1 ratio for Test:Control within
his/her randomization stratum. Randomization will be stratified by site, pre-existing
renal impairment (sCr >1.2 mg/dL vs. < 1.2 mg/dL), and surgery group based on less
(# 1-3 below) vs. more (#4-7 below) risk for renal complications (based on Mehta
2006 and expert opinion).

Less Risk

1. Single Vessel Coronary Artery Bypass Graft, first or repeat procedure
2. Multiple Coronary Artery Bypass Grafts, first or repeat procedure
3. Single Valve Repair or Replacement, first or repeat procedure

More Risk

4. Multiple Valve Repair or Replacement, first or repeat procedure

5. Surgery involving both Coronary Artery Bypass Graft(s) and Valve
Repair(s), first or repeat procedure

6.  One or more of the following procedures, with or without Coronary
Bypass Graft(s):
e Left ventricular aneurysm repair,

e Ventricular and/or atrial septal defect repairs,

« Batista procedure (surgical ventricular remodeling),
e Surgical ventricular restoration,

o Congenital cardiac defect repair,

e Aortic procedures,

7. Other complex cardiac surgery or thoracic aorta surgery procedures not
listed above
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Patients undergoing urgent or emergent cardiac surgery are eligible for the study,
subject to institutional review board (IRB) approval of an appropriate informed
consent process.

Randomized subjects who do not receive any study RBC transfusions within the first 48 hours
after completion of surgery will be discontinued from study and replaced. Serum Creatinine
up to and including 48 +4 hours post-surgery will be collected.

Other post baseline laboratory parameters and Adverse events (AEs) will not be collected for
non-transfused subjects. Vital status will be reported for randomized and non-transfused
subjects at the time of discontinuation.

Only appropriate blood bank staff and unblinded delegates who monitor the production of the
RBC components will be able to access the treatment arm assignment. Selected Blood Center
staff will not be blinded due to their role required for collection, preparation, and releasing of
Test and Control RBC components for transfusion to study subjects. An unblinded study
monitor will review and verify source data collected at the blood banks. Operating room staff,
surgical staff, ICU staff and others caring for participating patients, as well as the sponsor (and
delegates) will be blinded to treatment assignment. Study RBC components will be labeled in
a manner to maintain the blind. In order to protect the blind, on the day of planned transfusion,
the final product (test and control) will be transferred by the Blood Bank unblinded personnel
into a commercially available RBC storage container (Fenwal™ Transfer Pack™ Container —
600mL, product code 4R2023) using a sterile docking technique. Blood transferred into an
ancillary container should be stored at 1°C to 6°C and transfused within 7 days of transfer.

4.4 TREATMENT

Eligible subjects will be consented/provide assent and randomized to receive either
INTERCEPT RBCs (Test) or conventional RBCs (Control) which will be transfused
as needed starting from surgery at Day 0 until study post-operative Day 7, hospital
discharge or death, whichever is first.

Treatment assessments will be divided into an acute transfusion support period
starting on the day of surgery (Day 0) until post-operative Day 7, hospital discharge,
or death, whichever is first, and a post-surgical follow-up visit (28+3 days) after the
last study transfusion to collect additional safety data. A sample for sCr determination
will be taken at 48+4 hours after the end of surgery to document the primary efficacy
endpoint. For non-transfused subjects, a blood sample for sCr will be drawn at 48 + 4
hours post-surgery. Patient status with regard to mortality and RRT on Day 30 post
surgery will be documented. Anesthesia and surgical procedures will be performed
according to the local standards of the institution.
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4.4.1

4.4.2

4.5

Study RBC components will be ordered and administered to study subjects by
treating physicians, according to the local standards of care. Following the
post-surgery 7-day acute transfusion support period, subjects will receive
conventional RBC components if additional transfusions are needed, as indicated by
their treating physician.

Test Product

The INTERCEPT treatment will be performed on leukoreduced RBC components
prepared from citrate phosphate dextrose (CPD) anticoagulated whole blood and
suspended in AS-5 additive solution (input) within 24 hours of collection. The test
component is allogeneic INTERCEPT treated RBC components prepared following
the Instructions for Use for the INTECEPT Blood System for RBCs (SPC-EN 00581-
AW) and stored in SAG-M at 1°C to 6°C for up to 35 days post-donation and
administered intravenously. Test RBC components will be released to clinical
inventory after review of the batch production record associated with the
INTERCEPT treatment process.

Control (reference) Product

The Control transfusion component is CPD or citrate phosphate double dextrose
(CP2D) anticoagulated whole blood derived conventional leukoreduced RBC
components suspended in an FDA approved additive solution (e.g., AS-1, AS-3 or
AS-5) and stored at 1°C to 6°C for up to 35 days post-donation and administered
intravenously. The Control RBC components will be handled and labeled in a manner
to maintain blinding. Control RBC components will be released to clinical inventory
after review of the batch production record associated with the trial.

SUBJECT DISCONTINUATION

The following groups of subjects will not be eligible for study enrollment or will be
discontinued from the study and may be replaced.

J Screened subjects who receive an RBC transfusion before undergoing
randomization will not be eligible for study enrollment.

J Screened subjects who are not randomized before their surgery begins will not
be eligible for enrollment.

o Randomized subjects who do not undergo surgery within 7 days of
randomization, will be discontinued 7 days after randomization. Patients may be
re-screened for eligibility and randomization closer to the time of surgery.
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4.5.1

4.5.1.1

4.5.1.2

4.5.1.3

Randomized subjects who do not receive a study RBC transfusion within the first 48
+4 hours after surgery will be discontinued and replaced and will not be followed any
longer. For non-transfused subjects, a blood sample for sCr will be drawn at 48 & 4
hours. Daily sCr assessments will be recorded up to and including 48 +4 hours post
surgery. Other post baseline laboratory parameters and Adverse events (AEs) will not
be collected for non-transfused subjects. Vital status will be recorded at the time of
discontinuation.

o Enrollment Pause and Stopping Rules

Definitions
Enrollment Pause

“Enrollment Pause” means that new patients will not be consented or provide assent
for the study and subjects already screened will not be randomized. Subjects already
randomized and receiving study RBC transfusions will continue to receive study
transfusions with IAT crossmatch with each RBC component and a new screen for
antibodies specific to INTERCEPT RBCs every third day to optimize protection of
enrolled recipients. The FDA will be notified of all DSTRs specific to INTERCEPT
RBCs.

Clinical Stop

“Clinical Stop” means complete cessation of recruitment activities and all study
transfusions, thus stopping the active study transfusion phase of the study. Study
participants will continue receiving non-study conventional transfusions as needed.
All safety monitoring tasks will continue as per protocol.

Rules

The study may be temporarily paused or definitively stopped based on, but not limited
to, the following rules/considerations:

o Poor/slow accrual: The goal is to recruit at least 292 patients in the study. The
study may be stopped by the Sponsor if enrollment rates are not deemed
acceptable or financially sustainable.

o Safety

o The DSMB will review safety data and make recommendations as per the
current version of the DSMB Charter including interpretation of the stopping
rules.
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o The major safety concern in this trial is the possible development of antibodies
specific to INTERCEPT RBCs that causes accelerated RBC clearance, as
evidence of an acute or delayed hemolytic transfusion reaction (AHTR or
DHTR). The study will be stopped if one subject who has been exposed to
INTERCEPT RBC demonstrates a confirmed antibody with specificity to
INTERCEPT RBCs and experiences a clinically significant HTR with overt
intravascular or extravascular hemolysis as assessed by the Investigator and
reviewed by the DSMB.

Stopping rules due to the occurrence of INTERCEPT RBC-specific DSTRs, DHTRs,
AHTRSs or hyperhemolysis syndrome are followed after discussion with Sponsor in
the event of a positive antibody specific for INTERCEPT RBCs.
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Table 4.1 Stopping Rules for INTERCEPT RBC-specific antibodies

Trigger

Sponsor
Action

Notify

Enrollment

On
Study
Patients

Continuation

Additional actions

For INTERCEPT
RBC- Specific Abs

IRB

FDA

DSMB

1 | INTERCEPT RBC-
Specific DSTR with
no evidence of
hemolysis

Patient
Withdrawal

X

Continue

Continue'

Sponsor will notify DSMB
and FDA of each
INTERCEPT RBC-Specific
Ab?. Investigation may
include unblinding the
treatment assignment

2 | INTERCEPT RBC-
Specific DHTR (x1)

Clinical
Stop

Stop

Stop

After
Investigation
& discussion
with FDA &
DSMB

Investigate full hemolytic
potential.

Continuation contingent on
outcome of investigation,
including confirmation that
the subject has been
exposed to INTERCEPT
(Test) RBCs, and on FDA
agreement on resumption.

3 | INTERCEPT RBC-
Specific AHTR (x1)

Clinical
Stop

Stop

Stop

After
Investigation
& discussion
with FDA &
DSMB

Stop study for an
INTERCEPT RBC-specific
single acute

hemolytic reaction.
Continuation contingent on
outcome of investigation,
including confirmation that
the subject has been
exposed to INTERCEPT
(Test) RBC, and on FDA
agreement on resumption.
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On
Sponsor Study
Trigger Action Notify Enrollment | Patients | Continuation Additional actions
For INTERCEPT
RBC- Specific Abs IRB | FDA | DSMB -

4 | INTERCEPT RBC- Clinical X X X Stop Stop With FDA Investigation may include
Specific Hyper- Stop release unblinding the treatment
hemolysis Syndrome assignment
(x1)

! The DSMB would make a decision on whether or not to pause the study each time a DSTR occurs with INTERCEPT RBC specificity.
2 Applies to all INTERCEPT RBC-specific antibody examples shown in rows 1-4.
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4.6 ACCOUNTABILITY OF STUDY PRODUCT

The Investigational Product includes both the INTERCEPT Blood System for RBCs,
a medical device used to prepare pathogen inactivated RBC components for
transfusion, and the investigational biological product, INTERCEPT RBCs in
SAG-M.

The investigational device accountability will be verified by the unblinded study
monitors throughout the duration of study. They will assure that the device
components are under control at all times inclusive of shipment, storage, usage, and
disposition.

The investigational biologic product will be produced by each Blood Center
according to the Study RBC Processing Procedures and accountability will be tracked
using the Blood Center’s electronic data management system.

Both Test and Control RBC components are for the sole use of study participants.
They may not be crossed back into general inventory at a blood center or clinical site.
The disposition of all components prepared for the study (transfused, discarded or
expired) will be recorded. The investigational biologic product accountability will be
verified by the unblinded study monitors throughout the duration of study.

4.7 SOURCE DATA

The subjects’ medical records are the source data; the study data will be recorded in
an EDC system using eCRFs. Data worksheets used during the preparation of study
RBC components are considered the source data for processing study RBC
components.
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5 SELECTION AND WITHDRAWAL OF SUBJECTS

5.1 SUBJECT INCLUSION CRITERIA

The following conditions must be met before a subject may be randomized into the

study.

1.
2.
3.

Age > 11 years old

Weight > 40 kg

Scheduled complex cardiac surgery or thoracic aorta surgery. The procedure
may be performed either on or off cardiopulmonary bypass machine (CPB or
“pump”). For the purposes of this protocol “Repeat procedure” means that the
subject had a previous cardiac surgery. Procedures that qualify as complex
cardiac surgery include but are not limited to the following:

o Single Vessel Coronary Artery Bypass Gratft, first or repeat procedure

o Multiple Coronary Artery Bypass Grafts, first or repeat procedure

o Single Valve Repair or Replacement, first or repeat procedure

o Multiple Valve Repair or Replacement, first or repeat procedure

o Surgery involving both Coronary Artery Bypass Graft(s) and Valve Repair(s),
first or repeat procedure

. One or more of the following procedures, with or without Coronary Bypass
Graft(s):

o

o

left ventricular aneurysm repair,

ventricular and/or atrial septal defect repairs,
Batista procedure (surgical ventricular remodeling),
surgical ventricular restoration,

congenital cardiac defect repair

aortic procedures

other cardiac surgery or thoracic aorta surgery types with a high probability of
bleeding.

TRUST probability score (Alghamdi, Davis et al. 2006) > 3, or currently on
regimen of aspirin (any dose), clopidogrel (or analogs) and/or GPIIb/IlIa
inhibitors, or at a high probability for need of a transfusion during or after
surgery at the discretion of the Investigator.
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5.

6.

Female subjects of child-bearing potential who meet the 2 criteria below at
screening:
e A negative urine or serum pregnancy test

e Use at least one method of birth control that results in a low failure rate
(i.e., less than 1% per year) when used consistently and correctly such
as implants, injectables, combined oral contraceptives, some
intrauterine devices (IUDs), sexual abstinence or vasectomized partner.

Signed and dated informed consent/assent form.

5.2 SUBJECT EXCLUSION CRITERIA

Patients will be excluded from this study if they meet any of the following criteria:

1.

10.

1.

Confirmed positive baseline serum/plasma antibody specific to INTERCEPT
RBCs (S-303 specific antibody) screening panel prior to randomization.
Pregnant or breast feeding.

Refusal of blood products or other inability to comply with the protocol in the
opinion of the Investigator or the treating physician.

Treatment with any medication that is known to adversely affect RBC viability,
such as, but not limited to dapsone, levodopa, methyldopa, nitrofurantoin, and
its derivatives, phenazopyridine and quinidine.

Planned cardiac transplantation.

Active autoimmune hemolytic anemia.

Left ventricular assist device (LVAD) or extracorporeal membrane oxygenation
(ECMO) support pre-operatively or planned need post-operatively.
Cardiogenic shock requiring pre-operative placement of an intra-aortic balloon
pump (IABP) (NOTE: IABP done for unstable angina or prophylactically for
low ejection fraction is not excluded).

Planned use of autologous or directed donations.

RBC transfusion during current hospitalization prior to enrollment and
randomization (within 7 days).

Participation in an interventional clinical study concurrently or within the
previous 28 days. This includes investigational blood products, pharmacologic
agents, imaging materials (including dyes), surgical techniques, or devices.
Observational studies of FDA cleared or approved products or nutrition,
psychology, or socioeconomic issues are not grounds for exclusion.
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12.

13.

14.

15.

16.

17.
18.

Patients with a current diagnosis of either chronic kidney disease or acute
kidney injury and with sCr >1.8 mg/dL at screening and patients requiring
RRT. (NOTE: If sCr at screening is <1.8 mg/dL, a patient with a diagnosis of
chronic or acute kidney injury alone is not excluded).

Patients with a current diagnosis of either chronic or acute hepatic insufficiency
and with a total serum bilirubin > 2.0 mg/dL (>34.2 umol/L). (NOTE: If total
serum bilirubin at screening is <2.0 mg/dL, a patient with a diagnosis of chronic
or acute hepatic failure alone is not excluded).

Pre-existing RBC antibody that may make the provision of compatible study
RBC components difficult.

History of TRs requiring washed RBCs, volume reduced RBCs, or RBCs with
additive solution removed.

Patients with documented IgA deficiency or a history of severe allergic
reactions to blood products.

Patients who require gamma-irradiated RBC blood components.

Positive DAT as defined below:

A polyspecific DAT reaction strength > 2+, or

A polyspecific DAT (any strength) in conjunction with pan-reactivity with a
commercial IAT antibody screening panel that precludes the identification of
underlying alloantibodies or indicates the presence of autoantibody.

5.3 SUBJECT WITHDRAWAL CRITERIA

Study subjects are free to withdraw consent/assent or discontinue participation in the
study at any time, without prejudice to further treatment. A patient’s participation in
the study may be terminated at any time at the discretion of the investigator if he/she
feels it is in the patient’s best interest. Randomized subjects who do not receive any
study RBC transfusions from randomization to within the first 48 hours after surgery
will be replaced.

5.3.1 Discontinuation from study RBC transfusions

Study RBC transfusions will be discontinued if the subject:

Becomes pregnant.

Is treated with a concurrent prescribed medication demonstrated to have caused
hemolysis while on study.

Develops an antibody with presumed or documented INTERCEPT RBC
specificity and cannot be transfused further with INTERCEPT RBCs.
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5.3.2

o If INTERCEPT RBC-specific antibodies cannot formally be ruled out, or

agglutination is visible for all the untreated RBC cells in the panel, (i.e., “pan-
reactive”).

If the subject is discontinued from study transfusions due to development of
INTERCEPT RBC-specific antibody after receiving one or more study RBC
transfusions, the subject should continue on study receiving only non-study RBC
transfusions if needed and should complete all safety assessments, including the study
75 £15 days post last transfusion follow-up visit. REF 01606 (S-303 Reactive
Samples: Management of Patients and Samples) should be followed immediately
after the INTERCEPT RBC-specific antibodies are identified. A specific data entry
guidance is provided in CRF Completion Guidelines (CCGs) for the INTERCEPT
RBC-specific antibody reactive test results.

Early termination from Study

Upon early termination from study the tests required of the termination visit will be
performed. If the subject is terminated from study (for any reason) before transfusion
of any study RBC product, the subject will be replaced and no further follow up is
required. For non-transfused subjects, a blood sample for sCr will be drawn at 48 + 4
hours. Daily sCr assessments will be recorded up to and including 48 +4 hours post
surgery. Other post baseline laboratory parameters and Adverse events (AEs) will not
be collected for non-transfused subjects. Vital status will be recorded at the time of
discontinuation. If the subject has received any study RBC product and it is possible,
a physical examination, including general neurological examination, should be
performed, concomitant medications and adverse events should be recorded, standard
laboratory tests should be collected, and other blood samples should be obtained on
day 28 £3 and day 75 15 as described in the protocol.

If consent/assent for further follow-up is withdrawn, the subject should, at minimum,
be asked to provide a blood sample at the time of withdrawal for sCr, DAT, IAT and
INTERCEPT RBC-specific antibody screen.
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6
6.1

6.1.1

TREATMENT OF SUBJECTS
TREATMENT PLAN
Screening/Randomization (Day -30 to Day 0 Pre-Surgery)

Patients will be identified through pre-operative scheduling procedures in advance of
their complex cardiac surgery. Patients already hospitalized may be included.

Patients undergoing urgent or emergent cardiac surgery are eligible for the study,
subject to institutional review board (IRB) approval of an appropriate informed
consent process.

In order to minimize the number of patients who enroll in the study but do not require
RBC transfusion, only patients with a relatively high likelihood to receive a
transfusion as determined by the Investigator (e.g., patients currently on regimen of
aspirin, clopidogrel (or analogs) and/or GPIIb/IIla inhibitors), or patients with a
TRUST score of >3 will be eligible for enrollment. A TRUST score of >3
corresponds to a high likelihood of requiring red cell transfusion within 96 hours of
surgery. Study consent/assent will be sought in these eligible subjects within 30 days
of their surgical procedure. Subjects who consent/assent to the study will be assigned
a subject identification (ID) number and undergo screening.

The complete list of screening assessments are outlined in Table 7.1a. Data may be
derived from the medical record where performed within 30 days prior to their
surgical procedure. Blood samples for determination of HLA antibodies will also be
collected at the screening visit and sent for testing at a specialty central laboratory. In
certain situations, it is possible for a mobile medical professional, authorized by the
sponsor and requested by site personnel, to conduct a home health service visit at a
subject’s home to collect screening assessments. Patients who fail eligibility for any
or multiple inclusion/exclusion criteria may be rescreened for eligibility closer to the
time of surgery.

All available components of the TRUST score (age, sex, Hb, weight, type of surgery,
serum creatinine, surgical history and surgical task) will be collected on the case
report form. The TRUST score (or the minimum and maximum possible TRUST
scores, if there are any missing components) will be calculated according to the
published algorithm (APPENDIX 1).

Eligible subjects will be randomized up to 7 days before or on the day of surgery, but prior to
the start of surgery (i.e., induction of anesthesia). The adverse event collection period will
begin at the beginning of surgery or the first study RBC transfusion, whichever is first.
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For non-transfused subjects, a blood sample for sCr will be drawn at 48 = 4 hours. Daily sCr
assessments will be recorded up to and including 48 +4 hours post surgery. Other post
baseline laboratory parameters and Adverse events (AEs) will not be collected for non-
transfused subjects. Vital status will be recorded at the time of discontinuation.

The complete list of baseline assessments to be performed pre-operatively on the day before
or on the day of surgery before surgery commences are outlined in Table 7.1b.

6.1.2  Acute Transfusion Support Period (Surgery [Day 0] to Post-operative
Day 7, Hospital Discharge or Death, Whichever is First)

The complete list of assessments to be performed during the acute transfusion support
period are outlined in Table 7.1c.

During the acute transfusion support period (Day 0 to Day 7), hospital discharge or
death, whichever is first, patients will be transfused with Test or Control RBCs.
Induction and end of anesthesia are considered start and stop time of surgery. All
transfusions administered through Day 7 will be of the assigned treatment arm as
often as feasible without compromising patient care.

A screen for antibodies specific for INTERCEPT RBCs should be performed every
time that a routine IAT is performed during the acute 7-day study transfusion period.

A blood sample for sCr will be taken at 48 (+4 hours) after completion of surgery,
and sCr will be determined on a daily basis during the acute transfusion support
period up to 7 days post-surgery. Other parameters will be collected on eCRFs only
when available in the medical record.

Randomized subjects who do not receive an RBC transfusion following randomization within
the first 48 hours after surgery will be discontinued from the study and replaced.

For non-transfused subjects, a blood sample for sCr will be drawn at 48 + 4 hours.
Daily sCr assessments will be recorded up to and including 48 +4 hours post surgery.
Other post baseline laboratory parameters and adverse events (AEs)Es) will not be
collected for non-transfused subjects. Vital status will be recorded at the time of
discontinuation.

Once a subject is randomized, in rare exceptions where study RBCs are unavailable
or a subject’s need for RBC transfusions exceeds the quantities of the prepared study
RBCs (e.g., during a Massive Transfusion Protocol), non-study RBC (conventional)
transfusion may be given to provide the subject with an appropriate and necessary
treatment. Non-study RBC transfusion data is captured in the eCRF. In this case, a
protocol deviation should be noted. Transfusions will be administered according to
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local institutional policy and safety standards as ordered by the medical team for
patient care needs. Anesthesia and surgical procedures will be performed according to
the local standards of the institution.

Hemodynamic and laboratory results will be recorded daily from post-surgery
through post-operative Day 7, hospital discharge or death, whichever occurs first. If
an assessment is performed more than once in a day, the first set of results should be
entered into the eCRF.

If a subject is discharged prior to the end of the acute transfusion support period (Day
7) but for any reason returns to the study site (e.g., re-hospitalization or standard care)
within this acute transfusion support period, lab values routinely collected as
standard of care should be recorded in the eCRF.

If multiple assessments (hemodynamic parameters, vital signs, laboratory parameters)
are taken in a calendar day, the reported value for first collection of the day should be
recorded in the eCRF with the exception of serum creatinine . Serum creatinine will
be collected and recorded in the eCRF on a daily basis during the 7 day acute
transfusion support period. If serum creatinine is measured multiple times in a day,
the worst daily value should be recorded in the eCRF. In addition, a sample to
measure sCr will be taken at 48+4 hours after the end of surgery and captured on a
specific CRF page for that time-point.

For non-transfused subjects, a blood sample for sCr will be drawn at 48 & 4 hours
hours post-surgery. Serum Creatinine up to and including 48 +4 hours post-surgery
will be collected.

Urine output (mL/kg/hour) will be recorded in the eCRF daily while a urinary
catheter is in place.

Other assessments during this trial period include details related to the specific
surgical procedure (type of procedure, start and end times, RBC components
transfused, all other blood components transfused, estimated blood loss from the
surgical procedure, concomitant medications, intraoperative cell recovery and
reinfusion, hemodilution, and nadir temperature). Additionally, daily estimated blood
loss from chest tube(s) and from other sources, and day of chest tube removal will be
recorded. See Table 7.1c for a detailed list of study assessments.

AEs and SAEs, including TRs and protocol-specified AEs (see Section 7.3), will be
assessed from the start of surgery or the start of the first study RBC transfusion
(whichever is first) on a daily basis and documented in the eCRF through
post-operative Day 7. Adverse events (AEs) will not be collected for non-transfused
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6.1.3

6.1.4

subjects, but vital status will be recorded at the time of discontinuation. See
Table 7.1c for a detailed list of study assessments.

NOTE: The following post-operative assessments apply to randomized transfused
subjects only.

Post-operative Period (Day 8 [or Post-discharge, if earlier] through Day
28 After Last Study Transfusion)

The complete list of assessments to be performed during this post-operative period
are outlined in Table 7.1d.

Laboratory results recorded in the eCRFs during this period will only be those
assessed as clinically significant per the Investigator. Following the post-surgery 7-
day acute transfusion support period, the post-operative period starts on Day 8 after
surgery and goes through the Day 28+3 visit. Subjects will receive conventional non-
study RBC components if additional transfusions are needed, as indicated by their
treating physician.

Weekly telephone surveillance calls to the subject will be performed to collect AEs,
SAEs and TRs. If a surveillance call falls on the same week as the Day 28+3 follow-
up visit, the follow-up visit assessments will take precedent and a surveillance call is
not required.

Day 28+3 After Last Study Transfusion or Early Termination

The complete list of assessments to be performed during the Day 28+3 or Early
Termination visit are outlined in Table 7.1e.

Subjects should be scheduled for a follow-up visit 2843 days after the last study
transfusion to obtain additional safety information, including subject-reported AEs,
SAEs, and laboratory results. This visit may occur either in hospital, clinic visit, or
offsite. In certain situations, it is possible for a mobile medical professional,
authorized by the Sponsor and requested by site personnel, to conduct a home health
service visit at a subject’s home to collect these assessments. Blood samples for
determination of HLA antibodies will also be collected at the visit and sent for testing
at a specialty central laboratory. TRs, AEs and SAEs will be documented for 28 days
after the last study transfusion, or earlier if the subject dies prior to Day 28 post last
study RBC transfusion. If a subject has been discharged prior to Day 28 post last
study RBC transfusion, the vital status, need for RRT and other safety information
(e.g., AEs and SAEs) may be obtained through medical records, the subject’s
physician, or a telephone interview with either the subject or a family member.
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6.1.5

6.1.6

6.1.7

6.2

Day 30 — After Surgery Assessment

The complete list of assessments to be performed at Day 30 are outlined in Table
7.1e.

All randomized subjects who receive a study RBC transfusion must have their vital
status and need for RRT (defined as hemodialysis or peritoneal dialysis) documented
at Day 30 after surgery. RRT that is provided prophylactically during surgery while
patient is on a bypass machine (the pump) does not meet this endpoint. The vital
status and RRT assessment on Day 30 post surgery can be obtained either from the
medical records, from a phone call to the subject or family, or during the visit 28+3
days after the last study transfusion (only if the last study transfusion was given at
day 2 or later in the acute transfusion support period).

End of Study (75 £15 Days After Last Study Transfusion)

The complete list of assessments to be performed at the 75 £15 day study visit are
outlined in Table 7.1e.

Subjects should be scheduled for a second follow up visit on Day 75+15 days after
the last study transfusion for vital status, need for RRT, and for assessment of
INTERCEPT RBC-specific antibodies at end of study, either in hospital, clinic visit
or off-site. In certain situations, it is possible for a mobile medical professional,
authorized by the Sponsor and requested by site personnel, to conduct a home health
service visit at a subject’s home to collect these assessments. If the assessment of
INTERCEPT RBC-specific antibodies is positive, the positive S-303 specific DSTR
should be entered on the Adverse Event eCRF.

Assessments in Follow-up to a Reactive Antibody Test Specific for
INTERCEPT RBCs

In the event of detection of treatment-emergent antibodies with specificity to
INTERCEPT RBCs, the Investigator shall be instructed about specific laboratory and
clinical assessments to be performed. See section 7.3.1.11 Suspected Hemolytic and
Serologic TRs after Enrollment and Transfusion with Study RBC Components
assessment of immune reactivity of INTERCEPT for more details.

CONCOMITANT AND EXCLUDED THERAPY

Standard medical care according to local institutional standards will be provided to
each subject. The following concomitant (or planned) therapies/procedures will
exclude subjects from the current study:
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Left-ventricular assist device (LVAD) or Extracorporeal membrane oxygenation
(ECMO) support pre-operatively or planned need post-operatively.

Cardiogenic shock requiring pre-operative placement of an IABP (Note: IABP
done for unstable angina or prophylactically for low ejection fraction is not
excluded).

Treatment with any medication that is known to adversely affect RBC viability,
such as but not limited to, dapsone, levodopa, methyldopa, nitrofurantoin, and
its derivatives, phenazopyridine and quinidine.

Planned use of autologous or directed donations

Patients who have received an RBC transfusion during current hospitalization
prior to randomization (within 7 days)

Subjects who have received investigational products, including investigational
blood products, pharmacologic agents or imaging materials, within the prior 28
days will also be excluded.

6.3 TREATMENT COMPLIANCE

Treatment compliance will be overseen by the Investigator and study staff and
relevant documentation will be recorded in the eCRF. Compliance will be monitored
by the Sponsor and/or Sponsor’s representatives by review of source documents. The
study RBC components will be labeled and tracked through all stages of processing
of Test and Control components, storage, issue, and transfusion.
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7 STUDY ASSESSMENTS
7.1 STUDY SCHEDULE OF ASSESSMENTS

A screen for antibodies specific for INTERCEPT RBCs should be performed every
time that a routine IAT is performed during the acute 7-day study transfusion period.

A blood sample for sCr will be taken at 48 (+4 hours) after completion of surgery,
and sCr will be determined on a daily basis during the acute transfusion support
period up to 7 days post-surgery. Other parameters will be collected on eCRFs only
when available in the medical record.

For non-transfused subjects, a blood sample for sCr will be drawn at 48 = 4 hours and
daily sCr assessments will be recorded up to and including 48 +4 hours post surgery.
All samples obtained for determination of human leukocyte antigen (HLA) will be
stored for up to 1 year after the study has completed.

The study assessments used to evaluate both efficacy and safety are presented in
Table 7.1a, Table 7.1b, Table 7.1c, Table 7.1d, Table 7.1e and 7.2.
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Table 7.1a — Screening/Randomization

Study Period — Screening Visit (Day -30 to Day 0 pre-surgery)

Assessment Superscripts Defined

Informed Consent/Assent X

Demographics X I For Screening/Randomization purposes, data from medical records

Indication /Type of scheduled surgery X within 30 days prior to their surgical procedure may be used.

Medical, surgical, transfusion and medication history % See Table 7.2: Hematology and Chemistry Testing for details on

including radiographic contrast media within 7 days X required labs.

of surgery/ the need for irradiated RBC products

Number of prior pregnancies (females) X

Physical examination including height and weight X

Vital signs (HR, BP, RR)! X

Concomitant medications X

EKG'! X

Pregnancy test (if applicable) ' X

Hematology panel'* X

Blood chemistry'2 X

Blood type! X

DAT!, IAT! X

INTERCEPT RBC antibody screen (S-303-specific X

antibody screen)

Sample for HLA antibodies X

TRUST score components X
prE— X X X

Randomization” X | of sugery. bt prior o th sat of surgery (L induction ofancsthess.
*The adverse event, serious adverse event and transfusion reaction
collection period will begin at the start of surgery or the first study RBC

AEs/SAEs/TRs* X | transfusion, whichever is first. Adverse events (AEs) will not be
collected for non-transfused subjects, but vital status will be recorded at
the time of discontinuation.
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Table 7.1b - Baseline (Pre-Surgery)

Study Period — Baseline (Day -1 or Day 0 Pre-Surgery)

Assessment
Vital signs (HR, BP, RR)? X - See Table 7.2: Hematology and Chemistry Testing for details on
required labs.
Concomitant medications® X
3These assessments can be combined with screening assessments if
Pregnancy test (if applicable)®? X screening visit is also on Day -1 or Day 0 Pre-Surgery.
Hematology panel** X *Data collected on eCRFs only as available from medical records if
performed as Standard of Care.
Blood chemistry*? X
BKG x4 5> Hemodynamic Parameters: Peripheral O, Saturation, Mean Arterial
G Pressure, Central Venous Pressure.
Hemodynamic Parameters® X4
Fibrinogen Troponin X4
*The adverse event, serious adverse event and transfusion reaction
. collection period will begin at the start of surgery or the first study RBC
AEs/ SAEs/TRs X transfusion, whichever is first. Adverse events (AEs) will not be collected
for non-transfused subjects but vital status will be recorded at the time of
discontinuation.
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Table 7.1c — Acute Transfusion Support Period

Study Period - Acute Transfusion Support Period (Surgery [Day 0] to Post-operative Day 7, hospital discharge or death, whichever

is first)
Assessment Day0 | Day I - Superscripts Defined
Surgery 7
Vital signs (HR, BP, RR) X X6 |* See Table 7.2: Hematology and Chemistry Testing
Concomitant medications % X6 for details on required labs.
4 Data collected on eCRFs only as available from
EKG X4 x4 . .
medical records if performed as Standard of Care.
Hematology panel” X X®  |* Hemodynamic Parameters, if available- Peripheral
Blood chemistry? X X6 O, Saturation, Mean Arterial Pressure®, Central
— Venous Pressure*
Serum Creatinine at 48+4 hours after end of surgery X'

6 These assessments are required to be collected daily

Hemodynamic Parameters? X5 X6 on Day 1 through Day 7 post surgery or until

discharge. If subject returns after discharge for a

. . 4 4
Fibrinogen, Troponin X X postoperative standard of care visit, assessments
Urine output® X X6 will be collected in eCRFs on the appropriate study
Procedure details X ; day.
; - Any drugs given to induce anesthesia or drugs given

Study RBC crossmatch and Study RBC transfusion(s)/data X X as a prophylactic in combination with anesthesia
DAT, IAT, INTERCEPT RBC antibody screen (S-303-specific 4 4 prior to surgery do not need to be

- 9 X X L . . .
antibody screen) recorded. Medications given during anesthesia to
All other blood components (including non- study RBCs) x X treat an AE/SAE need to be recorded.
transfused, if any 8- Urine output data collected daily while a urinary
Estimated blood loss from surgery X catheter is in place. The date entered should reflect

_ _ - the start of the collection and match the visit date.
Estimated blood loss from other source including chest tube(s) X6

% §-303 screen must be performed whenever a

AEs/ SAEs/TRs* X X6 routine RBC alloantibody screen (IAT) is
performed during the transfusion period.

10 For non-transfused subjects, a blood sample for
sCr will be drawn at 48 + 4 hours. Daily sCr
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Table 7.1c — Acute Transfusion Support Period

Study Period - Acute Transfusion Support Period (Surgery [Day 0] to Post-operative Day 7, hospital discharge or death, whichever
is first)

Day 0 |Dayl1 -
Surgery 7

Assessment Superscripts Defined

assessments will be recorded up to and including
48 +4 hours post surgery.

* The adverse event, serious adverse event and
transfusion reaction collection period will begin at
the start of surgery or the first study RBC
transfusion, whichever is first. AEs including
protocol specified AEs, TRs and SAEs (see Section
7.3) are collected through 28 days after the last
study transfusion; also collected daily during acute
transfusion support period. For non-transfused
subjects, adverse events (AEs) will not be collected
for non-transfused subjects, but vital status will be
recorded at the time of discontinuation.
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Table 7.1d — Post-Operative Period

Study Period- Post-operative Period Day 8 (or Post-discharge, if Earlier) to Day 28 after last study transfusion

Assessment Day 8 Superscript Defined
through to

Day 28 post

last study Tx
Weekly telephone calls X 2 See Table 7.2: Hematology and Chemistry Testing
Concomitant medications x4 for details on required labs
Hematology panel > '° X4 “ Data collected on eCRFs as available from medical
Blood chemistry > '° X4 records if performed as Standard of Care.
Hemodynamic Parameters® x4 5- Hemodynamic Parameters, if available- Peripheral
Fibrinogen, Troponin x4 O, Saturation, Mean Arterial Pressure, Central

. S y) Venous Pressure
Urine output X % Uri tout data collected dailv whil .
. . - Urine output data collected daily while a urinary

?H o;her;)lgfod components (including non- study RBCs) X* catheter is in place. The date entered should reflect
ranstused, 11 any the start of the collection and match the visit date.
AEs/ SAEs/TRs* X

10- Laboratory results recorded in the eCRFs during this
period will only be those assessed as clinically
significant by the Investigator.

* The adverse event, serious adverse event and transfusion
reaction collection period will begin at the start of surgery
or the first study RBC transfusion, whichever is first. AEs
including protocol specified AEs, TRs and SAEs (see
Section 7.3) are collected through 28 days after the last
study transfusion; also collected daily during acute
transfusion support period. Adverse events (AEs) will not
be collected for non-transfused subjects, but vital status will
be recorded at the time of discontinuation.
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Table 7.1e - Follow-up Visits (Day 28+3, 30, and 75£15)

Study Period (Day 28+3, 30, and 75+15[End of Study])

End of Study
28+3 days (75+15 Days
After last study After Last
transfusion 30 days Study
or Early After | Transfusion)
Assessment Termination |Surgery Superscripts Defined
Vital signs (HR, BP, RR) X - See Table 7.2: Hematology and
Concomitant medications X Chemistry Testing for details on
Hematology panel® X required labs
Blood chemistry 2 X * The adverse event, serious adverse
DAT, IAT X event and transfusion reaction
INTERCEPT RBC antibody screen (S-303-specific collection period will begin at the start
antibody screen) X X of surgery or the first study RBC
- - transfusion, whichever is first. AEs
Sample for HLA antibodies X including protocol specified AEs, TRs
All other blood components (including non- study X and SAEs (see Section 7.3) are
RBCs) transfused, if any collected through 28 days after the last
AEs/ SAEs/TRs * X study transfusion; also collected daily
during acute transfusion support period.
Adverse events (AEs) will not be
collected for non-transfused subjects,
but vital status will be recorded at the
time of discontinuation.
Documentation of vital status and need for RRT X X! X I Assess at Day 30 post surgery via clinic

visit, medical record or phone call. Any
RRT that is provided prophylactically
during surgery while the subject is on a
bypass machine does not meet this
endpoint.
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Table 7.2: Hematology and Chemistry Testing- Required (R) results and Where Available (WA)? results

Screening / Randomization

Acute Transfusion Support Period

Post-operative Period

Follow-up Visit

. ] Surgery [Day 0] to Post-operative
Study Period (Surgery
udy Terto Baseline Day 7, hospital discharge or death,
(Pre-surgery) whichever is first)
Days 8 to 28 after last | 28+3 days after last
- study transfusion / death i
. Day -30 to Day -1 or Day0 | Days1-7,hospital | . > uston / ceath |study transfusion or
Window Day 0 . Laboratory results recorded in the Premature
Day -1 pre- surgery® Surgery discharge or death | .CRFs during this period will only Discontinuation
gery be those assessed as clinically . .
significant per the investigator. Visit

Pregnancy test (if applicable) Ri RS
Hematology (CBC):
Hematocrit (Hct) R® WA R Réei WA R
Hemoglobin (Hb) R® WA R Réei WA R
Platelets (PLT) R® WA R Réed WA R
RBC Count R® WA R Réei WA R
WBC Count R® WA R Réei WA R
Fibrinogen WA WA WA WA
Troponin WA WA WA WA
Blood chemistry:
Alkaline Phosphatase (ALP) WA WA WA WA WA WA
Alanine Transaminase (ALT) WA WA WA WA WA WA
Aspartate Aminotransferase (AST) WA WA WA WA WA WA
Bicarbonate (COy) WA WA WA WA WA WA
Blood Urea Nitrogen (BUN) R® R RP Réb WA R
Calcium (Ca) R® WA R WA WA R
Chloride (Cl) R® WA R WA WA R
Creatinine (sCr) R® R RP Reo b WA R
Glucose R® WA R R WA R
Lactate Dehydrogenase (LDH) WA WA WA WA WA WA
Potassium (K) R® WA R R WA R
Sodium (Na) R® WA R R WA R
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Screening / Randomization

Acute Transfusion Support Period
(Surgery [Day 0] to Post-operative

Post-operative Period

Follow-up Visit

Study Period i
y Baseline Day 7, hospital discharge or death,
(Pre-surgery) whichever is first)
Days 8 to 28 after last | 28+3 days after last
- study transfusion / death i
. Day -30 to Day -1 or Day 0 Days 1 — 7, hospital Yy . study transfusion or
Window D 1 Day 0 S disch death Laboratory resul'ts rec.orded. in the Premature
ay - pre- surgery® urgery 1Ischarge or dea eCRFs during this period will only | pyiccontinuation
be those assessed as clinically . .
significant per the investigator. Visit
Total Bilirubin R® R R R WA R
Footnotes:

* R=required testing and reporting.
WA=where available. Data collected on eCRFs as available from medical records if performed as Standard of Care.

performed again prior to surgery in order to establish baseline values and confirm the subject’s continued trial eligibility.
¢ A sample to measure sCr will be taken at 48+4 hours after the end of surgery and captured on a specific CRF page for that time-point. For non-

transfused subjects, a blood sample for sCr will be drawn at 48 + 4 hours.
If an assessment is performed more than once in a day, the first set of results should be entered into the eCRF.

For Screening/Randomization purposes, data from medical records within 30 days of surgery may be used as long as laboratory tests are

¢ If a subject is discharged prior to the end of the acute transfusion support period (Day 7) but for any reason returns to the study site (e.g., re-
hospitalization or standard care) within this acute transfusion support period, lab values routinely collected as standard of care should be recorded

in the eCRF.

f If serum creatinine is measured multiple times in a day, the worst daily value should be recorded in the eCRF.

¢ These assessments can be combined with screening assessments if screening visit is also on Day -1 or Day 0 Pre-Surgery.

b Assessments that contribute to the AKI should be measured at approximately the same time every day during the treatment period.

i These assessments are required to be collected daily on Day 1 through Day 7 post surgery or until discharge. If subject returns after discharge for
a postoperative standard of care visit, assessments will be collected in eCRFs on the appropriate study day.

J Negative urine or serum pregnancy test.
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7.2

7.2.1

7.2.2

ASSESSMENT OF EFFICACY
Efficacy Parameters

The primary efficacy endpoint is the proportion of patients with a diagnosis of renal
impairment defined as any increase in sCr >0.3 mg/dL (or 26.5 umol/L) from the pre-
surgery baseline within 4844 hours after the completion of surgery. If any subject
meets this criterion before receiving a study transfusion, that particular event will not be
included in this analysis.

Treatment difference (Test—Control) will be compared between the subjects who were
randomized to receive INTERCEPT RBCs vs. those randomized to receive
conventional RBCs with a non-inferiority margin of 50% increase from the Control rate
and two-sided 0.05 alpha level.

Secondary efficacy parameters that will be assessed include:

o The proportion of patients with a diagnosis of stage I, II or III Acute Kidney Injury
(KDIGO 2012) based on changes in sCr levels from baseline and the need for
renal replacement therapy (RRT) post-surgery.

o Mortality or the need for RRT by Day 30 post-surgery.

Methods and Timing of Efficacy Parameters

Hemodynamic and laboratory measures will be assessed pre-operatively (Day -1 or pre-
operatively on the day of surgery) and daily from post-operative Day 1 through post-
operative Day 7, hospital discharge or death, whichever occurs first. Serum creatinine
will be determined on a daily basis during the acute transfusion support period and, in
order to capture the primary efficacy endpoint, a sample for sCr will be taken also at
48+4 hours after the end of surgery.

The rest of the efficacy parameters will be collected only as available in the medical
record (refer to Study Schedule of Assessments; Section 7.1).

An end of acute transfusion period a blood sample will be collected at Day 7, hospital
discharge, or death, whichever occurs first. If a subject is discharged prior to Day 7 but
returns to the study site for a standard of care visit on Day 7, blood samples should be
obtained on that day for a complete blood count and sCr determination.
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7.3

7.3.1

7.3.1.1

ASSESSMENT OF SAFETY
Safety Parameters
The primary safety outcome measures are the:

o Proportion of patients with any treatment-emergent adverse events (TEAEs)
possibly, probably or definitely related to study RBC transfusion through 28 days
after the last study transfusion.

o Proportion of patients with treatment emergent antibodies with confirmed
specificity to INTERCEPT RBCs).

Additional safety assessments will include, but are not limited to:

o Treatment-emergent AEs through 28 days after the last study transfusion.
o Treatment-emergent SAEs through 28 days after the last study transfusion.

o Transfusion reactions (as defined by the CDC National Healthcare Safety Network
[NHSN] Hemovigilance Module protocol) through 28 days after last study
transfusion.

o Treatment-emergent immunization to RBC allo-antigens through 28+3 days after
the last study transfusion.

o Treatment-emergent immunization to HLA allo-antigens through 2843 days after
the last study transfusion.

Definition of Adverse Event

An AE is any untoward medical occurrence in a patient or clinical investigation subject
administered a pharmaceutical (investigational) product and which does not necessarily
have a causal relationship with this treatment. An AE can therefore be any unfavorable
and unintended sign (including an abnormal laboratory finding), symptom, or disease
temporally associated with the use of a medicinal (investigational) product whether or
not related to the medicinal (investigational) product (ICH E2A 1I/A/1, 21 CFR 312.32).
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7.3.1.2

7.3.1.3

7.3.14

Definition of Serious Adverse Event

A Serious AE (SAE) is any untoward medical occurrence that at any dose results in any
of the following outcomes:

° Death

o Life-threatening event (results in an immediate risk of death from the reaction as it
occurred)

o Inpatient hospitalization or prolongation of existing hospitalization
o A persistent or significant disability/incapacity
o A congenital anomaly/birth defect

o Important medical events that may not result in death, be life-threatening, or
require hospitalization may be considered serious when, based upon appropriate
medical judgment, they may jeopardize the patient or subject and/or may require
intervention to prevent one of the outcomes listed in this definition.

The terms "severe" and "serious" are not synonymous. Severity refers to the intensity of
an adverse event (e.g., rated as mild, moderate, or severe, life-threatening or death
according to National Cancer Institute Common Terminology Criteria for Adverse
Events (NCI CTCAE) criteria). Severity and seriousness need to be assessed for each
adverse event recorded on the eCRF.

SAE must be reported by the Investigator to the Sponsor immediately (i.e., no more
than 24 hours) after learning of the event.

Unexpected Adverse Event

Any adverse event occurring in one or more subjects in a research protocol, the nature,
severity, or frequency of which is not consistent with (a) the applicable product
information (protocol, informed consent/assent, Investigator’s Brochure or other
product labeling), or (b) the expected natural progression of any underlying disease,
disorder or condition of the subject experiencing the adverse event and the subject’s
predisposing risk factor profile for the adverse event.

Definition of Unanticipated Adverse Device Effects

Any serious adverse effect on health or safety or any life-threatening problem or death
caused by, or possibly, probably or definitely related to a device, if that effect, problem,
or death was not previously identified in nature, severity, or degree of incidence in the
investigational plan or application (including a supplementary plan or application), or
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7.3.1.5

7.3.1.6

any other unanticipated serious problem associated with a device that relates to the
rights, safety, or welfare of subjects (21 CFR 812.3(s)).

Definition of Renal Impairment

For the purposes of this study, renal impairment is defined as an increase in sCr > 0.3
mg/dL from the pre-surgical baseline concentration.

Definition of Acute Kidney Injury (AKI)

For the purposes of this study, a definition of an acute kidney injury during the study is
based on the Kidney Disease: Improving Global Outcomes (KDIGO) AKI workgroup
definition (KDIGO 2012) criteria as:

o An increase sCr >50% of the pre-surgery baseline level within 7 days post-
surgery, OR

o An increase in sCr >0.3 mg/dL (26.5 umol/L) from pre-surgery baseline within 48
hours of surgery.

For the purposes of this study, acute kidney injury stages are defined as follows
(KDIGO AKI workgroup):

Stage 1 Serum creatinine: 1.5-1.9 times baseline within 7 days after surgery
OR
>0.3 mg/dl (>26.5 umol/L) increase within 48 hours of surgery

Stage 2 Serum creatinine: 2.0-2.9 times baseline within 7 days after surgery
Stage 3 Serum creatinine: 3.0 times baseline within 7 days after surgery

OR

Increase in serum creatinine to >4.0 mg/dl (>353.6 umol/L)

OR

Initiation of renal replacement therapy

If a renal event during the study fulfills KDIGO laboratory criteria as specified above,
this may constitute an AE/SAE of AKI as per Investigator’s clinical judgement.
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7.3.1.7

7.3.1.8

7.3.1.9

Renal Replacement Therapy

For the purposes of this study RRT is defined as the institution of hemodialysis or
peritoneal dialysis to treat acute or chronic renal failure associated with a decrease in
glomerular filtration rate with or without fluid overload, severe acidosis, hyperkalemia
or other electrolyte abnormalities. Dialysis performed solely to treat toxin/poisonings or
performed preventatively during surgery while on a bypass machine, will not be
considered RRT in the terms of meeting a secondary endpoint.

Treatment-emergent HLA antibodies

For the purposes of this study, HLA Class I and II antibody testing will be performed in
a central laboratory according to the method described by Triulzi et al. (Triulzi 2009).
Screening tests for anti-HLA Class I and II will be performed with multi-antigen bead
kits (LabScreen LSM12, LabScreen Mixed, One Lambda, Canoga Park, CA) according
to the manufacturer’s instructions. Data will be using two different normalized
background (NBG) ratio cut-offs. The data will be analyzed using the manufacturer’s
recommended cutoff of a NBG ratio of 2.2. The data will also be analyzed using NBG
ratios of the mean plus three or five standard deviations of a log transformed
distribution of values for plasma samples for non-transfused males, as described (Triulzi
2009).

Definition of Culture Proven Sepsis/Septic Shock

For the purposes of this study, transfusion related sepsis/septic shock is defined as a
positive culture from blood and/or CSF and a study RBC product with matching
bacterial strains, with at least 3 of the following signs of septic inflammatory response
syndrome (SIRS) (Levy 2003):

o Temperature < 36°C or > 38°C

o Heart rate > 90 bpm

o Respiratory rate > 20 breaths/min or PaCO> < 32 mmHg

o White blood cell count > 12,000 or < 4,000 cells/mm? or > 10% bands

7.3.1.10 Definition of Transfusion Reaction

A transfusion reaction is defined as an undesirable response or effect in a patient
temporally associated with and possibly, probably or definitely related to the
administration of blood or blood components. The current version of the CDC NHSN
Hemovigilance Protocol definitions must be used when recording transfusion reaction
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terms in this study (APPENDIX 3).
7.3.1.10.1 Clinically Significant Antibodies (Chapman et al. 2004)

Clinically significant antibodies are those that are capable of causing patient morbidity
due to accelerated destruction of a significant proportion of transfused red cells.

7.3.1.10.2 Delayed Serological Transfusion Reaction (DSTR) (Ness et al. 1990;
Garratty 2012)

The DSTRs are where a particular alloantibody can be shown to be present in the
patient’s plasma, on the transfused donor RBCs and/or in an eluate from these RBCs,
but no clinical or laboratory signs of hemolytic anemia (HA) are present. Regardless of
the mechanism, the persistence of a positive DAT does not correlate with the presence
or absence of clinical hemolysis (Ness 1990).

The DSTR may be in the form of new antibodies or a rising titer of antibodies in
patients with pre-existing antibodies (patients with pre-existing antibodies specific to
INTERCEPT RBCs at baseline evaluation will be excluded in ReCePI). DSTR will be
categorized as described in the NHSN Hemovigilance Protocol v 2.5.2 (APPENDIX 3).

7.3.1.10.3 Delayed Hemolytic Transfusion Reaction (DHTR) (Ness et al. 1990)

A DHTR is defined as a DSTR that showed clinical and/or laboratory evidence of
hemolysis. Table 7.3 shows some differential diagnoses of hemolytic transfusion
reactions. DHTR will be categorized as described in the CDC NHSN Hemovigilance
Protocol v 2.5.2 (APPENDIX 3).

7.3.1.10.4 Acute Hemolytic Transfusion Reaction (AHTR) (Ness 1990)

An AHTR is defined as the rapid destruction of RBCs during, immediately after, or
within 24 hours of cessation of transfusion. Clinical and laboratory signs of hemolysis
are present AHTR will be categorized as described in the CDC NHSN Hemovigilance
Protocol v 2.5.2 (APPENDIX 3).

7.3.1.10.5 Hyper-hemolysis Syndrome

Hyperhemolysis is characterized by a hemolytic transfusion reaction that leads to a life-
threatening anemia, with drops in Hb and Hct to levels markedly lower than those
present before transfusion.
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Table 7.3 Some Differential Diagnoses of Hemolytic Transfusion Reactions

Immunologically caused hemolysis
Autoimmune hemolytic anemia

‘Warm’ antibody induced hemolytic anemia
Cold hemagglutinin disease
Paroxysmal cold hemoglobinuria

Drug induced immune hemolytic anemia

Passenger lymphocyte syndrome after stem cell or solid organ transplantation
Hemolytic disease of a newborn

Acute episodes of non-immunologically caused hemolysis
Hereditary erythrocyte defects

Defects of red blood cell (RBC) enzymes (e.g., glucose-6-phosphate
dehydrogenase deficiency)

Hemoglobinopathies (e.g., sickle cell disease)

Thalassemia

Defects of RBC membrane

Congenital erythropoietic porphyria

Paroxysmal nocturnal hemoglobinuria
Infections

Bacterial (bartonellosis; hemolytic-uremic syndrome caused by
enterohemorrhagic Escherichia coli; severe infections by bacteria
producing hemolyzing toxins (e.g., Clostridium perfringens))
Protozoal (malaria, babesiosis)

Mechanical hemolysis by artificial heart valves or by extracorporeal
circulation

Thrombotic-thrombocytopenic purpura (Moschowitz disease)
HELLP syndrome during gravidity

Intoxications

Near drowning

Source: Strobel E. 2008.
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7.3.1.11 Suspected Hemolytic and Serologic Transfusion Reactions after Enrollment and
Transfusion with Study RBC Components

7.3.1.11.1 Assessment of Immune Reactivity to INTERCEPT RBCs

At the time of RBC crossmatch and at specified times during the study [screening
(Table 7.1a) during the acute transfusion support period (Table 7.1¢) and at Day 28
(£3 days) and day 75 (£ 15 days) (Table 7.1e) post first study transfusion;], patient
plasma/serum samples are tested for the presence of antibody specific to INTERCEPT
RBCs. The RBC screening panel uses a gel card agglutination format and has been
validated at the Blood Center of Wisconsin for this purpose. The primary RBC
screening panel is composed of reagent RBCs from 3 blood group O donors and is
analogous to routine screening panels used in regular blood banking practice. The
secondary RBC screening panel is composed of reagent RBCs from 6 different blood
group O donors and is analogous to secondary panels used in routine practice to identify
antibody specificity for a range of common RBC allo-antigens and is used if reactivity
is detected in the primary screening assay. The panel donors were specifically antigen-
phenotyped for major blood group systems similar to the commercially available
reagent cells panels for antibody identification and differentiation. The primary and
secondary RBC screening panel cells have been prepared as both INTERCEPT-treated
and untreated RBCs. Each panel has three sets of RBCs made from the identical group
O donors: untreated RBC; treated RBCs consisting of cells carrying a “high” level of S-
303 (amustaline) adducts (comparable to the INTERCEPT RBCs prepared with the
“Original process” and cells carrying a “low” level of S-303 (amustaline) adducts
(representative of INTERCEPT RBCs prepared with the “Current process”. The
primary screening panel is designed as a sensitive screening test for both common RBC
alloantibodies and for INTERCEPT RBC-specific antibodies. The secondary panel is
designed to determine the specificity of any antibodies detected in the primary screen
and to distinguish common RBC alloantibodies from INTERCEPT RBC-specific
antibodies.

By including cells with both low and high acridine adducts there is an increased
sensitivity for antibody against acridine adducts and, much in the same way that
homozygous donors are used to produce commercially prepared red cells, there is a
greater potential for detecting low affinity or low titer (weak) antibodies. Thus, the
panels have the capability to detect an antibody specific to INTERCEPT RBCs even in
the presence of alloreactivity from an intrinsic antigen.
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The patient samples are tested against the screening panel(s) of reagent RBCs to
identify an antibody specific to INTERCEPT RBCs. The gel card agglutination test
results are scored (0, weak positive, 1+, 2+, 3+, 4+) and the reactivity is classified as
follows:

If the antibody screening score is 0 for all the untreated and INTERCEPT RBCs
on the primary RBC screening panel, the sample is considered “non-reactive” with
no antibodies (neither an intrinsic alloantibody or INTERCEPT RBC-specific
antibody) present in the patient’s serum and thus no requirement for antibody
identification with the secondary antibody identification panel. Neither the
secondary RBC screening panel nor additional tests are required. The patient
continues to receive study RBC components according to the protocol. In addition,
each unit of study RBC is crossmatched to the patient’s plasma using an
antiglobulin (AHG) gel card test, providing a further level of protection to detect
incompatibility, including that caused by INTERCEPT RBC-specific antibodies.

If the results of the primary RBC screening panel show concordant 3/3, 2/3, or 1/3
reactive with BOTH the INTERCEPT treated reagent RBCs and the corresponding
Control untreated RBCs, the sample will be considered “presumed allo-reactive”
antibody to an intrinsic red cell antigen. The sample is tested against the secondary
RBC screening panel to identify and confirm the specificity of the allo-antibody
producing the reaction according to standard blood banking rules (reactivity with
three RBC cells bearing the RBC antigen, and non-reactivity with three RBC that
lack the antigen). If the antibody that is causing the agglutination is identified and
confirmed, then the sample is considered “allo-reactive” for that RBC alloantigen.
In this setting, lack of reactivity with all (at least three) INTERCEPT treated RBC
cells that lack the RBC alloantigen, will rule out INTERCEPT RBC antibody
specificity. The patient continues on study and will receive compatible (cross
matched) study RBC components.

If INTERCEPT RBC-specific antibodies cannot be ruled out, or agglutination is
visible for all the untreated RBC cells in the panel, (i.e., “pan-reactive”), the
patient will be discontinued from the study transfusions and followed up at
planned visits for safety until study completion.

If the primary RBC screening panel score is positive with 2/3 or 3/3 of the
INTERCEPT RBCs carrying S-303 (amustaline) adducts at either ‘high” and/or
“low” level AND 0/3 with the corresponding Control untreated RBCs which lack
S-303 adducts, the sample is classified as “reactive for -INTERCEPT RBC-
specific antibodies” and the sample will be sent to the central testing lab for further
characterization of specificity.
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Weak false positive reactions occur with serological tests due to variation in
performance of the test and manual interpretation of the results (Aubuchon 2008). The
provisos below are put in place to ensure that patients are not inappropriately withdrawn
from the study and are in keeping with the current blood bank policies that repeat
reactive results with a minimum of two tests are required for a positive test in
serological viral marker assays.

o Should only 1/3 INTERCEPT RBC cells in the primary panel test reactive for the
S-303 labeled cells without reactivity for the untreated RBCs, that INTERCEPT
RBC cell (at both high and low levels of surface bound acridine) and its untreated
control will be considered “initially reactive” and the test will be repeated in
duplicate on that cell only (of the three cells in the primary panel), and the
secondary panel will also be tested. In this setting the secondary panel serves to
increase the sensitivity for INTERCEPT RBC- specific antibodies by testing a
larger number of INTERCEPT RBC cells. Negative reactivity to both repeat tests
of the primary panel cell and negativity with the secondary panel will be
considered a negative test. Reactivity in at least one of two repeat primary panel
cells INTERCEPT RBC cells or any INTERCEPT RBC cell in the secondary
panel without reactivity with the corresponding untreated RBC will be a
considered positive test for INTERCEPT RBC reactivity. The sample will be sent
for additional characterization at the Central immunohematology reference
laboratory to include inhibition studies to determine specificity of observed
reactivity. (see APPENDIX 2 for a Characterization plan for potential antibody to
INTERCEPT RBCs- Addendum to the CLI 00125 Protocol).

The above-mentioned Central Laboratory protocol will ensure that the minimum criteria
for discontinuation of a patient from study transfusions requires reactivity with at least
two INTERCEPT RBC cells in the panel with no reactivity with the corresponding
untreated control, or repeat reactivity with a single INTERCEPT RBC cell with an
unreactive determination with its untreated control.

The patient will be followed up until completion of all study visits, and, if transfused
with study RBCs, and evidence for clinical hemolysis will be investigated. A procedure,
for patient and laboratory sample management for studies involving INTERCEPT
Blood System for RBCs when a reactive S-303 result is obtained (S-303 Reactive
Samples: Management of Patients and Samples; REF 01606), will be followed.

To discriminate whether an antibody with specificity for INTERCEPT RBCs is
physiologically active or clinically significant, any one of the following criteria
indicative of accelerated RBC clearance in the absence of active bleeding, organ-
mediated RBC sequestration, severe erythroid hypoplasia or other concurrent medical
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cause for acute anemia not associated with transfusion, should be present:

a. During the first 7 days following transfusion, the patient’s hemoglobin level has
returned to the pre-transfusion level.

b. During Days 8-14 following transfusion, patient’s hemoglobin level has
declined below the pre-transfusion hemoglobin level for this transfusion.

Beyond Day 14 post-transfusion, the assessment of a clinically significant change in the
patient’s post-transfusion hemoglobin level compared with prior responses for
comparable hemoglobin doses transfused as judged by the Investigator.

Other clinical signs and symptoms that may be considered by the Investigator to judge
whether accelerated RBC clearance is occurring, include:

Extravascular hemolysis

o falling hematocrit

o increased unconjugated bilirubin (>1.5-fold higher than the upper limit of normal)
J fever

o positive DAT

o micro-spherocytes on peripheral smear

J decreased or absent haptoglobin levels

J elevated reticulocyte count

Intravascular hemolysis

o shock syndrome

o hypotension (BP lower than 90/60 mmHg)
J back pain

o plasma free hemoglobin increased

o increase in lactate dehydrogenase (LDH) >1.5-fold higher than the upper limit of
normal (LDH >1.5xULN)

o urine hemoglobin (hemoglobinuria)
o urine hemosiderin (hemosiderinuria)

o decreased or absent haptoglobin levels
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o elevated reticulocyte count
o fragmented RBC on peripheral smear
o DAT may be positive

Plasma/serum samples for patients with confirmed antibodies specific to INTERCEPT
RBCs (i.e., a DSTR, DHTR or any ATR) will be assessed for hemolytic potential
according to a defined Central Laboratory protocol, provided to the sites and filed in the
Investigator Site File (see APPENDIX 2) to define physiologic significance. For the
purposes of this protocol, the development of a new antibody specific to INTERCEPT
RBCs in the patient and with evidence of accelerated RBC clearance, in the absence of
clinical alternative explanations (e.g., concomitant RBC alloantibodies, sickle cell
disease, etc.) will be classified as a hemolytic transfusion reaction. All INTERCEPT
RBC-specific antibodies and all hemolytic TRs will be reported to the FDA and DSMB.

7.3.1.11.2 Investigation of Hemolytic Potential

Investigation of the hemolytic potential of any INTERCEPT RBC-specific antibodies
found in the ReCePI study will be conducted by a Central Laboratory according to the
document titled “Evaluation of Reactivity with INTERCEPT RBC” provided to the
sites and filed in the Investigator Site File and the protocol in APPENDIX 2. Patient
samples will be managed using the supplemental instructions for patient and laboratory
sample management for studies involving INTERCEPT Blood System for RBCs when
a reactive S-303 result is obtained (S-303 Reactive Samples: Management of Patients
and Samples; REF 01606) Possible studies may include:

o Antibody specificity via inhibition studies (inhibited by soluble acridine or not)
o Antibody characterization:

o Immunoglobulin isotype and IgG subclass (IgM, 1gG1,2,3 or4)

o Antibody titer

o Persistence and titer over time

o Thermal spectrum and phase of reaction

o Complement-mediated in vitro hemolysis

o Investigation of concurrent antibodies to intrinsic RBC allo-antigens

o Monocyte Monolayer Assay for clinical significance (Arndt and Garratty 2004)
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7.3.1.12  Abnormal Test Findings

The criteria for determining whether an abnormal objective test finding should be
reported as an adverse event are as follows:

o Test result is associated with accompanying symptoms, and/or

o Test result requires additional diagnostic testing or medical/surgical intervention,
and/or

o Test result leads to a change in trial dosing or discontinuation from the study
participation, significant additional concomitant drug treatment, or other therapy,
and/or

o Test result is considered to be an adverse event by the Investigator or Sponsor.

Merely repeating an abnormal test, in the absence of any of the above conditions, does
not constitute an adverse event. Any abnormal test result that is determined to be an
error does not require reporting as an adverse event.

7.3.2  Methods and Timing of Safety Parameters

The use of intravenous radiographic contrast media will be documented starting 7 days
prior to surgery, as will details related to the specific surgical procedure (type of
procedure, start and end times), RBC components transfused, all other blood
components transfused, estimated blood loss from the surgical procedure, concomitant
medications, intraoperative cell recovery and reinfusion, hemodilution, and nadir
temperature. Additionally, daily estimated blood loss from chest tube(s) and from other
sources, and day of chest tube removal will be recorded. Safety events (TRs, AEs and

SAESs) will be documented on a daily basis during the acute transfusion support period
(through Day 7).

Subjects will continue to be monitored through a post-surgical follow-up period for up
to 28 days after the last study transfusion, or death, whichever occurs first. During this
period, subjects will be monitored for safety events. Blood samples for laboratory
studies, DAT/IAT and for antibodies specific to INTERCEPT RBC- associated antigens
will be obtained at 2843 days after the last study transfusion and at end of study.

All samples obtained for determination of human leukocyte antigen (HLA) will be
stored for up to 1 year after the study has completed.
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7.4

1.5

7.5.1

REPORTING PERIOD

All safety events will be collected from the start of surgery or the start of the first study
transfusion (whichever is first) through 28 days after the last study transfusion or death,
whichever is first.

Vital status and need for RRT of all subjects will be collected at 30 days after the_end of
surgery and at the end of study visit (Day 75 +15 days).

Blood sample for assessment of sCr will be collected on post-operative day 2 (at 48 +
4 hours post end of surgery) for the primary endpoint. For non-transfused subjects, a
blood sample for sCr will be drawn at 48 + 4 hours post-surgery.

Blood samples for assessment of INTERCEPT RBC-specific antibody, HLA antibodies
and chemistry and hematology laboratory studies at 2843 days after the last study
transfusion.

Blood samples for assessment of INTERCEPT RBC-specific antibody will also be
obtained 75 £15 days after the last study transfusion.

RECORDING AND REPORTING ADVERSE EVENTS
Assessing Severity of an Adverse Event

The Investigator will assess the severity of each adverse event based on the NCI
Common Terminology Criteria for Adverse Events (CTCAE) (APPENDIX 4) and
summarized in Table 7.4.
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Table 7.4 Severity Assessment of Adverse Events

Grade 1: Mild asymptomatic or mild symptoms; clinical or diagnostic observations only; intervention
not indicated.

Grade 2: Moderate; minimal, local or noninvasive intervention indicated; limiting age-appropriate
instrumental ADL

Grade 3: Severe or medically significant but not immediately life threatening; hospitalization or
prolongation of hospitalization indicated; disabling; limiting self-care ADL

Grade 4: Life-threatening consequences; urgent intervention indicated.

Grade 5: Death related to AE.

Link to NCI CTCAE 5.0:
https://ctep.cancer.gov/protocoldevelopment/electronic_applications/docs/CTCAE_v5 Quick Reference 8.5x

7.5.2

7.5.3

11.pdf (APPENDIX 4)

Note the distinction between the severity and the seriousness of an adverse event. A
severe event is not necessarily a serious event. For example, a headache may be severe
(interferes significantly with patient's usual function) but would not be classified as
serious unless it met one of the criteria for serious adverse events. Consistency between
severity and seriousness assessments should be ensured by the Investigator.

Assessing Seriousness of an Adverse Event

The Investigator will assess if an AE resulted in any one or more of the following
outcomes that result in classification of the event as an SAE: death, a life-threatening
event (results in an immediate risk of death from the reaction as it occurred), inpatient
hospitalization or prolongation of existing hospitalization, a persistent or significant
disability/incapacity, a congenital anomaly/birth defect, or another important medical
event (Section 7.3.1.2).

Assessing Causality of an Adverse Event

The Investigator’s assessment of causality must be provided for all adverse events
(serious and non-serious). An Investigator’s causality assessment is the determination of
whether there exists a reasonable possibility that the investigational product caused or
contributed to an adverse event. If the Investigator does not know whether or not
investigational product caused the event, then the event will be handled as “possibly
related to investigational product” for reporting purposes.

Adverse events assessed by the Investigator to be related (possible, likely/probable) to
the investigational product also must be evaluated as a Transfusion Reaction and
classified per the CDC NHSN Hemovigilance Protocol (APPENDIX 3).

The standard nomenclature for defining the causal relationship between an AE and the
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blinded study product transfused is listed in Table 7.5.

Table 7.5 Relationship between Investigational Product and Adverse Events

Imputability Level Explanation
When there is conclusive evidence beyond reasonable doubt that the
Excluded . )
adverse event can be attributed to alternative causes
. When the evidence is clearly in favor of attributing the adverse event to
Unlikely .
causes other than the study transfusion
. When the evidence is indeterminate for attributing the adverse event to
Possible .
the study transfusion or an alternate cause
Likely/Probable When the ev1denqe is clearly in favor of attributing the adverse event to
the study transfusion
. . When there is conclusive evidence beyond reasonable doubt that the
Certain/Definite . .
adverse event can be attributed to the study transfusion

7.5.4  Assessing Relationship to the INTERCEPT Blood System Device

The Clinical Investigator in collaboration with the blood transfusion service staff will
assess whether there is a reasonable possibility that the INTERCEPT Blood System for
Red Blood Cells medical device used for preparation and or processing of the blood
component caused or contributed to an AE. Determination of whether there is a
reasonable possibility that an INTERCEPT component caused or contributed to an AE
includes assessing whether a device malfunction occurred during the preparation of the
blinded study RBC component.

7.5.5 Reporting Requirements

The AE, SAE, and TR collection period will begin at the start of surgery or the first
study RBC transfusion, whichever is first. AEs including protocol specified AEs, TRs,
and SAEs (see Section 7.3) are collected daily during the acute transfusion support
period and as reported through 28 days after the last study transfusion. Each AE is to be
assessed to determine if it meets the criteria for an SAE. If an SAE occurs, expedited
reporting will follow regional and international regulations, as appropriate. Adverse
events (AEs) will not be collected for non-transfused subjects. Vital status will be
reported for randomized and non-transfused subjects at the time of discontinuation.

If an SAE occurs, the Investigator must notify Cerus or its designated safety representative
within 24 hours after becoming aware of the event by entering in the e€CRF. When reporting
SAEs to Cerus, the Investigator will ensure the report includes the severity, seriousness criteria
or criterion, and causality assessments as detailed in section 7.5.

Recording the data directly into the eCRF is the preferred method to send this information to the
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project contact for SAE receipt. In circumstances where the Investigator is unable to record the
data on the eCRF, the Investigator must notify Cerus Product Safety via e-mail or the PPD
Hotline within 24 hours of the site's awareness. Sponsor and Contract Research Organization
(CRO) contact information is provided in Table 7.6.

Table 7.6 Cerus Product Safety Contact Information

Name, Title (Study Role) Phone Address
ePIP (protocol inquiries) N/A No longer used
PPD Safety Hotline
(SAE reporting if Medidata Rave is unavailable) 800-201-8725 N/A
Cerus Product Safety Team N/A ReCePISafety@cerus.com
Christine Ernst, MD, PhD
Sr. Director, Clinical Research & Medical Affairs 925-288-6259 cernst@cerus.com
(Medical Monitor)
Richard Benjamin, MD, PhD
Chief Medical Officer 925 288-6020 rbenjamin@cerus.com

(Back-up Medical Monitor)

Investigators must also comply with local requirements for reporting SAEs to the
Institutional Review Board/Ethics Committee (IRB/EC).

For all SAEs, the Investigator is obligated to pursue and provide information to Cerus
or its representative in accordance with the timeframes for reporting specified above. In
addition, an Investigator may be requested by Cerus or its designee to obtain specific
additional follow-up information in an expedited fashion. This information may be
more detailed than that captured on the adverse event case report form. In general, this
will include a description of the adverse event in sufficient detail to allow for a
complete medical assessment of the case and independent determination of possible
causality. Information on other possible causes of the event, such as concomitant
medications and illnesses must be provided. In the case of a patient death, a summary of
available autopsy findings must be sent as soon as possible to Cerus or its designated
representative.

7.5.6 Reporting Device Malfunctions
Blood centers are required to report any malfunctions of the INTERCEPT Blood
System for RBCs medical device on the eCRFs. If a device malfunction impacts the
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health of a person (patient, user or other) during the study, it may also be considered an
AE/SAE. The Investigator must notify Cerus Product Safety. Sponsor contact
information is provided in Table 7.6. If a device malfunction occurs at the participating
hospitals sites, the site will complete a Device Malfunction Form.

7.6 DATA AND SAFETY MONITORING BOARD (DSMB) AND INTERIM
ANALYSIS

The study data and safety will be monitored on a regular basis by an independent Data
and Safety Monitoring Board (DSMB). The primary responsibility of the DSMB is to
ensure patient safety and review protocol compliance for data collection. The DSMB
will be assembled by the Sponsor and composed of transfusion medicine experts,
surgeon(s) and a statistician. DSMB members will be independent of the Sponsor. The
DSMB will review safety data and make recommendations according to the current
DSMB charter.

Aside from the blinded interim analysis for sample size re-estimation performed in
October 2021 that resulted in the reduction in study size from 600 to >292 patients, no
other interim analysis is planned for this study to compare treatment differences with
respect to efficacy or safety at any time prior to the completion of the study. Specific
stopping rules, developed for safety considerations, are defined in Section 4.6.
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8
8.1

8.1.1

STATISTICS
STATISTICAL METHODS
Efficacy Analysis

For the primary efficacy endpoint, the treatment difference (Test — Control) and its two-
sided 95% confidence interval (CI) will be estimated from Cochran-Mantel-Haenszel
(CMH) test stratified by baseline sCr (sCr >1.2 mg/dL vs. < 1.2 mg/dL) and cardiac
surgery group (more at risk for renal complications vs. less at risk) performed. The
upper bound of the two-sided 95% CI will be compared with the 50% of the observed
Control rate. Non-inferiority will be achieved if the upper bound is less than the 50% of
the observed Control rate. For the non-inferiority test, the null and alternative
hypotheses (HO and H1, respectively) will be formulated as follows:

Hy: Prest — Peontrot = 50% X Peontror VS Hii Prest — Peontrot < 50% X Peontrots

8.1.2

8.1.3

where P, and Pg.,,.0; are the event rates for Test INTERCEPT) and Control groups,
respectively, and P,y 1S the observed Control rate.

Same CMH test will be used for assessment of treatment differences for the secondary
efficacy endpoints. As a sensitivity analysis, logistic regression will be utilized to
estimate the treatment differences after controlling for baseline sCr, cardiac surgery
group performed and other covariates to be detailed in the statistical analysis plan
(SAP).

Safety Analyses

Treatment- emergent AEs (defined as AEs with an onset date/time that is on or after the
start date/time of the first study transfusion) will be summarized by treatment group,
system organ class (SOC), and preferred term. Descriptive summaries of safety
measures will be based on observed data. No imputation of missing scores will be
implemented.

Subgroup Analyses

Subgroup analysis by the randomization stratification variables (clinical site, pre-
surgery renal impairment, and cardiac surgery group) and by demographic variables
such as age group (<18, 19 to 65, and >65 years old), sex, and race will be presented for
primary and secondary efficacy endpoints.

Additional subgroup analysis may also be presented as suggested by the data.
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8.2

8.3

8.4

8.5

8.6

DETERMINATION OF SAMPLE SIZE

A total of at least 292 transfused subjects, approximately 146 per arm, are planned to
generate sufficient efficacy and safety data for the Test and Control components in
patients undergoing cardiac surgery procedures.

For the primary efficacy endpoint, a non-inferiority test will be conducted to assess for
treatment difference (Test — Control). By assuming the proportion of patients with
AsCr >0.3mg/dL to be 30% in the Control arm and no more than 50% increase from the
Control rate as the non-inferiority margin, a sample size of 292 patients (146 per arm)
will provide approximately 80% power to declare non-inferiority at the two-sided 0.05
alpha level, assuming the true treatment difference is zero.

CRITERIA FOR TERMINATION OF THE STUDY

No statistical stopping rules for efficacy will be carried out for this trial. However,
specific stopping rules for safety considerations based on development of specific
immune reactivity to INTERCEPT RBCs and life-threatening or fatal adverse events
will be implemented as described in Section 4.6.

The Sponsor may stop the trial for any reason; the reason for trial cessation will be
documented.

HANDLING OF DROPOUTS OR MISSING DATA

For the primary analysis of the primary efficacy endpoint, missing data will be noted as
such without imputation. Multiple imputation may be explored as an additional
analysis.

DEVIATIONS FROM THE STATISTICAL PLAN

Any changes in the planned analyses specified in this protocol will be documented. The
reasons for the modifications and when the changes were made will also be
documented.

SELECTION OF SUBJECTS TO BE ANALYZED

The primary efficacy analysis group will be based on the modified intent-to-treat
(mITT) population, including all randomized subjects who undergo cardiac surgery and
receive one or more study RBC transfusions from randomization to within the first 48
hours post-surgery, hospital discharge, or death, whichever occurs first, and
summarized under their assigned treatment group, regardless of the type of RBC
components transfused.
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The safety analysis group will be based on the safety population and include all
randomized subjects who have received any study transfusions during the study. Safety
analyses will be performed using the Safety Population and summarizing by actual
treatment group received.
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9 DIRECT ACCESS TO SOURCE DATA/DOCUMENTS

Prior to participating in the study, the Investigator agrees to provide Cerus
representatives or their designees direct access to source documents for trial-related
monitoring and auditing. The quality representative(s) of the Sponsor may visit a
clinical facility or blood center to ensure proper conduct of the protocol, recording of
data, and maintenance of records.
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10

10.1

10.2

QUALITY CONTROL AND QUALITY ASSURANCE
MONITORING

During trial conduct, Cerus or its agent will conduct periodic monitoring visits to ensure
that the protocol and Good Clinical Practices (GCPs) are being followed. The monitors
may review source documents to confirm that the data recorded on eCRFs are accurate.
The Investigator and institution will allow Cerus monitors or its agents and appropriate
regulatory authorities direct access to source documents to perform this verification.

The trial site may be subject to review by the institutional review board
(IRB)/independent ethics committee (IEC), and/or to quality assurance audits performed
by Cerus and/or to inspection by appropriate regulatory authorities.

It is important that the Investigator(s) and their relevant personnel are available during
the monitoring visits and possible audits or inspections and that sufficient time is
devoted to the process.

INVESTIGATIONAL PRODUCT

Each red cell collection center and each processing center will be accountable for
receipt and disposition of all investigational device inventory shipped to the site. All
investigational devices used to manufacture the study RBC will be stored at the Blood
Centers, in a secure area with access limited to authorized study personnel. Inventory
records will be maintained and reviewed according to monitoring procedures.

An investigational device receiving, and dispensing record will be maintained by the
Blood Centers to maintain control of investigational devices used during the study.
Unused Investigational Product (IP), study RBC units, should not be returned to the
Blood Center, but must be destroyed by the Hospital or Clinic Blood Bank according to
the Hospital/Institution’s Standard Operating Procedure (SOP). Destruction of any IP
must be properly documented on the IP Accountability log.

Any device malfunction will be documented on the eCRFs. If an investigational device
fails to perform in the expected manner, the Sponsor will be notified, and the event will
be appropriately reported. If requested, defective devices will be returned to the Sponsor
for inspection and analysis according to procedures.
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11

11.1

11.2

11.3

ETHICS
CONDUCT OF THE TRIAL

The trial will be conducted according to the protocol, the International Council on
Harmonization E6 Good Clinical Practice (GCP), and applicable local/national
regulatory requirements and laws.

PATIENT INFORMATION AND CONSENT

The informed consent/assent form must be agreed to by Cerus and the IRB/IEC and
must be in compliance with ICH GCP, regional regulatory requirements, and legal
requirements.

The Investigator must ensure that each trial patient, or his/her legally acceptable
representative, is fully informed about the nature and objectives of the trial and possible
risks associated with participation. The Investigator will obtain written informed
consent/assent from each patient or the patient's legally acceptable representative before
any trial-specific activity is performed. The informed consent/assent form used in this
trial, and any changes made during the course of the trial, must be prospectively
approved by both the IRB/IEC and Cerus before use. The investigator will retain the
original of each patient's signed consent/assent form.

INSTITUTIONAL REVIEW BOARD (IRB)/ETHICS COMMITTEE (EC)

This protocol will be submitted to an appropriate central or local IRB/EC and its written
unconditional approval obtained and submitted to Cerus or its designee before
enrollment of the first subject.

Cerus will supply relevant data for Investigators to submit to the IRB/EC for the
protocol’s review and approval. Written verification of IRB/EC unconditional approval
of the protocol and the subject Informed Consent Form (ICF)/assent form will be
transmitted to Cerus or its designee prior to enrolling any subjects in the study. This
approval must refer to the study by exact protocol title and number (including version),
identify documents reviewed, and state the date of approval.

The Investigator must promptly report to the IRB/EC all changes in the research activity
and all unanticipated problems involving risk to human subjects or others. This includes
all SAEs that have resulted in an expedited safety report to the regulatory authorities
(serious, unexpected AEs possibly related to investigational product). Concurrently, the
Investigator must send the study Sponsor documentation of such IRB/EC notification.
The Investigator must not make any changes in the research without IRB/EC approval
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11.4

and Cerus approval, except where necessary to eliminate apparent immediate hazards to
human subjects.

CONFIDENTIALITY

Individual subject medical information obtained as a result of this study is considered
confidential, and disclosure to third parties other than those noted below is prohibited.
Subject confidentiality will be further assured by utilizing subject identification code
numbers to correspond to treatment data in the computer files.

However, such medical information may be given to the subject’s personal physician, or
to other appropriate medical personnel responsible for the subject’s welfare.

In addition, data generated as a result of this study are to be available for inspection
upon request by local health authority auditors, the Sponsor (including any person or
companies that are working for or with or owned by the Sponsor [including monitors
and auditors]), or by the IRB/EC. Therefore, absolute confidentiality cannot be
guaranteed.
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12 DATA HANDLING AND RECORD KEEPING
12.1 CASE REPORT FORMS

An eCRF is required and should be completed for each included patient. The completed
original eCRFs are the sole property of Cerus and should not be made available in any
form to third parties, except for authorized representatives of Cerus or appropriate
regulatory authorities, without written permission from Cerus.

It is the investigator's responsibility to ensure completion of, to review, and to approve
all eCRFs. The eCRFs must be signed by the Investigator or by an authorized staff
member. These signatures serve to attest that the information contained on the eCRFs is
true. At all times, the investigator has final personal responsibility for the accuracy and
authenticity of all clinical and laboratory data entered on the eCRFs. Patient source
documents are the physician's patient records maintained at the trial site. In most cases,
the source documents will be the hospital's or the physician's chart. In cases where the
source documents are the hospital or the physician's chart, the information entered on
the eCRFs must match those charts.

In some cases, the eCRF may also serve as the source document. In these cases, Cerus
and the Investigator must prospectively document which items will be recorded in the
source documents and for which items the eCRF will stand as the source document.

12.2 RECORD RETENTION

Investigators/institutions and the Sponsor shall maintain all study records required (by
subpart 21CFR 812.140) during the investigation and for a period of 2 years after the
latter of the following two dates: the date on which the investigation is terminated or
completed, or the date that the records are no longer required for purposes of supporting
a premarket approval application or a notice of completion of a product development
protocol. Investigator/institution shall not destroy any such records prior to obtaining
written permission from Cerus.
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14 APPENDICES

APPENDIX 1: Transfusion Risk Understanding Scoring Tool (TRUST)

(Alghamdi AA, Davis A, Brister S, Corey P, Logan A. Development and validation of
Transfusion Risk Understanding Scoring Tool (TRUST) to stratify cardiac surgery
patients according to their blood transfusion needs. Transfusion 2006; 46:1120-1129.)

Parameter Finding Points
Age of the patient in years <65 years 0
> 65 years 1
Sex male 0
female 1
hemoglobin >13.5g/dL 0
<13.5g/dL 1
body weight in kilograms >77 kilograms 0
<77 kilograms 1
elective surgery yes 0
no (non-elective) 1
serum creatinine < 1.36 mg/dL (120 pmol/L) 0
>1.36 mg/dL (120 umol/L) 1
history of previous cardiac surgery no 0
yes 1
surgical task isolated 0
Non-isolated (CABG + valve replacement, etc.) 1
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Total TRUST Score = SUM (points for all 8 parameters)

Interpretation:

minimum score:; 0

maximum score: 8

The higher the score the greater the probability of requiring a blood transfusion.

Total Score Risk Group Probability of Transfusion
0 baseline risk <20%
1 low risk 20 -39%
2 intermediate risk 40 - 59%
3 high risk 60 - 79%
4t08 very high risk 80 - 100%

X =(0.8377 * (total score)) - 1.9503

Probability of blood transfusion =1/ (1 + EXP((-1) * X))
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APPENDIX 2: Evaluation of Reactivity with INTERCEPT RBCs
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APPENDIX 3 CDC National Healthcare Safety Network Biovigilance Component
Hemovigilance Module Surveillance Protocol v2.5.2
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Common Terminology Criteria for Adverse Events (CTCAE) v5.0

Introduction

The NCI Common Terminology Criteria for
Adverse Eventsis a descriptive terminology which
can be utilized for Adverse Event (AE) reporting. A
grading (severity] scale is provided for each AE
term.

sSOC

System Organ Class (SOC), the highest level of the
MedDRA! hierarchy, is identified by anatomical or
physiological system, etiology, or purpose je.g.,
SOC Investigations for laboratory test results).
CTCAE terms are grouped by MedDRA Primary
SOCs. Within each SOC, AEs are listed and
accompanied by descriptions of severity (Grade).

CTCAE Terms

An Adverse Event (AE) is any unfavorable and
unintended sign (including an abnormal
laboratory finding), symptom, or disease
temporally associated with the use of amedical
treatment or procedure that may or may not be
considered related to the medical treatment or
procedure. An AE isa term thatisaunique
representation of a specific event used for
medical documentation and scientific analyses.
Each CTCAE v4.0 term is a MedDRA LLT ( Lowest
Level Term).

Publish Date: November 27, 2017

Grades

Grade refers to the severity of the AE. The CTCAE
displays Grades 1 through 5 with unique clinical
descriptions of severity for each AE based on this
general guideline:

Grade 1 Mild; asymptomatic or mild
symptoms; dinical or diagnostic
observations only; intervention
not indicated.

Grade 2 Moderate; minimal, local or
noninvasive intervention
indicated; limiting age-
appropriate instrumental ADL*.

Grade 3 Severe or medically significant but not
immediately life-threatening;
hospitalization or prolongation
of ho spitalization indicated;
disabling; limiting self care
ADL**.

Grade 4 Life-threatening consequences; urgent
intervention indicated.

Grade 5 Death related to AE.

A Semi-colon indicates ‘or’ within the description
of the grade.

A single dash (-) indicates a Grade isnot available.
Not all Grades are appropriate for all AEs.
Therefore, some AEs are listed with fewer than
five options for Grade selection.

Grade 5
Grade 5 (Death) isnotappropriate for some AEs
and therefore is not an option.

Definitions

A brief Definition is provided to clarify the
meaning of each AE term. A single dash (-)
indicate s a Definition is not available.

Navigational Notes

A Navigational Note is used to assist the reporter
in choosing a correct AE. It may list other AEs that
should be considered in addition to or in place of
the AE in question. A single dash (-)indicatesa
Navigational Note has not been defined for the AE
term.

Activities of Daily Living (ADL)

*Instrumental ADL refer to preparing meals,
shopping for groceries or clothes, using the
telephone, managing money, etc.

**Self care ADL refer to bathing, dressing and
undressing, feeding self, using the toilet, taking
medications, and not bedridden.

1 CTCAE 5.0 incorporates certain elements of the MedDRA tarminology. For further details on MedDRA refer to the MedDRA MSSO Web site {htps:/ Avnanar.im ecldra.org/).
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Blood and lymphatic system disorders

Navigational Note: -

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Anemfa Hermoglobin (Hghb) <LLN - 10.0 Hegb <10.0- 8.0g/dL; <6.2 - 4.9 Hgb <8.0g/dL; <49 mmol/L; Life-threatening Death
gfdL; <LLN - 6.2 mmol/L; <LLN mmol/L; <100 - 80g/L <80g/L; transfusion indicated consequences; Urgent
-100g/L intervention indicated
Definition: A disorder characterized by a reductionin the amount of hernoglobinin 100 ml of blood. Sgns and symptoms of anemia may include pallor of the skin and mucous
rmembranes, shortness of breath, palpitations of the heart, soft systolic murmurs, lethargy, and fatigability.
Navigational Note: -
Bone marrow hypocellular Mildly hypocellular or €=25% Moderately hypocellular or Severely hypocellular or =50 - Aplastic persistent for longer Death
reduction from normal =25 - <5086 reduction from <=75% reduction cellularity than 2 weeks
cellularity for age normal cellularity for age from normal for age
Definition: A disorder characterized by the inability of the bone marrow to produce hematopoistic elements.
Navigational Note: -
Disseminated intravascular - Labaratory findings with no Laboratory findings and Life-threatening Death
coagulation bleeding bleeding consequences; urgent
intervention indicated

Definition: A disorder characterized by systemic pathological activation of blood clotting mechanisms which results in clot formation throughout the body. There is an increase in the
risk of hemorrhage as the body Is depleted of platelets and coagulation factors.

Easinophilia

Navigational Note: -

>ULN and »Baseline

Sterolds inftiatad

Definition: A disorder characterized by laboratory test results that indicate an Increased number of eosinophils In the blood.

Febrile neutropenta

Navigational Note: -

Definition: A disorder characterized by an ANC <1000/mm3 and a single temperature of >38.3 degrees
F) for more than one hour.

ANC <1000/rmm3 with a single
temperature of »38.3 degrees
C (101 degress Fyora
sustained temperature of
»>=38 degrees C {100.4
degrees F) for more than one
hour
C (101 degrees F) or a sustained te

Life-threatening
consequences; urgent
intervention indicated

Death

rmperature of >=38 degrees C(100.4 degrees

Hernalysis

Navigational Note: -

Laboratory evidence of
hemolysis only {e.g., direct
antiglobulin test; DAT;
Coombs'; schistocytes;
decreased haptoglobin)

Evidence of hemolysis and
»>=2 g decrease in hemoglobin

Transfusion or medical
intervention indicated {e.g.,
steroids)

Definition: A disorder characterized by laboratory test results that indicate widespread erythrocyte cell membrane destruction.

Life-threatening
consequences; urgent
intervention indicated

Death
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Blood and lymphatic system disorders

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Hemalytic uremic syndroms - - Laboratory findings with Life-threatening Death
clinical consequences {eg., consequences, (2.g., CNS
renal insufficiency, petechiae} hemorrhage or
thrombosis/embolism or renal
failure}
Definition: A disorder characterized by a form of thrombotic microangiopathy with renal fallure, hermolytic anemia, and severe thrombacytopenia.
Navigational Note: -
Leukocytosis - - =100,000f/mm32 Clinical manifestations of Death
leucostasis; urgent
intervention indicated
Definition: A disorder characterized by laboratory test results that indicate an increased number of white blood cells in the blood.
Navigational Note: -
Lymph node pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrurnental ADL ADL
Definition: A disorder characterized by a sensation of marked discomfortina lymph nade.
Navigational Note: -
Methemoglobinemia - I =ULN | Requiring urgent intervention | Life-threatening consequences I Death
Definition: A disorder characterized by laboratory testresults that indicate increased methemoglobinin the blood.
Navigational Note: -
Thrombotic - - Laboratory findings with Life-threatening Death

thrambocytapenic purpura

Definition: A disorder characterized by the presence of microangiopathic hemolytic anemia, thrombocytopenic purpura, fever, renal abno

as seizures, hemiplegia, and visual disturbances. |tis anacute or subacute condition.

Navigational Note: -

clinical consequences {eg.,
renal insufficiency, petechiae)

consequences, (2.g., CNS
hemorrhage or
thrombosis/embolism or renal
failure}

rmalifes and neurclogical abnormalities such

Blood and lymphatic system
disorders - Other, specify

Definition: -
Navigational Note: -

Asymptomatc or mild
symptoms; cinical or
diagnostic observations only;
intervention notindicated

Moderate; minimal, local or
noninvasive intervention
indicated; limiting age-
appropriate instrurmental ADL

Severe or medically significant
but not immediately life-
threatening; hospitalization or
prolongation of existing
hospitalizatonindicated;

limiting self care ADL

Life-threatening
consequences; urgent
intervention indicated

Death
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Cardiac disorders

notindicated

originates above the ventricles.
Navigational Note: -

intervention indicated

Intervention ndicated; device
{eg., pacemnaker); ablation;
new onset

consequences; embalus
requiring urgentintervention

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Aortic valve disease Asymptomatic valvular Asymptomatic; moderate Syrmptomatic; severs Life-threatening Death
thickening with or without regurgitation or stenosis by regurgitation or stenosis by consequences; urgent
mild valvular regurgitation or imaging imaging; symptoms controlled intervention indicated {e.g.,
stenosis by imaging with medical intervention valve replacement,
valvuloplasty}
Definition: A disorder characterized by a defect in aortic valve function or structure.
Navigational Note: -
Asystole Periods of asystole; non- - - Life-threatening Death
urgentmedical management consequences; urgent
indicated intervention indicatad
Definition: A disorder characterized by a dysrhythmia without cardiac electrical activity. Typically, this is accompanied by cessation of the pumping function of the heart.
Navigational Note: -
Atrial fibrillaton Asymptomatic, intervention Non-urgent medical Symptomatic, urgent Life-threatening Death

Definition: A disorder characterized by a dysrhythmia without discermible P waves and an irregular ventricular response due to multple reentry circuits. The rhythm disturbance

Atrial flutter Asymptomatic, intervention

notindicated

atria.
Navigational Note: -

Non-urgent medical
intervention indicated

Definition: A disorder characterized by a dysrhythmia with organized rhythmic atrial contractions with

Symptomatic, urgent
Intervention ndicated; device
{e.g., pacemaker); ablation

a rate of 200-300 beats per minute.

Life-threatening
consequences; embalus
requiring urgent intervention

Death

. The rhythm disturbance originates in the

Atrioventricular block -
complate

Navigational Note: -

Non-urgent intervention
indicated

Symptomatic and
incampletely controlled
medically, or controlled with
device {a.g., pacemaker}; new

onset

Life-threatening
consequences; urgent
intervention indicatad

Definition: A disorder characterized by a dysrhythrmia with compleate failure of atrial electrical impulse conduction through the AV node to the ventricles.

Death
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Cardiac disorders

decreased.

{e.g., BNP [B-Natriuretic
Peptide |} or cardiacimaging
abnormalities

activity or exertion

minimal activity or exertion;
hospitalizaton; new onset of
syrmptorms

consequences; Urgent
intervention indicated {e.g.,
continuous IV therapy or
mechanical hemodynarmic
support)

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Atrioventricular block first Asymptomatc, intervention Non-urgent intervention - - -
degree not indicated indicated
Definition: A disorder characterized by a dysrhythmia with a delay in the tme required for the conduction of an electrical impulse through the atrioventricular (AV) node beyond 0.2
seconds; prolongation of the PR interval greater than 200 milliseconds.

Navigational Note: -
Cardiacarrest - - - Life-threatening Death
consequences; urgent
intervention indicated
Definition: A disorder characterized by cessation of the pumping function of the heart.
Navigational Note: -
Chest pain - cardiac Mild pain Moderate pain; pain on Pain atrest; limiting salf care - -
exertion; limiting instrumental ADL; cardiac catheterization;
ADL; hermodynamically stable new onset cardiac chest pain;
unstable angina
Definition: A disorder characterized by substernal discomfort due to insufficient myocardral axygenation eg., angina pectoris.
Navigational Note: Also consider Cardiac disorders: Myocardial infarction.
Conduction disorder Mild symptoms; interventon Non-urgent medical Symptomatic, urgent Life-threatening Death
not indicated intervention indicated intervention indicated consequences
Definition: A disorder characterized by pathological irregularities in the cardiac conduction system.
Navigational Note: -
Cyanosls - I Present | - - | -
Definition: A disorder characterized by a bluish discoloration of the skin and/or mucous membranes.
Navigational Note: -
Heart failure Asymptomatc with laboratory Symptoms with moderate Symptoms atrest or with Life-threatening Death

Definition: A disorder characterized by the inability of the heart to pump blood at an adequate volume to meet fssue metabolic requirements, or, the ability to do so only atan
elevation in the filling pressure.
Navigational Note: | f|eft sided use Cardiac disorders: Left ventricular systolic dysfunction; also consider Cardiac disorders: Restrictive cardiomyopathy, Investigations: Ejection fraction
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Cardiac disorders

not indicated

Navigational Note: -

intervention indicated

incampletely controlled
medically, or controlled with
device {e.g., pacemaker}

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Left ventricular systolic - - Symptomatic due to drap in Refractory or poorly Death
dysfunction ejection fraction responsive to controlled heart fallure due to
intervention dropin gection fraction;
intervention such as
wentricular assist device,
intravenous vasopressor
suppart, or heart transplant
indicated
Definition: A disorder characterized by failure of the leftventricle to produce adequate output
Navigational Note: Also consider Investigations: Ejection fraction decreased.
Mitral valve disease Asymptomatic valvular Asymptomatic; moderate Syrmptomatic; severs Life-threatening Death
thickening with or without regurgitation or stenosis by regurgitation or stenosis by consequences; urgent
mild valvular regurgitation or imaging imaging; symptoms controlled intervention indicated {e.g.,
stenosis by imaging with medical intervention valve replacement,
valvuloplasty)
Definition: A disorder characterized by a defect in mitral valve function or structure.
Navigational Note: -
Mobitz (type} Il Asymptomatc, intervention Symptomatic; medical Symptomatic and Life-threatening Death
atrioventricular block not indicated intervention indicated incompletely controlled consequences; urgent
medically, or controlled with intervention indicated
device {a.g., pacemaker}; new
onset
Definition: A disorder characterized by a dysrhythmia with relatively constant PR interval prior to the block of an atrial impulse. This is the result of intermittent failure of atrial
electrical impulse conduction through the atrioventricular (AV) node to the ventricles.
Navigational Note: -
Mobitz type | Asymptomatc, intervention Symptomatic; medical Syrmptomatic and Life-threatening Death

Definition: A disorder characterized by a dysrhythmia with a progressively lengthening PR interval prior to the blocking of an atrial impulse. This is the result of intermittent fallure of
atrial electrical impulse conduction through the atrioventricular {AV} node to the ventricles.
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Cardiac disorders

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Myocardral infarction - Asymptomatic and cardiac Severe symptoms; cardiac Life-threatening Death
enzymeas minimally abnormal enzymes abnormal; consequences;
and no evidence of ischemic hemodynamically stable; ECG hemodynamically unstable
ECG charges changes consistent with
infarction
Definition: A disorder characterized by grass necrosis of the myacardium; this is due to aninterruption of bload supply to the area.
Navigational Note: -
Myocarditis - Symptoms with moderate Severe with symptoms atrest Life-threatening Death
activity or exertion or with minimal activity or consequences; urgent
exeartion; interventon intervention indicated {eg..
indicated; new onset of continuous IV therapy or
symptoms mechanical hemodynarmic
support)
Definition: A disorder characterized by inflammation of the muscle fssue of the heart.
Navigational Note: -
Palpitations Mild symptoms; Interventon Intervention indicated - - -
not indicated
Definition: A disorder characterized by an unpleasant sensation of irregular and/or forceful beating of the heart.
Navigational Note: -
Paroxysmal atrial tachycardia Asymptomatc, intervention Non-urgent medical Symptomatic, urgent Life-threatening Death
not indicated intervention indicated intervention indicated; consequences; incomplately
ablaton controlled medically;
cardioversion indicated
Definition: A disorder characterized by a dysrhythrmia with abrupt onset and sudden termination of atrial contractions with a rate of 150-250 beats per minute. The rhythm disturbancs
originates in the atria.
Navigational Note: -
Pericardial effusion - Asymptomatic effusion size Effusion with physiologic Life-threatening Death
small to moderate conseguences consequences; Urgent
intervention indicated
Definition: A disorder characterized by fluid collection within the pericardial sac, usually due to inflammation.
Navigational Note: -
Pericardial tamponade - - - Life-threatening Death

Definition: A disorder characterized by an increase in intrapericardial pressure due to the collection of blood or fluid in the pericardium.
Navigational Note: -

consequences; urgent
intervention indicated
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Cardiac disorders

Navigational Note: -

not indicated

notindicated; changein

medication initfated

indicated

Definition: A disorder characterized by a dysrhythmia with a heartrate less than 60 beats per minute that originates in the sinus node.

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Parfcarditis Asymptomatic, ECG or Symptomatic pericarditis (e.g., Pericarditis with physiologic Life-threatening Death
physical findings {e.g., rub} chest pain) consequences {e.g., consequences; urgent
consistentwith pericarditis pericardial constriction) intervention indicated
Definition: A disorder characterized by Irritation to the layers of the pericardium {the protective sacaround the heart).
Navigational Note: -
Pulmonary valve diseass Asymptomatic valvular Asymptomatic; moderate Syrmptomatic; severs Life-threatening Death
thickening with or without regurgitation or stenosis by regurgitation or stenosis by consequences; urgent
mild valvular regurgitation or imaging imaging; symptoms controlled intervention indicated {e.g.,
stenosis by imaging with medical intervention valve replacement,
valvuloplasty)
Definition: A disorder characterized by a defect in pulmonary valve function or structure.
Navigational Note: -
Restrictive cardiomyopathy Imaging findings only Symptomatic without signs of Symptomatic heart failure or Refractory heart fallure or Death
heart failurs other cardiac symptoms, other poorly controlled
responsive to intervention; cardiac symptoms
new onset of syrmptorms
Definition: A disorder characterized by an inability of the ventricles to fill with blood because the myocardium (heart muscle} stiffens and loses its flexibility.
Navigational Note: -
Rightventricular dysfunction Asymptomatc with laboratory Symptoms with moderate Severe symptoms, associated Life-threatening Death
({e.g.. BNP [B-Natriuratic activity or exertion with hypoxia, right heart consequences; urgent
Peptide |} or cardiacimaging failure; oxygen indicated intervention indicated {eg..
abnormalities ventricular assist device);
heart transplantindicated
Definition: A disorder characterized by Impairment of right ventricular function associated with low gjection fraction and a decrease in motlity of the rightventricular wall.
Navigational Note: -
Sick sinus syndrome Asymptomatc, intervention Symptomatic, interventon Symptomatic, intervention Life-threatening Death
not indicated notindicated; changein indicated consequences; urgent
medication inifated intervention indicated
Definition: A disorder characterized by a dysrhythrmia with alternating periods of bradycardia and atrial tachycardia accompanied by syncope, fatigue and dizziness.
Navigational Note: -
Sinus bradycardia Asymptomatc, intervention Symptomatic, interventon Symptomatic, intervention Life-threatening Death
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Cardiac disorders

Definition: A disorder characterized by a dysrhythrmia without discel

ritble QRS complexes due to rapid

repetitive excitation of myocardial

consequences; hemadynamic
compromise

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

Sinus tachycardia Asymptomatc, intervention Symptomatic; non-urgent Urgent medical intervention - -
not indicated medical intervention indicated indicated

Definition: A disorder characterized by a dysrhythmia with a heart rate greater than 100 beats per minute that originates in the sinus node.

Navigational Note: -

Supraventricular tachycardia Asymptomatc, intervention Non-urgent medical Symptomatic, urgent Life-threatening consequences Death
not indicated intervention indicated interventon indicated

Definition: A disorder characterized by a dysrhythmia with a heart rate greater than 100 beats per minute that ariginates above the ventricles.

Navigational Note: -

Tricuspid valve diseass Asymptomatic valvular Asymptomatic; moderate Symptomatic; severs Life-threatening Death
thickening with or without regurgitation or stenosis by regurgitation or stenosis; consequences; urgent
mild valvular regurgitation or imaging symptoms controlled with intervention indicated {e.g.,
stenosis medical intervention valve replacement,

valvuloplasty)

Definition: A disorder characterized by a defect in tricuspid valve function or structure.

Navigational Note: -

Ventricular arrhythmia Asymptomatc, intervention Non-urgent medical Urgent intervention indicatad Life-threatening Death
not indicated intervention indicated consequences; hemodynamic

compromise

Definition: A disorder characterized by a dysrhythmia that originates in the ventrides.

Navigational Note: -

Ventricular fibrillation - - - Life-threatening Death

Tbers without coordinated contraction of the

specify

Definition: -
Navigational Note: -

symptoms; cinical or
diagnostic observations only;
intervention notindicated

noninvasive Intervention
indicated; limiting age-
appropriate instrumental ADL

but not immediataly life-
threatening; hospitalization or
prolorgation of existing
hospitalization indicated;
limiting self care ADL

consequences; urgent
intervention indicated

ventricles.

Navigational Note: -

Ventricular tachycardia - Non-urgent medical Symptomatic, urgent Life-threatening Death
intervention indicated interventonindicated consequences; hemodynamic

compromise

Definition: A disorder characterized by a dysrhythmia with a heart rate greater than 100 beats per minute that ariginates distal to the bundle of His.

Navigational Note: -

Cardiac disorders - Other, Asymptomatc or mild Moderate; minimal, local or Severe or medically significant Life-threatening Death
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Congenital, familial and genetic disorders

CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

Congenital, familial and

specify

Definition: -
Navigational Note: -

genetic disarders - Other,

Asymptomatc or mild
symptoms; cinical or

diagnostic observations only;

intervention notindicated

Moderate; minimal, local or
noninvasive Intervention
indicated; limiting age-
appropriate instrumental ADL

Severe or medically significant
but not immediataly life-
threatening; hospitalization or
prolorgation of existing
hospitalization indicated;
limiting self care ADL

Life-threatening
consequences; urgent
intervention indicated

Death
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Ear and labyrinth disorders

CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

Ear pain

Navigational Note: -

Mild pain

Moderate pain; limiting
instrurnental ADL

Definition: A disorder characterized by a sensation of marked discomfortin the ear.

Severe pain; limiting self care
ADL

External ear pain

Navigational Note: -

Mild pain

Moderate pain; limiting
instrurnental ADL

Definition: A disorder characterized by a sensation of marked discomfortin the external ear region.

Severe pain; limiting self care
ADL

Hearirg impaired

Navigational Note: -

Adults enrolledona
Monitoring Program {ona 1,
2,4,2,6,and 8kHz
audiogram): Threshold shift of
15-25dB averaged at 2
contiguous test frequencies in
atleastone ear;

Adultsnot enrolled ona
Monitoring Program:
Subjective changein hearirg
in the absence of docurnented
hearing lass;

Pediatric{onal, 2, 3, 4,6,
and 8 kHz audiogram}):
Threshold shift =20 dB hearing
loss {HL) (i.e., 25 dB HLor
greater); sensarineural
hearing loss (SNHL) above 4
kHz {i.e., 6 or BkHz} inat least
one ear

Adults enrolled ona
Montoring Program {on a 1,
2,3, 4,6, and8kHz
audicgram}: Threshold shift of
»25dB averagedat 2
contiguous test frequencies in
atleastone ear;

Adults not enrclled ona
Monitoring Program:Hearing
loss with hearing aid or
intervention not indicated;
lirniting instrurmental ADL;

Pediatric{onal, 2,3, 4,6,
and 8 kHz audicgram):
Threshold shift »>20 dB at 4
kHz in atleast one ear

Adults enrolled on a
Monitoring Program {ona 1,
2,2, 4,6,and 8kHz
audiogram): Threshold shift of
»25dB averaged at 3
contiguous test frequencdies in
at least one ear; therapsautic
Intervention ndicated;

Adultsnotenrolledon a
Monitoring Program: Hearing
|oss with hearing ald or
Intervention ndicated;
limiting self care ADL;

Pediatric{ona 1, 2,3, 4,6,
and 8 kHz audiogram}:
Hearing loss sufficient to
indicats therapeutic
intervention, including
hearing aids; threshold shift
»20dB at2to< 4kHzinat
least one ear

Adults: Decrease in hearing to
profound bilateral lass
{absolute threshaold »80 db HL
at 2 kHz and above);
nonservicable hearing

Pediatric: Audiologic
indication for cochlear
implant; > 40 dB HL {j.e., 45 dB
HL or more); SNHL at 2 kHz
and above

Definition: A disorder characterized by partial or complete |ass of the ability to detect or undarstand sounds resulting from damage to ear structures.
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Ear and labyrinth disorders

CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

Middle ear inflarnmation

Navigational Note: -

Serous ofitls

Serous ofitis, medical
intervention indicated

Mastoiditis; necrosis of canal
soft tissue or bone

Definition: A disorder characterized by inflammation {physiclogic response ta irritation), swelling and redness to the middle ear.

Life-threatening
consequences; urgent
intervention indicated

Death

Tinnitus

Navigational Note: -

Mild symptoms; Interventon
not indicated

Moderate symptoms; limiting
instrumental ADL

Definition: A disorder characterized by nofse In the ears, such as ringing, buzzing, roaring or clicking.

Severe symptoms; limiting self
care ADL

Vertigo

vertigo).
Navigational Note: -

Mild symptoms

Moderate symptoms; limiting
instrumental ADL

Severe symptoms; limiting self
care ADL

Definition: A disorder characterized by a sensation as if the external world were revolving around the patient {objective vertigo) or as if he himself were revolving in space {subjective

Vestibular disorder

Navigational Note: -

Symptomatic; limifng
instrurnental ADL

Definition: A disorder characterized by dizziness, imbalance, nausea, and vision problems.

Severe symptoms; limiting self
care ADL

Other, specify

Definition: -
Navigational Note: -

Ear and labyrinth disorders -

Asymptomatc or mild
symptoms; cinical or
diagnostic obsarvations only;
intervention notindicated

Moderate; minimal, local or
noninvasive intervention
indicated; limiting age-
appropriate instrurmental ADL

Severe or medically significant
but not immediately life-
threatening; hospitalization or
prolongation of existing
hospitalizatonindicated;
|imiting self care ADL

Life-threatening
consequences; urgent
intervention indicated

Death
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Endocrine disorders

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Adrenal insufficiency Asymptomatic; cinical or Moderate symptoms; medical Severe symptoms; Life-threatening Death
diagnostic obsarvations only; intervention indicated hospitalization indicated consequences; urgent
intervention notindicated intervention indicated

Definition: A disorder characterized by the adrenal cortex not producing enough of the hormone cortisol and in some cases, the hormone aldosterone. It may be due to a disorder of
the adrenal cortex as in Addison's disease or primary adrenal insufficiency.
Navigational Note: -

Cushingoid Mild symptoms; Interventon Moderate symptoms; medical Severe symptoms, medical - -
not indicated intervention indicated intervention or hospitalization
indicated

Definition: A disorder characterized by signs and symptoms that resemble Cushing's disease or syndrome: buffalo hump obesity, striations, adiposity, hypertension, diabetes, and
osteoporosis, usually due to exogenous corticosteroids.
Navigational Note: -

Delayed puberty - No breast development by No breast development by - -
age 13 yrs for females; testes age 14 yrs for females; no
volume of €3 cc or no Tanner increase in testes volume or
Stage 2 development by age no Tanner Stage 2 by age 16
14.5yrs for males yrs for males; hormone

replacement indicated
Definition: A disorder characterized by unusually late sexual maturity.
Navigational Note: -

Growth accelerated - »=+2 5D {standard deviation} - - -
above mid parental height or
target height

Definition: A disorder characterized by greater growth than expected for age.

Navigational Note: -

Hyperparathyroidism Mild symptoms; Interventon Moderate symptoms; medical - - -

not indicated intervention indicated
Definition: A disorder characterized by an increase in production of parathyroid harmone by the parathyraid glands. This results in hypercalcemia {abnormally high levels of calcium in
the blood).

Navigational Note: -

Hyperthyroidism Asymptomatc; cinical or Symptomatic; thyroid Severe symptoms; imiting self Life-threatening Death
diagnostic obsarvations only; suppression therapy care ADL; hospitalization consequences; urgent
intervention not indicated indicated; limiting indicated intervention indicated

instrurnental ADL
Definition: A disorder characterized by excessive levels of thyroid hormone in the body. Common causes indude an overactive thyroidgland or thyroid hormone overdose.
Navigational Note: -
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Endocrine disorders

for boys.
Navigational Note: -

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Hypoparathyroldism Asymptomatic; cinical or Moderate symptoms; medical Severe symptoms; meadical Life-threatening Death
diagnostic obsarvations only; intervention indicated intervention or hospitalization consequences; urgent
intervention notindicated indicated intervention indicated
Definition: A disorder characterized by a decrease in production of parathyroid hormone by the parathyroid glands.
Navigational Note: -
Hypophysitis Asymptomatc or mild Moderate; minimal, local ar Severe or medically significant Life-threatening Death
symptoms; dinical or noninvasive intervention butnot immediately |ife- consequences; urgent
diagnostic observations only; indicated; limiting age- threatening; hospitalization or intervention indicated
intervention notindicated appropriate instrurmental ADL prolongation of existing
hospitalization indicated;
limiting self care ADL
Definition: A disorder characterized by inflammation and cellular infiltration of the pituitary gland.
Navigational Note: -
Hypopituitarism Asymptomatc or mild Moderate; minimal, local ar Severe or medically significant Life-threatening Death
symptoms; cinical or noninvasive intervention but not immediately life- consequences; urgent
diagnostic obsarvations only; indicated; limiting age- threatening; hospitalization or intervention indicated
intervention notindicated appropriate instrurmental ADL prolongation of existing
hospitalizatonindicated;
|imiting self care ADL
Definition: A disorder characterized by a decrease in production of harmaones from the pituitary gland.
Navigational Note: -
Hypothyroidism Asymptomatc; cinical or Symptomatic; thyroid Severe symptoms; imiting self Life-threatening Death
diagnostic observations only; replacementindicated; care ADL; hospitalization consequences; urgent
intervention notindicated lirniting instrurmental ADL indicated intervention indicated
Definition: A disorder characterized by a decrease in production of thyrold hormone by the thyroid gland.
Navigational Note: -
Precocious puberty Physical signs of puberty with Physical signs and biochemical - - -
no biochemical markers for markers of puberty for
ferales <8 years and males <9 fernales <8 years and males <9
years years
Definition: A disorder characterized by unusually early developrment of secondary sexual features; the onset of sexual maturation begins usually before age 8 for girls and befare age 9
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Endocrine disorders

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

Testosterone deficiency Asymptomatc; mild Replacement therapy Initiated - - -
symptoms with no
intervention indicated

Definition: A disorder characterized by low testostarone.

Navigational Note: -

Virilizaton Mild symptoms; Interventon Moderate symptoms; medical - - -
not indicated intervention indicated

Definition: A disorder characterized by inappropriate masculinization occurring in a female or prepubertal male.

Navigational Note: -

Endocrine disorders - Other, Asymptomatc or mild Moderate; minimal, local ar Severe or medically significant Life-threatening Death

specify

Definition: -
Navigational Note: -

symptoms; dinical or
diagnostic observations only;
intervention notindicated

noninvasive intervention
indicated; limiting age-
appropriate instrurmental ADL

butnot immediately |ife-
threatening; hospitalization or
prolongation of existing
hospitalization indicated;
limiting self care ADL

consequences; urgent
intervention indicated
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Eye disorders

CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

Blurred vision

Navigational Note: -

Intervention not indicated

Definition: A disorder characterized by visual perception of unclear

Symptomatic; moderate
decrease invisual acuity {best
corrected visual acuity 20/40
and better or 3 lines or less
decreased vision from known
baseline); limitng
instrurnental ADL

or fuzzy images.

Syrmptomatic with marked
decrease invisual acuity {best
corrected visual acuity worse
than 20440 or more than 2
Iines of decreased vision from
lemown baseling, up to
20/200); limiting self care ADL

Best corrected visual acuity of
20/200 or worse in the
affected eye

Cataract

untreated.
Navigational Note: -

Asymptomatic; cinical or
diagnostic obsarvations only;
intervention not indicated

Symptomatic; moderate
decrease invisual acuity {best
corrected visual acuity 20/40
and better or 3 lines or less
decreased vision from known
baseline); glare symptomns
affecting nstrumental ADL

Syrmptomatic with marked
decrease invisual acuity {best
corrected visual acuity worse
than 20440 or more than 2
Iines of decreased vision from
known baseline, up to
20/200); limiting self care ADL

Definition: A disorder characterized by partial or complete opacity of the crystalline |ens of one or both eyes. This results in a decrease Inwisual acuity and eventual blindness if

Best corrected visual acuity of
20/200 or worse in the
affected eye

Corneal ulcer

Navigational Note: -

Definition: A disorder characterized by an area of epithelial fssue loss on the surface of the cornea. Iti

Corneal ulcer without
perforatonin the affected

aye

s associated with inflammatory cell

Perforation in the affected eye

s in the cornea and anterior chamber.

Dry eye

Asymptomatc; cinical or
diagnostic obsarvations only;
symptoms relieved by
lubricants

Symptomatic; moderate
decrease invisual acuity {best
corrected visual acuity 20/40
and better or 2 lines or less
decreased vision from known
baseline)

Definition: A disorder characterized by dryness of the cornea and comjunctiva.
Navigational Note: | f corneal ulcer is present, grade under Eye disorders: Corneal ulcer.

Symptomatic with marked
decrease invisual acuity {best
corrected visual acuity worse
than 20440 or more than 2
Iines of decreased vision from
known baseline, up to
20£200; limitdng self care ADL
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Eye disorders

CTCAE Term Grade 1 Grade 2

Grade 3

Grade 4

Grade 5

Extraocular muscle paresis Unilateral paresis without
double vision

Asymptomatic; cinical or
diagnostic obsarvations only

Definition: A disorder characterized by incomplete paralysis of an extraocular muscle.
Navigational Note: -

Bilateral paresis or unilateral
paresis causing double vision
in peripheral gaze, but notin
central gaze

Bilateral parasis requiring
head turning to see bayond
central 60 degrees or double
wision in central gaze

Eye pain Mild pain Moderate pain; limiting
instrumental ADL
Definition: A disorder characterized by a sensation of marked discomfortin the eye.

Navigational Note: -

Severe pain; limiting self care
ADL

Eyelid function disorder Asymptomatc; cinical or
diagnostic observations only;
intervention notindicated
Definition: A disorder characterized by Impaired ayelid function.

Navigational Note: -

Symptomatic; nonoperative
intervention indicated;
limiting instrurnental ADL

Limiting self care ADL;
operative intervention
indicated

Flashing lights

Symptomatic but not limiting | Limitirg instrumental ADL
ADL

Definition: A disorder characterized by a sudden or brisf burst of light.
Navigational Note: Also consider Eye disorders: Retinal tear or Retinal detachment

| Limiting self care ADL

Floaters Symptomatic but not limiting | Limitirg instrumental ADL
ADL

Limiting self care ADL

Definition: A disorder characterized by an individual seeing spots befars their eyes. The spots are shadows of opagque cell fragments in the vitreous humor or lens.

Navigational Note: Also consider Eye disorders: Retinal tear or Retinal detachment

Glaucoma Less than 8 mmHg of elevated
intraocular pressure (EIOP);
no visual field deficit

21 mmHg or under with
topical medications and no
visual field defieit

EIOP which can be reduced to

EIOP causing wisual field
deficits

Definition: A disorder characterized by an increase in pressure in the eyeball due to obstruction of the aqueous humor outflow.

Navigational Note: -

Visual field deficit within the
central 10 degrees of the
visual fieldin the affected eye
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Eye disorders

CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

Keratitis

Asymptomatic; cinical or
diagnostic obsarvations only;
intervention notindicated

Symptomatic; moderate
decrease invisual acuity {best
corrected visual acuity 20/40
and better or 3 lines or less
decreased vision from known
baseline)

Definition: A disorder characterized by inflammation to the cornea of the eye.
Navigational Note: Also consider Eye disorders: Corneal ulcer

Syrmptomatic with marked
decrease invisual acuity {best
corrected visual acuity worse
than 20440 or more than 2
Iines of decreased vision from
lemown baseling, up to
20/200; corneal ulcer;
limiting self care ADL

Perforation; best corrected
wisual acuity of 20/200 or
worse in the affected eye

Night blindness

Navigational Note: -

Symptomatic but not limiting
ADL

Symptomatic; moderate
decrease invisual acuity {best
corrected visual acuity 20/40
and better or 3 lines or less
decreased vision from known
baseline); limitng
instrurnental ADL

Definition: A disorder characterized by an inability to see clearly in dim light.

Syrmptomatic with marked
decrease invisual acuity {best
corrected visual acuity worse
than 20440 or more than 2
Iines of decreased vision from
lemown baseling, up to
20/200); limiting self care ADL

Best corrected visual acuity of
20/200 or worse in the
affected eye

Optic nerve disorder

Navigational Note: -

Asymptomatic; cinical or
diagnostic obsarvations only

Moderate decrease in visual

acuity (best correctad visual

acuity 20440 and better or 3
Iines or less decreased vision
from known baseline)

Definition: A disorder characterized by involvement of the optic nerve (second cranial nerve).

Marked decrease in visual
acuity (best corrected visual
aculty worse than 20740 or
more than 3 lines of
decreased vision from known
baseline, up to 20/200)

Best corrected visual acuity of
20/200 or worse in the
affected eye

Papillederna

Navigational Note: -

Asymptomatc; no visual field
deficit

Symptomatic; moderate
decrease invisual acuity {best
corrected visual acuity 20/40
and better or 2 lines or less
decreased vision from known
baseline)

Definition: A disorder characterized by swelling around the aptic disc.

Symptomatic with marked
decrease invisual acuity {best
corrected visual acuity worse
than 20440 or more than 2
lines of decreased vision from
known baseline, up to 20/200)

Best corrected visual acuity of
20/200 or worse in the
affected eye
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Eye disorders

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Parforbital ederna Soft or non-pitting Indurated or pitting edema; Edema associated with visual - -
topical intervention indicatad disturbance; Increased

intraocular pressure,
glaucoma or retinal
hemorrhage; optic neuritis;
diuretics indicated; operative
intervention indicated

Definition: A disorder characterized by swelling due to an excessive accumulation of fluid around the orbits of the face.
Navigational Note: -

Photophaobia
ADL

Definition: A disorder characterized by fear and avoidance of light.
Navigational Note: -

Symptomaticbut notlimitng | Limiting instrumental ADL | Limiting self care ADL | -

Macula-off rhegmatogenous

Retinal detachment - - Macular sparing
retinal detachment

rhegmatogenous detachment

Definition: A disorder characterized by the separation of the inner retina layers from the underlying pigment epithelium.

No retinal detachment and
treatment indicated

Navigational Note: -

Retinal tear No retinal detachmentand - -

treatment notindicated |

Definition: A disorder characterized by a small laceration of the retina, this occurs when the vitreous separates from the retina. Symptoms include flashes and floaters.

Navigational Note: If retinal detachrmentis present, grade under Eye disorders: Retinal detachment

Retinal vascular disorder - Retinal vascular disorder

without neovascularization neovascularization

Retinal vascular disorder with | -

Definition: A disorder characterized by pathological retinal blood vessels that adversely affects vision.
Navigational Note:! |f vitreous hemorrhage is present, repart under Eye disorders: Vitreous hemarrhage.

Retinopathy Asymptomatic; clinical or Symptomatic; moderate Symptomatic with marked Best corrected visual acuity of
diagnostic abservations only decrease invisual acuity {best decrease invisual acuity {best 204200 or warse in the
corrected visual acuity 20/40 corrected visual acuity worse affected eye
and better or 2 lines or less than 20440 or more than 2
decreased vision from known Iines of decreased vision from
baseline); limitng known baseline, up to
instrumental ADL 20£200; limitdng self care ADL

Definition: A disorder involving the retina.
Navigational Note: | fvitreous hemorrhage is present, reportunder Eye disorders: Vitreous hemorrhage.

CTCAE ¥5.0 —November 27, 2017 Back to TOC Page 21

CLI 00125, v8.0 CONFIDENTIAL AND PROPRIETARY

Cerus Corporation considers this document to be confidential and

not subject to disclosure without express written consent from Cerus Corporation.

Page 161 of 295



Cerus Corporation

Title: A Randomized, Double-Blinded, Controlled, Parallel Group, Non-inferiority, Phase III Study to Evaluate the Efficacy and Safety of the

INTERCEPT Blood System for Red Blood Cells in Patients undergoing Complex Cardiac Surgery Procedures (the ReCePI study)

Eye disorders

CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

Scleral disorder

Navigational Note: -

Na change in vision from

baseline

Definition: A disorder characterized by involvermnent of the sclera of

Symptomatic; moderate
decrease invisual acuity {best
corrected visual acuity 20/40
and better or 3 lines or less
decreased vision from known
baseline); limitng
instrurnental ADL

the eye.

Syrmptomatic with marked
decrease invisual acuity {best
corrected visual acuity worse
than 20440 or more than 2
Iines of decreased vision from
lemown baseling, up to
20/200); limiting self care ADL

Best corrected visual acuity of
20/200 or worse in the
affected eye

Uveltls

Navigational Note: -

Anterior uveltis with trace

cells

Definition: A disorder characterized by inflammation to the uvea of

Anterior uveitis with 1+ or 2+
cells

the eye.

Anterior uveitis with 3+ or
greater cells; intermediate
posterior or pan-uveltis

Best corrected visual acuity of
20/200 or worse in the
affected eye

Vision decreased

Definition: A disorder characterized by a decrease invisual acuity.
Navigational Note: |f etology is known, use a more specific CTCAE term.

Moderate decrease in visual

acuity (best correctad visual

acuity 20/40 and better or 3
Iines or less decreased vision
from known baseline)

Marked decrease in visual
acuity (best corrected visual
acuity worse than 20/40 or
more than 3 lines of
decreased vision from known
baseline, up to 20/200)

Best corrected visual acuity of
20/200 or worse in the
affected eye

Vitreous hemorrhage

Navigational Note: -

Intervention not indicated

Symptomatic; moderate
decrease invisual acuity {best
corrected visual acuity 20/40
and better or 2 lines or less
decreased vision from known
baseline); limitng
instrumental ADL

Definition: A disorder characterized by bleeding into the vitreous humor.

Symptomatic with marked
decrease invisual acuity {best
corrected visual acuity worse
than 20440 or more than 2
Iines of decreased vision from
known baseline, up to
20£200); limitng self care
ADL; vitrectomy Indicated

Best corrected visual acuity of
20/200 or worse in the
affected eye
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Eye disorders

CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

Watering eyes

Navigational Note: -

Intervention not indicated

Symptomatic; moderate
decrease invisual acuity {best
corrected visual acuity 20/40
and better or 3 lines or less
decreased vision from known
baseline)

Marked decrease in visual
acuity (best corrected visual
acuity worse than 20/40 or
more than 3 lines of
decreased vision from known
baseline, up to 20/200)

Best corrected visual acuity of
20/200 or worse in the
affected eye

Definition: A disorder characterized by excessive tearing in the eyes; it can be caused by overproduction of tears or impaired drainage of the tear duct.

Definition: -
Navigational Note: -

Eye disorders - Other, specify

Asymptomatc or mild
symptoms; cinical or
diagnostic obsarvations only;
intervention not indicated; no
change invision

Moderate; minimal, local or
noninvasive intervention
indicated; limiting
instrurmental ADL; best
corrected visual acuity 20/40
and better or 3 lines or less
decreased vision from known
baseline

Severe or medically significant
but not immediately sight-
threatening; limitng self care
ADL; decrease Inwisual acuity
{best corrected visual acuity
worse than 20/40 or more
than 3 lines of decreased
wision fram known baseline,
up to 20/200)

Sight-threatening
consequences; urgent
intervention indicated; best
corrected visual acuity of
20/200 or worse in the
affected eye
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Gastrointestinal disorders

indicated; invasive
intervention indicated

Definition: A disorder characterized by a necrotic process occurring in the anal region.
Navigational Note: -

consequences; Urgent
operative intervention
indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Abdominal distension Asymptomatic; cinical or Symptomatic; limifng Severe discomfort; imiting - -
diagnostic obsarvations only; instrumental ADL self care ADL
intervention notindicated
Definition: A disorder characterized by swelling of the abdomen.
Navigational Note: -
Abdominal pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrumental ADL | ADL
Definition: A disorder characterized by a sensation of marked discomfortin the abdorminal region.
Navigational Note: -
Anal fissure Asymptomatic Symptomatic Invasive intervention - -
indicated
Definition: A disorder characterized by a tear in the lining of the anus.
Navigational Note: -
Anal fistula Asymptomatc Symptomatic, invasive Invasive intervention Life-threatening Death
intervention not indicated indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by an abnormal communication between the opening in the anal canal to the perianal skin.
Navigational Note: -
Anal hemorrhage Mild symptoms; Interventon Moderate symptoms; Transfusion indicated; Life-threatening Death
not indicated intervention indicated invasive intervention consequences; urgent
indicated; hospitalization intervention indicated
Definition: A disorder characterized by bleeding from the anal region.
Navigational Note: -
Anal mucositis Asymptomatc or mild Symptomatic; medical Severe symptoms; imiting self - -
symptoms; intervention not intervention indicated; care ADL
indicated limiting instrurnental ADL
Definition: A disorder characterized by ulceration or inflammation of the mucous membrane of the anus.
Navigational Note: Report Grade 4 and 5 as Gastrointestinal disorders: Anal ulcer
Anal necrosis - - TPN or hospitalization Life-threatening Death
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Gastrointestinal disorders

Navigational Note: -

diagnostic abservations only;
intervention not indicated

intervention indicated

intervention indicated

Definition: A disorder characterized by accumulation of serous or hemorrhagic fluid in the peritoneal cavity.

consequences; urgent
operative intervention
indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Anal pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrurnental ADL ADL
Definition: A disorder characterized by a sensation of marked discomfortin the anal region.
Navigational Note: -
Anal stenosls Asymptomatic; clinical or Symptomatic; altered GI Syrmptomatic and severely Life-threatening Death
diagnostic abservations only; function altered Gl function; non- consequences; urgent
intervention not indicated emergent operafive operative intervention
intervention indicated; TPN or indicated
hospitalizatonindicated
Definition: A disorder characterized by a narrowing of the lumen of the anal canal.
Navigational Note: -
Anal ulcer Asymptomatic; clinical or Symptomatic; altered Gl Severely altered Gl function; Life-threatening Death
diagnostic observations only; function TPN indicated; elective consequences; urgent
intervention not indicated nvasive Intervention operative intervention
indicated indicated
Definition: A disorder characterized by a circumscribed, erosive lesion on the mucosal surface of the anal canal.
Navigational Note: -
Ascites Asymptomatic; clinical or Symptomatic; medical Severe symptoms; invasive Life-threatening Death

Belching

Definition: To expel gas noisily fr
Navigational Note: Synonym: Bu

Increase from baseline

orn the mouth.
rping

Intervention initated
(including over the counter
medications)

Bloating

Navigational Note: -

Na change in bowel function
or oral Intake

Symptomatic, decreased oral
intake; change in bowel

function

Definition: A disorder characterized by suljject-reported feeling of uncomfortable fullness of the abdomen.
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Gastrointestinal disorders

Navigational Note: -

not indicated

Definition: A disorder characterized by bleeding from the colon.

intervention indicated

Invasive Intervention
indicated; hospitalization

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Cecal hemorrhage Mild symptoms; Interventon Moderate symptoms; Transfusion indicated; Life-threatening Death
not indicated intervention indicated invasiva ntervention consequences; urgent
indicated; hospitalization intervention indicated
Definition: A disorder characterized by bleeding from the cecum.
Navigational Note: -
Chellitis Asymptomatic; cinical or Moderate symptoms; limiting Severe symptoms; limiting self - -
diagnostic observations only; instrumental ADL care ADL; intervention
intervention notindicated indicated
Definition: A disorder characterized by inflammation of the lip.
Navigational Note: -
Chylous ascites Asymptomatc; cinical or Symptomatic; medical Severe symptoms; elective Life-threatening Death
diagnostic observations only; intervention indicated {eg., operative intervention consequences; urgent
intervention notindicated fatrestricted diet); indicated operative intervention
paracentesls or tube drainage indicated
indicated
Definition: A disorder characterized by accumulation of milky fluidin the peritoneal cavity.
Navigational Note: -
Colits Asymptomatc; cinical or Abdominal pain; mucus or Severe abdominal pain; Life-threatening Death
diagnostic obsarvations only; blood in stool peritaneal signs consequences; urgent
intervention not indicated intervention indicated
Definition: A disorder characterized by inflammation of the colon.
Navigational Note: -
Colonic fistula Asymptomatc Symptomatic, invasive Invasive intervention Life-threatening Death
intervention not indicated indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by an abnormal communication between the large intestine and another organ or anatomic site.
Navigational Note: -
Colonic hemorrhage Mild symptoms; Interventon Moderate symptoms; Transfusion indicated; Life-threatening Death
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Gastrointestinal disorders

Constipation

Navigational Note: -

symptoms; occasional use of
stool softeners, laxatives,
dietary modification, or
enema

regular use of laxatives or
enemas; limitng instrurmental
ADL

Definition: A disorder characterized by irregular andinfrequent or difficult evacuaton of the bowels.

evacuation indicated; limiting
self care ADL

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Colonic obstruction Asymptomatic; cinical or Symptomatic; altered GI Hospitalization indicated; Life-threatening Death
diagnostic obsarvations only; function nvasive Intervention consequences; urgent
intervention notindicated indicated operative intervention
indicated
Definition: A disorder characterized by blockage of the normal flow of the Intestinal contents in the colon.
Navigational Note: -
Colonic perforation - Invasive intervention not Invasive intervention Life-threatening Death
indicated indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by a rupture In the colonic wall.
Navigational Note: -
Colonic stenosis Asymptomatc; cinical or Symptomatic; altered Gl Severely altered Gl function; Life-threatening Death
diagnostic observations only; function tube feeding or consequences; urgent
intervention notindicated hospitalization indicated; operative intervention
clective operative indicated
intervention indicated
Definition: A disorder characterized by a narrowing of the lumen of the colon.
Navigational Note: -
Colonic ulcer Asymptomatic; cinical or Symptomatic; altered GI Severely altered Gl function; Life-threatening Death
diagnostic obsarvations only; function TPN indicated; elective consequences; urgent
intervention notindicated nvasive Intervention operative intervention
indicated indicated
Definition: A disorder characterized by a dircumscribed, erosive lesion on the mucosal surface of the calan.
Navigational Note: -
Occasional or intermittent Parsistent symptoms with Obstipation with manual Life-threatening Death

Dental caries

Navigational Note: -

One or more dental caries,
not invalving the root

Dental caries involving the
root

Dental caries resulting in
pulpitis or periapical abscess

or resulting in tooth loss

Definition: A disorder characterized by the decay of a tooth, inwhichit becomes softened, discolored andfor porous.
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Gastrointestinal disorders

Navigational Note: -

diagnostic observations only;
intervention not indicated

function

invasive intervention
indicated

Definition: A disorder characterized by blockage of the normal flow of stomach contents through the duodenurm.

consequences; Urgent
operative intervention
indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Drarrhea Increass of <4 stools per day Increase of 4 - 6 stools per day Increase of »=7 stools per day Life-threatening Death
over baseline; mild increase in over baseling; moderate over basaling; hospitalization consequences; urgent
ostomy output compared to increase in ostomy output indicated; severe increase in intervention indicated
baseline compared to baseline; limiting ostormy output compared to
instrumental ADL baseling; limiting self care ADL
Definition: A disorder characterized by an increase in frequency and/or loose or watery bowel movements.
Navigational Note: -
Dry mouth Symptomatic {e.g., dry or Moderate symptoms; oral Inability to adequately aliment - -
thick saliva) without intake alterations {e.g., orally; tube feeding or TPN
significant dietary alteration; copious water, other indicated; unstimulated saliva
unstimulated saliva flow >0.2 lubricants, dret limited to <0.1 mlfmin
mlfmin purees and/or soft, maist
foods); unstimulated saliva 0.1
o 0.2 ml/min
Definition: A disorder characterized by reduced salivary flow in the oral cavity.
Navigational Note: -
Duodenal fistula Asymptomatc Symptomatic, invasive Invasive intervention Life-threatening Death
intervention not indicated indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by an abnormal communication between the duodenum and another organ or anatomic sits.
Navigational Note: -
Duodenal hemorrhage Mild symptoms; interventon Moderate symptoms; Transfusion indicated; Life-threatening Death
not indicated intervention indicated invasive intervention consequences; urgent
indicated; hospitalization intervention indicated
Definition: A disorder characterized by bleeding from the duodenum.
Navigational Note: -
Duodenal obstruction Asymptomatc; cinical or Symptomatic; altered Gl Hospitalization indicated; Life-threatening Death
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Gastrointestinal disorders

Enterocolitis infectious.

diagnostic observations only;
intervention notindicated

bloodin stool

Definition: A disorder characterized by inflammation of the small and large intestines.
Navigational Note: | freporting a known abnormality of the colon, use Gastrointestinal disorders: Colitis. [freporting a documented infection, use Infections and infestations:

abdominal pain; fever; ileus;
peritoneal signs

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Duodenal perforation - Invasive intervention not Invasive intervention Life-threatening Death
indicated indicated consequences; urgent
operative intervention
indicated
Definition: A disorder characterized by a rupture in the duodenal wall.
Navigational Note: -
Duodenal stenosis Asymptomatc; cinical or Symptomatic; altered Gl Severely altered Gl function; Life-threatening Death
diagnostic observations only; function tube feeding or consequences; urgent
intervention notindicated hospitalizatonindicated; operative intervention
clective operative indicated
intervention indicated
Definition: A disorder characterized by a narrowing of the lumen of the duodenum.
Navigational Note: -
Duodenal ulcer Asymptomatic; cinical or Symptomatic; medical Severely altered Gl function; Life-threatening Death
diagnostic obsarvations only; intervention indicated; TPN indicated; elective consequences; urgent
intervention notindicated lirniting instrurmental ADL invasiva ntervention operative intervention
indicated; limiting self care indicated
ADL
Definition: A disorder characterized by a circumscribed, erosive lesion on the mucosal surface of the duodenal wall.
Navigational Note: -
Dyspepsia Mild symptoms; Interventon Moderate symptoms; medical Severe symptoms; operative - -
not indicated intervention indicated intervention indicated
Definition: A disorder characterized by an uncomfortable, often painful feeling in the stomach, resulting from impaired digestion. Symptoms include burning stomach, bloating,
heartburn, naus=a and vomitng.
Navigational Note: -
Dysphagia Symptomatic, able to eat Symptomatic and altered Severely alterad Life-threatening Death
regular diet eating/swallowing eating/swallowing; tube consequences; urgent
feeding, TPN, or intervention indicated
hospitalizatonindicated
Definition: A disorder characterized by difficulty in swallowing.
Navigational Note: -
Enterocolitis Asymptomatc; cinical or Abdominal pain; mucus or Severe or persistent Life-threatening Death
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Gastrointestinal disorders

Navigational Note: -

indicated

Definition: A disorder characterized by a rupture in the wall of the esophagus.

indicated

consequences; urgent
operative intervention
indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Enterovesical fistula Asymptomatc Symptomatic, invasive Invasive intervention Life-threatening Death
intervention not indicated indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by an abnormal communication between the urinary bladder and the intestine.
Navigational Note: -
Esophageal fistula Asymptomatc Symptomatic, invasive Invasive intervention Life-threatening Death
intervention not indicated indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by an abnormal communication between the esophagus and anather organ or anatomic site.
Navigational Note: -
Esophageal hemorrhage Mild symptoms; interventon Moderate symptoms; Transfusion indicated; Life-threatening Death
not indicated intervention indicated invasive intervention consequences; urgent
indicated; hospitalization intervention indicated
Definition: A disorder characterized by bleeding from the esophagus.
Navigational Note: -
Esophageal necrosis - - Inability to aliment adequately Life-threatening Death
by Gl tract; invasive consequences; urgent
intervention indicated operative intervention
indicated
Definition: A disorder characterized by a necrotic process occurring in the esophageal wall.
Navigational Note: -
Esophageal obstruction Asymptomatc; cinical or Symptomatic; altered Gl Hospitalization indicated; Life-threatening Death
diagnostic obsarvations only; function; limiting instrumental invasiva ntervention consequences; urgent
intervention not indicated ADL indicated; limiting saIf care intervention indicated
ADL
Definition: A disorder characterized by blockage of the normal flow of the contents in the esophagus.
Navigational Note: -
Esophageal pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrurnental ADL ADL
Definition: A disorder characterized by a sensation of marked discomfortin the esophageal region.
Navigational Note: -
Esophageal perforaton - Invasive intervention not Invasive intervention Life-threatening Death
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Gastrointestinal disorders

Navigational Note: -

diagnostic obsarvations only;
intervention notindicated

cating/swallowing; oral
supplements indicated

Definition: A disorder characterized by inflammation of the esophageal wall.

eating/swallowing; tube
feeding, TPN, or
hospitalizatonindicated

consequences; urgent
operative intervention
indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Esophageal stenosis Asymptomatic; cinical or Symptomatic; altered GI Severely altered Gl function; Life-threatening Death
diagnostic obsarvations only; function tube feeding or consequences; urgent
intervention notindicated hospitalizatonindicated; operative intervention
elective operative indicated
intervention indicated
Definition: A disorder characterized by a narrowing of the lumen of the esophagus.
Navigational Note: -
Esophageal ulcer Asymptomatc; cinical or Symptomatic; altered Gl Severely altered Gl function; Life-threatening Death
diagnostic observations only; function; limiting instrumental TPN indicated; elective consequences; urgent
intervention notindicated ADL nvasive Intervention operative intervention
indicated; limiting saIf care indicated
ADL
Definition: A disorder characterized by a circumscribed, erosive lesion on the mucosal surface of the esophageal wall.
Navigational Note: -
Esophageal varices - Self-limited; intervention not Transfusion indicated; Life-threatening Death
hemarrhage indicated invasiva ntervention consequences; urgent
indicated; hospitalization intervention indicated
Definition: A disorder characterized by bleeding from esophageal varicss.
Navigational Note: -
Esophagitis Asymptomatic; cinical or Symptomatic; altered Severely alterad Life-threatening Death

Fecal incontinence

Navigational Note: -

Occasional use of pads
required

Daily use of pads required

Definition: A disorder characterized by inability ta contral the escape of stool from the rectum.

Severe symptoms; elective
operative intervention
indicated

Flatulence

Navigational Note: -

Mild symptoms; interventon
not indicated

Moderates; persistent;
psychosocial sequelas

Definition: A disorder characterized by a discharge of excessive gas from the lower Gl tract.
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Gastrointestinal disorders

Navigational Note: -

diagnostic observations only;
intervention notindicated

function; medical intervention
indicated; limiting
instrurnental ADL

TPN indicated; elective
invasive intervention
indicated; limiting saIf care
ADL

Definition: A disorder characterized by a circumscribed, erosive lesion on the mucosal surface of the stornach.

consequences; Urgent
operative intervention
indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Gastric fistula Asymptomatc Symptomatic, invasive Invasive intervention Life-threatening Death
intervention not indicated indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by an abnormal communication between the stomach and another organ or anatomic site.
Navigational Note: -
Gastric hermorrhage Mild symptoms; Interventon Moderate symptoms; Transfusion indicated; Life-threatening Death
not indicated intervention indicated invasive intervention consequences; urgent
indicated; hospitalization intervention indicated
Definition: A disorder characterized by bleeding from the gastric wall.
Navigational Note: -
(Gastric necrosis - - Inability to aliment adequately Life-threatening Death
by Gl tract; invasive consequences; urgent
intervention indicated operative intervention
indicated
Definition: A disorder characterized by a necrofic process occurring In the gastric wall.
Navigational Note: -
Gastric perforation - Invasive intervention not Invasive intervention Life-threatening Death
indicated indicated consequences; urgent
operative intervention
indicated
Definition: A disorder characterized by a rupture in the stomach wall.
Navigational Note: -
Gastric stenosis Asymptomatic; cinical or Symptomatic; altered GI Severely altered Gl function; Life-threatening Death
diagnostic obsarvations only; function tube feeding or consequences; urgent
intervention notindicated hospitalization indicated; operative intervention
elective operative indicated
intervention indicated
Definition: A disorder characterized by a narrowing of the lumen of the stomach.
Navigational Note: -
Gastric ulcer Asymptomatc; cinical or Symptomatic; altered Gl Severely altered Gl function; Life-threatening Death
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Gastrointestinal disorders

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Gastritis Asymptomatic; cinical or Symptomatic; altered GI Severely altered eating or Life-threatening Death
diagnostic obsarvations only; function; medical intervention gastric function; TPN or consequences; urgent
intervention notindicated indicated hospitalizatonindicated operative intervention

Definition: A disorder characterized by inflammation of the stomach.
Navigational Note: -

indicated

Gastroesophageal reflux Mild symptoms; interventon Moderate symptoms; medical Severe symptoms; operative
disease not indicated intervention indicated intervention indicated

Definition: A disorder characterized by reflux of the gastric andfor duodenal contents into the distal esophagus. It is chronicin nature and usually caused by incompetence of the lower

esophageal sphincter, and may resultininjury to the esophageal mucosal. Symptoms Indude heartburn and add indigestion.
Navigational Note: -

Gastrointestinal fistula Asymptomatic Symptomatic, invasive Invasive intervention

intervention not indicated indicated

Life-threatening
consequences; urgent
intervention indicated

Definition: A disorder characterized by an abnormal communication between any part of the gastrointestinal system and another organ or anatomic site.

Navigational Note: -

Death

Gastrointestinal pain Mild pain Moderate pain; limiting
instrumental ADL ADL
Definition: A disorder characterized by a sensation of marked discomfortin the gastrointestinal region.

Navigational Note: -

Severe pain; limiting self care

Gastroparesls Mild nausea, early satiety and Moderate symptoms; able to Weight loss >=2084 from
bloatirg, able to maintain maintain nuirition with
caloric intake on regular diet dietary and lifestyle

modifications; may nesd
pharmacalogic interventon

indicated; elective operative
intervention indicated

Definition: A disorder characterized by an incomplete paralysis of the musdes of the stomach wall resulting in delayed emptying of the gastric contents into the small intestine,

Navigational Note: -

baseling; tube feeding or TPN

Life-threatening
consequences; urgent
intervention indicated

Gingival pain Mild pain Moderate paininterfering Severe pain; inability to
with oral intake aliment orally
Definition: A disorder characterized by a sensation of marked discomfortin the gingival region.

Navigational Note: -

Hemorrhoidal hemorrhage Transfusion indicated;
Invasive Intervention

indicated; hospitalization

Mild symptoms; interventon Moderate symptoms;
not indicated intervention indicated

Definition: A disorder characterized by bleeding from the hemorrhoids.
Navigational Note: -

Life-threatening
consequences; urgent
intervention indicated

Death
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Gastrointestinal disorders

Navigational Note: -

diagnostic observations only;
intervention notindicated

function

Definition: A disorder characterized by a narrowing of the lumen of the ileumn.

tube feeding or
hospitalizatonindicated;
elective operative
intervention indicated

consequences; Urgent
operative intervention
indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Hermarrhoids Asymptomatic; cinical or Symptomatic; banding or Severe symptoms; invasive - -
diagnostic obsarvations only; medical intervention indicated intervention indicated
intervention notindicated
Definition: A disorder characterized by the presence of dilated veins in the rectum and surrounding area.
Navigational Note: -
ll=al fistula Asymptomatc Symptomatic, invasive Invasive intervention Life-threatening Death
intervention not indicated indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by an abnormal communication between the ileum and another organ or anatamic sits.
Navigational Note: -
|leal hemorrhage Mild symptoms; interventon Moderate symptoms; Transfusion indicated; Life-threatening Death
not indicated intervention indicated invasive intervention consequences; urgent
indicated; hospitalization intervention indicated
Definition: A disorder characterized by bleeding from the ileal wall.
Navigational Note: -
|leal obstruction Asymptomatc; cinical or Symptomatic; altered Gl Hospitalization indicated; Life-threatening Death
diagnostic observations only; function; limiting instrumental invasive intervention consequences; urgent
intervention notindicated ADL; naso-gastric tube indicated; limiting self care operative intervention
indicated ADL; long intestinal tube indicated
indicated
Definition: A disorder characterized by blockage of the normal flow of the intestinal contents in the ileumn.
Navigational Note: -
|l=al perforation - Invasive intervention not Invasive intervention Life-threatening Death
indicated indicated consequences; urgent
operative intervention
indicated
Definition: A disorder characterized by a rupture in the ileal wall.
Navigational Note: -
Il=al stenosls Asymptomatic; cinical or Symptomatic; altered GI Severely altered Gl function; Life-threatening Death
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Gastrointestinal disorders

Navigational Note: -

diagnostic obsarvations only;
intervention not indicated

function; limiting instrumental
ADL

Invasive Intervention
indicated; limiting saIf care
ADL

Definition: A disorder characterized by blockage of the normal flow of the intestinal contents in the jejunum.

consequences; urgent
operative intervention
indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
ll=al ulcer Asymptomatic; cinical or Symptomatic; altered GI Severely altered Gl function; Life-threatening Death
diagnostic obsarvations only; function TPN indicated; elective consequences; urgent
intervention notindicated invasive intervention operative intervention
indicated indicated
Definition: A disorder characterized by a circumscribed, erosive lesion on the mucosal surface of theilsum.
Navigational Note: -
Ileus Asymptomatc and radiologic Symptomatic; altered Gl Severely altered Gl function; Life-threatening Death
observations only function; bowel rest indicated TPN indicated; tube consequences; urgent
placement indicated intervention indicated
Definition: A disorder characterized by failure of the leum to transport intestinal contents.
Navigational Note: -
Intra-abdominal hermorrhage - Moderate symptoms; Transfusion indicated; Life-threatening Death
intervention indicated invasive intervention consequences; urgent
indicated; hospitalization intervention indicated
Definition: A disorder characterized by bleeding in the abdominal cavity.
Navigational Note: -
Jejunal fistula Asymptomatc Symptomatic, invasive Invasive intervention Life-threatening Death
intervention not indicated indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by an abnormal communication between the jejunum and another organ or anatomicsite.
Navigational Note: -
Jejunal hemorrhage Mild symptoms; interventon Moderate symptoms; Transfusion indicated; Life-threatening Death
not indicated intervention indicated invasiva ntervention consequences; urgent
indicated; hospitalization intervention indicated
Definition: A disorder characterized by bleeding from thejejunal wall.
Navigational Note: -
Jejunal obstruction Asymptomatic; cinical or Symptomatic; altered GI Hospitalization indicated; Life-threatening Death
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Gastrointestinal disorders

Navigational Note: -

indicated

adequately; TPN indicated

consequences; urgent
intervention indicated

Definition: A disorder characterized by inadequate absorption of nutrients in the small intestine. Symptoms include abdominal marked discomfort, bloating and diarrhea.

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Jejunal perforation - Invasive intervention not Invasive intervention Life-threatening Death
indicated indicated consequences; urgent
operative intervention
indicated
Definition: A disorder characterized by a rupture In the Jejunal wall.
Navigational Note: -
Jejunal stenosis Asymptomatc; cinical or Symptomatic; altered Gl Severely altered Gl function; Life-threatening Death
diagnostic observations only; function tube feeding or consequences; urgent
intervention notindicated hospitalizatonindicated; operative intervention
clective operative indicated
intervention indicated
Definition: A disorder characterized by a narrowing of the lumen of the jejunum.
Navigational Note: -
Jejunal ulcer Asymptomatic; cinical or Symptomatic; altered GI Severely altered Gl function; Life-threatening Death
diagnostic obsarvations only; function TPN indicated; elective consequences; urgent
intervention notindicated nvasive Intervention operative intervention
indicated indicated
Definition: A disorder characterized by a dircumscribed, erosive lesion on the mucasal surface of the jejunum.
Navigational Note: -
Lip pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrurnental ADL ADL
Definition: A disorder characterized by a sensation of marked discomfort of the lip.
Navigational Note: -
Lower gastrointestnal Mild symptoms; Interventon Moderate symptoms; Transfusion indicated; Life-threatening Death
hemarrhage not indicated intervention indicated invasiva ntervention consequences; urgent
indicated; hospitalization intervention indicated
Definition: A disorder characterized by bleeding from the lower gastraintestinal tract (small intestine, largs intesting, and anus).
Navigational Note: -
Malabsorption - Altered diet; oral intervention Inability to allment Life-threatening Death
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Gastrointestinal disorders

Navigational Note: -

not indicated

Definition: A disorder characterized by bleeding from the mouth.

intervention indicated

Invasive Intervention
indicated; hospitalization

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Mucasitis aral Asymptomatc or mild Moderate pain or ulcer that Severe pain; interfering with Life-threatening Death
symptoms; intervention not does not interfere with oral oral intake consequences; urgent
indicated intake; modified diet. intervention indicated
indicated
Definition: A disorder characterized by ulceration or inflammation of the oral mucosal.
Navigational Note: -
Nausea Loss of appetite without Oral intake decreased without Inadequate oral caloric or - -
alteration in eating habits significant weight loss, fluid intake; tube feeding,
dehydration or malnutrition TPN, or hospitalization
indicated
Definition: A disorder characterized by a queasy sensation and/or the urge to vomnit.
Navigational Note: -
Obstruction gastric Asymptomatc; cinical or Symptomatic; altered Gl Hospitalization indicated; Life-threatening Death
diagnostic obsarvations only; function; limiting instrumental invasiva ntervention consequences; urgent
intervention notindicated ADL indicated; limiting saIf care operative intervention
ADL indicated
Definition: A disorder characterized by blockage of the normal flow of the contents in the stomach.
Navigational Note: -
Oral cavity fistula Asymptomatc Symptomatic, invasive Invasive intervention Life-threatening Death
intervention not indicated indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by an abnormal communication between the oral cavity and another organ or anatomic site.
Navigational Note: -
Oral dysesthesia Mild discomfort; not Moderate pain; interfering Disabling pain; tube feeding or - -
interfering with oral intaks with oral intake TPN indicated |
Definition: A disorder characterized by a burning or tngling sensation on the lips, tongue or entire mouth.
Navigational Note: -
Oral hemorrhage Mild symptoms; Interventon Moderate symptoms; Transfusion indicated; Life-threatening

‘ Death

Oral pain

Navigational Note: -

Mild pain

Moderate pain; limiting
instrumental ADL

Definition: A disorder characterized by a sensation of marked discomfortin the mouth, tongue or lips.

Severe pain; limiting self care

ADL
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Gastrointestinal disorders

Navigational Note: -

findings only

medical intervention indicatad
{eg., analgesia, nutritional
SUppOrt)

Definition: A disorder characterized by inflammation of the pancreas with no documented pancreas Infection.

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Pancreatic duct stenosis Asymptomatic; cinical or Symptomatic; altered GI Severely altered Gl function; Life-threatening Death
diagnostic obsarvations only; function tube feeding or consequences; urgent
intervention notindicated hospitalizatonindicated; operative intervention
elective operative indicated
intervention indicated
Definition: A disorder characterized by a narrowing of the lumen of the pancreatic duct.
Navigational Note: -
Pancreatic fistula Asymptomatc Symptomatic, invasive Invasive intervention Life-threatening Death
intervention not indicated indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by an abnormal communication between the pancreas and another organ or anatomic site.
Navigational Note: -
Pancreatic hemorrhage Mild symptoms; interventon Moderate symptoms; Transfusion indicated; Life-threatening Death
not indicated intervention indicated invasiva ntervention consequences; urgent
indicated; hospitalization intervention indicated
Definition: A disorder characterized by bleeding from the pancreas.
Navigational Note: -
Pancreatic necrosis - - Tube feeding or TPN Life-threatening Death
indicated; invasive consequences; urgent
intervention indicated operative intervention
indicated
Definition: A disorder characterized by a necrotic process ocourring in the pancreas.
Navigational Note: -
Pancreatitis - Enzyme elevation; radiologic Severe pain; vomitng; Life-threatening Death

Perfodontal disease

Navigational Note: -

Gingival recession or
gingivitis; limited bleeding on
probing; mild local bone loss

Definition: A disorder in the gingival tissue around the teeth.

Moderate gingival recession
or gingivitis; multiple sites of
bleeding on probing;
moderate bone loss

Spontaneous bleeding; severe
bone loss with or without
tooth loss; osteonecrosis of
maxilla or mandible
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Gastrointestinal disorders

Navigational Note: -

symptoms; intervention not
indicated

intervention indicated;
limiting instrurnental ADL

care ADL

Definition: A disorder characterized by ulceration or inflammation of the mucous membrane of the rectum.

consequences; urgent
operative intervention
indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Paritaneal necrosis - - Tube feeding or TPN Life-threatening Death
indicated; invasive consequences; urgent
intervention indicated operative intervention
indicated
Definition: A disorder characterized by a necrofic process accurring In the peritonaum.
Navigational Note: -
Proctitis Rectal discomfort, Symptomatic {e.g., rectal Severe symptoms; fecal Life-threatening Death
intervention notindicated discomfort, passing blood or urgency or stool incontinence; consequences; urgent
mucus); medical intervention |imiting self care ADL intervention indicated
indicated; limiting
instrurnental ADL
Definition: A disorder characterized by inflammation of the rectum.
Navigational Note: -
Rectal fissure Asymptomatic Symptomatic Invasive intervention - -
indicated
Definition: A disorder characterized by a tear in the lining of the recturmn.
Navigational Note: -
Rectal fistula Asymptomatc Symptomatic, invasive Invasive intervention Life-threatening Death
intervention not indicated indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by an abnormal communication between the rectum and another organ or anatomic site.
Navigational Note: -
Rectal hemorrhags Mild symptoms; Interventon Moderate symptoms; Transfusion indicated; Life-threatening Death
not indicated intervention indicated invasiva ntervention consequences; urgent
indicated; hospitalization intervention indicated
Definition: A disorder characterized by bleeding from the rectal wall and discharged from the anus.
Navigational Note: -
Rectal mucositis Asymptomatc or mild Symptomatic; medical Severe symptoms; limiting self Life-threatening Death
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Gastrointestinal disorders

Navigational Note: -

diagnostic observations only;
intervention notindicated

function {e.g., altered dietary
habits, vomiting, diarrhea}

TPN indicated; elective
invasive intervention
indicated

Definition: A disorder characterized by a circumscribed, erosive lesion on the mucosal surface of the rectum.

consequences; Urgent
operative intervention
indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Rectal necross - - Tube feeding or TPN Life-threatening Death
indicated; invasive consequences; urgent
intervention indicated operative intervention
indicated
Definition: A disorder characterized by a necrofic process accurring in the rectal wall.
Navigational Note: -
Rectal obstruction Asymptomatc; cinical or Symptomatic; altered Gl Hospitalization indicated; Life-threatening Death
diagnostic observations only; function; limiting instrumental invasive intervention consequences; urgent
intervention notindicated ADL indicated; limiting self care operative intervention
ADL indicated
Definition: A disorder characterized by blockage of the normal flow of the intestinal contents in the rectum.
Navigational Note: -
Rectal pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrurnental ADL ADL
Definition: A disorder characterized by a sensation of marked discomfort in the rectal region.
Navigational Note: -
Rectal perforation - Invasive intervention not Invasive intervention Life-threatening Death
indicated indicated consequences; urgent
operative intervention
indicated
Definition: A disorder characterized by a rupture in the rectal wall.
Navigational Note: -
Rectal stenosis Asymptomatic; cinical or Symptomatic; altered GI Severely altered Gl function; Life-threatening Death
diagnostic obsarvations only; function tube feeding or consequences; urgent
intervention notindicated hospitalization indicated; operative intervention
elective operative indicated
intervention indicated
Definition: A disorder characterized by a narrowing of the lumen of the rectum.
Navigational Note: -
Rectal ulcer Asymptomatc; cinical or Symptomatic; altered Gl Severely altered Gl function; Life-threatening Death
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Gastrointestinal disorders

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Retroperitoneal hermorrhage - Self-limited; intervention Transfusion indicated; Life-threatening Death
indicated nvasive Intervention consequences; urgent
indicated; hospitalization intervention indicated
Definition: A disorder characterized by bleeding from the retroperitoneal area.
Navigational Note: -
Salivary duct inflammation slightly thickened saliva; Thick, ropy, sticky saliva; Acute salivary gland necrosls; Life-threatening Death
slightly altered taste {e.g., markedy altered taste; severe secretion-induced consequences; urgent
metallic} alteration in dietindicated; symptoms {eg., thick intervention indicated
secrefon-induced symptoms; salivaforal secretions or
liriting instrurnental ADL gagging); tube feeding or TPN
indicated; limiting saIf care
ADL
Definition: A disorder characterized by inflammation of the salivary duct.
Navigational Note: -
Salivary gland fistula Asymptomatc Symptomatic, invasive Invasive intervention Life-threatening Death
intervention not indicated indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by an abnormal communication between a salivary gland and another argan or anatomic site.
Navigational Note: -
Small intestinal mucosit's Asymptomatc or mild Symptomatic; medical Severe pain; interfering with Life-threatening Death
symptoms; intervention not intervention indicated; oral intake; tube feeding, TPN consequences; urgent
indicated limiting instrurnental ADL or hospitalization indicated; intervention indicated
|imiting self care ADL
Definition: A disorder characterized by ulceration or inflammation of the mucous membrane of the small intestine.
Navigational Note: -
Small intestinal cbstruction Asymptomatc; cinical or Symptomatic; altered Gl Hospitalization indicated; Life-threatening Death
diagnostic observations only; function; limiting instrumental invasive intervention consequences; urgent
intervention notindicated ADL indicated; limiting self care operative intervention
ADL indicated
Definition: A disorder characterized by blockage of the normal flow of the intestinal contents of the small intestine.
Navigational Note: -
Small intestinal perforation - Invasive intervention not Invasive intervention Life-threatening Death

indicated

Definition: A disorder characterized by a rupture in the small intestine wall.

Navigational Note: -

indicated

consequences; urgent
operative intervention
indicated
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Gastrointestinal disorders

Navigational Note: -

diagnostic obsarvations only;
intervention not indicated

function; limiting instrumental
ADL

TPN indicated; elective
Invasive Intervention
indicated; limiting saIf care
ADL

Definition: A disorder characterized by a dircumscribed, erosive lasion on the mucosal surface of the small intestine.

consequences; urgent
operative intervention
indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Small intestinal stenosis Asymptomatic; cinical or Symptomatic; altered GI Syrmptomatic and severely Life-threatening Death
diagnostic obsarvations only; function altered Gl function; tube consequences; urgent
intervention notindicated feeding, TPN or operative intervention
hospitalizatonindicated; non- indicated
emergent operative
intervention indicated
Definition: A disorder characterized by a narrowing of the lumen of the small intestine.
Navigational Note: -
Small intestine ulcer Asymptomatc; cinical or Symptomatic; altered Gl Severely altered Gl function; Life-threatening Death

Stomach pain

Navigational Note: -

Mild pain

Moderate pain; limiting
instrumental ADL

Definition: A disorder characterized by a sensation of marked discomfortin the stomach.

Severe pain; limiting self care
ADL

Navigational Note: -

Tooth development disorder

Asymptomatic; hypoplasia of
tooth or enarnel

Impairment correctable with
oral surgery

Maldevelopmentwith
impalrment not surgically
correctable; limiting self care
ADL

Definition: A disorder characterized by a pathological process of the teeth occurring during tooth development.

Tooth discoloration

Navigational Note: -

| Surface stains

Definition: A disorder characterized by a changes in tooth hue or tint.

Toothache

Navigational Note: -

Mild pain

Moderate pain; limiting
instrumental ADL

Definition: A disorder characterized by a sensation of marked discomfortin the toath.

Severe pain; limiting self care
ADL
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Gastrointestinal disorders

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Typhlitis - - Symptomatic (e.g., abdominal Life-threatening Death
pain, fever, change in bowel consequences; urgent
habits withileus); peritoneal operative intervention
signs indicated
Definition: A disorder characterized by necrotizing entarocolitis in neutropenic patients.
Navigational Note: Also report|nvestigations: Neutrophil count decreased
Upper gastrointestinal Mild symptoms; interventon Moderate symptoms; Transfusion indicated; Life-threatening Death
hemorrhage not indicated intervention indicated invasive intervention consequences; urgent
indicated; hospitalization intervention indicated
Definition: A disorder characterized by bleeding from the upper gastrointestinal tract {oral cavity, pharynx, esophagus, and stomach).
Navigational Note: -
Visceral arterfal ischemia - Brief {<24 hrs) episode of Prolonged (»=24 hrs) or Life-threatening Death
ischemnia managed medically recurring symptoms and/or consequences; evidence of
and without permanent invasiva ntervention end organ damags; urgent
deficit indicated operative intervention
indicated
Definition: A disorder characterized by a decrease in blood supply due to narrowing or blockage of a wisceral {mesenteric} artery.
Navigational Note: -
Vormitgng Intervention not indicated OQutpatient |V hydraton; Tube feeding, TPN, or Life-threatening Death
medical intervention indicated hospitalization indicated consequences
Definition: A disorder characterized by the reflexive act of gjecting the contents of the stomach through the mouth.
Navigational Note: -
Gastrointestinal disorders - Asymptomatc or mild Moderate; minimal, local ar Severe or medically significant Life-threatening Death

Other, specify

Definition: -
Navigational Note: -

symptoms; cinical or
diagnostic obsarvations only;
intervention notindicated

noninvasive intervention
indicated; limiting age-

appropriate instrurmental ADL

but not immediately life-
threatening; hospitalization or
prolongation of existing
hospitalizatonindicated;
|imiting self care ADL

consequences; urgent
intervention indicated
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General disorders and administration site conditions

Definition: Death due to disease progression that cannot be attributed to a CTCAE term associated with Grade 5.
Navigational Note: | deathis due to an AE {ex., Cardiac disorders: Cardiac arrest), report as a Grade 5 event under that AE.

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Chills Mild sensation of cold; Moderate tremor of the entire Severe or prolonged, not - -
shivering; chattering of teeth body; narcotics indicated responsive to narcotics
Definition: A disorder characterized by a sensation of cold that often marks a physiologic response to sweating after a fever.
Navigational Note: -
Death neonatal | - | - | - I Neonatal loss of life | -
Definition: Newborn death occurring during the first 28 days after birth.
Navigational Note: -
Death NOS | - | - [ - | - | Death
Definition: Death that cannot be attributed to a CTCAE term associated with Grade 5.
Navigational Note: If deathis due to an AE {ex., Cardiac disorders: Cardiac arrest), report as a Grade 5 event under that AE.
Disease progression - - - I - | Death

Edera face

Navigational Note: -

Localized facial edema

Moderate |ocalized facial
edema; limiting instrumental
ADL

Definition: A disorder characterized by swelling due to excessive fluid accumulationin facial tissues.

Severe swelling; limiting self
care ADL

Edema limbs

Navigational Note: -

5-10% inter-limb discrepancy
involume or circurnference at
point of greatest visible
difference; swelling or
obscuration of anatornic
architecture on close
inspection

»10 - 3086 inter-limb
discrepancy in volume or
circumference at point of
greatest visible difference;
readily apparent obscuration
of anatomic architecture;
obliteration of skin folds;
readily apparent deviation
from normal anatomnic
contour; limiting instrumental
ADL

=306 inter-limb discrepancy
inwvolume; gross deviation
from normal anatomic
contour; limiting self care ADL

Definition: A disorder characterized by swelling due to excessive fluid accumulationin the upper or lower extremities.
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General disorders and administration site conditions

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Edema trunk Swelling or obscuration of Readily apparent obscuraton Gross deviaton from normal - -
anatomic architecture on of anatomic architecture; anatomic contour; limiting self
close ingpection obliteration of skin folds; care ADL

readily apparent deviation
from normal anatomnic
contour; limiting instrumental
ADL

Definition: A disorder characterized by swelling due to excessive fluid accumulationin the trunk area.
Navigational Note: -

Faclal pain Mild pain

Moderate pain; limiting Severe pain; limiting self care
instrurnental ADL ADL

Definition: A disorder characterized by a sensation of marked discomfortin the face.
Navigational Note: -

Fatigue Fatigue relieved by rest

Fatigue not relieved by rest; Fatigue not relieved by rest, | - | -
lirniting instrurmental ADL limiting self care ADL

Definition: A disorder characterized by a state of generalized weakness with a pronounced inability to summon sufficient energy to accomplish daily activities.

Navigational Note: -

38.0-39.0 degrees C(100.4 - »39.0 - 40.0 degrees C(102.3 - »40.0 degrees C {»104.0
102.2 degrees F) 104.0 degrees F) degrees F) for <=24 hrs
Definition: A disorder characterized by elevation of the body's temperature above the upper limit of normal.

Navigational Note: -

Fever
degrees F) for =24 hrs

»40.0 degrees C({>104.0 | Death

Mild flu-like symptoms Moderate symptoms; imiting Severe symptoms; imiting self - -
present instrumental ADL care ADL

Definition: A disorder characterized by a group of symptoms similar to those observed in patients with the flu. [tindudes fever, chills, body aches, malalse, loss of appatite and dry
cough.

Navigational Note: Synonym: Flu, Influenza

Flu like symptoms

Gait disturbance Mild change ingait{e.g., Moderate charge in gait {eg., Limiting self care ADL - -
wide-based, limping or wide-based, imping or
hobbling) hobbling); assistive device

indicated; limiting
instrurnental ADL
Definition: A disorder characterized by walking difficulties.
Navigational Note: -
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General disorders and administration site conditions

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Generalized edema Nated on exam; 1+ pitting Interfaring with instrumental Interferes with self care ADL; Life-threatening consequences -
edema ADLs; oral therapy initiated intravenous therapy

indicated; skin breakdown
Definition: A disorder characterized by fluid accumulation In the tissues of the body Including the skin.
Navigational Note: -

Hypothermia - 35->32 degress C; 95 - »89.6 32 - »28 degrees C; 89.6 - <=28 degrees C; 82.4 degrees Death
degrees F »82.4 degreesF F; life-threatening
consequences {eg., coma,
hypotension, pulmonary
edema, acidemia, ventricular
fibrillation)

Definition: A disorder characterized by an abnormally low body temperature. Treatrmentis required when the body temperature is 35C {95F} or below.

Navigational Note: -

Infusion site extravasation Painless edema Erythema with associated Ulceration or necrosis; severe Life-threatening Death
symptoms {e.g., edema, pain, tissue darnage; operative consequences; urgent
induration, phlsbitis) intervention indicated intervention indicated

Definition: A disorder characterized by leakage of the infusion into the surrounding tissue. Signs and symptoms may indude induration, erythema, swelling, burning sensation and
marked discomfort at the infusion site.

Navigational Note: -

Injection site reaction Tendernass with or without Pain; lipodystrophy; edema; Ulceration or necrosis; severe Life-threatening Death
assodiated symptoms (eg., phlebitis tissue damage; operative consequences; urgent
warmth, erythema, itching) intervention indicated intervention indicated

Definition: A disorder characterized by an intense adverse reaction {usually immunologic) developing at the site of an injection.
Navigational Note: -

Localized edema Localized to dependent areas, Moderate localized edema Severe localized edermna and - -
no disability or functonal and interventonindicated; Intervention ndicated;
impairment limiting instrurnental ADL |imiting self care ADL

Definition: A disorder characterized by swelling due to excessive fluid accurnulation at a specific anatomic site.

Navigational Note: Prior to using this term consider specific edema areas: General disorders and administration site conditions: Edema face, Edema limbs, Edema trunk, or Edema neck;

Nervaus system disorders: Edema cerebral; Reproductive system and breast disorders: Genital edema; Respiratory, thoracic and mediastinal disorders: Laryngeal edema or Pulmonary
ederma; Skin and subcutanacus tissue disorders: Periorbital edema; Vascular disorders: Lymphedema

Malaise Uneasiness or lack of well Uneasiness or lack of well Uneasiness or lack of well - -
being being limiting instrumental being limiting self-care ADL
ADL

Definition: A disorder characterized by a feeling of general discomfort or uneasiness, an out-of-sarts feeling.
Navigational Note: -
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General disorders and administration site conditions

- Other, specify

Definition: -
Navigational Note: -

administration site conditions

symptoms; clinical or
diagnostic abservations only;
intervention not indicated

noninvasive intervention
indicated; limiting age-
appropriate instrumental ADL

but not immediately life-
threatening; hospitalization or
prolongation of existing
hospitalizatonindicated;
|imiting self care ADL

consequences; urgent
intervention indicatad

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Multi-organ failure - - Shock with azotemia and acid- Life-threatening consequences Death
base disturbances; significant (e.g., vasopressor dependent
coagulation abnormalities and oliguric or anuric or
ischemic colitis or lactic
acidosis)
Definition: A disorder characterized by progressive deterioration of the lungs, liver, kidney and clotting mechanisms.
Navigational Note: -
Neck edema Asymptomatic localized neck Moderate neck edema; slight Generalized neck adema (eg., Wascular or respiratory -
edema obliteration of anatomic difficulty in turning neck); impairmentreguiring urgent
landmarks; limiting |imiting self care ADL intervention
instrumental ADL
Definition: A disorder characterized by swelling dus to an accumulation of excessive fluidin the neck.
Navigational Note: -
Non-cardiac chest pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrumental ADL ADL |
Definition: A disorder characterized by a sensation of marked discomfortin the chest unrelated to a heart disorder.
Navigational Note: -
Pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrumental ADL ADL |
Definition: A disorder characterized by the sensation of marked discomfort, distress or agony.
Navigational Note: Prior to using this term consider using a specific body part pain term found throughout the CTCAE {over 40 different pain terms).
Sudden deathNOS - - - - Death
Definition: An unexpected death that cannotbe attributed to a CTCAE term associated with Grade 5.
Navigational Note: | deathis due to an AE {ex., Cardiac disorders: Cardiac arrest), report as a Grade 5 event under that AE.
Vacdnation site Local lymph node Localized ulceration; - - -
lymphadenopathy enlargement generalized lymph node
enlargement
Definition: A disorder characterized by lymph node enlargement after vaccination.
Navigational Note: -
General disorders and Asymptomatic or mild Moderate; minimal, local or Severe or medically significant Life-threatening Death
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Hepatobiliary disorders

Navigational Note: -

Definition: A disorder characterized by a necrotic process occurring in the gallbladder.

consequences; urgentinvasive
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Bile duct stenosis Asymptomatic; cinical or Symptomatic; altered GI Severely altered Gl function; Life-threatening Death
diagnostic obsarvations only; function; IV flurds indicated invasiva ntervention consequences; urgent
intervention notindicated <24 hrs indicated operative intervention
indicated
Definition: A disorder characterized by a narrowing of the lumen of the bile duct.
Navigational Note: -
Biliary fistula - Symptomatic, invasive Invasive intervention Life-threatening Death
intervention not indicated indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by an abnormal communication between the bile ducts and another organ or anatomic site.
Navigational Note: -
Budd-Chiari syndrome - Medical management Severe or medically significant Life-threatening Death
indicated butnot immediately |ife- consequences; moderate to
threatening; hospitalization or severe encephalopathy; coma
prolongation of existing
hospitalization indicated;
asterixis; mild encephalopathy
Definition: A disorder characterized by occdlusion of the hepatic veins and typically presents with abdominal pain, ascites and hepatomegaly.
Navigational Note: -
Chol ecystitis - Symptomatic; medical Severe symptoms; invasive Life-threatening Death
intervention indicated intervention indicated consequences; urgent
operative intervention
indicated
Definition: A disorder characterized by inflammation involving the gallbladder. It may be associated with the presence of gallstones.
Navigational Note: -
Gallbladder fistula Asymptomatc Symptomatic, invasive Invasive intervention Life-threatening Death
intervention not indicated indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by an abnormal communication between the gallbladder and another organ or anatomic site.
Navigational Note: -
Gallbladder necrosis - - - Life-threatening Death
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Hepatobiliary disorders

Navigational Note: -

Definition: A disorder characterized by the inability of the liver to metabolize chemicals in the body. La
dehydrogenase, alkaline phosphatase, aminotransferase, andfor prolorgation of prothrombin time {INR.} Drug-induced liever injury {DILI}

encephalopathy; drug-
induced liver injury {DILI};
limiting self care ADL

consequences; moderate to
severe encephalopathy; coma

as defined by Hy's Laws.

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Gallbladder obstruction Asymptomatic; cinical or Symptomatic; altered GI Syrmptomatic and severely Life-threatening Death
diagnostic obsarvations only; function; IV fluids indicated altered Gl function; tube consequences; urgent
intervention notindicated <24 hrs feeding, TPN or operative intervention
hospitalizatonindicated; non- indicated
emergent operative
intervention indicated
Definition: A disorder characterized by blockage of the normal flow of the contents of the gallbladder.
Navigational Note: -
Gallbladder pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrurnental ADL ADL
Definition: A disorder characterized by a sensation of marked discomfortin the gallbladder region.
Navigational Note: -
Gallbladder perforation - - - Life-threatening Death
consequences; urgent
intervention indicated
Definition: A disorder characterized by a rupture in the gallbladder wall.
Navigational Note: -
Hepatic failure - - Asterixis; mild Life-threatening Death

boratory test results reveal abnormal plasma levels of ammonia, bilirubin, lactic

Navigational Note: -

Definition: A disorder characterized by a necrofic process accurring In the hepatic parenchyma.

consequences; urgent invasive
intervention indicated

Hepatic hemorrhage Mild symptoms; Interventon Moderate symptoms; Transfusion indicated; Life-threatening Death
not indicated intervention indicated invasiva ntervention consequences; urgent
indicated; hospitalization intervention indicated
Definition: A disorder characterized by bleeding from the liver.
Navigational Note: -
Hepatic necross - - - Life-threatening Death
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Hepatobiliary disorders

Other, specify

Definition: -
Navigational Note: -

symptoms; cinical or
diagnostic observations only;
intervention notindicated

noninvasive intervention
indicated; limiting age-
appropriate instrurmental ADL

but not immediately life-
threatening; hospitalization or
prolongation of existing
hospitalizatonindicated;
limiting self care ADL

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Hepatic pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrurnental ADL ADL
Definition: A disorder characterized by a sensation of marked discomfortin the liver region.
Navigational Note: -
Perforation bile duct - - Invasive intervention Life-threatening Death
indicated consequences; urgent
operative intervention
indicated
Definition: A disorder characterized by a rupture In the wall of the extrahepatic or intrahepatic bile duct.
Navigational Note: -
Portal hypertension - Decreased portal vein flow Reversal/retrograde portal Life-threatening Death
vein flow; associated with consequences; urgent
varices and/or ascites intervention indicated
Definition: A disorder characterized by an increase in blood pressure in the portal venous system.
Navigational Note: -
Portal vein thrombosis - Intervention notindicated Medical interventon Life-threatening Death
indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by the formation of a thrombus {bload clot) in the portal vain.
Navigational Note: -
Snusoidal obstruction - Blood bilirubin 2-5 mg/dL; Blood bilirubin =5 mg/fdL; Life-threatening Death
syndrome minor interventions required coagulation modifier indicated consequences {e.g.,
(l.2., blood product, diuretic, {e.g., deflbrotide); reversal of wventilatory suppart, dialysis,
oxXygen) flow on ultrasound plasmapheresis, peritoneal
dralnage)
Definition: A disorder characterized by severe hepaticinjury as a result of the blood vessels of the liver becoming inflamed and/or blocked.
Navigational Note: -
Hepatobiliary disorders - Asymptomatc or mild Moderate; minimal, local ar Severe or medically significant Life-threatening Death
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Immune system disorders

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Allergic reaction Systemic intervention not Oral intervention indicated Bronchospasim; Life-threatening Death
indicated hospitalization indicated for consequences; urgent
clinical sequelae; intravenous intervention indicated
intervention indicated
Definition: A disorder characterized by an adverse local or general response from exposure ta anallergen.
Navigational Note: | f related to infusion, use Injury, poisoning and procedural complications: Infusion related reaction. Do not report both,
Anaphylaxis - - Symptomatic bronchospasrm, Life-threatening Death

Definition: A disorder characterized by an acute inflammatory reaction resulting from the release of histamine and histamine-like substan
immune response, Clinically, it presents with breathing difficulty, dizziness, hypotension, cyanosis and|

Navigational Note: -

with or withouturticaria;
parenteral intervention
indicated; allergy-related
edema/angioedema;
hypotension

consequences; urgent
intervention indicated

ces from mast cells, causing a hypersensitvity
oss of consciousness and may lead to death.

Autoimrmune disorder

Definition: A disorder characterized by loss of function or tissue des

own Hssue constituents.
Navigational Note: Prior to using

Asymptomatic; serologicor
other evidence of
autoimmune reaction, with
normal organ function;
intervention notindicated

Evidence of autoimmune
reaction involving a non-
essential organ or function
{e.g., hypothyroidism)

this term consider specific autoimmune AEs

Autoimmune reactions
invalving major argan {e.g.,
colitis, anem’a, myocardit's,
kidney)

Life-threatening
consequences; urgent
intervention indicated

Death

truction of an organ or multiple organs, arising from humoral or cellular immune responses of the individual to his

Cytokine release syndrome

Definition: A disorder characterized by fever, tachypnea, headache,
Navigational Note: Also consider reporting other organ dysfunction:

Fever with or without
constitutional symptoms

disorders: Seizure, Dysphasia, Tremor, or Headache

Hypotension responding to
fluids; hypoxia responding to
<40% 02

Hypotension managed with
one pressor; hypoxia requiring
=408 02

Life-threatening
consequences; urgent
intervention indicated

tachycardia, hypotension, rash, and/or hypoxia caused by the release of cytokines.
s Including neurological taxicities such as: Psychiatric disorders: Halluc

Death

inations or Confusion; Nervous system

Serum sickness

Asymptomatic; cinical or
diagnostic observations only;

intervention notindicated

Moderate arthralgia; fever,
rash, urticaria, antthistamines
indicated

Severe arthralgia or arthritis;
extensive rash; steroids or [V
fluids indcated

Life-threatening
consequences; pressor or
ventilatory support indicated

Death

Definition: A disorder characterized by a delayed-type hypersensitivity reaction to foreign proteins derived from an animal serum. [t occurs approximately six to twenty-one days

following the administration of the foreign antigen. Symptoms incdude fever, arthralgias, myalgras, skin eruptions, lymphadenapathy, chest marked discomfort and dyspnea.

Navigational Note: -
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Immune system disorders

Navigational Note: -

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Irmmune system disorders - Asymptomatic or mild Moderate; minimal, local ar Severe or medically significant Life-threatening Death
Other, specify symptoms; clinical or noninvasive intervention but not immediately life- consequences; urgent

diagnostic observations only; indicated; limiting age- threatening; hospitalization or intervention indicated
intervention not indicated appropriate instrurmental ADL prolongation of existing
hospitalizatonindicated;
limiting self care ADL
Definition: -
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Infections and infestations

Navigational Note: -

antiviral intervention
indicated; invasive
intervention indicated

Definition: A disorder characterized by an infectious process involving an artery.

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Abdominal infection - Oral intervention indicated | antibiatic, antifungal, or Life-threatening Death
(eg., antibiotic, antifungal, ar antiviral intervention consequences; urgent
antiviral) indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving the abdorminal cavity.
Navigational Note: -
Anorectal infection Localized, local intervention Oral intervention indicated IV antibiotic, antifungal, or Life-threatening Death
indicated {eg., antibiotic, antfungal, or antiviral intervention consequences; urgent
antiviral) indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving the anal area and the rectum.
Navigational Note: -
Appendicitis - - IV antibiotic, antifungal, or Life-threatening Death
antiviral intervention consequences; urgent
indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by acute inflammation to the vermiform appendix caused by a pathogenic agent.
Navigational Note: -
Appendicitis perforated - - Medical intervention Life-threatening Death
indicated; operative consequences; urgent
intervention indicated intervention indicated
Definition: A disorder characterized by acute inflammation to the vermiform appendix caused by a pathogenic agent with gangrenous changes resulting in the rupture of the
appendiceal wall. The appendiceal wall rupture causes the release of inflammatory and bacterial contents from the appendiceal lumeninto the abdominal cavity.
Navigational Note: -
Arteritis infective - - | antibiatic, antifungal, or Life-threatening Death

Bacteremia

- Blood culture positive with no -
signs or symptoms

Definition: A disorder characterized by the presence of bacteria in the blood stream.
Navigational Note: Consider |nfections and infestatons: Sepsis (Grades 3, 4 & 5}
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CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Billary tract infection Oral intervention indicated | antibiatic, antifungal, or Life-threatening Death
(eg., antibiotic, antifungal, ar antiviral intervention consequences; urgent
antiviral) indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving the billary tract.
Navigational Note: -
Bladder infection Oral intervention indicated IV antibiotic, antifungal, or Life-threatening Death
{eg., antibiotic, antfungal, or antiviral intervention consequences; urgent
antiviral) indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving the bladder.
Navigational Note: -
Bone infection Oral intervention indicated IV antibiotic, antifungal, or Life-threatening Death
(eg., antibiotic, antifungal, ar antiviral intervention consequences; urgent
antiviral} indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving the bones.
Navigational Note: -
Breast infection Local infection with moderate | antibiatic, antifungal, or Life-threatening Death
symptoms; oral intervention antiviral intervention consequences; urgent
indicated {e.g., antiblotic, indicated; severe infecton; intervention indicated
antifungal, or antiviral} axillary adenitis
Definition: A disorder characterized by an infectious process involving the breast.
Navigational Note: -
Bronchral infection Moderate symptoms; oral | antibiatic, antifungal, or Life-threatening Death
intervention indicated {eg., antiviral intervention consequences; urgent
antibiotic, antifungal, or indicated; invasive intervention indicated
antiviral) intervention indicated
Definition: A disorder characterized by an infectious process involving the bronchi.
Navigational Note: -
Catheter related infection Localized; local intervention IV antibiotic, antifungal, or Life-threatening Death

indicated; oral intervention
indicated {e.g., antiblotic,
antifungal, or antiviral}

Definition: A disorder characterized by an infectious process that arfses secondary to catheter use.

Navigational Note: -

antiviral intervention
indicated; invasive
intervention indicated

consequences; urgent
intervention indicated
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Infections and infestations

Navigational Note: -

indicated {e.g., topical
antibiotic, antifungal, or
antiviral}

Definition: A disorder characterized by an infectious process involving the cornea.

antiviral intervention
indicated; invasive
intervention indicated

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Cecal infection - Localized; oral intervention | antibiatic, antifungal, or Life-threatening Death
indicated {e.g., antiblotic, antiviral intervention consequences; urgent
antifungal, or antiviral} indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving the cecurm.
Navigational Note: -
Cervicitis infection - Localized; local intervention IV antibiotic, antifungal, or Life-threatening Death
indicated (e.g., topical antiviral intervention consequences; urgent
antibiotic, antifungal, or indicated; invasive intervention indicated
antiviral} intervention indicated
Definition: A disorder characterized by an infectious process involving the uterine cervix.
Navigational Note: -
Conjunctivitis Asymptomatc or mild Symptomatic; moderate Symptomatic with marked Best corrected visual acuity of -
symptoms; intervention not decrease invisual acuity {best decrease invisual acuity {best 204200 or warse in the
indicated corrected visual acuity 20/40 corrected visual acuity worse affected eye
and better or 2 lines or less than 20440 or more than 2
decreased vision from known Iines of decreased vision from
baseline) known baseline, up to
20£200; limitdng self care ADL
Definition: A disorder characterized by inflammation, swelling and redness ta the conjunctiva of the eye.
Navigational Note: Consider |nfections and infestatons: Conjunctivitis infective if caused by infection
Conjunctivitis infective - Localized; local intervention IV antibiotic, antifungal, or Life-threatening -
indicated (e.g., topical antiviral intervention consequences; urgent
antibiotic, antifungal, or indicated; invasive intervention indicated
antiviral} intervention indicated
Definition: A disorder characterized by an infectious process involving the conjunctiva. Clinical manifestations include pink or red color in the eyes.
Navigational Note: -
Corneal infection - Localized; local intervention IV antibiotic, antifungal, or Life-threatening Death
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Infections and infestations

Navigational Note: -

Definition: A disorder characterized by an infectious process involving the brain tissue.

antiviral intervention
indicated; severs changes in
mental status; self-limited
seizure activity; focal
neurologic abnormalifes

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Cranial nerve infection - - | antibiatic, antifungal, or Life-threatening Death
antiviral intervention consequences; urgent
indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving a cranial nerve.
Navigational Note: -
Cytomegalovirus infection Asymptomatc or mild Moderate symptoms; medical Severe or medically significant Life-threatening Death
reactivation symptoms; dinical or intervention indicated butnot immediately |ife- consequences; urgent
diagnostic observations only; threatening; hospitalization or intervention indicated;
intervention notindicated prolongation of existing blindness
hospitalization indicated; 1V
intervention indicated
Definition: A disorder characterized by the reactivation of cytomegalovirus {CMV}.
Navigational Note: Synonym: CMY
Device related infection - Oral intervention indicated | antibiatic, antifungal, or Life-threatening Death
(eg., antibiotic, antifungal) antiviral intervention consequences; urgent
indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving the use of a medical devics.
Navigational Note: -
Duodenal infection - Moderate symptoms; medical | antibiatic, antifungal, or Life-threatening Death
intervention indicated {eg., antiviral intervention consequences; urgent
oral antibiotics) indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving the duodenum.
Navigational Note: -
Encephalit's infection - - IV antibiotic, antifungal, or Life-threatening Death
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Infections and infestations

reactivation

symptoms; cinical or
diagnostic obsarvations only;
intervention notindicated

Navigational Note: Synonym: EBY

intervention indicated

Definition: A disorder characterized by the reactivation of Epstein-Barr wirus (EBV).

but not immediately life-
threatening; hospitalization or
prolongation of existing
hospitalizatonindicated; IV
intervention indicated

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Encephalomyelit’s infection - - | antibiatic, antifungal, or Life-threatening Death
antiviral intervention consequences; urgent
indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving the brain and spinal cord tissues.
Navigational Note: -
Endocarditis infective - - IV antibiotic, antifungal, or Life-threatening Death
antiviral intervention consequences; urgent
indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving the endocardial layer of the heart.
Navigational Note: -
Endophthalmits - Local intervention indicated Systemic interventon; Best corrected visual acuity of -
hospitalization indicated 20/200 or worse in the
affected eye
Definition: A disorder characterized by an infectious process involving the internal structures of the eye.
Navigational Note: -
Enterocolitis infectious - Passage of »2 unformed stools IV antibiotic, antifungal, or Life-threatenirg Death
per 24 hrs or duration of antiviral intervention consequences; urgent
illness >48 hrs; moderate indicated; invasive intervention indicated
abdominal pain; oral Intervention ndicated;
intervention indicated {eg., profuse watery diarrhea with
antibiotic, antifungal, or signs of hypovolemia; bloody
antiviral} diarrhea; fever; severe
abdominal pain;
hospitalization indicated
Definition: A disorder characterized by an infectious process involving the small and large intestines.
Navigational Note: Includes Clastridium difficll e {c. diff, c. difficile).
Epstein-Barr virus infection Asymptomatc or mild Moderate symptoms; medical Severe or medically significant Life-threatening Death
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Infections and infestations

Navigational Note: -

and swallow)

intervention indicated {eg.,
antibiotic, antifungal, or
antiviral}

Definition: A disorder characterized by an infectious process involving the gums.

antiviral intervention
indicated; invasive
intervention indicated

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Esophageal infection - Local intervention indicated | antibiatic, antifungal, or Life-threatening Death
(eg., oral antibiotic, antiviral intervention consequences; urgent
antifungal, antiviral} indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving the esophagus.
Navigational Note: -
Eyeinfection - Localized; local intervention IV antibiotic, antifungal, or Life-threatening Death
indicated (e.g., topical antiviral intervention consequences; urgent
antibiotic, antifungal, or indicated; invasive intervention indicated;
antiviral} intervention indicated enucleation
Definition: A disorder characterized by an infectious process involving the eye.
Navigational Note: -
Folliculits Covering <1086 of the body Covering 10-30% of the body »>30R6 BSA; systemic - -
surface area; no intervention surface area; tapical Intervention ndicated
indicated intervention initiated
Definition: A disorder characterized by inflammation or infection of the hair follicles.
Navigational Note: -
Fungemia - Moderate symptoms; medical Severe or medically significant - -
intervention indicated but not immediately life-
threatening; hospitalization or
prolongation of existing
hospitalizatonindicated
Definition: A disorder characterized by the presence of fungusin the blood stream.
Navigational Note: -
Gallbladder infection - Oral intervention indicated | antibiatic, antifungal, or Life-threatening Death
{eg., antibiotic, antfungal, or antiviral intervention consequences; urgent
antiviral) indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving the gallbladder.
Navigational Note: -
Gum infection Local therapy indicated {swish Moderate symptoms; oral IV antibiotic, antifungal, or Life-threatening Death
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Infections and infestations

Navigational Note: -

indicated (e.g., topical
antibiotic, antifungal, or
antiviral}

Definition: A disorder characterized by an infectious process involving the skelstal musdes.

antiviral intervention
indicated; invasive
intervention indicated

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Hepatic infection - Moderate symptoms; oral | antibiatic, antifungal, or Life-threatening Death
intervention indicated {eg., antiviral intervention consequences; urgent
antibiotic, antifungal, or indicated; invasive intervention indicated
antiviral} intervention indicated
Definition: A disorder characterized by an infectious process involving the liver.
Navigational Note: -
Hepatitis B reactivation Asymptomatc or mild Moderate symptoms; medical Severe or medically significant Life-threatening Death
symptoms; dinical or intervention indicated butnot immediately |ife- consequences; urgent
diagnostic observations only; threatening; hospitalization or intervention indicated; severe
intervention notindicated prolongation of existing decompensated liver function
hospitalization indicated; 1V {e.g., coagulopathy,
intervention indicated encephalopathy, coma)
Definition: A disorder characterized by the reactivation of hepatitis B virus,
Navigational Note: -
Hepatitis viral Asymptomatc, intervention Moderate symptoms; medical Syrmptomatic liver Life-threatening Death
not indicated intervention indicated dysfuncton; fibrosis by consequences; severs
biopsy; compensated decompensated liver function
cirrhosis; hospitalization or {e.g., coagulopathy,
prolongation of existing encephalopathy, coma)
hospitalization indicated
Definition: A disorder characterized by a viral pathologic process involving the liver parenchyma.
Navigational Note: -
Herpes simplex reactivation Asymptomatc or mild Moderate symptoms; medical Severe or medically significant Life-threatening Death
symptoms; cinical or intervention indicated but not immediately life- consequences; urgent
diagnostic obsarvations only; threatening; hospitalization or intervention indicated
intervention notindicated prolongation of existing
hospitalizatonindicated; IV
intervention indicated
Definition: A disorder characterized by the reactivation of Herpes simplex wirus.
Navigational Note: -
Infective myositis - Localized; local intervention | antibiatic, antifungal, or Life-threatening Death
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Infections and infestations

intervention indicated {eg.,
antibiotic, antifungal, or
antiviral}

Definition: A disorder characterized by an infectious process involving the lungs, including pneumonia.
Navigational Note: |f Infection Is due to aspiration, consider reporting Respiratory, thoracic and mediastinal disorders: Apiration

antiviral intervention
indicated; invasive
intervention indicated

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Joint infection - Localized; local intervention Arthroscopic intervention Life-threatening Death
indicated; oral interventon indicated (=.g., drainage) or consequences; urgent
indicated (e.g., antibiotic, arthrotomy {e.g., open intervention indicated
antifungal, or antiviral}; surgical drainage)
needle aspiration indicated
(single or multiple)
Definition: A disorder characterized by an infectious process involving a joint.
Navigational Note: -
Kidney infection - Oral intervention indicated IV antibiotic, antifungal, or Life-threatening Death
(eg., antibiotic, antifungal, ar antiviral intervention consequences; urgent
antiviral} indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving the kidney.
Navigational Note: -
Laryngitis - Moderate symptoms; oral | antibiatic, antifungal, or Life-threatening Death
intervention indicated {eg., antiviral intervention consequences; urgent
antibiotic, antifungal, or indicated; invasive intervention indicated
antiviral) intervention indicated
Definition: A disorder characterized by an inflammatory process involving the larynx.
Navigational Note: For symptoms and no Interventon, consider Respiratory, thoracic and mediastinal disorders: Sore throat or Hoarseness.
Lip infection Localized, local intervention Oral intervention indicated | antibiatic, antifungal, or - -
indicated {eg., antibiotic, antfungal, or antiviral intervention
antiviral) indicated; invasive
intervention indicated
Definition: A disorder characterized by an infectious process involving the lips.
Navigational Note: -
Lung infection - Moderate symptoms; oral IV antibiotic, antifungal, or Life-threatening Death
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Infections and infestations

Navigational Note: -

{e.g., Babinski's reflex or

Lhermitte's sign}

Definition: A disorder characterized by inflammation involving the 5

instrumental ADL

sensory loss; [imiting

loss; limiting self care ADL

pinal cord. Symptoms indude weakness, paresthesia, sensory loss, mal

consequences; urgent
intervention indicated

rked discomfort and incontinence.

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Lymph gland infection - Localized; oral intervention | antibiatic, antifungal, or Life-threatening Death
indicated {e.g., antiblotic, antiviral intervention consequences; urgent
antifungal, or antiviral} indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving the lymph nodes.
Navigational Note: -
Mediastinal infection - - IV antibiotic, antifungal, or Life-threatening Death
antiviral intervention consequences; urgent
indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving the mediastinum.
Navigational Note: -
Meningitis - - IV antibiotic, antifungal, or Life-threatening Death
antiviral intervention consequences; urgent
indicated; invasive intervention indicated
Intervention indicated; focal
neurologic deficit
Definition: A disorder characterized by acute inflammation of the meninges of the brain and/or spinal card.
Navigational Note: -
Mucosal infection Localized, local intervention Oral intervention indicated | antibiatic, antifungal, or Life-threatening Death
indicated (eg., antibiotic, antifungal, ar antiviral intervention consequences; urgent
antiviral) indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving a mucosal surface.
Navigational Note: -
Myelitis Asymptomatc; mild signs Moderate weakness or Severe weakness or sensory Life-threatening Death

Nafl infection

Navigational Note: -

Localized, local intervention

indicated

antiviral}

Definition: A disorder characterized by an infectious process involving the nail.

Oral intervention indicated
{eg., antibiotic, antfungal, or

IV antibiotic, antifungal, or
antiviral intervention
indicated; invasive
intervention indicated
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Infections and infestations

CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

indicated

Qfftis externa Localized, local intervention

Definition: A disorder characterized by an infectious process involvi
cuts in the ear canal. Symptoms include fullness, itching, swelling and marked discomfortin the ear and ear drainage.
Navigational Note: Changes associated with radiation to external ear {pinnae) are graded under Injury,

Oral intervention indicatad
(eg., antibiotic, antifungal, ar
antiviral)

ng the outer ear and ear canal. Con

| antibiatic, antifungal, or
antiviral intervention
indicated; invasive
intervention indicated

Life-threatening
consequences; urgent
intervention indicated

poisoning and procedural complications: Dermattis radiation

Death

tributory factors include excessive water exposure {swimmer's ear infection) and

Navigational Note: -

antiviral intervention
indicated; invasive
intervention indicated

Definition: A disorder characterized by an infectious process involving the pancreas.

consequences; urgent
intervention indicated

Qfftls media - Localized; oral intervention | antibiatic, antifungal, or Life-threatening Death
indicated (e.g., antibiotic, antiviral intervention consequences; urgent
antifungal, or antiviral} indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving the middle =ar.
Navigational Note: -
QOvarian infection - Localized; oral intervention IV antibiotic, antifungal, or Life-threatening Death
indicated (e.g., antibiotic, antiviral intervention consequences; urgent
antifungal, or antiviral} indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving the ovary.
Navigational Note: -
Pancreas Infection - - | antibiatic, antifungal, or Life-threatening Death
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Infections and infestations

Navigational Note: -

may or may notbe associated
with symptoms of pruritus or
tenderness

may or may not be associated
with symptoms of pruritus or
tenderness; associated with
psychosocial impact; imiting
instrumental ADL; papules
and/for pustules covering >
3096 BSA with or withoutmild
symptoms

moderate or severs
symptoms; limiting self-care
ADL; IV antibiotics indicated

rash does not present with whiteheads or blackheads, and can be symptomatic, with itchy or tender lesions.

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Papulopustular rash Papules and/or pustules Papules and/or pustules Papules and/or pustules Life-threatening Death
covering <10% BSA, which covering 10-3086 BSA, which covering >3086 BSA with consequences

Definition: A disorder characterized by an eruption consisting of papules {a small, raised pimple} and pustules {a small pus filled blister), typically appearing in face, scalp, and upper
chest and back. Unlike acne, this

Paronychia

Navigational Note: -

Nail fold edema ar erythema;
disruption of the cuticle

Definition: A disorder characterized by an infectious process involvil

Local intervention Indicatad;
oral intervention indicated
{eg., antibiotic, antfungal,
antiviral); nail fold edema or
erythema with pain;

associated with discharge or
nail plate separation; limiting
instrumental ADL

rg the soft tissues around the nail.

Operative intervention
indicated; IV antibiotics
indicated; limiting self care
ADL

Navigational Note: -

indicated

{eg., antibiotic, antfungal, or
antiviral}

Definition: A disorder characterized by an infectious process involving the penis.

antiviral intervention
indicated; invasive
intervention indicated

consequences; urgent
intervention indicated

Palvicinfection - Moderate symptoms; oral | antibiatic, antifungal, or Life-threatening Death
intervention indicated {eg., antiviral intervention consequences; urgent
antibiotic, antifungal, or indicated; invasive intervention indicated
antiviral) intervention indicated

Definition: A disorder characterized by an infectious process involving the pelic cavity.

Navigational Note: -

Penile infection Localized, local intervention Oral intervention indicated IV antibiotic, antifungal, or Life-threatening Death
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Infections and infestations

of the infected vein.
Navigational Note: -

indicated

(eg., antibiotic, antifungal, ar
antiviral}

antiviral intervention
indicated; invasive
intervention indicated

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Perfarbital infection - Localized; local intervention | antibiatic, antifungal, or Life-threatening Death
indicated {e.g., topical antiviral intervention consequences; urgent
antibiotic, antifungal, or indicated; invasive intervention indicated
antiviral) intervention indicated
Definition: A disorder characterized by an infectious process involving the orbit of the eye.
Navigational Note: -
Peripheral nerve infection - Localized; local intervention IV antibiotic, antifungal, or Life-threatening Death
indicated (e.g., topical antiviral intervention consequences; urgent
antibiotic, antifungal, or indicated; invasive intervention indicated
antiviral} intervention indicated
Definition: A disorder characterized by an infectious process involving the peripheral nerves.
Navigational Note: -
Perftoneal infection - - | antibiatic, antifungal, or Life-threatening Death
antiviral intervention consequences; urgent
indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving the peritoneum.
Navigational Note: -
Pharyngitis - Oral intervention indicated IV antibiotic, antifungal, or Life-threatening Death
{eg., antibiotic, antfungal, or antiviral intervention consequences; urgent
antiviral) indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by inflammation of the throat.
Navigational Note: For Grade 1 Consider Respiratory, thoracic and mediastinal disorders: Sore throat
Phlebitis infective Localized, local intervention Oral intervention indicated IV antibiotic, antifungal, or Life-threatening Death

Definition: A disorder characterized by an infectious process involving the vein. Clinical manifestations include erythemna, marked discomfort, swelling, and induration along the course
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Infections and infestations

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

Pleural infection - Oral intervention indicated | antibiatic, antifungal, or Life-threatening Death
(eg., antibiotic, antifungal, ar antiviral intervention consequences; urgent
antiviral) indicated; invasive intervention indicated

intervention indicated

Definition: A disorder characterized by an infectious process involving the pleura.

Navigational Note: -

Prostate infection - Moderate symptoms; oral IV antibiotic, antifungal, or Life-threatening Death
intervention indicated {eg., antiviral intervention consequences; urgent
antibiotic, antifungal, or indicated; invasive intervention indicated
antiviral} intervention indicated

Definition: A disorder characterized by an infectious process involving the prostate gland.

Navigational Note: -

Rash pustular - Localized; local intervention IV antibiotic, antifungal, or - -
indicated {e.g., topical antiviral intervention
antibiotic, antifungal, or indicated; invasive
antiviral} intervention indicated

Definition: A disorder characterized by a circumscribed and elevated skin lesion filled with pus.

Navigational Note: Synonym: Boll

Rhinftis infective - Localized; local intervention - - -
indicated

Definition: A disorder characterized by an infectious process involving the nasal mucosal.

Navigational Note: -

Salivary gland infection - Moderate symptoms; oral IV antibiotic, antifungal, or Life-threatening Death
intervention indicated {eg., antiviral intervention consequences; urgent
antibiotic, antifungal, or indicated; invasive intervention indicated
antiviral} intervention indicated

Definition: A disorder characterized by an infectious process involving the salivary gland.

Navigational Note: -

Scrotal infection Localized, local intervention Oral intervention indicated IV antibiotic, antifungal, or Life-threatening Death

indicated

(eg., antibiotic, antifungal, ar
antiviral}

Definition: A disorder characterized by an infectious process involving the scrotum.

Navigational Note: -

antiviral intervention
indicated; invasive
intervention indicated

consequences; urgent
intervention indicated
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Infections and infestations

CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4 Grade 5

Sepsis

Navigational Note: | ncludes SIRS. Also consider Infections and infestations: Bacteremia {Grade 2)

Blood culture positive with
signs or symptoms; treatment
indicated

Life-threatening Death
consequences; urgent
intervention indicated
Definition: A disorder characterized by the presence of pathogenic microorganisms in the blood stream that cause a rapidly progressing systemic reaction that may lead to shock.

Shirgles

Localized, local intervention
indicated

Local infection with rmoderate
symptoms; oral intervention
indicated; limiting age-
appropriate instrurmental ADL

Definition: A disorder characterized by the reactivation of herpes zoster virus.
Navigational Note! Synonym: Herpes zoster

Severe or medically significant
butnot immediately |ife-
threatening; hospitalization or
prolongation of existing
hospitalization indicated; 1V
Intervention ndicated;
limiting self-care ADL

Life-threatening Death
consequences; urgent
intervention indicated

Snusits

Navigational Note: -

Definition: A disorder characterized by an infectious process involvil

Localized; oral intervention
indicated {e.g., antiblotic,
antifungal, or antiviral}

| antibiatic, antifungal, or
antiviral intervention
indicated; invasive
intervention indicated

rg the mucous membranes of the paranasal sinuses.

Life-threatening Death
consequences; urgent
intervention indicated

Skininfection

Navigational Note: -

Localized, local intervention
indicated

Definition: A disorder characterized by an infectious process involvil

Oral intervention indicatad
{eg., antibiotic, antfungal, or
antiviral)

rg the skin such as cellulitis.

| antibiatic, antifungal, or
antiviral intervention
indicated; invasive
intervention indicated

Life-threatening Death
consequences; urgent
intervention indicated

Small intestine infection

Navigational Note: -

Moderate symptoms; oral
intervention indicated {eg.,
antibiotic, antifungal, or
antiviral}

Definition: A disorder characterized by an infectious process involving the small intestine.

IV antibiotic, antifungal, or
antiviral intervention
indicated; invasive
intervention indicated

Life-threatening Death
consequences; urgent
intervention indicated
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Infections and infestations

Navigational Note: -

intervention indicated {eg.,
antibiotic, antifungal, or
antiviral)

Definition: A disorder characterized by an infectious process involving the trachea.

antiviral intervention
indicated; invasive
intervention indicated

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Soft tissue infection - Localized; oral intervention | antibiatic, antifungal, or Life-threatening Death
indicated {e.g., antiblotic, antiviral intervention consequences; urgent
antifungal, or antiviral} indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving soft dssues.
Navigational Note: -
Splenic infection - - IV antibiotic, antifungal, or Life-threatening Death
antiviral intervention consequences; urgent
indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving the spleen.
Navigational Note: -
Stoma site infection Localized, local intervention Oral intervention indicated IV antibiotic, antifungal, or Life-threatening Death
indicated (eg., antibiotic, antifungal, ar antiviral intervention consequences; urgent
antiviral} indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving a stoma (surgically created opening on the surface of the body).
Navigational Note: -
Thrush Asymptomatc; local Oral intervention indicated I antifurgal intervention - -
symptomatic management (eg., antifungal) indicated
Definition: A disorder characterized by a suspected candidal infection involving an oral mucosal surface.
Navigational Note: -
Toothinfection - Localized; local intervention | antibiatic, antifungal, or Life-threatening Death
indicated {e.g., topical antiviral intervention consequences; urgent
antibiotic, antifungal, or indicated; invasive intervention indicated
antiviral) intervention indicated
Definition: A disorder characterized by an infectious process involving a tooth.
Navigational Note: -
Tracheltis - Moderate symptoms; oral | antibiatic, antifungal, or Life-threatening Death

CTCAE v5.0 —November 27, 2017

Back to TOC

Page 67

CLI 00125, v8.0

CONFIDENTIAL AND PROPRIETARY

Cerus Corporation considers this document to be confidential and

not subject to disclosure without express written consent from Cerus Corporation.

Page 207 of 295



Cerus Corporation

Title: A Randomized, Double-Blinded, Controlled, Parallel Group, Non-inferiority, Phase III Study to Evaluate the Efficacy and Safety of the

INTERCEPT Blood System for Red Blood Cells in Patients undergoing Complex Cardiac Surgery Procedures (the ReCePI study)

Infections and infestations

Navigational Note: -

indicated

Definition: A disorder characterized by an infectious process involvil

{eg., antibiotic, antfungal, or
antiviral)

rg the vagina.

antiviral intervention
indicated; invasive
intervention indicated

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Upper respiratory infection - Moderate symptoms; oral | antibiatic, antifungal, or Life-threatening Death
intervention indicated {eg., antiviral intervention consequences; urgent
antibiotic, antifungal, or indicated; invasive intervention indicated
antiviral) intervention indicated
Definition: A disorder characterized by an infectious process involving the upper respiratory tract {nase, paranasal sinuses, pharynx, laryrx, or trachea).
Navigational Note: -
Urethral infection - Localized; oral intervention IV antibiotic, antifungal, or Life-threatening Death
indicated (e.g., antibiotic, antiviral intervention consequences; urgent
antifungal, or antiviral} indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving the urethra.
Navigational Note: -
Urinary tractinfection - Localized; oral intervention IV antibiotic, antifungal, or Life-threatening Death
indicated {e.g., antiblotic, antiviral intervention consequences; urgent
antifungal, or antiviral} indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving the urinary tract, most commonly the bladder and the urethra.
Navigational Note: -
Uterine infection - Moderate symptoms; oral | antibiatic, antifungal, or Life-threatening Death
intervention indicated {eg., antiviral intervention consequences; urgent
antibiotic, antifungal, or indicated; invasive intervention indicated
antiviral) intervention indicated
Definition: A disorder characterized by an infectious process involving the endometrium. It may extend to the myometrium and parametrial gssues.
Navigational Note: -
Vaginal infection Localized, local intervention Oral intervention indicated | antibiatic, antifungal, or Life-threatening Death

Viremia

Navigational Note: -

Moderate symptoms; medical
intervention indicated

Definition: A disorder characterized by the presence of a virus in the blood stream.

Severe or medically significant
butnot immediately |ife-
threatening; hospitalization or
prolongation of existing
hospitalization indicated
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Infections and infestations

Other, specify

Definition: -

Navigational Note: -

symptoms; cinical or
diagnostic obsarvations only;
intervention not indicated

noninvasive intervention
indicated; limiting age-
appropriate instrumental ADL

but not immediately life-
threatening; hospitalization or
prolongation of existing
hospitalizatonindicated;
|imiting self care ADL

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Vulval infection Localized, local intervention Oral intervention indicated | antibiatic, antifungal, or Life-threatening Death
indicated (eg., antibiotic, antifungal, ar antiviral intervention consequences; urgent
antiviral) indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving the vulva.
Navigational Note: -
Wound infection Localized, local intervention Oral intervention indicated IV antibiotic, antifungal, or Life-threatening Death
indicated {eg., antibiotic, antfungal, or antiviral intervention consequences; urgent
antiviral) indicated; invasive intervention indicated
intervention indicated
Definition: A disorder characterized by an infectious process involving the wound.
Navigational Note: -
Infections and infestations - Asymptomatc or mild Moderate; minimal, local or Severe or medically significant Life-threatening Death
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Injury, poisoning and procedural complications

CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

Ankle fracture

affected leg and foot.
Navigational Note: -

Mild; non-operative
intervention indicatad

Limiting instrumental ADL;
outpatient operative
intervention indicated

Limiting self care ADL; elective
operative intervention
indicated requiring
hospitalizaton

Definition: A finding of damage to the ankle joint characterized by abreak in the continuity of the ankle bone. Symptoms include marked discomfort, swelling and difficulty moving the

Navigational Note: -

finding; intervention not
indicated

intervention indicated

intervention indicated

consequences; Urgent
operative intervention
indicated

Definition: A finding of leakage of urine due to breakdown of a bladder anastomosis (surgical connection of two separate anatomic structures).

Aortic imjury - Operative intervention not Severe symptoms; limiting self Life-threatening Death
indicated care ADL; repair or revision consequences; evidence of
indicated end organ damage; urgent
operative intervention
indicated
Definition: A finding of damage to the aorta.
Navigational Note: -
Arterial infury Asymptomatic diagnostic Symptomatic; repair or Severe symptoms; imiting self Life-threatening Death
finding; intervention not revision not indicated care ADL; repair or revision consequences; evidencs of
indicated indicated end organ damags; urgent
operative intervention
indicated
Definition: A finding of damage to an artery.
Navigational Note: -
Billary anastomotic leak Asymptomatic diagnostic Symptomatic; medical Severe symptoms; invasive Life-threatening Death
finding; intervention not intervention indicated intervention indicated consequences; urgent
indicated operative intervention
indicated
Definition: A finding of leakage of bile due to breakdown of a biliary anastomosis (surgical connection of two separate anatomic structures).
Navigational Note: -
Bladder anastomotic leak Asymptomatic diagnostic Symptomatic; medical Severe symptoms; invasive Life-threatening Death

Bruising

Navigational Note: -

Localized or in a dependent

area

Generalized

Definition: A finding of injury of the soft fssues or bone characterized by leakage of blood into surrounding tissues.
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Injury, poisoning and procedural complications

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Burn Minimal symptoms; Medical intervention; minfmal Moderate to major Life-threatening Death
intervention not indicated debridement indicated debridement ar consequences

Definition: A finding of impaired

radiation. The extent of damage depends on the length and intensity of exposure and time until provisi

Navigational Note: -

integrity to the anatomic site of an

reconstruction indicated

on of treatment.

adverse thermal reaction. Burns can be caused by exposure to chemicals, direct heat, electricity, flames and

Derrnatitis radiation

Definition: A finding of cutaneou:
Navigational Note: Synonym: Ra

Faint erythema or dry
desquarmation

Moderate to brisk erythema;
patchy moist desquamation,
mostly confined to skin folds
and creases; moderate edema

s inflammatory reaction occurring as a result of exposure to biological
diation nduced skin toxicities (CTCAE v3.0)

Moist desquarnation in areas
other than skin folds and
creases; bleeding induced by
minor trauma or abrasion

ly effective levels of ionizing radiat

Life-threatening
consequences; skin necrosis
or ulceration of full thickness
dermis; spontanecus blesding
from involved site; skingraft
indicated

on.

Death

Esophageal anastomotic leak

Asymptomatic diagnostic
finding; intervention not
indicated

Definition: A finding of leakage due to breakdown of an esophageal

Navigational Note: -

Symptomatic; medical
intervention indicated

Severe symptoms; invasive
intervention indicated

anastomosis (surgical connecton of two separate anatomic structures).

Life-threatening
consequences; urgent
operative intervention
indicated

Death

Fall

Minor with no resultant
injuries; intervention not
indicated

Symptomatic; noninvasive
intervention indicated

Definition: A finding of sudden movement downward, usually resuling in injury.

Navigational Note: -

Hospitalization indicated;
Invasive Intervention
indicated

Fallopian tube anastomotic
leak

Asymptomatic; clinical or
diagnostic observations only;
intervention not indicated

Symptomatic; medical
intervention indicated

Severe symptoms; invasive
intervention indicated

Life-threatening
consequences; Urgent
operative intervention
indicated

Definition: A finding of leakage dues to breakdown of a fallapian tube anastomasts {surgical connecton of two separate anatomic structures).

Navigational Note: -

Death
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Injury, poisoning and procedural c

omplications

diagnostic observations only;
intervention not indicated

Definition: A finding of traumatic injury to the bone in which the continuity of the bone is broken.
Navigational Note: Prior to using this term consider specific fracture arsas: Injury, polsoning and proce:

displaced; immobilization
indicated

or open wound with bone
exposure; limiting salf care
ADL; operative intervention
indicated

dural complications: Ankle fracture,

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Fallopian tube perforation - Invasive intervention not Invasive intervention Life-threatening Death
indicated indicated consequences; urgent
operative intervention
indicated {e.g., organ
resection)
Definition: A disorder characterized by a rupture of the fallopian tube wall.
Navigational Note: -
Fracture Asymptomatc; cinical or Symptomatic butnon- Severe symptoms; displaced Life-threatening Death

, Hip fracture, Spinal fracture, or Wrist

necrosis

Navigational Note: -

intervention not indicated

hospitalizatonindicated;
clective operative
intervention indicated

consequences; urgent
intervention indicated

Definition: A disorder characterized by a necrotic process oceurring in the gastrointestinal tract stoma.

fracture
(Gastric anastomotic|eak Asymptomatc diagnostic Symptomatic; medical Severe symptoms; invasive Life-threatening Death
finding; interventon not intervention indicated intervention indicated consequences; urgent
indicated operative intervention
indicated
Definition: A finding of leakage due to breakdown of agastric anastomosis {surglcal connaction of two separate anatomic structures).
Navigational Note: -
Gastrointestinal anastomatic Asymptomatc diagnostic Symptomatic; medical Severe symptoms; invasive Life-threatening Death
leak finding; intervention not intervention indicated intervention indicated consequences; urgent
indicated operative intervention
indicated
Definition: A finding of leakage due to breakdown of a gastrointestinal anastom osis (surgical connecton of two separate anatomic structures).
Navigational Note: -
Gastrointestinal stoma - Superficial necrosis; Severe symptoms; Life-threatening Death
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Injury, poisoning and procedural complications

Navigational Note: -

Definition: A finding of damage to the jugular vein.

indicated

ADL; repalr or revision
indicated

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Hip fracturs - Hairline fracture; mild pain; Severe pain; hospitalization or Life-threatening -
lirniting instrurmental ADL; intervention indicated for pain consequences; symptoms
non-operative intervention control {eg., traction); associated with neurovascular
indicated operative intervention compromise
indicated
Definition: A finding of traumatic injury to the hip in which the continuity of either the femoral head, fermoral neck, intertrochanteric or subtrochanteric regions is broken.
Navigational Note: -
Infusion related reaction Mild transient reaction; Therapy or infusion Prolonged (e.g., not rapidly Life-threatening Death
infusioninterrupton not interruption indicated but responsive to symptomatic consequences; urgent
indicated; intervention not responds promptly to medication and/or brief intervention indicated
indicated symptomatic treatment {e.g., interruption of infusion);
antihistamines, NSAIDS, recurrence of symptoms
narcotcs, [V fluids); following initial fmprovernent;
prophylactic medications hospitalizatonindicated for
indicated for «=24 hrs clinical sequelae
Definition: A disorder characterized by adverse reacton to the infusion of pharmacolcgical or biological substances.
Navigational Note: -
Injury to carotid artery - Repair or revision not Severe symptoms; imiting self Life-threatening Death
indicated care ADL {e.g., transient consequences; urgent
cerebral Ischemia); repair or intervention indicated
revision indicated
Definition: A finding of damage to the carotid artery.
Navigational Note: -
Injury to Inferior vena cava Asymptomatic diagnostic Symptomatic; repair or Severe symptoms; limiting self Life-threatening Death
finding; intervention not revision not indicated care ADL; repair or revision consequences; urgent
indicated indicated intervention indicated
Definition: A finding of damage to the inferior vena
cava.
Navigational Note: -
Injury to Jugular vein - Repair or revision not Syrmptomatic limiting self cars Life-threatening Death
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Injury, poisoning and procedural complications

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Injury to superior vena cava Asymptomatc diagnostic Symptomatic; repair or Severe symptoms; limiting self Life-threatening Death
finding; interventon not revision not indicated care ADL; repair or revision consequences; urgent
indicated indicated intervention indicated
Definition: A finding of damage to the superior vena cava.
Navigational Note: -
Intestinal stoma leak Asymptomatc diagnostic Symptomatic; medical Severe symptoms; invasive Life-threatening Death
finding; intervention not intervention indicated intervention indicated consequences; urgent
indicated operative intervention
indicated
Definition: A finding of leakage of contents from an intestinal stoma (surgically created opening on the surface of the body).
Navigational Note: -
Intestinal stoma obstruction - Self-limited; intervention not Severe symptoms; IV fluids, Life-threatening Death
indicated tube feeding, or TPN indicated consequences; urgent
»=24 hrs; elective operative operative Intervention
intervention indicated indicated
Definition: A disorder characterized by blockage of the normal flow of the contents of the intestinal stoma.
Navigational Note: -
Intestinal stoma site bleeding Minimal bleeding identified Moderate bleeding; medical Transfusion indicated; Life-threatening Death
on clinical exam; intervention intervention indicated Tnvasive intervention consequences; urgent
not indicated indicated intervention indicated
Definition: A disorder characterized by bleeding from the intestinal stoma.
Navigational Note: -
Intracperative artarial injury Primary repair of injurad Partial resection of injured Complets resection or Life-threatening Death
organ/structura indicated organ/structura indicated reconstruction of injured consequences; urgent
organ/structure indicated; intervention indicated
|imiting self care ADL
Definition: A finding of damage to an artery during a surgical procedure.
Navigational Note: -
Intracperative breastinjury Primary repair of injurad Partial resection of injured Complets resection or Life-threatening Death

organ/structure indicated

organ/structure indicated

Definition: A finding of damage to the breast parenchyma during a surgical procedure.

Navigational Note: -

reconstruction of injured
organ/structure indicated;
|imiting self care ADL

consequences; urgent
intervention indicated
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CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

Intraoperative cardiac injury

Definition: A finding of damage to the heart during a surgical pracedure.

Navigational Note: -

Primary repair of injured
organ/structure indicated

Life-threatening
consequences; urgent
intervention indicated

Death

Intracperative ear injury

Definition: A finding of damage to the ear during a surgical procedu

Navigational Note: -

Primary repair of injurad
organ/structure indicated

Partial resection of injured
organ/structure indicated

re.

Complets resection or
reconstruction of injured

organ/structure indicated;
|imiting self care ADL {eg.,
impaired hearing; Imparred

balancs)

Life-threatening
consequences; urgent
intervention indicated

Death

Intracperative endocrine
injury

Primary repair of injurad
organ/structura indicated

Partial resection of injured
organ/structura indicated

Definition: A finding of damage to the endocrine gland during a surgical procedure.

Navigational Note: -

Complets resection or
reconstruction of injured

organ/structure indicated;

|imiting self care ADL

Life-threatening
consequences; urgent
intervention indicated

Death

Intracperative gastrointestinal
injury

Definition: A finding of damage to the gastrointestinal system during

Navigational Note: -

Primary repair of injurad
organ/structura indicated

Partial resection of injured
organ/structura indicated

g a surgical procedure.

Complets resection or
reconstruction of injured

organ/structure indicated;

|imiting self care ADL

Life-threatening
consequences; urgent
intervention indicated

Death

Intracperative head and neck
njury

Primary repair of injured
organ/structure indicated

Partial resection of injured
organ/structure indicated

Definition: A finding of damage to the head and neck during a surgical procedure.

Navigational Note: -

Complete resection or
reconstruction of injured

organ/structure indicated;

limiting self care ADL

Life-threatening
consequences; urgent
intervention indicated

Death

Intraoperative hemorrhage

Definition: A finding of uncontrolled bleeding during a surgical procedure.

Navigational Note: -

Postoperative Invasive
Intervention ndicated;
hospitalization

Life-threatening
consequences; urgent
intervention indicated

Death
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CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Intracperative hepatobiliary Primary repair of injurad Partial resection of injured Complets resection or Life-threatening Death
injury organ/structura indicated organ/structura indicated reconstruction of injured consequences; urgent

organ/structure indicated; intervention indicated
|imiting self care ADL
Definition: A finding of damage to the hepatic parenchyma and/or biliary tract during a surgical pracedure.
Navigational Note: -
Intracperative Primary repair of injured Partial resection of injured Complete resection or Life-threatening Death
rmusculoskeletal injury organ/structure indicated organ/structure indicated reconstruction of injured consequences; urgent
organ/structure indicated; intervention indicated
limiting self care ADL
Definition: A finding of damage to the musculoskeletal system during a surgical procedure.
Navigational Note: -
Intraoperative neurological Primary repair of injured Partial resection of injured Complete resection or Life-threatening Death
injury organ/structura indicated organ/structura indicated reconstruction of injured consequences; urgent
organ/structure indicated; intervention indicated
limiting self care ADL
Definition: A finding of damage to the nervous system during a surgical procedure.
Navigational Note: -
Intracperative ocular injury Primary repair of injurad Partial resection of injured Complets resection or Life-threatening Death
organ/structura indicated organ/structura indicated reconstruction of injured consequences; urgent
organ/structure indicated; intervention indicated
|imiting self care ADL
Definition: A finding of damage to the eye during a surgical pracedure.
Navigational Note: -
Intracperative renal injury Primary repair of injurad Partial resection of injured Complets resection or Life-threatening Death
organ/structure indicated organ/structure indicated reconstruction of injured consequences; urgent
organ/structure indicated; intervention indicated
|imiting self care ADL
Definition: A finding of damage to the kidney during a surgical procedure.
Navigational Note: -
Intracperative reproductive Primary repair of injured Partial resection of injured Complete resection or Life-threatening Death

fractinjury

organ/structure indicated

organ/structure indicated

Definition: A finding of damage to the reproductive organs during a surgical procedure.

Navigational Note: -

reconstruction of injured

organ/structure indicated;

limiting self care ADL

consequences; urgent
intervention indicated
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leak

Navigational Note: -

finding; intervention not
indicated

intervention indicated

intervention indicated

consequences; Urgent
operative intervention
indicated

Definition: A finding of leakage due to breakdown of an anastomosis {surgical connection of two separate anatomic structures) in the large intestine.

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Intracperative respiratory Primary repair of injurad Partial resection of injured Complets resection or Life-threatening Death
injury organ/structura indicated organ/structura indicated reconstruction of injured consequences; urgent

organ/structure indicated; intervention indicated
|imiting self care ADL
Definition: A finding of damage to the respiratory system during a surgical procedure.
Navigational Note: -
Intraoperative splenicinjury - Primary repair of injured Resection or reconstructon of Life-threatening Death
organ/structure indicated injured organ/structure consequences; urgent
indicated; limiting self care intervention indicated
ADL
Definition: A finding of damage to the spleen during a surgical procedure.
Navigational Note: -
Intracperative urinary injury Primary repair of injured Partial resection of injured Complete resection or Life-threatening Death
organ/structura indicated organ/structura indicated reconstruction of injured consequences; urgent
organ/structure indicated; intervention indicated
limiting self care ADL
Definition: A finding of damage to the urinary system during a surgical procedure.
Navigational Note: -
Intraoperative venous injury Primary repair of injurad Partial resection of injured Complets resection or Life-threatening Death
organ/structura indicated organ/structura indicated reconstruction of injured consequences; urgent
organ/structure indicated; intervention indicated
|imiting self care ADL
Definition: A finding of damage to aveln during a surgical procedure.
Navigational Note: -
Kidney anastomotic leak Asymptomatc diagnostic Symptomatic; medical Severe symptoms; invasive Life-threatening Death
finding; intervention not intervention indicated intervention indicated consequences; urgent
indicated operative intervention
indicated
Definition: A finding of leakage of urine due to breakdown of a kidney anastomosis {surgical connection of two separate anatomic structures).
Navigational Note: -
Large intestinal anastomotc Asymptomatc diagnostic Symptomatic; medical Severe symptoms; invasive Life-threatening Death
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diagnostic observations only;
intervention not indicated

Definition: A finding of displacement of the urostormy.
Navigational Note: -

minor revision indicated

operative intervention or
major stomal revision
indicated

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Pancreatic anastomotic |eak Asymptomatc diagnostic Symptomatic; medical Severe symptoms; invasive Life-threatening Death
finding; interventon not intervention indicated intervention indicated consequences; urgent
indicated operative intervention
indicated
Definition: A finding of leakage due to breakdown of a pancreatic anastomosis (surgical connection of two separate anatomic structures).
Navigational Note: -
Pharyngeal anastormotic leak Asymptomatc diagnostic Symptomatic; medical Severe symptoms; invasive Life-threatening Death
finding; intervention not intervention indicated intervention indicated consequences; urgent
indicated operative intervention
indicated
Definition: A finding of leakage due to breakdown of a pharyngeal anastomosis {surgical connection of two separate anatomic structures).
Navigational Note: -
Postoperative hemorrhage Mild symptoms; interventon Moderate bleeding requiring Transfusion indicated of »=2 Life-threatening Death
not indicated transfusion < 2units {10 cc/kg units {10 ccfkg for pediatrics) consequences; urgent
for pediatrics) of pRBCs pRBCs; invasive intervention intervention indicated
indicated; hospitalization
Definition: A disorder characterized by bleeding occurring after a surgical procedure.
Navigational Note: -
Postoperative thoracic - Extubated within 24 - 72 hrs Extubated »72 hrs Life-threatening airway Death
procedure complication postoperatively postoperatively, but before COMpromise; urgent
tracheostomy indicated intervention indicated {e.g.,
tracheotormny or intubation)
Definition: A finding of a previously undocumented problem that occurs after a thoracic procedure.
Navigational Note: -
Prolapse of intestnal stoma Asymptomatc; reducible Recurrent after manual Severe symptoms; elective Life-threatening Death
reduction; local irritation or operative intervention consequences; urgent
stool leakage; difficulty to fit indicated; limiting self care operative intervention
appliance; lImitng ADL indicated
instrurnental ADL
Definition: A finding of protrusion of the intestinal stoma {surgically created opening on the surface of the body) above the abdominal surface.
Navigational Note: -
Prolapse of urostormy Asymptomatc; cinical or Local care or maintenance; Dysfunctional stoma; elective Life-threatening Death
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Navigational Note: -

Definition: A finding of leakage due to breakdown of a spermatic cord anastomosis (surgical connection of two separate anatomic structures).

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Radiation recall reaction Faint erythema or dry Moderate to brisk erythema; Moist desquarnation in areas Life-threatening Death
{dermatologic) desquamation patchy moist desquamation, other than skin folds and consequences; skin necrosis

mostly confined to skin folds creases; bleeding induced by or ulceration of full thickness
and creases; moderate edema minor trauma or abrasion dermis; spontanecus blesding
from involved site; skingraft
indicated
Definition: A finding of acute skin inflammatory reaction causad by drugs, espedially chemotherapeutic agents, for weeks or months following radiotherapy. The inflammatory reaction
is confined to the previously irradiated skin and the symptoms disappear after the removal of the pharmaceutical agent.
Navigational Note: -
Rectal anastomotc leak Asymptomatc diagnostic Symptomatic; medical Severe symptoms; invasive Life-threatening Death
finding; intervention not intervention indicated intervention indicated consequences; urgent
indicated operative intervention
indicated
Definition: A finding of leakage due to breakdown of a rectal anastormosis {surgical connection of two separate anatomic structures).
Navigational Note: -
Seroma Asymptomatic; cinical or Symptomatic; simple Syrmptomatic, elective - -
diagnostic obsarvations only; aspiration indicated invasiva ntervention
intervention not indicated indicated
Definition: A finding of tumor-like collection of serurm in the tissues.
Navigational Note: -
Small intestinal anastamotic Asymptomatc diagnostic Symptomatic; medical Severe symptoms; invasive Life-threatening Death
leak finding; interventon not intervention indicated intervention indicated consequences; urgent
indicated operative intervention
indicated
Definition: A finding of leakage dus to breakdown of an anastormosis (surgical connection of two separate anatomic structuras) in the small bowel.
Navigational Note: -
Spermatic cord anastomotic Asymptomatc diagnostic Symptomatic; medical Severe symptoms; invasive Life-threatening Death
leak finding; intervention not intervention indicated intervention indicated consequences; urgent
indicated operative intervention
indicated
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Navigational Note: -

on clinical exam; intervention
notindicated

intervention indicated

Definition: A disorder characterized by bleeding from the tracheostomy site.

Invasive Intervention
indicated

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Spimal fracture Mild back pain; Moderate back pain; Severe back pain; Life-threatening Death
nonprescription analgesics prescription analgesics hospitalization or Intervention consequences; symptoms
indicated indicated; limiting indicated for pain control associated with neurovascular
instrumental ADL {eg., vertebroplasty); limitng compromise
self care ADL; disability
Definition: A finding of traumatic Injury to the spine in which the continuity of a vertebral bone is broken.
Navigational Note: -
Stenosis of gastrointestinal - Symptomatic; [V fluids Severely altered Gl function; Life-threatening Death
stoma indicated «24 hrs; manual tube feeding, TPN or consequences; urgent
dilafon at bedside hospitalization indicated; operative intervention
clective operative indicated
intervention indicated
Definition: A finding of narrowing of the gastrointestinal stoma {surgically created opening on the surface of the body).
Navigational Note: -
Stormal ulesr Asymptomatic; clinical or Symptomatic; medical Severe symptoms; elective - -
diagnostic abservations only; intervention indicated operative intervention
intervention not indicated indicated
Definition: A disorder characterized by a drcumscribed, erosive lasion on the jejunal mucosal surfacs closs to the anastomosis site following a gastroenterostomy procedure.
Navigational Note: -
Tracheal hemorrhags Mild symptoms; Intervention Moderate symptoms; Transfusion indicated; Life-threatening Death
notindicated intervention indicated invasiva ntervention consequences; urgent
indicated; hospitalization intervention indicated
Definition: A disorder characterized by bleeding from the trachea.
Navigational Note: -
Tracheal obstruction Partial asymptomatic Symptomatic {e.g., noisy Stridar or respiratory distress Life-threatening alrway Death
obstruction on examination airway breathing}, no |imiting self care ADL; invasive COMpromise; urgent
{e.g., visual, radiologic or respiratory distress; medical intervention indicated {eg., intervention indicated {e.g.,
endoscopic) intervention indicated {eg., stent, laser) tracheotomy or intubaton}
steroids); limiting
instrurnental ADL
Definition: A disorder characterized by blockage of the lumen of the trachea.
Navigational Note: -
Tracheostomy site bleeding Minimal bleeding identifiad Moderate bleeding; medical Transfusion indicated; Life-threatening Death
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Navigational Note: -

Definition: A finding of narrowing of the opening of a urostomy.

hydronephrosis, sepsis, or
renal dysfunction; dilation or
endoscopic repair or stent
placementindicated

hydronephrosis, or renal
dysfunction); elective
operative intervention
indicated

consequences; Urgent
operative intervention
indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

Ureteric anastomotic leak Asymptomatic diagnostic Symptomatic; medical Severe symptoms; invasive Life-threatening Death
finding; intervention not intervention indicated intervention indicated consequences; urgent
indicated operative intervention

indicated

Definition: A finding of leakage due to breakdown of a ureteral anastomosis {surgical connection of two separate anatomic structures).

Navigational Note: -

Urethral anastomotic leak Asymptomatic diagnostic Symptomatic; medical Severe symptoms; invasive Life-threatening Death
finding; intervention not intervention indicated intervention indicated consequences; urgent
indicated operative intervention

indicated

Definition: A finding of leakage due to breakdown of a urethral anastomosis {surgical connection of two separate anatomic structures).

Navigational Note: -

Urostomy |eak Asymptomatic diagnostic Symptomatic; medical Severe symptoms; invasive Life-threatening Death
finding; intervention not intervention indicated intervention indicated consequences; urgent
indicated operative intervention

indicated

Definition: A finding of leakage of contents from a urostomy.

Navigational Note: -

Urostomy obstruction Asymptomatic; clinical or Symptomatic; dilation or Altered organ function (=.g., Life-threatening Death
diagnostic abservations only; endoscopic repair or stent sepsis or hydranephrosls, or consequences; organ falurs;
intervention not indicated placementindicated renal dysfunction); elective urgent operative intervention

operative intervention indicated
indicated

Definition: A disorder characterized by blockage of the urostomy.

Navigational Note: -

Urostomy site bleeding Minimal bleeding identified Moderate bleeding; medical Transfusion indicated; Life-threatening Death
on clinical exam; intervention intervention indicated invasive intervention consequences; urgent
notindicated indicated intervention indicated

Definition: A disorder characterized by bleeding from the urostomy site.

Navigational Note: -

Urostomy stenosis - Symptomatic butno Symptomatic (e.g., Life-threatening Death
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Navigational Note: -

with no intent for systemic
therapy indicated

blockage, leak, or malposition;
device replacement indicated

Definition: A finding of a previously undocumented problem related to the vascular access site.

vein or cardiac thrombosis;
intervention indicated {eg.,
anticoagulation, lysis, filter,

invasive procedurs)

consequences with

hemodynamic or neurologic

instability

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Uterine anastomotic |eak Asymptomatic diagnostic Symptomatic; medical Severe symptoms; invasive Life-threatening Death
finding; intervention not intervention indicated intervention indicated consequences; urgent
indicated operative intervention
indicated
Definition: A finding of leakage due to breakdown of a uterine anastomosis (surgical connection of two separate anatomic structures).
Navigational Note: -
Uterine perforation - Invasive intervention not Invasive intervention Life-threatening Death
indicated indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by a rupture In the uterine wall.
Navigational Note: -
Vaccdination complication Mild pain; erythema 2.5-5cm; Moderate pain; Erythema 5.1- Severe pain; Erythema = 10 Life-threatenirg -
induration/swelling 2.5-5cm; 10 cm; Indurationfswelling cm; Induration/swelling = 10 consequences; urgent
does notInterfere with 5.1-10 cm; lpodystrophy; cm; necrosls; miting self care intervention indicated
activity lirniting instrurmental ADL ADL
Definition: A disorder that occurs after the injection of a substance with antigenic properties, administered to activate the immune system.
Navigational Note: For systemic vaccination complications, consider Immune system disorders: Allergic reaction or Anaphylaxis.
Vaginal anastomotic leak Asymptomatic diagnostic Symptomatic; medical Severe symptoms; invasive Life-threatening Death
finding; intervention not intervention indicated intervention indicated consequences; urgent
indicated operative intervention
indicated
Definition: A finding of leakage due to breakdown of a vaginal anastomosis {(surgical connection of two separate anatomic structures).
Navigational Note: -
Vas deferens anastomotic leak Asymptomatic diagnostic Symptomatic; medical Severe symptoms; invasive Life-threatening Death
finding; intervention not intervention indicated intervention indicated consequences; urgent
indicated operative intervention
indicated
Definition: A finding of leakage dus to breakdown of a vas deferens anastomosis (surgical connection of two separate anatomic structures).
Navigational Note: -
Vascular access complication TPA administration into line Device dislodgerment, Pulmonary embolism, deep Life-threatening Death
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CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Venous imury Asymptomatic diagnostic Symptomatic {e.g., Severe symptoms; limiting self Life-threatening Death
finding; intervention not claudication); repair or care ADL; repair or revision consequences; evidencs of
indicated revision notindicated indicated end organ damage; urgent
operative intervention
indicated
Definition: A finding of damage to a vein.
Navigational Note: -
Wound complication Observation only; topical Bedside |ocal care indicated Operative intervention Life-threatening Death
intervention indicated indicated consequences
Definition: A finding of development of a new problem at the site of an existing wound.
Navigational Note: Prior to using this term consider Injury, poisoning and procedural complications: Wound dehiscence or Infectons and infestations: Wound infection
Wound dehiscence Incisional separation, Incisional separation, local Fascial disruption or Life-threatening Death
intervention not indicated care {e.g., suturing) or medical dehiscence without consequences; symptomatic
intervention indicated {eg., eviscaration; revision by hernia with evidence of
analgesic) operative intervention strargulation; fascial
indicated disruption with evisceration;
rmajor reconstruction flap,
grafting, resection, or
amputation indicated
Definition: A finding of separation of the approximated margins of a surgical wound.
Navigational Note: Also consider Infections and infestations: Wound infection
Wrist fracture Mild; non-operative Limitirg instrumental ADL; Limiting self care ADL; elective - -
intervention indicated outpatient operative operative intervention
intervention indicated indicated requiring
hospitalization
Definition: A finding of traumatic injury to the wrist jointin which the continuity of a wrist bone is broken.
Navigational Note: -
Injury, poisonirg and Asymptomatic or mild Moderate; minimal, local or Severe or medically significant Life-threatening Death
procedural complications - symptoms; clinical or noninvasive intervention but not immediately life- consequences; urgent
Other, specify diagnostic abservations only; indicated; limiting age- threatening; hospitalization or intervention indicated
intervention not indicated appropriate instrumental ADL prolongation of existing
hospitalizatonindicated;
|imiting self care ADL
Definition: -
Navigational Note: -
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Navigational Note: -

prolonged partial thromboplastin time {PTT) may occur in & variety of diseases and disorders, both primary and related to treatment.

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Activated partial =ULN - 1.5x ULN >1.5-2.5% ULN »>2.5x ULN; bleeding - -
thramboplastin time
prolonged
Definition: A finding based on laboratory test results in which the partial thromboplastin time s found to be greater than the control value. As a possible indicator of coagulopathy, a

Alanine aminotransferase
increased

>ULN - 2.0x ULN if baseline
was normal; 1.5 -3.0x
baseline if baseline was
abnormal

Definition: A finding based on laboratory test results that indicate al
Navigational Note: Also consider Hepatobiliary disorders: Hepatic failure

»3.0-5.0x ULN if baseline
was normal; 2.0 -5.0x
baseline if baseline was
abnormal

»5.0-20.0x ULN if baseline
was normal; »5.0 - 20.0x
baseline If baseline was
abnormal

n increasea in the level of alanine aminotransferass {ALT or SGPT) in the blood spedimen.

»20.0x ULN if baseline was
normal; »20.0x baseline if
baseline was abnormal

Alkaline phosphatase
increased

Navigational Note: -

»ULN - 2.5x ULN if baseline
was normal; 2.0 -2.5x
baseline if baseline was
abnormal

Definition: A finding based on laboratory test results that indicate al

»2.5-5.0x ULN if baseline
was normal; 2.5 -5.0x
baseline if baseline was
abnorrnal

n increase in the level of alkaline phosphatase in a blood specimen.

»5.0-20.0x ULN if baseline
was normal; =5.0 - 20.0x
baseline If baseline was
abnorrmal

»20.0x ULN if baseline was
normal; =20.0x baseline if
baseline was abnormal

Aspartate aminotransferase
increased

»ULN - 2.0x ULN if baseline
was normal; 1.5 -3.0x
baseline if baseline was
abnormal

»3.0-5.0x ULN if baseline
was normal; 2.0 -5.0x
baseline if baseline was
abnorrnal

Definition: A finding based on laboratory test results that indicate an increase in the level of aspartate
Navigational Note! Also consider Hepatabiliary disarders: Hepatic fallure

»5.0-20.0x ULN if baseline
was normal; »5.0 - 20.0x
baseline If baseline was
abnorrmal

aminotransferase (AST or SGOT)Y in & blood specimen.

»20.0x ULN if baseline was
normal; »20.0x baseline if
baseline was abnorrmal

Blood antidiuretic hormone
abnormal

Navigational Note: -

Asymptomatic; cinical or
diagnostic obsarvations only;
intervention notindicated

Symptomatic; medical
intervention indicated

Hospitalization indicated

Definition: A finding based on laboratory test results that indicate abnormal levels of antdiuretic hormone in the blood specimen.

Blood bicarbonate decreased

<LLN and no Intervention
initiatec

Definition: A finding based on laboratory test results that indicate a decrease in levels of bicarbonate in & venous blood specimen.
Navigational Note: Also consider Metabolism and nutrition disorders: Acidosis or Alkal osis
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CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

Blood bilirubin increased

>ULN - 1.5x ULN if baseline
was normal; »1.0-1.5x%
baseline if baseline was
abnormal

»1.5-3.0x ULN if baseline
was normal; 1.5 -3.0x
baseline if baseline was
abnormal

Definition: A finding based on laboratory test results that indicate an abnormally high level of bilirubin
Navigational Note: Also consider Hepatobiliary disorders: Hepatic failure

»3.0-10.0x ULN if baseline
was normal; >3.0-10.0x
baseline If baseline was
abnormal

in the blood. Excess bilirubinis associated with Jaundice.

»10.0x ULN if baseline was
normal; >10.0x baseline if
baseline was abnormal

Blood corticotrophin
decreased

Definition: A finding based on laboratory test results that indicate al

Navigational Note: -

Asymptomatc; cinical or
diagnostic observations only;
intervention notindicated

Symptomatic; medical
intervention indicated

Hospitalization indicated

n decreasein levels of corticotrophin in a blood specimen.

Bloodgonadotrophin
abnormal

Asymptomatc; cinical or
diagnostic observations only;
intervention not indicated

Symptomatic; medical
intervention indicated;
lirniting instrurmental ADL

Severe symptoms; imiting self
care ADL

Definition: A finding based on laboratory test results that indicate abnormal levels of gonadotraphin hormone ina blood specimen.

Navigational Note: -

Blood lactate dehydrogenase
increased

=N

Definition: A finding based on laboratory test results that indicate increased levels of lactate dehydrogenase in the blood specimen.

Navigational Note: -

Blood prolactn abnormal

Definition: A finding based on laboratory test results that indicate al

Navigational Note: -

Asymptomatc; cinical or
diagnostic observations only;
intervention not indicated

Moderate symptoms; imiting
instrumental ADL

brormal levels of prolactin hormone in a blood specimen.

Carbon monoxide diffusing
capacity decreased

3 - 5 units below LLN; for
follow-up, a decrease of 2-5
unts fml/min/mm Hg) below
the baseline value;
asymptomatic and
intervention notindicated

6 - 8 units below LLN; for

foll ow-up, an asymptomatic
decrease of =5- 8units
{rml/min/mm Hg) below the
baseline value; symptomatic
and intervention not indicated

Asymptomatic decrease of =8
units drop; =5 units drop
alorg with the presence of
pulmonary symptoms {e.g.,
»Grade 2 hypoxia or »Grade 2
dyspnea); interventon
indicated

Definition: A finding based on lung function test results thatindicate a decrease In the lung capacity to absorb carban monoxide.
Navigational Note: Also consider Respiratory, thoracic and mediastinal disorders: Respiratory failure or Dyspnea
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CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Cardiac troponin | increased Levels above the upper limit - Levels consistent with - -
of normal and below the level myocardial infarction as
of myocardial infarction as defined by the manufacturer

defined by the manufacturer
Definition: A finding based on laboratory test results that indicate increased levels of cardiac troponinl in abislogical specimen.
Navigational Note: Also consider Cardiac disorders: Heart failure ar Cardiac disorders: Myocardial infarction. Report Cardiac disorders: Heart failure or Cardiac disorders: Myocardial
infarction if same grade event

Cardiac troponin T increased Levels above the upper limit - Levels consistent with - -
of normal and below the level myocardial infarction as
of myocardial infarction as defined by the manufacturer

defined by the manufacturer
Definition: A finding based on laboratory test results that indicate increased levels of cardiac troponin T ina biological specimen.

Navigational Note: Also consider Cardiac disorders: Heart failure or Cardiac disorders: Myocardial infarction. Report Cardiac disorders: Heart failure or Cardiac disorders: Myocardial
infarction if same grade event

<LLN -500/mm3; <LLN - 0.5x <500 - 200/mm3; <0.5-0.2x <200 -50/mm3; <0.2x 0.05 -
10e9 /L 10e9 /L 109 /L

Definition: A finding based on laboratory test results that indicate an decreasein levels of CD4 lymphocytes In a blood specimen.
Navigational Note: -

CD4 lymphocytes decreased

<50/mm3; <0.05x 10e8 /L | -

Cholesterol high =ULN - 300 mg/dL; =ULN - =300 - 400 mg/dL; »7.75 - >400 - 500 mg/fdL; =10.34 -
7.75 mmolfL 10.24 mmolfL 12.92 mmol /L
Definition: A finding based on laboratory test results that indicate higher than narmal levels of cholesterol in a blood specimen.

Navigational Note: -

=500 me/dL; »12.92 mmol/L | -

CPK Increasad [ uN-2.5x 0N [ >25xUIN-5xULN [ =5xUN -20xUN | »10xUN [ -
Definition: A finding based on laboratory test results that indicate an increasa in levels of creatine phosphokinase in a blood spedimen.

Navigational Note: Also consider Cardiac disorders: Heart failure ar Cardiac disorders: Myocardial infarction. Report Cardiac disorders: Heart failure or Cardiac disorders: Myocardial
infarction if same grade event

Creatinine increasad LN - 1.5x% ULN *1.5-2.0% baseling; >1.5-3.0 »3.0x baseline; »3.0-6.0x »6.0x ULN -
x ULN ULN

Definition: A finding based on laboratory test results that indicate increased levels of creatinine in a biological specimen.

Navigational Note: Also consider Renal and urinary disorders: Acute kidney injury
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Investigations

CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

contraction.

Ejection fraction decreased

Definition: The percentage computed when the amount of blood &j

Navigational Note: Also consider Cardiac disorders: Leftventricular

ected during a ventricular contract

Resting ejection fraction (EF}
50 - 40%; 10 - 1996 drop from
baseline

Resting gjection fraction (EF)
39 - 2086; >=208 drop from
baseline

on of the heartis compared to the

systolic dysfunction. Report Cardiac disorders: Laft ventricular systolic

Resting ejection fraction {EF)
<20%

amount that was present prior to the

dysfunctionif samegrade event.

Electrocardiogram QT

Navigational Note: -

corrected interval prolonged

Average QTc 450 - 480 ms

Average QTc 481 - 500 ms

Average QTc »= 501 ms; =60
ms charge from baseline

Definition: A finding of a cardiac dysrhythmia characterized by an abnormally long corrected QT interval.

Tarsade de pointes;
palymorphicventricular
tachycardia; signs/symptoms
of serfous arrhythmia

Electrocardiogram T wave
abnormal

Navigational Note: -

T wave flattening

Nonspecific ST segment
change

Definition: A disorder characterized by Electrocardiogram T wave amplitude changes.

Fibrinogen decreased

Navigational Note: -

Definition: A finding based on laboratory test results that indicate al

«1.0-0.75% LLN; if abnormal,
<25% decrease from baseline

n decreasein levels of fibrinogenin

«0.75-0.5% LLN; ifabnormal,
25- <508 decrease from
baseline

«0.5-0.25x% LLN; if abnormal,
50 - €75% decrease from
baseline

a blood spacimen.

«0.25x% LLN; if abnormal, 75%
decrease from baseline;
absolute value <50 mg/dL

Forced expiratory wvolume
decreased

Definition: A finding based on testresults thatindicate a relative de

Navigational Note: Also consider Respiratory, thoracic and mediast

FEV1% {percentages of
observed FEV1 and FVC
related to their respective
predicted values) 99 - 70%
predicted

FEV1 60 -65%

nal disorders: Respiratory failure or

50 - 555

crease in the fraction of the forced vital capacity that is exhaled in a specific number of seconds.

Dyspnea

<= 49%

GET increased

Navigational Note: -

>ULN - 2.5x ULN if baseline
was normal; 2.0 -2.5%
baseline if baseline was
abnormal

»2.5-5.0x ULN if baseline
was normal; 2.5 -5.0x
baseline if baseline was
abnormal

»5.0-20.0x ULN if baseline
was normal; »5.0 - 20.0x
baseline If baseline was
abnormal

»20.0x ULN if baseline was
normal; »20.0x baseline if
baseline was abnorrmal

Definition: A finding based on laboratory test results that indicate higher than normal levels of the enzyme gamma-glutamyltransferase in the blood specimen. GGT {gamma-
glutamyltransferase ) catalyzes the transfer of a gammaglutamyl group from a gamma glutamyl peptide to another peptide, amino acids or water.
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Investigations

CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

Navigational Note: -

Growth hormone abnormal

Asymptomatic; cinical or
diagnostic obsarvations only;
intervention notindicated

Symptomatic; medical
intervention indicated;
limiting instrurnental ADL

Definition: A finding based on laboratory test results that indicate abnormal levels of growth hormone in a bidlogical specimen.

Haptoglobin decreased

Navigational Note: -

| <LLN

Definition: A finding based on laboratory test results that indicate an decrease in levels of haptoglobinin a blood specimen.

Hermaoglobin increasad

Navigational Note: -

| Increasain »0-2g/dl

I Increasein=2 - 4g/dL

| Increasein >4 g/dL

Definition: A finding based on laboratory test results that indicate increased levels of hemoglobin above normal.

INRincreased

Navigational Note: -

1.2 -1.5; =1 - 1.5 baseline if
on antcoagulation;
monitoring only indicated

Definition: A finding based on laboratory test results that indicate al

»1.5-2.5; =1.5- 2.5x% baseline

if on anticoagulation; dose
adjustment indicated

n increasa in the ratio of the patien

»2.5;22.5x% baselina if on
anticoagulation; bleeding

t's prothrombin time to a control sample in the blood.

Lipase increased

Navigational Note: -

LN -1.5x ULN

>1.5-2.0x ULN; 2.0 -5.0%
ULN and asymptomatic

»2.0- 5.0x ULN with signs or
symptoms; =5.0x ULN and
asymptomatic

Definition: A finding based on laboratory test results that indicate an increase In the level of lipase in a biclogical specimen.

»5.0x ULN and with signs or
symptoms

Navigational Note: -

Lymphocyte count decreased

<LLN -800/mm3; <LLN - 0.8x
10e%/L

<B00 - 500/mm3; <0.8- 0.5x
10e9 /L

<500 -200/mm3; <0.5- 0.2
10e9 /L

Definition: A finding based on laboratory test results that indicate a decrease in number of lymphocytes in ablood specimen.

<200/mm3; <0.2x 1029 /L

Navigational Note: -

Lymphocyte count increased

I >4000/mm3 - 20,000/mm3

| »20,000/mm3

Definition: A finding based on laboratory test results that indicate an abnormal increase in the number of lymphocytes in the blood, effusions or bone marrows.

Navigational Note: -

Neutrophil count decreased

10e9 /L

<LLN -1500/mm3; <LLN - 1.5

<1500 - 1000/mm3; <1.5-1.0
x 1029 /L

10e9 /L

Definition: A finding based on laboratory testresults that indicate a decrease in number of neutrophils in g blood specimen.

<1000 - 500/mm3; <1.0- 0.5x

<500/mm3; <0.5x% 109 /L

Pancreatic enzymes
decreased

Navigational Note: -

<IN and asymptomatc

Increase in stool frequency,
bulk, or odor; steatarrhea

Seguelae of absorption
deficiency

Definition: A finding based on laboratory testresults that indicate an decrease in levels of pancreatic enzymes in a biological specimen.
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Investigations

CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

Platel et count decreased

Navigational Note: -

<LLN -75,000/mm3; <LLN -
75.0% 10e9 /L

<75,000 - 50,000/mm3; <75.0
-50.0x 1029 /L

Definition: A finding based on laboratory test results that indicate a decrease in number of platelets in

<50,000 - 25,000/mm3; <50.0
-25.0x 1029 /L
a blood specimen.

€25,000/mm3; <25.0x 10e9 /L

Serurm amylase increased

Navigational Note: -

=ULN - 1.5x ULN

#1.5-2.0%x ULN; »2.0-5.0%
ULN and asymptamatic

»2.0- 5.0x ULN with signs or
symptoms; >5.0x ULN and

asymptomatic

Definition: A finding based on laboratory test results that indicate an increase In the levels of amvylase In a serum specimen.

»5.0x ULN and with signs or
symptoms

increased

Thyroid stimulating hormone

TSH increased and no
intervention initated

Definition: A disorder characterized by an increase in thyroid stimulating hormone.
Navigational Note: |f Intervention inftiated or symptomatic, report as Endocrine disorders: Hypothyroidism.

Urine output decreased

Navigational Note: -

Adult: Cliguria (<80ml in 8
hr);

Infants: < 0.5 mlskg per hour
for 24 hours;

Children: < 500 mL/1.72 m2
body surface area per day

Definition: A finding based on testresults thatindicate urine production is less relative to previous output.

Adult: Anuria {<240 ml in 24
frks

Pediatric: No urine output
over 12 hours

Vital capacity abnormal

predicted value.

90 - 75% of predicted value

<75- 5066 of predicted value;
lirniting instrurmental ADL

<5066 of predicted valus;
limiting self care ADL

Definition: A finding based on pulmonary function test results that indicate an abnormal vital capacity {amount of exhaled after a maximum inhalation} when compared to the

Navigational Note: Also consider Investigations: Forced Expiratory Volume; Respiratory, thoracic and mediastinal disorders: Respiratory fallure or Dyspnea

Weightgain

| 5- <1096 from baseline

I 10- <2086 from baseline

| »=20% from baseline

Definition: A finding characterized by anunexpected or abnormal increase in overall body weight; for pediatrics, greater than the baseline growth curve.
Navigational Note: Do not use Metabolism and nutrition disorders: Obesity, this term s being retired.

Weightlass

Navigational Note: -

5to <10% from baseline;
intervention not indicated

10 - <2064 from baseline;
nutritional support indicated

»>=20% from baseling; tube
feeding or TPN indicated

Definition: A finding characterized by a decrease in overall body weight; for pediatrics, less than the baseline growth curve.
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Investigations

Definition: -
Navigational Note: -

symptoms; cinical or
diagnostic observations only;
intervention notindicated

noninvasive intervention
indicated; limiting age-
appropriate instrurmental ADL

but not immediately life-
threatening; hospitalization or
prolongation of existing
hospitalizatonindicated;
limiting self care ADL

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
white blood cell decreased <LLN -2000/mm3; <LLN - 2.0 x <3000 - 2000/mm3; <3.0- 2.0 <2000 - 1000/mm2; <2.0 -1.0 <1000/mm3; <1.0x 1029 /L -
10e9 /L x 1029 /L x 10e9 /L
Definition: A finding based on laboratory test results that indicate an decrease in number of white blood cells in a blood specimen.
Navigational Note: -
Investigations - Other, specify Asymptomatc or mild Moderate; minimal, local ar Severe or medically significant Life-threatening Death
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Metabolism and nutrition disorders

Navigational Note: -

ULN - 11.5mg/fdL; »ULN -2.9
mmol/L; lonized calcium =ULN
- 1.5 mmol/L

>11.5-12.5mg/dL; >2.9-3.1
mmol/L; lonized calcium =1.5
- 1.6 mmolfL; symptomatic

»12.5-13.5mg/dL; =31 - 2.4
mmolfL; lonized calcium =1.6
- 1.8 mmol/L; hospitalization

indicated

»13.5mg/dL; 3.4 mmol/L;
lonized calcium =1.8 mmolfL;
life-threatening consequences

Definition: A disorder characterized by laboratory test results that indicate an slevation in the concentration of calcium {corrected for albuminy inblood.

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Acidosls pH <normal, but>=7.3 - pH <7.3 Life-threatening Death
consequences
Definition: A disorder characterized by abnormally high acidity {high hydrogen-ion concentration} of the blood and other body tissues.
Navigational Note: -
Alcohol intolerance - Present Severe symptoms; imiting self Life-threatening Death
care ADL consequences; urgent
intervention indicated
Definition: A disorder characterized by an increase in sensitivity to the adverse effects of alcohal, which can include nasal congestion, skin flushes, heart dysrhythmias, nausea,
vomiting, indigestion and headaches.
Navigational Note: -
Alkalosis pH =normal, but <=7.5 - pH =7.5 Life-threatening Death
consequences
Definition: A disorder characterized by abnarmally high alkalinity {low hydrogen-ion concentration) of the blood and other body tissues.
Navigational Note: -
Anorexia Loss of appetite without Oral intake altered without Associated with significant Life-threatening Death
alteration in eating habits significant weight loss or weight loss or malnutrition consequences; urgent
malnutrition; oral nutritional {es., inadequate oral caloric intervention indicated
supplements indicated and/or fluid intake); ube
feeding or TPN indicated
Definition: A disorder characterized by a |oss of appetite.
Navigational Note: -
Dehydration Increased oral fluids indicated; IV fluids indicated Hospitalization indicated Life-threatening Death
dry mucous membranes; consequences; Urgent
diminished skin turgor intervention indicated
Definition: A disorder characterized by excessive [oss of water from the body. 1tis usually caused by severe diarrhea, vomiting or diapharesfs.
Navigational Note: -
Glucose intolerance Asymptomatic; cinical or Symptomatic; dietary Severe symptoms; insulin Life-threatening Death
diagnostic observations only; modification or oral agent indicated consequences; urgent
intervention notindicated indicated intervention indicated
Definition: A disorder characterized by an inability to properly metabolize glucose.
Navigational Note: -
Hypercalcemia Corrected serum calcium of Corrected serum calcium of Corrected serum calcium of Corrected serum calcium of Death
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Metabolism and nutrition disorders

intolerance.
Navigational Note: -

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Hyperglycemia Abnormal glucose above Change in dally management Insulin therapy initiated; Life-threatening Death
basaline with no medical from baseline for a diabeatic; hospitalization indicated consequences; urgent
intervention oral antighycemic agent intervention indicated
initated; workup for diabetes

Definition: A disorder characterized by laboratory testresults that indicate an elevation in the concentration of blood sugar. Itis usually an indication of diabetes mellitus or glucose

Hyperkalemia =ULN - 5.5 mmalfL »5.5-6.0 mmol/L;
intervention initiated

=6,0- 7.0 mmal/L;
hospitalizatonindicated

>7.0mmol/L; life-threatening
consequences

with the use of diuretic drugs.
Navigational Note: -

Death

Definition: A disorder characterized by laboratory testresults that indicate an elevation in the concentration of potassium in the blood; associated with kidney failure or sometimes

Hyperlipidemia Requiring diet changes

Requiring pharmaceutical Hospitalization; pancreatitis | Life-threatening
intervention consequences
Definition: A disorder characterized by laboratory testresults that indicate an elevation in the concentration of lipids in blood.

Navigational Note: -

Definition: A disorder characterized by laboratory test results that indicate an elevation in the concentration of triglyceride concentration in the blood.

Navigational Note: -

Hypermagnesemia ULN - 2.0 mg/dL; =ULN - 1.23 - »>3.0-8.0mg/d; »1.23 -3.30 | >8.0 mg/dL; »3.30 mmol/L; | Death
mmal /L mmolfL life-threatening consequences
Definition: A disorder characterized by laboratory testresults that indicate an elevation in the concentration of magnesium in the blood.
Navigational Note: -
Hypernatremia =ULN - 150 mmal/L =150 -155 mmol/L; »155 -160 mmal/fL; | >160 mmol/L; life-threatening | Death
intervention Initiated hospitalization indicated consequences
Definition: A disorder characterized by laboratory testresults that indicate an elevation in the concentration of sodium in the blood.
Navigational Note: -
Hyperphosphatemia Laboratory finding only and Noninvasive intervention Severe or medically significant Life-threatening Death
intervention notindicated indicated but not immediately life- consequences; urgent
threatening; hospitalization or intervention indicated {eg..
prolongation of existing ialysis)
hospitalizatonindicated
Definition: A disorder characterized by laboratory test results that indicate an elevation in the concentration of phosphate in a blood.
Navigational Note: -
Hypertriglyceridemia 150 mgfdL - 200 mg/dL; 1.71 =300 mg/dL - 500 mg/dL; >500 mg/dL - 1000 mg/dL; 1000 mg/dL; =11.4 mmol/L; Death
mmol/L - 2.42 mmol/L =3.42 mmol/L - 5.7 mmol/L =57 mmol/L - 11. 4 mmol /L life-threatening consequences
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Metabolism and nutrition disorders

Navigational Note: -

asymptomatc

symptomatic; 120-124
mmol/L regardless of
symptoms

Definition: A disorder characterized by laboratory testresults that indicate a low concentration of sodium in the blood.

consequences

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Hyperuricemia =ULN without physiologic - >ULN with physiclogic Life-threatening Death
consequences conseguences consequences
Definition: A disorder characterized by laboratory testresults that indicate an elevation in the concentration of uric acid.
Navigational Note: -
Hypoalburminemra <LLN -3g/dL; <LLN -30g/L <3-2gfdl; <30-20g/L <2gfdl;<20g/L Life-threatening Death
consequences; urgent
intervention indicated
Definition: A disorder characterized by laboratory test results that indicate a low concentration of albumin in the blood.
Navigational Note: -
Hypocal cemia Corrected serum calcium of Corrected serum calcium of Corrected serum calcium of Corrected serum calcium of Death
<LLN - 8.0 mg/dL; <LLN - 2.0 <B.0-7.0mg/fdL; <2.0-1.75 <7.0-6.0mg/d; <1.75-1.5 <6.0mg/dL; <1.5 mmol/fL;
mmol/L; lonized calcium <LLN mrmol/L; lonized calcium <1.0 rmmolfL; lonized calcium <0.9 lonized calcium <0.8 mmolfL;
- 1L.0mmol/L - 0.9 mmol/L; symptomatic - 0.8 mmol/L; hospitalization life-threatening consequences
indicated
Definition: A disorder characterized by laboratory test results that indicate a low concentration of calcium {corrected for albuming in the blaod.
Navigational Note: -
Hypoglycemia <LLN - 55 mg/dL; <LLN - 3.0 <55 - 40 mg/dl; «3.0-2.2 <40 - 30 mg/dl; 2.2 - 1.7 <20 mg/dL; <1.7 mmol/L; life- Death
mmol/L mmol/L mmolfL threatening conseguences;
selzures
Definition: A disorder characterized by laboratory testresults that indicate a low concentration of glucose in the blood.
Navigational Note: -
Hypokalemia <[LN - 3.0 mmol/L Symptomatic with <LLN - 3.0 «3.0-2.5mmalfL; <2.5mmol/L; life-threatening Death
mmol /L; intervention hospitalization indicated consequences
indicated
Definition: A disorder characterized by laboratory testresults that indicate a low concentration of potassium in the blood.
Navigational Note: -
Hypomagnesemfa <LLN - 1.2 mg/dL; <LLN - 0.5 <1.2-0.9mg/fdL; <0.5-0.4 <0.9-0.7mg/d; <0.4-0.3 <0.7 mg/fdL; €0.3 mmal/L; life- Death
mmalfL mmol /L mmolfL threatening conseguences
Definition: A disorder characterized by laboratory testresults that indicate a low concentration of magnesium in the blood.
Navigational Note: -
Hyponatremia <[LN - 130 mmol /L 125-129 mmol/Land 125-129 mmal/L <120 mmol/L; life-threatening Death
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disorders - Other, specify

Definition: -
Navigational Note: -

symptoms; clinical or
diagnostic abservations only;
intervention not indicated

noninvasive intervention
indicated; limiting age-
appropriate instrumental ADL

but not immediately life-
threatening; hospitalization or
prolongation of existing
hospitalizatonindicated;

|imiting self care ADL

consequences; urgent
intervention indicated

Metabolism and nutrition disorders
CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Hypophosphatemia Laboratory finding only and Oral replacement therapy Severe or medically significant Life-threatening Death
intervention not indicated indicated but not immediately life- consequences
threatening; hospitalization or
prolongation of existing
hospitalizatonindicated
Definition: A disorder characterized by laboratory test results that indicate a low concentration of phosphates in the bload.
Navigational Note: -
Iron overload - Moderate symptoms; Severe symptoms; Life-threatening Death
intervention not indicated intervention indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by accumulation ofironin the tissues.
Navigational Note: -
Obesity B [ BMi25-29.9ke/m2 BMI 30 - 39.9 kg/m2 BMI =40 kg/m2 -
Definition: A disorder characterized by having a high amount of body fat
Navigational Note: Use term | nvestigations: Weight
gain
Tumor lysis syndrome - - Present Life-threatening Death
consequences; Urgent
intervention indicated
Definition: A disorder characterized by metabolic abnormalities that result from a spontaneous or therapy-related cytolysis of tumor cells.
Navigational Note: -
Metabolism and nutrition Asymptomatic or mild Moderate; minimal, local or Severe or medically significant Life-threatening Death
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Musculoskeletal and connective tissue disorders

diagnostic obsarvations only;
intervention not indicated

instrurnental ADL

care ADL; elective operative
intervention indicated

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Abdominal soft fssue necrosis - Local wound care; medical Operative debridement or Life-threatening Death
intervention indicated {eg., other invasive intervention consequences; urgent
dressings or topical indicated {eg., tissue intervention indicated
medications) reconstruction, flap, or
grafting)
Definition: A disorder characterized by a necrofic process accurring In the soft tissues of the abdaminal wall.
Navigational Note: -
Arthralgia Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrumental ADL ADL
Definition: A disorder characterized by a sensation of marked discomfortina joint.
Navigational Note: -
Arthritis Mild pain with inflammation, Moderate pain associated Severe pain associated with - -
erythema, or joint swelling with signs of inflammation, signs of inflammation,
erythema, or Joint swelling; erythema, or joint swelling;
lirniting instrurmental ADL irreversible joint damage;
limiting self care ADL
Definition: A disorder characterized by inflammationinvolving a joint
Navigational Note: -
Avascular necrosls Asymptomatic; cinical or Symptomatic; limifng Severe symptoms; limiting self Life-threatening Death

Definition: A disorder characterized by necrotic changes in the bone tissue due to interruption of blood supply. Most often affecting the epiphysis of the long bones, the necrotic
changes resultin the collapse and the destruction of the bone structure.
Navigational Note: Use new term: Musculoskeletal and connective tissue disorders: Osteonecrasis

Back pain

Navigational Note: -

Mild pain

Moderate pain; limiting
instrurnental ADL

Definition: A disorder characterized by a sensation of marked discomfortin the back region.

Severe pain; limiting self care
ADL

Bone pain

Navigational Note: -

Mild pain

Moderate pain; limiting
instrurnental ADL

Definition: A disorder characterized by a sensation of marked discomfortin the bones.

Severe pain; limiting self care
ADL

Buttock pain

Navigational Note: -

Mild pain

Moderate pain; limiting
instrurnental ADL

Definition: A disorder characterized by a sensation of marked discomfortin the buttocks.

Severe pain; limiting self care
ADL
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Musculoskeletal and connective tissue disorders

issue

Navigational Note: -

skin parallel to plane {sliding)
and perpendicular to skin
{pinching up)

slide skin, unable to pinch
skin; limiting Instrumental ADL

Definition: A disorder characterized by fibrotic degeneration of the deep connective tissues.

slide or pinch skin; limiting
Joint or orifice moverment
{e.g., mouth, anusy; limiting
self care ADL

signs or symptoms of impaired
breathing or feeding

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Chest wall necrosis - Local wound care; medical Operative debridement or Life-threatening Death
intervention indicated {eg., other invasive intervention consequences; urgent
dressings or topical indicated {eg., tissue intervention indicated
medications) reconstruction, flap, or
grafting)
Definition: A disorder characterized by a necrofic process accurring In the soft tissues of the chestwall induding breast.
Navigational Note: -
Chest wall pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrumental ADL ADL
Definition: A disorder characterized by a sensation of marked discomfort in the chestwall.
Navigational Note: -
Exostosis Asymptomatc; cinical or Symptomatic; limiting Severe symptoms; imiting self - -
diagnostic observations only; instrumental ADL care ADL; elective operative
intervention not indicated intervention indicated
Definition: A disorder characterized by non-neoplastic overgrowth of bane.
Navigational Note: -
Fibrosis deep connective Mildinduration, able to move Moderate induration, able to Severe induration; unable to Generalized; associated with Death

Flank pain

Navigational Note: -

Mild pain

Moderate pain; limiting
instrurnental ADL

Severe pain; limiting self care
ADL

Definition: A disorder characterized by a sensation of marked discomfort on the lateral side of the body in the region below the ribs and above the hip.

Navigational Note: -

Generalized muscle weakness

Symptomatic; perceived by
patient but not evident an
physical exam

Symptomatic; evident on
physical exarn; limiting
instrumental ADL

Definition: A disorder characterized by a reductonin the strength of muscles in multiple anatomic sites.

Limiting self care ADL
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Musculoskeletal and connective tissue disorders

Navigational Note: -

Definition: A disorder characterized by a necrotic process occurring

intervention indicated {eg.,
dressings or topical
medications)

in the soft tissues of the head.

other invasive intervention
indicated {eg., tissue
reconstruction, flap, or
grafting)

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Growth suppression Reductionin growth velocity Reductionin growth velodity Reduction ingrowth velocity - -
by 10 - 2956 ideally measured by 30 - 495 ideally measured of »=5086 ideally measured
over the perfod of a year over the perfod of ayear or 0 - over the period of a year
49% reduction in growth from
the baselinegrowth curve
Definition: A disorder characterized by staturs thatis smaller than normal as expected for age.
Navigational Note: -
Head soft tissue necrosis - Local wound care; medical Operative debridement or Life-threatening Death

Jointeffusion

Navigational Note: -

Asymptomatc; cinical or
diagnostic observations only;
intervention notindicated

Definition: A disorder characterized by excessive fluid In a Joint, usu

Symptomatic; limiting
instrumental ADL

ally as a result of Joint inflarmmation.

Severe symptoms; imiting self
care ADL; invasive
intervention indicated

Joint range of motion
decreased

Navigational Note: -

<=2 |oss of ROM (range of
motion); decreased ROM
limiting athletic activity

Definition: A disorder characterized by a decrease injoint flexibility

25 - 50584 decrease In ROM;
limiting instrurnental ADL

of any joint.

=508 decrease In ROM;
|imiting self care ADL

Joint range of motion
decreased cervical spine

Navigational Note: -

Mild restriction of rotation or
flexion between 80 - 70
degreess

Rotation <60 degrees to right
or left; <60 degrees of flexion

Definition: A disorder characterized by a decrease in flexibility of a cervical spinejoint.

Ankylosed/fused over
multiple segments with no C-
spine rotation
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Musculoskeletal and connective tissue disorders

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Joint range of motion Stiffness; difficulty bending to Painwith range of motion <5086 lumbar spine flexion; -
decreased lumbar spine the floor to pick up avery light | (ROM} in lumbar spine; associated with symptoms of
object butable to do athletic requires a reaching aid to pick ankylosis or fused over
ackivity up avery light object from the multiple segments withno L-
floor spine flexion {e.g., unable to
reach to floor to pick up a very
light object}
Definition: A disorder characterized by a decreasein flexibility of a lumbar spine joint.
Navigational Note: -
Kyphosis Asymptomatic; clinical or Moderate accentuation; Severe accentuation; -
diagnostic observations only; limiting instrurnental ADL operative intervention
intervention not ndicated indicated; limiting saIf care
ADL
Definition: A disorder characterized by an abnormal increase in the curvature of the thoracic portion of the spine.
Navigational Note: -
Lordosis Asymptomatic; clinical or Moderate accentuation; Severe accentuation; -
diagnostic abservations only; lirniting instrurmental ADL operative intervention
intervention not ndicated indicated; limiting saIf care
ADL
Definition: A disorder characterized by an abnormal increase in the curvature of the lumbar portion of the spine.
Navigational Note: -
Muscle cramp Mild pain Moderate pain; limiting Severe pain; limiting self care -
instrumental ADL ADL
Definition: A disorder characterized by marked cramping sensation originating from a muscle or group of muscles.
Navigational Note: Synonym: Muscls spasm
Muscle weakness lower limb Symptomatic; perceivad by Symptomatic; evident on Limiting self care ADL -
patient but not evidentan physical exarn; limiting
physical exam instrumental ADL
Definition: A disorder characterized by a reductionin the strength of the lower limb musdes.
Navigational Note: -
Muscle weakness trunk Symptomatic; perceived by Symptomatic; evident on Limiting self care ADL -
patient but not evidentan physical exarn; limiting
physical exam instrumental ADL
Definition: A disorder characterized by a reductionin the strength of the trunk muscdes.
Navigational Note: -
CTCAE ¥5.0 —November 27, 2017 Back to TOC Page 98

CLI 00125, v8.0

CONFIDENTIAL AND PROPRIETARY

Cerus Corporation considers this document to be confidential and

not subject to disclosure without express written consent from Cerus Corporation.

Page 238 of 295



Cerus Corporation

Title: A Randomized, Double-Blinded, Controlled, Parallel Group, Non-inferiority, Phase III Study to Evaluate the Efficacy and Safety of the

INTERCEPT Blood System for Red Blood Cells in Patients undergoing Complex Cardiac Surgery Procedures (the ReCePI study)

Musculoskeletal and connective tissue disorders

Navigational Note: -

intervention indicated {eg.,
dressings or topical
medications)

Definition: A disorder characterized by a necrotic process occurring in the soft tissues of the neck.

other invasive intervention
indicated {eg., tissue
reconstruction, flap, or
grafting)

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Muscle weakness upper limb Symptomatic; perceivad by Symptomatic; evident on Limiting self care ADL - -
patient but not evidentan physical exarn; limiting
physical exam instrumental ADL
Definition: A disorder characterized by a reductonin the strength of the upper limb muscles.
Navigational Note: -
Musculoskelstal deformity Cosmetically and functionally Defarmity, hypoplasia, or Significant deformity, - -
insignificant hypaplasia asymmetry able tobe hypoplasia, or asymmetry,
remediated by prosthesis unable to be remediated by
{eg., shoe insert) or covered prosthesis or covered by
by clothing clothing; limiting self care ADL
Definition: A disorder characterized by a malformation of the musculoskel etal system.
Navigational Note: -
Myalgia Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrumental ADL | ADL |
Definition: A disorder characterized by marked discomfort sensation originating from a muscle or group of muscles.
Navigational Note: -
Myosits Mild pain Moderate pain associated Pain associated with severe Life-threatening -
with weakness; pain limiting weakness; limiting self care consequences; urgent
instrumental ADL ADL | intervention indicated
Definition: A disorder characterized by inflammation involving the skaletal muscles.
Navigational Note: -
Neck pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrumental ADL | ADL |
Definition: A disorder characterized by a sensation of marked discomfortin the neck area.
Navigational Note: -
Neck soft fssue necrosis - Local wound care; medical Operative debridement or Life-threatening Death
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Musculoskeletal and connective tissue disorders

Navigational Note: -

diagnostic observations only;
intervention notindicated

intervention indicated {eg.,
topical agents); limiting
instrurnental ADL

Definition: A disorder characterized by a necrotic process occurring in the bone of the mandible.

care ADL; elective operative
intervention indicated

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Osteonecrasis Asymptomatic; cinical or Symptomatic; medical Severe symptoms; limiting self Life-threatening Death
diagnostic obsarvations only; intervention indicated {eg., care ADL; elective operative consequences; urgent
intervention notindicated analgesics or intervention indicated intervention indicated
bisphosphonates); limiting
instrumental ADL
Definition: A disorder characterized by necrotic changes in the bone tissue due to Interruption of blood supply. Most often affecting the epiphysis of the long bones, the necrotic
changes resultin the collapse and the destruction of the bone structure.
Navigational Note: -
Osteonecrosis of jaw Asymptomatc; cinical or Symptomatic; medical Severe symptoms; imiting self Life-threatening Death

QOsteoporosis

Navigational Note: -

Adult: Radiclogic evidence of
osteoporasis or Bone Mineral
Density {(BMD) t-score -1 to -

2.5 {osteopenia);

Pediatric: Radiclogic evidence
of low BMD with z score of <=
-2.0:and no history of
significant fractures

Adult: BMD t-score < -2.5; loss
of helght <2 cm; therapy to
improve BMD indicated;
lirniting instrurmental ADL;

Pediatric: Low BMD (z-score
<=-2.0) and significant
fracture history (defined as a
long bone fracture of the
lower extremity, vertebral
compression, 2 or more long
bone fractures of the upper
extremities); therapy to
improve BMD indicated

Adult: Loss of height »=2 cm;
hospitalization indicated;
limiting self care ADL;

Pediatric: Limiting self care
ADL

Definition: A disorder characterized by reduced bone mass, with a decrease in cartical thickness and in the number and size of the trabeculae of canceallous bone {but normal chemical
composition), resulting in increased fracture incidence.

Painin extremity

Navigational Note: -

Mild pain

Moderate pain; limiting
instrumental ADL

Severe pain; limiting self care
ADL

Definition: A disorder characterized by a sensation of marked discomfortin the upper or lower extremities.
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Musculoskeletal and connective tissue disorders

Navigational Note: -

intervention indicated {eg.,
dressings or topical
medications)

other invasive intervention
indicated (eg., tissue
reconstruction, flap, or
grafting)

Definition: A disorder characterized by a necrofic process accurring in the soft tissues of the lower extremity.

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Pahvic soft tissue necrosis - Local wound care; medical Operative debridement or Life-threatening Death
intervention indicated {eg., other invasive intervention consequences; urgent
dressings or topical indicated {eg., tissue intervention indicated
medications) reconstruction, flap, or
grafting)
Definition: A disorder characterized by a necrofic process accurring in the soft tissues of the pelvis.
Navigational Note: -
Rhabdomyolysis Asymptomatc, intervention Non-urgent intervention Symptomatic, urgent Life-threatening Death
not indicated; laboratory indicated intervention indicated consequences; dialysis
findings only
Definition: A disorder characterized by the breakdown of muscle tissue resulting in the release of musde fiber contents into the bloodstream.
Navigational Note: -
Rotator cuffinjury Asymptomatc or mild Moderate; minimal, local or Severe or medically significant - -
symptoms; cinical or noninvasive intervention but not immediately life-
diagnostic obsarvations only; indicated; limiting threatening; hospitalization or
intervention notindicated instrumental ADL prolongation of existing
hospitalizatonindicated;
|imiting self care ADL
Definition: A disorder characterized by an injury of the rotator cuff.
Navigational Note: -
Scoliosls <20 degrees; clinically =20 - 45 degrees; visible by »45 degress; scapular - -
undetectable forward flexion; limiting prominence in forward
instrumental ADL flexion; operative intervention
indicated; limiting saIf care
ADL
Definition: A disorder characterized by a malformed, lateral curvature of the spine.
Navigational Note: -
Soft tissue necrosis lower limb - Local wound care; medical Operative debridement or Life-threatening Death
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Musculoskeletal and connective tissue disorders

Other, specify

Definition: -
Navigational Note: -

connective tissue disorder -

symptoms; dinical or
diagnostic observations only;
intervention not indicated

noninvasive intervention
indicated; limiting age-
appropriate instrumental ADL

butnot immediately |ife-
threatening; hospitalization or
prolongation of existing
hospitalization indicated;
limiting self care ADL

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Soft tissue necrosis upper limb - Local wound care; medical Operative debridement or Life-threatening Death
intervention indicated {eg., other invasive intervention consequences; urgent
dressings or topical indicated {eg., tissue intervention indicated
medications) reconstruction, flap, or
grafting)
Definition: A disorder characterized by a necrofic process accurring In the soft tissues of the uppear extremity.
Navigational Note: -
Superficial soft tissue fibrosis Mildinduration, able to move Moderate induration, able to Severe induration; unable to Generalized; associated with Death
skin parallel to plane {sliding) slide skin, unable to pinch slide or pinch skin; limiting signs or symptoms of impaired
and perpendicular to skin skin; limiting Instrumental ADL | Joint or orifice movement breathing or feeding
({pinching up) {e.g., mouth, anusy; limiting
self care ADL
Definition: A disorder characterized by fibrotic degeneration of the superficial soft tssues.
Navigational Note: -
Trismus Decreased ROM {range of Decreased ROM requiring Decreased ROM with inability - -
motion) without Impaired small bites, soft foads or to adequately aliment or
eating purees hydrate orally
Definition: A disorder characterized by lack of ability to open the mouth fully due to a decrease in the range of mation of the muscles of mastication.
Navigational Note: -
Unequal lirmb length Mild length discrepancy <2 cm Moderate length discrepancy Severe length discrepancy =5 - -
2 - 5cm; shoe liftindicated; cm; limiting self care ADL;
limiting instrurnental ADL operative intervention
indicated
Definition: A disorder characterized by a discrepancy between the lengths of the lower or upper extremities.
Navigational Note: -
Musculoskeletal and Asymptomatc or mild Moderate; minimal, local or Severe or medically significant Life-threatening Death
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Neoplasms benign, malighant and unspecified [incl cystsand pohyps)

symptoms; dinical or
diagnostic observations only;
intervention notindicated

and unspecified {inc cysts and
polyps) - Other, specify

Definition: -
Navigational Note: -

noninvasive intervention
indicated; limiting age-
appropriate instrurmental ADL

butnot immediately |ife-
threatening; hospitalization or
prolongation of existing
hospitalization indicated;
limiting self care ADL

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Leukemia secondary to - - - Present Death
oncology chemotherapy
Definition: A disorder characterized by leukemnia arising as a result of the mutagenic effect of chemotherapy agents.

Navigational Note: -
Myelodysplastic syndrome - - - Life-threatening Death
consequences; urgent
intervention indicated
Definition: A disorder characterized by insufficiently healthy hematapoietic cell production by the bone marrow.
Navigational Note: -
Skin papillama Asymptomatc; intervention Intervention nitated - - -
not indicated
Definition: A disorder characterized by the presence of one or more warts.
Navigational Note: -
Treatment related secondary - - Non life-threatening Acute life-threatening Death
malignancy secondary malignancy secondary malignancy; blast
crisis inleukernia
Definition: A disorder characterized by development of amalignancy most probably as a result of treatment for a previously existing malignancy.
Navigational Note: -
Tumnor hemorrhage Mild symptoms; Interventon Moderate symptoms; Transfusion indicated; Life-threatening Death
not indicated intervention indicated invasive intervention consequences; urgent
indicated; hospitalization intervention indicated
Definition: A disorder characterized by bleeding in a tumor.
Navigational Note: -
Tumor pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrumental ADL ADL
Definition: A disorder characterized by a sensation of marked discomfort from a neoplasm that may be pressing on a nerve, blocking blood vessels, inflamed or fractured from
metastasis.
Navigational Note: -
Neoplasms benign, malignant Asymptomatc or mild Moderate; minimal, local ar Severe or medically significant Life-threatening Death
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Nervous system disorders

CTCAE Term

Grade 1

Grade 2 Grade 3 Grade 4 Grade 5

Abducens nerve disorder

Navigational Note: -

Asymptomatic; clinical or
diagnostic abservations only; instrumental ADL care ADL
intervention not indicated
Definition: A disorder characterized by dysfuncton of the abducens nerve {sixth cranial nervey.

Moderate symptoms; limiting Severe symptoms; limiting self - -

Accessory nerve disorder

Navigational Note: -

Asymptomatic; clinical or
diagnostic abservations only; instrumental ADL care ADL
intervention not indicated

Definition: A disorder characterized by dysfunction of the accessory nerve {eleventh cranial nerve).

Moderate symptoms; limiting Severe symptoms; limiting self - -

Navigational Note: -

Acoustic nerve disorder NOS

Asymptomatic; clinical or
diagnostic abservations only; instrumental ADL care ADL
intervention not indicated

Definition: A disorder characterized by dysfunction of the acoustic nerve {eighth cranial nerve).

Moderate symptoms; imiting Severe symptoms; imiting self - -

Akathisia

Navigational Note: -

Mild restlessness or increased Moderate restiessness or

motor activity

Definition: A disorder characterized by an uncomfortable feeling of inner restiessness and inability to stay still; this is a side effect of some psychotropic drugs.

Severe restlessness or - -
increased motor activity;
limiting self care ADL

increased motor activity;
lirniting instrurmental ADL

Amnesia

Navigational Note: -

Mild; transient memory loss Moderate; short term

Severe; long term mermory - -
memory loss; limiting loss; limiting self care ADL

instrumental ADL

Definition: A disorder characterized by systematic and extensive loss of memory.

Anosmia

| Present

Definition: A disorder characterized by a charges in the sense of smell.
Navigational Note: Also consider Olfactory nerve disorder

Aphonia

Navigational Note: -

Voicelessness; unable to
speak

Definition: A disorder characterized by the inability to speak. It may result from injurles to the vocal cords or may be functional {psychogenic).

Arachnoldit's

Navigational Note: -

Mild symptoms

Moderate symptoms; imiting Severe symptoms; imiting self Life-threatening Death
instrumental ADL care ADL consequences; urgent
intervention indicated

Definition: A disorder characterized by inflammation of the arachnoid membrane and adjacent subarachnoid space.
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Nervous system disorders

Navigational Note: -

asymptomatic; Post-lumbar
puncture: transient headache;
postural care indicated

symptoms; medical
intervention indicated; Post-
lumbar puncture: persistent
moderate symptoms; blaod
patch indicated

Definition: A disorder characterized by loss of cerebrospinal fluid into the surrounding fssues.

intervention indicated

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Ataxia Asymptomatic; clinical or Moderate symptoms; limiting Severe symptoms; limiting self - -
diagnostic abservations only; instrurmental ADL care ADL; mechanical
intervention not indicated assistance indicated
Definition: A disorder characterized by lack of coordination of muscle moverments resulting in the Impairment or inabillty to perform voluntary activities.
Navigational Note: -
Brachial plexopathy Asymptomatic; clinical or Moderate symptoms; limiting Severe symptoms; limiting self - -
diagnostic observations only; instrumental ADL care ADL
intervention not indicated
Definition: A disorder characterized by regional paresthesia of the brachial plexus, marked discomfort and muscle weakness, and limited movement in the arm or hand.
Navigational Note: -
Central nervous system Asymptomatic; clinical or Moderate symptoms; Severe symptoms; medical Life-threatening Death
necrosis diagnostic observations only; corticosteroids indicated intervention indicated consequences; urgent
intervention not indicated intervention indicated
Definition: A disorder characterized by a necrofic process accurring in the brain and/or spinal cord.
Navigational Note: -
Cerebrospinal fluid leakage Post-craniotomy: Post-craniotomy: moderate Severe symptoms; medical Life-threatening Death

Cognitive disturbance

Navigational Note: -

Mild cognitive disability; not
interfaring with
work/school/life
performance; specialized
educational services/devices
notindicated

Moderate cognitive disability;
interfering with
wiorkfschool/life performance
but capable of independent
Iiving; specialized resources
on part ime basis indicated

Definition: A disorder characterized by a conspicuous change in cognitive function.

Severe cognitive disability;
significant impairment of
work/school/life performance

Navigational Note: -

Concentration impairment

Mild inattention or decreased
level of concentration

Moderate impairmentin
attention or decreased level
of coneantration; limiting
instrurnental ADL

Definition: A disorder characterized by a deterioration in the ability to concentrate.

Severe impairmentin
attention or decreased level
of concentration; limiting salf
care ADL
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Nervous system disorders

Navigational Note: -

Definition: A disorder characterized by swelling due to an excessive accumulation of fluidin the brain.

baseline

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Depressed level of Decreased level of alertnass Sedation; slow response to Diffieult to arouse Life-threatening Death
consciousness stimull; limiting instrumental consequences; coma; urgent

ADL intervention indicated
Definition: A disorder characterized by a decrease in ability to perceive and respond.
Navigational Note: -
Dizziness Mild unsteadiness or Moderate unsteadiness or Severe unsteadiness or - -
sensation of movernent sensation of movement; sensation of movemnent;
limiting instrurnental ADL |imiting self care ADL
Definition: A disorder characterized by a disturbing sensation of lightheadedness, unsteadiness, giddiness, spinning or rocking.
Navigational Note: -
Dysarthria Mild slurred speech Moderate impairment of Severe impairment of - -
articulation or slurred speech articulation or slurred speech |
Definition: A disorder characterized by slow and slurred speech resulting from an inability to coordinate the muscdles usedin speech.
Navigational Note: -
Dysesthesia Mild sensory alteration Moderate sensory alteration; Severe sensary alteration; - -
limiting instrurnental ADL |imiting self care ADL |
Definition: A disorder characterized by distortion of sensory perception, resulting in an abnormal and unpleasant sensation.
Navigational Note: -
Dysgausia Altered taste but no changein Altered taste with change in - - -
diet diet {e.g., oral supplements);
noxious or unpleasant taste;
loss of taste
Definition: A disorder characterized by abnarmal sensual experience with the taste of foodstuffs; it can be related to a decrease in the sense of smell.
Navigational Note: -
Dysphasia Awareness of receptive or Moderate receptive or Severe receptive or expressive - -
expressive characteristics; not expressive characteristics; characteristcs; impairing
impairing ability to impairing ability to ability to read, write or
communicats communicate spontanesusly cormmunicate intelligibly
Definition: A disorder characterized by impairment of verbal communication skills, often resulting from brain damage.
Navigational Note: -
Edema cerebral - - New onset; worsening from Life-threatening Death
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Nervous system disorders

Navigational Note: -

instrurnental ADL

care ADL

Definition: A disorder characterized by the body's immune system attacking the peripheral nervous system causing ascending paralysis.

consequences; urgent
intervention indicated;
intubation

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Encephalopathy Mild symptoms Moderate symptoms; limiting Severe symptoms; limiting self Life-threatening Death
instrumental ADL care ADL consequences; urgent
intervention indicated
Definition: A disorder characterized by a pathologic process invalving the brain.
Navigational Note: -
Extrapyramidal disorder Mild involuntary movements Moderate imvoluntary Severe Imvaluntary Life-threatening Death
movements; limiting movements or torticollis; consequences; urgent
instrumental ADL |imiting self care ADL intervention indicated
Definition: A disorder characterized by abnarmal, repetitive, involuntary muscle movements, frenzied speech and extreme restlessness.
Navigational Note: Synonyrm: Restless legs
Facial muscle weakness Asymptomatic; clinical or Moderate symptoms; imiting Severe symptoms; imiting self - -
diagnostic observations only; instrumental ADL care ADL
intervention not indicated
Definition: A disorder characterized by a reductonin the strength of the facial muscles.
Navigational Note: -
Facial nerve disorder Asymptomatic; clinical or Moderate symptoms; imiting Severe symptoms; imiting self - -
diagnostic observations only; instrumental ADL care ADL
intervention not indicated
Definition: A disorder characterized by dysfuncton of the facial nerve (seventh cranial nerve).
Navigational Note: -
Glossopharyngeal nerve Asymptomatic; clinical or Moderate symptoms; imiting Severe symptoms; imiting self Life-threatening Death
disorder diagnostic observations only; instrumental ADL care ADL consequences; urgent
intervention not indicated intervention indicated
Definition: A disorder characterized by dysfunction of the glossopharyngeal nerve {ninth cranial nerve).
Navigational Note: -
Guillain-Barre syndrome Mild symptoms Moderate symptoms; imiting Severe symptoms; imiting self Life-threatening Death

Headache

Navigational Note: -

Mild pain

Moderate pain; limiting
instrurnental ADL

Severe pain; limiting self care
ADL

Definition: A disorder characterized by a sensation of marked discomfortinvarious parts of the head, not confined to the area of distribution of any nerve.

CTCAE v5.0 —November 27, 2017

Back to TOC

Page 107

CLI 00125, v8.0

CONFIDENTIAL AND PROPRIETARY

Cerus Corporation considers this document to be confidential and

not subject to disclosure without express written consent from Cerus Corporation.

Page 247 of 295



Cerus Corporation

Title: A Randomized, Double-Blinded, Controlled, Parallel Group, Non-inferiority, Phase III Study to Evaluate the Efficacy and Safety of the

INTERCEPT Blood System for Red Blood Cells in Patients undergoing Complex Cardiac Surgery Procedures (the ReCePI study)

Nervous system disorders

Navigational Note: -

diagnostic observations only;
intervention not indicated

Definition: A disorder characterized by bleeding from the cranium.

intervention indicated

rmonitoring, intraventricular
thrombolysis, or invasive
intervention indicated;
hospitalization

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

Hydracephalus Asymptomatic; clinical or Moderate symptoms; Severe symptoms or Life-threatening Death
diagnostic abservations only; intervention not indicated neuralogical defieit; consequences; urgent
intervention not indicated intervention indicated intervention indicated

Definition: A disorder characterized by an abnormal increase of cerebraspinal fluid in the ventricles of the brain.

Navigational Note: -

Hypersormnia Mild increased need for slesp Moderate increased need far Severe increased need for - -

sleep sleep

Definition: A disorder characterized by characterized by excessive sleepiness during the daytime.

Navigational Note: -

Hypoglossal nerve disorder Asymptomatic; clinical or Moderate symptoms; limiting Severe symptoms; limiting self - -
diagnostic observations only; instrumental ADL care ADL
intervention not indicated

Definition: A disorder characterized by dysfunction of the hypoglossal nerve (twelfth cranial nerve).

Navigational Note: -

Intracranial hemorrhags Asymptomatic; clinical or Moderate symptoms; Ventriculostomy, ICP Life-threatening Death

Ischernia cerebrovascular

damage.

Asymptomatic; clinical or
diagnostic abservations only;
intervention not indicated

Moderate symptoms

Navigational Note: Prior to using this term consider Nervous systemn disorder: TIA or Stroke

Definition: A disorder characterized by a decrease or absence of blood supply to the brain caused by obstruction (thrombaosis or embalism) of an artery resulting in neurological

Lethargy

Navigational Note: -

Mild symptomns; reduced
alertness and awareness

Moderate symptoms; imiting
instrurnental ADL

Definition: A disorder characterized by a decrease in consciousness characterized by mental and physical inertness.
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Navigational Note: -

instrumental ADL

care ADL

Definition: A disorder characterized by neck stiffness, headache, and photophobia resulting from irritation of the cerebral meninges.

consequences; urgent
intervention indicated

Mervous system disorders
CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Leukoencephal opathy Asymptomatc; small focal Moderate symptoms; focal Severe symptoms; extensive Life-threatening Death
T2/FLAIR hyperintensities; T2/FLAIR hyperintensities, T2/FLAIR hyperintansities, consequences; extensive
involving periventricular white involving perfventricular white invalving periventricular white T2/FLAIR hyperintensities,
matter or <1/3 of susceptible matter extending into matter involving 2/2 or more involving periventricular white
areas of cerebrum +/- mild centrum semiovale or of susceptible areas of matter involving most of
increase in subarachnoid involving 1/2 to 2/3 of cerebrum +/-moderate to susceptible areas of carebrum
space (SAS) andfor mild susceptible areas of cerebrum severe increase in SAS and/or +- moderats to savere
ventriculomegaly +- moderate increase in SAS moderate to severe increase in SAS and/or
and/or moderate ventriculomegaly moderate to severe
ventriculomegaly ventriculomegaly
Definition: A disorder characterized by diffuse reactive astrocytasis with multiple areas of necrotic fodl withaut inflammation.
Navigational Note: -
Memory impairment Mild memory impairment Moderate memory Severe memory impairment; - -
impairment; limiting |imiting self care ADL
instrumental ADL
Definition: A disorder characterized by a deterioration in memory function.
Navigational Note: -
Meningismus Mild symptoms Moderate symptoms; imiting Severe symptoms; imiting self Life-threatening Death

Moverments involuntary

Navigational Note: -

Mild symptoms

Moderate symptoms; imiting
instrurnental ADL

Definition: A disorder characterized by uncontrolled and purposeless movements.

Severe symptoms; imiting self
care ADL

Navigational Note: -

Muscle weakness left-sided

Symptomatic; perceived by
patient but not evident on
physical exam

Symptomatic; evident on
physical exam; limiting
instrurnental ADL

Limiting self care ADL

Definition: A disorder characterized by a reductionin the strength of the musdes on the left side of the body.

Navigational Note: -

Muscle weakness right-sided

Symptomatic; perceived by
patient but not evident an
physical exam

Symptomatic; evident on
physical exarn; limiting
instrurnental ADL

Limiting self care ADL

Definition: A disorder characterized by a reductionin the strength of the musdes on the right side of the body.
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Mervous system disorders

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Myasthenia gravis Asymptomatc or mild Moderate; minimal, local ar Severe or medically significant Life-threatening Death
symptoms; cinical or noninvasive intervention but not immediately life- consequences; urgent
diagnostic observations only; indicated; limiting age- threatening; hospitalization or intervention indicated
intervention notindicated appropriate instrurmental ADL prolongation of existing
hospitalizatonindicated;
limiting self care ADL

Definition: A disorder characterized by weakness and rapid fatigue of any of the skeletal muscles.
Navigational Note: -
Neuralgia

Mild pain Moderate pain; limiting

instrurnental ADL

Severe pain; limiting self care - -
ADL | |
Definition: A disorder characterized by intense painful sensation along a nerve or group of nerves.

Navigational Note: -

Nystagmus - Moderate symptoms; imiting Severe symptoms; imiting self - -
instrurnental ADL | care ADL | |
Definition: A disorder characterized by Involuntary movements of the eyeballs.
Navigational Note: -
Oculomotor nerve disorder Asymptomatc; cinical or Moderate symptoms; imiting Severe symptoms; imiting self - -
diagnostic observations only; instrumental ADL care ADL
intervention not indicated
Definition: A disorder characterized by dysfunction of the oculomotor nerve (third cranial nerve}.
Navigational Note: -
Olfactory nerve disorder - Moderate symptoms; imiting Severe symptoms; imiting self - -
instrurnental ADL | care ADL | |

Definition: A disorder characterized by dysfunction of the olfactory nerve {first cranial nerve).
Navigational Note: -
Paresthesia Mild symptoms

Moderate symptoms; imiting

instrurnental ADL care ADL

Definition: A disorder characterized by functional disturbances of sensory neurons resulting in abnormal cutaneous sensatons of tingling, numbness, pressure, cold, and/or warmth.

Navigational Note: -

Peripheral motor neuropathy Asymptomatc; cinical or Moderate symptoms; imiting Severe symptoms; imiting self Life-threatening Death
diagnostic obsarvations only instrumental ADL care ADL consequences; urgent

intervention indicated

Severesymptoms;l\'mitirgse\f| - | -

Definition: A disorder characterized by damage or dysfunction of the peripheral motor nerves.
Navigational Note: Also consider Nervous system disroders: Peripharal sensary neuropathy
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Mervous system disorders

leukoencephalopathy
syndrome

Navigational Note: -

instrumental ADL

care ADL; hospitalization

consequences

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Paripheral sensory Asymptomatc Moderate symptoms; limiting Severe symptoms; limiting self Life-threatening -
neuropathy instrumental ADL care ADL consequences; urgent

intervention indicated
Definition: A disorder characterized by damage or dysfunction of the peripheral sensory nerves.
Navigational Note: -
Phantom pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrumental ADL ADL
Definition: A disorder characterized by a sensation of marked discomfort related to a limb or an argan thatis removed from or is not physically part of the body.
Navigational Note: -
Presyncops | - I Present {e.g., near fainting} | - I - | -
Definition: A disorder characterized by an episode of lightheadedness and dizziness which may precade an episode of syncope.
Navigational Note: -
Pyramidal rract syndrame Asymptomatic; cinical or Moderate symptoms; limiting Severe symptoms; limiting self Life-threatening Death
diagnostic observations only; instrumental ADL care ADL consequences; urgent
intervention notindicated intervention indicated
Definition: A disorder characterized by dysfunction of the corticospinal {pyramidal} tracts of the spinal cord. Symptoms include anincreasein the musde tone in the lower extremities,
hyperreflexia, positive Babinski and a decreass in fine motar coordination.
Navigational Note: -
Radiculitis Mild symptoms Moderate symptoms; medical Severe symptoms; limiting self Life-threatening Death
intervention indicated; care ADL consequences; urgent
limiting instrurnental ADL intervention indicated
Definition: A disorder characterized by inflammation involving a nerve root. Patients experience marked discornfort radiating along a nerve path because of spinal pressure on the
connecting nerve root.
Navigational Note: -
Recurrent laryrgeal nerve Asymptomatic; cinical or Moderate symptoms Severe symptoms; meadical Life-threatening Death
palsy diagnostic observations only; intervention indicated {eg., consequences; urgent
intervention notindicated thyroplasty, vocal cord intervention indicated
injection)
Definition: A disorder characterized by paralysis of the recurrent laryrgeal nerve.
Navigational Note: -
Reversible posterior - Moderate symptoms; imiting Severe symptoms; imiting self Life-threatening Death

Definition: A disorder characterized by headaches, mental status changes, visual disturbances, andfor selzures associated with imaging findings of posterior lsukoencephal opathy. It
has been observed in assaciation with hypertensive encephal opathy, eclampsia, and immunosuppressive and cytatoxic drug treatment. Itis anacute or subacute reversible condition.
Also known as posterior reversible encephalopathy syndrome (PRES).
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Mervous system disorders

CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4 Grade 5

Selzure

Navigational Note: -

Brief partial seizurs and no
loss of consciousness

Definition: A disorder characterized by a sudden, involuntary skelet:

Brief generalized seizure

al muscular contractions of cerebra

New onset selzures {partial or
generalized); multiple seizures
despite medical intervention

| or brain stem origin.

Life-threatening Death

consequences; pralongad
repefitive selzures

Somnolence

Navigational Note: -

Mild but rore than usual
drowsiness or deepiness

Moderate sedation; limiting
instrumental ADL

Definition: A disorder characterized by characterized by excessive slespiness and drowsiness.

Obtundation or stupor

Life-threatening Death

consequences; urgent
intervention indicated

Spasticity

disturbances.
Navigational Note: -

Mild or slight increase in
muscle tone

Moderate increase In muscle
tone and increase in
resistance through range of
motion

Definition: A disorder characterized by increased invaluntary muscle tone that affects the ragions inter

Severe increase N muscle
tone and increasein
resistance through range of
maotion

Life-threatening Death

consequences; unable to
maove active or passive range
of motion

fering with voluntary movement. Itresults in gait, moverment, and speech

Spinal cord compression

Navigational Note: -

Definition: A disorder characterized by pressure on the spinal cord.

Severe symptoms; imiting self
care ADL

Life-threatening Death

consequences; urgent
intervention indicated

Stroke

damage.
Navigational Note: -

Incidental radiographic
findings only

Mild to moderate neurologic
deficit; limiting instrumental

Severe neurologic deficit;
|imiting self care ADL;

ADL

hospitalization

Life-threatening Death

consequences; urgent
intervention indicated

Definition: A disorder characterized by a decrease or absence of blood supply to the brain caused by obstruction (thrombaosis or embalism) of an artery resulting in neurological

Syncope

Navigational Note: -

Definition: A disorder characterized by spontaneous loss of consciousness caused by insufficient blood supply to the brain.

| Fainting; orthostatic collapse

Tendon reflex decreased

Ankle reflex reduced

Ankle reflex absent; other
reflexes reduced

Definition: A disorder characterized by less than normal deep tendon reflexes.
Navigational Note: Also consider Nervous system disorders: Peripheral motor neuropathy or Peripheral sensory neuropathy

Absence of all reflexes
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Mervous system disorders

hospitalizatonindicated;

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Transient ischemic attacks Mild neurologic deficit with or Moderate neurologic deficit - - -
without imaging confirmation with or without imaging
confirmation
Definition: A disorder characterized by a brief attack {less than 24 hours) of cerebral dysfunction of vascular origin, with no persistent neurological deficit.
Navigational Note:! |f >24 hours, Consider Nervous system disarders: Strokes
Tremor Mild symptoms Moderate symptoms; limiting Severe symptoms; limiting self - -
instrurnental ADL care ADL
Definition: A disorder characterized by the uncontrolled shaking movement of the whole body or individual parts.
Navigational Note: -
Trigeminal nerve disorder Asymptomatc; cinical or Moderate symptoms; imiting Severe symptoms; imiting self - -
diagnostic observations only; instrumental ADL care ADL
intervention not indicated
Definition: A disorder characterized by dysfunction of the trigeminal nerve {fifth cranial nerve).
Navigational Note: -
Trochlear nerve disorder Asymptomatc; cinical or Moderate symptoms; imiting Severe symptoms; imiting self - -
diagnostic observations only; instrumental ADL care ADL
intervention notindicated
Definition: A disorder characterized by dysfuncton of the trochlear nerve (fourth cranial nerve).
Navigational Note: -
Vagus nerve disorder Asymptomatic; cinical or Moderate symptoms; limiting Severe symptoms; limiting self Life-threatening Death
diagnostic observations only; instrumental ADL care ADL consequences; urgent
intervention notindicated intervention indicated
Definition: A disorder characterized by dysfuncton of the vagus nerve {tenth cranial nerve).
Navigational Note: -
Vasovagal reaction - - Present Life-threatening Death
consequences; urgent
intervention indicated
Definition: A disorder characterized by a sudden drop of the blood pressure, bradycardia, and peripheral vasodilation that may lead toloss of consciousness. Itresults from an increase
in the stimulation of the vagus nerve.
Navigational Note: -
Nervaus system disorders - Asymptomatc or mild Moderate; minimal, local ar Severe or medically significant Life-threatening Death
Other, specify symptoms; cinical or noninvasive intervention but not immediately life- consequences; urgent
diagnostic obsarvations only; indicated; limiting age- threatening; hospitalization or intervention indicated
intervention notindicated appropriate instrurmental ADL prolongation of existing

|imiting self care ADL
Definition: -
Navigational Note: -

CTCAE ¥5.0 —November 27, 2017 Back to TOC Page 113

CLI 00125, v8.0 CONFIDENTIAL AND PROPRIETARY
Cerus Corporation considers this document to be confidential and

not subject to disclosure without express written consent from Cerus Corporation.

Page 253 of 295



Cerus Corporation

Title: A Randomized, Double-Blinded, Controlled, Parallel Group, Non-inferiority, Phase III Study to Evaluate the Efficacy and Safety of the

INTERCEPT Blood System for Red Blood Cells in Patients undergoing Complex Cardiac Surgery Procedures (the ReCePI study)

Pregnancy, puerperium and perinatal conditions

CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

Fetal growth retardation

Navigational Note: -

<10% percentile of weight far
gestational age

<556 percentile of waight for
gestational age

Definition: A disorder characterized by inhibition of fetal growth resultng in the inability of the fetus to achieve its potential weight.

<1% percentile of weight for
gestational age

Pregnancy loss

Navigational Note: -

Definition: Death in utero.

Fetal loss at any gestational
age

Premature dalivery

gestation.
Navigational Note: -

>34 to 37 weeks gestation

Delivery of a livebarn infant at

Delivery of a liveborn infant at
=28 to 34 wesks gestation

Delivery of a liveborn infant at

24 to 28 weeks gestation

Delivery of a liveborninfant at
24 weeks of gestation or less
Definition: A disorder characterized by delivery of aviable infant before the normal end of gestation. Typically, viability is achievable between the twenteth and thirty-seventh week of

specify

Definition: -

Navigational Note: -

Pregnancy, puerperium and
parinatal conditions - Other,

Asymptomatc or mild
symptoms; cinical or
diagnostic obsarvations only;
intervention notindicated

Moderate; minimal, local or
noninvasive intervention
indicated; limiting age-
appropriate instrurmental ADL

Severe or medically significant

but not immediately life-

threatening; hospitalization or

prolongation of existing
hospitalizatonindicated;
|imiting self care ADL

Life-threatening
consequences; urgent
intervention indicated

Death
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Psychiatric disorders

CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

Agitation

Navigational Note: -

Mild mood alteration

Moderate mood alteration

Severe agitation;
hospitalization not indicated

Definition: A disorder characterized by a state of restl essness assaciated with unpleasant feelings of irritability and tension.

Life-threatening
consequences; urgent
intervention indicated

Anorgasmia

Navigational Note: -

Inability to achieve orgasm
not adversely affecting
relatonship

Definition: A disorder characterized by an inability to achieve orgasm.

Inability to achieve orgasm
adversely affecting
relationship

Anxiety

Navigational Note: -

Mild symptoms; interventon
not indicated

Definition: A disorder characterized by apprehension of darger and

Moderate symptoms; imiting
instrurnental ADL

Severe symptoms; imiting self
care ADL; hospitalization
indicated

Life-threatening
consequences; urgent
intervention indicated

dread accompanied by restlessness, tension, tachycardia, and dyspnea unattached to a clearly identifiable stimulus.

Confusion

Navigational Note: -

Mild disorientation

Definition: A disorder characterized by a lack of clear and orderly th

Moderate disorientation;
limiting instrurnental ADL

oughtand behavior.

Severe disorientation; limiting
self care ADL

Life-threatening
consequences; urgent
intervention indicated

Delayed orgasm

Navigational Note: -

Delay in achieving orgasm not
adversely affecting
relatonship

Delay in achieving orgasm
adversely affecting
relationship

Definition: A disorder characterized by sexual dysfunction characterized by a delay in dimax.

Navigational Note: -

symptoms

hospitalizaton notindicated;
new onset

consequences, threats of
harm to self or others;
hospitalization indicated

Definition: A disorder characterized by false personal beliefs held contrary to reality, despite contradictory evidence and common sense.

Delfrium Mild acute confusional state Moderate and acute Severe and acute confusional Life-threatening Death
confusional state; limiting state; limiting self care ADL; consequences, threats of
instrumental ADL urgentintervention indicated; harm to self or others; urgent
new onset intervention indicated
Definition: A disorder characterized by the acute and sudden development of confusion, illusions, movement changes, inattentiveness, agitation, and hallucinations. Usually, itis a
reversible condition.
Navigational Note: -
Delusions - Moderate delusional Severe delusional symptoms; Life-threatening Death
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Psychiatric disorders

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Depression Mild depressive symptoms Moderate depressive Severe depressive symptoms; Life-threatening Death
symptoms; limiting limiting self care ADL; consequences, threats of
instrumental ADL hospitalizaton notindicated harm to self or others;
hospitalization indicated
Definition: A disorder characterized by melancholic faelings of grief or unhappiness.
Navigational Note: -
Euphoria Mild mood elevation Moderate mood elevation Severe mood elevation {eg., - -
hypormania)
Definition: A disorder characterized by an exaggeratad feeling of well-belng which s disproportionate to events and stimuli.
Navigational Note: -
Hallucinations Mild hallucinations {e.g., Moderate hallucinations Severe hallucinations; Life-threatening Death
perceptual distortions) hospitalizaton notindicated consequences, threats of
harm to self or others;
hospitalization indicated
Definition: A disorder characterized by a false sensory perceptionin the absence of an external stimulus.
Navigational Note: -
Insomnia Mild difficulty falling aslesp, Moderate difficulty falling Severe difficulty in falling - -
staying asleep or waking up asleep, staying asleep or asleep, staying asleep or
carly waking up early waking up early
Definition: A disorder characterized by difficulty in falling asleep and/or remaining asleep.
Navigational Note: -
Irritability Mild; easily consclable Moderate; limiting Severe abnormal or excessive - -
instrumental ADL; Increased response; limitng self care
attentionindicated ADL; inconsolable; medical or
psychiatric intervention
indicated
Definition: A disorder characterized by an abnormal responsiveness to stimuli or physiological arousal; may be inresponse to pain, fright, a drug, an emotional situation or a medical
condition.
Navigational Note: -
Libido decreased Decrease in sexual interest Decrease in sexual interest - - -
not adversely affecting adversely affecting
relatonship relationship
Definition: A disorder characterized by a decrease in sexual desire.
Navigational Note: -
Libido increased Present I - - - -
Definition: A disorder characterized by an increase in sexual desire.
Navigational Note: -
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Psychiatric disorders

CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

Mania

Navigational Note: -

Mild manic symptoms {e.g.,
elevated mood, rapid
thoughts, rapid speech,
decreased need for sleep)

Moderate manic symptoms
({eg., relationship and work
difficultes; poor hygiens}

Definition: A disorder characterized by excitement of psychotic proportions manifested by mental and

Severe manic symptoms (eg.,
hypomania; major sexual or
financial indiscretions);
hospitalizaton notindicated;
new onset

physical hyperactivity, disorganizati

Life-threatening
consequences, threats of
harm to self or others;
hospitalization indicated

Death

ion of behavior and elevation of mood.

Personality change

Navigational Note: -

Mild personality change

Moderate personality change

Definition: A disorder characterized by a conspicuous change in a person's behavior and thirking.

Severe personality change;
hospitalizaton notindicated

Life-threatening
consequences, threats of
harm to self or others;
hospitalization indicated

Psychosis

turmor.
Navigational Note: -

Mild psychatic symptoms

Moderate psychotic
symptoms (e.g., disorganized
speach; impalrad reality
testing)

Severe psychotic symptoms
{e.g., paranold, extreme
disorganization);
hospitalizaton notindicated;
new onset

Life-threatening
consequences, threats of
harm to self or others;
hospitalization indicated

Death

Definition: A disorder characterized by personality change, impaired functioning, and loss of touch with reality. [t may be a manifestation of schizophrenia, bipolar disorder or brain

Restlessness

Navigational Note: -

Mild symptoms; Interventon
not indicated

Moderate symptoms; limiting
instrumental ADL

Definition: A disorder characterized by an inability to rest, relax or be still.

Severe symptoms; limiting self
care ADL

Sufcidal ideation

Navigational Note: -

Increasad thoughts of death
but no wish to kill oneself

Suicidal ideation with no
specific plan or intent

Definition: A disorder characterized by thoughts of taking one's own life.

Spedific plan to commit
suicide without serious intent
to die which may not require
hospitalizaton

Specific plan to commit
suicide with serious intent to
die which requires
hospitalization

Suicide attempt

Navigational Note: -

Definition: A disorder characterized by self-inflicted harm in an attempt to end ona's own life.

Suicide atternpt or gesture
withoutintent to die

Suicide attemptwith intent to
die which requires
hospitalization

Death
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Psychiatric disorders

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Psychiatric disorders - Other, Asymptomatc or mild Moderate; minimal, local ar Severe or medically significant Life-threatening Death
specify symptoms; cinical or noninvasive intervention but not immediately life- consequences; hospitalization

diagnostic observations only; indicated; limiting age- threatening; limitng self care or urgent intervention
intervention notindicated appropriate instrurmental ADL ADL indicated
Definition: -
Navigational Note: -
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Renal and urinary disorders

CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

Acute kidney injury

Definition: A disorder characterized by the acute loss of renal function {within 2 weeks} and is tradition:
and postrenal causes (ureteral or bladder outflow obstruction).
Navigational Note: Also consider Investigations: Creatinine increased

Hospitalization indicated

Life-threatening
consequences; dialysis
indicated

Death

ally classified as pre-renal {low blood flow into kidney), renal {kidney damage)

Navigational Note: -

minimal increase in
frequency, urgency, dysuria,
or nocturia; new onset of

incontinence

moderate increase in
frequency, urgency, dysuria,
nocturia or incontinence;
urinary catheter placement or
bladder irrigation indicated;
lirniting instrurmental ADL

1V medications, or
hospitalizatonindicated;
elective invasive intervention
indicated

Definition: A disorder characterized by inflammation of the bladder which is not caused by an infection of the urinary tract.

consequences; urgent invasive
intervention indicated

Bladder perforation - Invasive intervention not Invasive intervention Life-threatening Death
indicated indicated consequences; organ falurs;
urgent operative intervention
indicated
Definition: A disorder characterized by a rupture In the bladder wall.
Navigational Note: -
Bladder spasm | Interventon not indicated I Antispasmodics indicated Hospitalization indicated - | -
Definition: A disorder characterized by a sudden and involuntary contracion of the bladder wall.
Navigational Note: -
Chronic kidney disease eGFR {estimated Glomerular eGFR or Crll 58 -30 eGFR or Crll 29 -15 eGFR or Crdd €15 mlfmingl1.72 Death
Filtration Rate) or CrCl ml/min/1.73 m2 ml/min/1.73m2 m2; dialysis or renal
{creatinine clearance) <LLN - transplant indicated
60 ml/min/1.73m2 or
proteinuria 2+ present; urine
proteinfereatinine >0.5
Definition: A disorder characterized by gradual and usually permanent loss of kidney function resulting in renal failure.
Navigational Note: -
Cystitls noninfective Microscopic hematuria; Moderate hematuria; Gross hematuria; transfusion, Life-threatening Death

Dysuria

Present

Definition: A disorder characterized by painful urination.

Navigational Note: If assaciated with an infection, report the infection. Far grades higher than Grade 1, consider Renal and urinary disorders: Bladder spasm or Cystitis noninfective;
Infections and infestations: Urinary tract infection.
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Renal and urinary disorders

Navigational Note: -

Definition: A disorder characterized by symptoms thatinclude severe edema, proteinuria, and hypoalbi

threatening; hospitalization or
prolongation of existing
hospitalizatonindicated;
|imiting self care ADL

urminem’fa; it is indicative of renal d

consequences; urgent
intervention indicated

ysfunction.

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Glucosuria Present - - - -
Definition: A disorder characterized by laboratory testresults that indicate glucose in the urine.

Navigational Note: -

Hematurfa Asymptomatic; clinical or Symptomatic; urinary catheter Gross hematuria; transfusion, Life-threatening Death
diagnostic abservations only; or bladder irrigation indicated; IV medications, ar consequences; urgentinvasive
intervention not indicated limiting instrurnental ADL hospitalizatonindicated; intervention indicated

elective invasive intervention
indicated; limiting saIf care
ADL

Definition: A disorder characterized by laboratory testresults that indicate blood in the urine.

Navigational Note: -

Hemcglobinuria Asymptomatic; clinical or - - - -
diagnostic abservations only;
intervention not indicated

Definition: A disorder characterized by laboratory test results that indicate the presence of free hemoglobin in the urine.

Navigational Note: Report underlying AE if > Grade 1

Nephrotic syndrame - - Notimmediataly life- Life-threatening Death

Proteinuria

1+ proteinuria; urinary protein
=N -<1.0g/24 hrs

hrs;

1.9

Adult: 2+ and 3+ proteinuria;
urinary protein 1.0- €3.5g/24

Pediatric: Urine P/C
(Protein/Creatinine) ratio 0.5 -

Adult: Urinary protein »=3.5
g/24 hrs; 4+ proteinuria;

Pediatric: Urine P/C
{Protein/Creatinine) ratio »1.9

Definition: A disorder characterized by laboratory test results that indicate the presence of excessive protein In the urine. It Is predominanty albumin, but alsoglobulin.
Navigational Note: 24-hour urine collection takes precedence over dipstick

CTCAE v5.0 —November 27, 2017

Back to TOC

Page 120

CLI 00125, v8.0

CONFIDENTIAL AND PROPRIETARY
Cerus Corporation considers this document to be confidential and
not subject to disclosure without express written consent from Cerus Corporation.

Page 260 of 295



Cerus Corporation

Title: A Randomized, Double-Blinded, Controlled, Parallel Group, Non-inferiority, Phase III Study to Evaluate the Efficacy and Safety of the

INTERCEPT Blood System for Red Blood Cells in Patients undergoing Complex Cardiac Surgery Procedures (the ReCePI study)

Renal and urinary disorders

Navigational Note: -

intervention not indicated

indicated

consequences; urgent invasive
intervention indicated

Definition: A disorder characterized by an abnormal communication between any part of the urinary systern and another organ or anatomic site.

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Renal calcull Asymptomatc or mild Symptomatic; oral antiemetics Hospitalization indicated; IV Life-threatening Death
symptoms; occasional use of indicated; around the clock intervention {e.g., analgesics, consequences; urgentinvasive
nonprescription analgesics nonprescription analgesics or antiemetics); elective invasive intervention indicated
indicated any oral narcotic analgesics intervention indicated
indicated
Definition: A disorder characterized by the formation of crystals/kidney stones in the pelvis of the kidney.
Navigational Note: -
Renal colic Mild pain notinterfering with Moderate pain; limiting Hospitalization indicated; - -
activity; nonprescription instrumental ADL; |imiting self care ADL
medication indicated prescription medication
indicated
Definition: A disorder characterized by paroxysmal and severe flank marked discomfortradiating to the inguinal area. Often, the cause is the passage of crystals/kidney stones.
Navigational Note: -
Renal hemorrhage Mild symptoms; Interventon Analgesics and hematocrit Transfusion indicated; Life-threatening Death
not indicated monitoring indicated invasiva ntervention consequences; urgent
indicated; hospitalization intervention indicated
Definition: A disorder characterized by bleeding from the kidney.
Navigational Note: -
Urimary fistula - Symptomatic, invasive Invasive intervention Life-threatening Death

Urinary frequency

Navigational Note: -

Present

Definition: A disorder characterized by urination at short intervals.

Limiting instrumental ADL;
medical management
indicated

Urinary incontinence

Navigational Note: -

Occasional {e.g., with
coughirg, sneezing, etc.}, pads
not indicated

Spontaneous; pads indicated;
limiting instrurnental ADL

Definition: A disorder characterized by inability to control the flow of urine from the bladder.

Intervention indicated (=.g.,
clamp, collageninjections);
operative intervention
indicated; limiting self care
ADL
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Renal and urinary disorders
CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Urinary retention Urinary, suprapubic or Placement of urinary, Elective invasive intervention Life-threatening Death
intermittent catheter suprapubic or intermittent indicated; substantial loss of consequences; organ falurs;
placement notindicated; able catheter placementindicated; affected kidney function or urgent operative intervention
to void with some residual medication indicated mass indicated
Definition: A disorder characterized by accumulation of urine within the bladder because of the inability to urinate.
Navigational Note: -
Urinary tract obstruction Asymptomatc; cinical or Symptomatic butno Altered organ functon {e.g., Life-threatening Death
diagnostic observations only; hydronephrosis, sepsis, or hydronephrosis or renal consequences; urgent
intervention notindicated renal dysfunction; urethral dysfunctony; invasive intervention indicated
dilation, urinary ar suprapublc intervention indicated
catheter indicated
Definition: A disorder characterized by blockage of the normal flow of contents of the urinary tract.
Navigational Note: -
Urimary tract pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrurnental ADL ADL
Definition: A disorder characterized by a sensation of marked discomfortin the urinary tract.
Navigational Note: -
Urinary urgency Present Limitirg instrumental ADL; - - -
medical management
indicated
Definition: A disorder characterized by a sudden compelling urge to urinate.
Navigational Note: -
Urine discoloration Present I - - - -
Definition: A disorder characterized by a charge in the color of the urine.
Navigational Note: -
Renal and urinary disorders - Asymptomatc or mild Moderate; minimal, local ar Severe or medically significant Life-threatening Death
Other, specify symptoms; cinical or noninvasive intervention but not immediately life- consequences; urgent
diagnostic observations only; indicated; limiting age- threatening; hospitalization or intervention indicated
intervention notindicated appropriate instrurmental ADL prolongation of existing
hospitalizatonindicated;
limiting self care ADL
Definition: -
Navigational Note: -
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Reproductive system and breast disorders

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Amenorrhea - Present - -
Definition: A disorder characterized by the abnormal absence of menses for atleast three consecutive menstrual cycles.

Navigational Note: -
Azoospermia | - I Absence of sperm in gjaculate | - | -
Definition: A disorder characterized by laboratory test results that indicate complete absence of spermatozoa in the semen.
Navigational Note: -
Breast atrophy Minimal asymmetry; minimal Moderate asyrmmetry; Asymmetry >1/3 of breast -
atrophy moderate atrophy volume; severe atrophy |
Definition: A disorder characterized by underdevelopment of the breast.
Navigational Note: -
Breast pain Mild pain Moderate pain; limiting Severe pain; limiting self care -
instrurnental ADL | ADL |
Definition: A disorder characterized by a sensation of marked discomfortin the breast region.
Navigational Note: -
Dysmenorrhea Mild symptoms; Interventon Moderate symptoms; limiting Severe symptoms; limiting self -
not indicated instrurnental ADL | care ADL |
Definition: A disorder characterized by abnormally painful abdominal cramps during menses.
Navigational Note: -
Dysparelnia Mild discomfort or pain Moderate discomfort or pain Severe discomfort or pain -
associated with vaginal associated with vaginal associated with vaginal
penetration; discormfort penetration; discomfort or penetration; discomfort or
relieved with use of vaginal pain partially relleved with painunrelieved by vaginal
lubricants or estrogen use of vaginal lubricants or |ubricants or estrogen
estrogen
Definition: A disorder characterized by painful or difficult coitus.
Navigational Note: -
Ejaculation disorder Diminished ejaculation Anejaculation or retrograde - -
gjaculation
Definition: A disorder characterized by problems related to ejaculation. This category includes premature, delayed, retrograde and painful ejaculation.
Navigational Note: -
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Reproductive system and breast disorders

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Erectile dysfunction Decrease in erectle function Decrease in erectile function Decrease in erectile function -
(frequency or rigidity of (frequency/rigidity of {frequency/rigidity of
erections) butintervention erections), erectile erections) but erectile
not indicated {e.g., medication intervention indicated, {eg., intervention not helpful {eg.,
or use of mechanical device, medication or mechanical medication or mechanical
penile pump) devices suchas penile pump) devices such as penile pump);
placement of a permanent
penile prosthesis indicated
{notpreviously present}
Definition: A disorder characterized by the persistent or recurrent inability to achisve or to maintain an erection during sexual activity.
Navigational Note: -
Fallopian tube obstruction Asymptomatic; cinical or Symptomatic; elective Severe symptoms; invasive -
diagnostic observations only; intervention indicated intervention indicated
intervention notindicated
Definition: A disorder characterized by blockage of the normal flow of the contents in the fallopian tube.
Navigational Note: -
Feminization acquired Mild symptoms; interventon Moderate symptoms; medical - -
not indicated intervention indicated
Definition: A disorder characterized by the development of secondary female sex charactaristics in males due to extrinsic factors.
Navigational Note: -
Genital edema Mild swelling or abscuration Readily apparent obscuraton Lymphorrhea; gross deviation -
of anatomicarchitecture on of anatomic architecture; from normal anatomic
close inspection obliteration of skin folds; contour; limitng self care ADL
readily apparent deviation
from normal anatormic
contour
Definition: A disorder characterized by swelling due to an excessive accumulation of fluidin the genitals.
Navigational Note: -
Gynecomasta Asymptomatic Symptomatic {e.g., pain or Severe symptoms; elective -
psychosocial impact) operative intervention
indicated
Definition: A disorder characterized by excessive development of the breasts in males.
Navigational Note: -
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Reproductive system and breast disorders

Navigational Note: -

not indicated

Definition: A disorder characterized by bleeding from the ovary.

intervention indicated

invasive intervention
indicated; hospitalization

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Hematosalpink Minimal bleeding identified Moderate bleeding; medical Transfusion indicated; Life-threatening Death
on imaging study or intervention indicated nvasive Intervention consequences; urgent
laparoscopy; intervention not indicated operative intervention
indicated indicated
Definition: A disorder characterized by the presence of blood in & fallopian tube.
Navigational Note: -
Irregular menstruation Intermittent/irregular menses Intermittent/irregular menses - - -
for no more than 3 for more than 3 consecutive
consecu tive menstrual cycles menstrual cycles
Definition: A disorder characterized by a charge in cyde or duration of menses from baseline.
Navigational Note: Also consider Reproductive system and breast disorders: Premature menopause, Amenorrhea.
Lactation disorder Mild changes in lactation, not Changes in lactation, - - -
significantly affecting significantly affecting breast
producton or expression of production or expression af
breast milk breast milk
Definition: A disorder characterized by disturbances of milk secretfon. Itis not necessarily related to pregnancy thatis observed in females and can be observed in males.
Navigational Note: -
Menorrhagia Mild; fron supplements Moderate symptoms; medical Severe; transfusion indicated; Life-threatening Death
indicated intervention indicated {eg., operative intervention consequences; urgent
hormaones) indicated (2., hysterectamy} intervention indicated
Definition: A disorder characterized by abnormally heavy vaginal bleeding during menses.
Navigational Note: -
Nipple deformity Asymptomatc; asymmetry Symptomatic; asymmetry of - - -
with slight retraction and/or nipple areolar complex with
thickening of the nipple moderate retraction and/ar
areolar complex thickening of the nipple
arsolar complex
Definition: A disorder characterized by a malformation of the nipple.
Navigational Note: -
Qligospermia Sperm concentration >0 to < - - - -
15 million/ml
Definition: A disorder characterized by a decrease in the number of spermatozoa in the semen.
Navigational Note: -
Ovarian hemorrhage Mild symptoms; interventon Moderate symptoms; Transfusion indicated; Life-threatening Death
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Reproductive system and breast disorders

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Ovarian rupture Asymptomatc cinical or Symptomatic and intervention Transfusion; invasive Life-threatening Death
diagnostic obsarvations only; notindicated intervention indicated consequences; urgent
intervention not indicated intervention indicated

Definition: A disorder characterized by tearing or disruption of the ovarian tissue.

Navigational Note: -

Owulation pain | - I Present | - - | -
Definition: A disorder characterized by a sensation of marked discomfortin one side of the abdomen between menstrual cycles, around the time of the discharge of the ovum from the
ovarfan follicle.

Navigational Note: -

Palvic floor muscle weakness Asymptomatic; cinical or Symptomatic, not interfaring Severe symptoms; limiting self - -
diagnostic obsarvations only; with bladder, bowel, or care ADL
intervention notindicated vaginal function; limiting

instrumental ADL
Definition: A disorder characterized by a reductonin the strength of the musdes of the pelvic floor.
Navigational Note: -

Palvic pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrumental ADL | ADL | |

Definition: A disorder characterized by a sensation of marked discomfortin the pelwis.

Navigational Note: -

Penile pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrurnental ADL | ADL | |

Definition: A disorder characterized by a sensation of marked discomfortin the penis.

Navigational Note: -

Parineal pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrurnental ADL | ADL | |

Definition: A disorder characterized by a sensation of marked discomfortin the area between the genital organs and the anus.

Navigational Note: -

Premature menopause - I Present - - -
Definition: A disorder characterized by premature ovarian failure. Symptoms may include hot flashes, night sweats, mood swings, and a decrease in sex drive. Laboratory findings
indude elevated luteinizing hormone {LH) and follicle-stimulatng hormone {FSH.}

Navigational Note: -

Prostatic hemorrhage Mild symptoms; Interventon Moderate symptoms; Transfusion indicated; Life-threatening Death
not indicated intervention indicated invasiva ntervention consequences; urgent
indicated; hospitalization intervention indicated

Definition: A disorder characterized by bleeding from the prostategland.
Navigational Note: -
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Reproductive system and breast disorders

CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4

Prostatic obstruction

Navigational Note: -

Asymptomatc; cinical or
diagnostic obsarvations only;
intervention not indicated

Symptomatic; elective
intervention indicated

Severe symptoms; invasive
intervention indicated

Grade 5

Definition: A disorder characterized by compression of the urethra secondary to enlargement of the prostate gland. This results in voiding difficulties (straining to void, slow urine
stream, and incomplete emptying of the bladder}.

Prostatic pain

Navigational Note: -

Mild pain

Moderate pain; limiting
instrurnental ADL

Definition: A disorder characterized by a sensation of marked discomfortin the prostategland.

Severe pain; limiting self care
ADL

Scrotal pain

Navigational Note: -

Mild pain

Moderate pain; limiting
instrurnental ADL

Definition: A disorder characterized by a sensation of marked discomfortin the scrotal area.

Severe pain; limiting self care
ADL

Navigational Note: -

Definition: A disorder characterized by bleeding from the testis.

Spermatic cord hemorrhage Mild symptoms; interventon Moderate symptoms; Transfusion indicated; Life-threatening Death
not indicated intervention indicated invasiva ntervention consequences; urgent
indicated; hospitalization intervention indicated
Definition: A disorder characterized by bleeding from the spermatic cord.
Navigational Note: -
Spermatic cord abstruction Asymptomatic; cinical or Symptomatic; elective Severe symptoms; invasive - -
diagnostic obsarvations only; intervention indicated intervention indicated
intervention not indicated
Definition: A disorder characterized by blockage of the normal flow of the contents of the spermatic cord.
Navigational Note: -
Testeular disorder Asymptomatic; cinical or Symptomatic but not Severe symptoms; interfering Life-threatening -
diagnostic obsarvations only; interfering with sexual with sexual function; limiting consequences; urgent
intervention not indicated function; intervention not self care ADL; intervention intervention indicated
indicated; limiting indicated
instrumental ADL
Definition: A disorder characterized by abnarmal function or appearance of the testis.
Navigational Note: Also consider Reproductive system and breast disorders: Genital edema or other AE terms in the Renal and urinary disorders SOC ar Repraductive system and breast
disorders SOC.
Testicular hemorrhage Mild symptoms; interventon Moderate symptoms; Transfusion indicated; Life-threatening Death
not indicated intervention indicated invasive intervention consequences; urgent
indicated; hospitalization intervention indicated
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Reproductive system and breast disorders

Navigational Note: -

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Testicular pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrurnental ADL ADL
Definition: A disorder characterized by a sensation of marked discomfortin the testis.
Navigational Note: -
Uterine fistula Asymptomatc Symptomatic, invasive Invasive intervention Life-threatening Death
intervention not indicated indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by an abnormal communication between the uterus and another organ or anatomic site.
Navigational Note: -
Uterine hemorrhage Mild symptoms; Interventon Moderate symptoms; Transfusion indicated; Life-threatening Death
not indicated intervention indicated invasiva ntervention consequences; urgent
indicated; hospitalization intervention indicated
Definition: A disorder characterized by bleeding from the uterus.
Navigational Note: -
Uterine obstruction Asymptomatic; cinical or Symptomatic; elective Severe symptoms; invasive - -
diagnostic obsarvations only; intervention indicated intervention indicated
intervention notindicated
Definition: A disorder characterized by blockage of the uterine outet.
Navigational Note: -
Uterine pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrurnental ADL ADL
Definition: A disorder characterized by a sensation of marked discomfortin the uterus.
Navigational Note: -
Vaginal discharge Mild vaginal discharge Moderate to heavy vaginal - - -
(greater than baseline for discharge; use of perineal pad
patient} or tampon indicated
Definition: A disorder characterized by vaginal secretions. Mucus producad by the cervical glands is discharged from the vagina naturally, especially during the childbearing years.

Vaginal dryness

Navigational Note: -

Mild vaginal dryness not
interfering with sexual
function

Moderate vaginal dryness
interfering with sexual
function or causing frequent
discomfort

Definition: A disorder characterized by an uncomfortable feeling of itching and burning in the vagina.

Severe vaginal drynass
resulting in dyspareunia or
severe discomfort:
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Reproductive system and breast disorders

Navigational Note: -

shortening or narrowing

shortening notinterfering
with physical examination

Definition: A disorder characterized by a narrowing of the vaginal canal.

shortening interfering with
the use of tampons, sexual
activity or physical
examination

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Vaginal fistula Asymptomatc Symptomatic, invasive Invasive intervention Life-threatening Death
intervention not indicated indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by an abnormal communication between the vagina and another organ or anatomic site.
Navigational Note: -
Vaginal hemorrhage Mild symptoms; Interventon Moderate symptoms; Transfusion indicated; Life-threatening Death
not indicated intervention indicated invasiva ntervention consequences; urgent
indicated; hospitalization intervention indicated
Definition: A disorder characterized by bleeding from the vagina.
Navigational Note: -
Vaginal inflammation Mild discomfort or pain, Moderate discomfort or pain, Severe discomfort or pain, Life-threatening -
edema, or redness edema, or redness; limiting edermna, or redness; limiting consequences; widespread
instrumental ADL self care ADL; small areas of areas of mucosal ulceration;
rmucosal ulceration urgentintervention indicated
Definition: A disorder characterized by inflammation invalving the vagina. Symptoms may incdude redness, edema, marked discomfort and an increase in vaginal discharge.
Navigational Note: -
Vaginal obstruction Asymptomatic; cinical or Symptomatic; elective Severe symptoms; invasive - -
diagnostic observations only; intervention indicated intervention indicated
intervention notindicated
Definition: A disorder characterized by blockage of vaginal canal.
Navigational Note: -
Vaginal pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrumental ADL ADL
Definition: A disorder characterized by a sensation of marked discomfortin the vagina.
Navigational Note: -
Vaginal perforation - Invasive intervention not Invasive intervention Life-threatening Death
indicated indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by a rupture in the vaginal wall.
Navigational Note: -
Vaginal stricture Asymptomatc; mild vaginal Vaginal narrowing and/or Vaginal narrowing and/or - Death
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Reproductive system and breast disorders

CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

specify

Definition: -
Navigational Note: -

Reproductive system and
breast disorders - Other,

Asymptomatc or mild
symptoms; cinical or
diagnostic observations only;
intervention notindicated

Moderate; minimal, local or
noninvasive intervention
indicated; limiting age-
appropriate instrurmental ADL

Severe or medically significant
but not immediately life-
threatening; hospitalization or
prolongation of existing
hospitalizatonindicated;
limiting self care ADL

Life-threatening
consequences; urgent
intervention indicated

Death
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Respiratory, thoracic and mediastinal disorders

surgery.
Navigational Note: -

indicated

intubation or urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Adult respiratory distress - - Presentwith radiologic Life-threatening respiratory or Death
syndrome findings; intubation not hemaodynamic compromise;

Definition: A disorder characterized by progressive and life-threatening pulmonary distress in the absence of an underlying pulmonary condition, usually following major traurma or

Allergic rhinitis

Navigational Note: -

Mild symptoms; Interventon
not indicated

Moderate symptoms; medical
intervention indicated

Definition: A disorder characterized by an inflammation of the nasal mucous membranes caused by an IgE-mediated response to external allergens. Theinflammation may also involve
the mucous membranes of the sinuses, eyes, middle ear, and pharynx. Symptoms include sneezing, nasal congestion, rhinorrhea and itching.

Navigational Note: -

intervention not indicated

indicated

Definition: A disorder characterized by an abnormal communication between the bronchus and another organ ar anatomic site.

consequences; urgent
intervention indicated

Aphea - - Present; medical intervention Life-threatening respiratory or Death
indicated hemaodynamic compromise;
intubation or urgent
intervention indicated
Definition: A disorder characterized by cessation of breathing.
Navigational Note: -
Aspiration Asymptomatc; cinical or Altered eating habits; Dyspnea and pneumonia Life-threatening respiratory or Death
diagnostic observations only; coughing or choking episodes symptoms {e.g., aspiraton hemodynamic compromise;
intervention notindicated after eating or swallowing; pneumonia); hospitalization intubation or urgent
medical intervention indicated indicated; unable to aliment intervention indicated
(eg., sucton or oxygen) orally
Definition: A disorder characterized by inhalation of solids or ligquids into the lungs.
Navigational Note: -
Atelectasis Asymptomatic; cinical or Symptomatic {e.g., dyspnea, Supplemental oxygen Life-threatening respiratory or Death
diagnostic obsarvations only; cough}; medical intervention indicated; hospitalization or hemaodynamic compromise;
intervention notindicated indicated {e.g., chest clective operative intubation or urgent
physiotherapy, suctioning); intervention indicated {eg., intervention indicated
bronchoscopic suctioning stent, laser)
Definition: A disorder characterized by the collapse of part or the entire lung.
Navigational Note: -
Bronchial fistula Asymptomatc Symptomatic, invasive Invasive intervention Life-threatening Death
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Respiratory, thoracic and mediastinal disorders

Navigational Note: -

not indicated

intervention indicated;
lirniting instrurmental ADL

supplemeantal oxygen
indicated

Definition: A disorder characterized by a sudden contracton of the smooth musdes of the bronchial wall.

hemaodynamic compromise;
intubation or urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Bronchral obstruction Asymptomatic; cinical or Symptomatic {e.g., mild Shortness of breath with Life-threatening respiratory or Death
diagnostic obsarvations only; wheezing); endoscopic stridor; endoscopic hemaodynamic compromise;
intervention notindicated evaluation indicated; intervention indicated {eg., intubation or urgent
radiographic evidence of |aser, stent placement) intervention indicated
atelectasis/lobar collapse;
medical management
indicated {e.g., steroids,
bronchadilators)
Definition: A disorder characterized by blockage of a bronchus passage, most often by bronchial secretions and exudates.
Navigational Note: -
Bronchral stricture Asymptomatic; cinical or Symptomatic {e.g., rhonchi or Shortness of breath with Life-threatening respiratory or Death
diagnostic obsarvations only; wheezing) butwithout stridor; endoscopic hemaodynamic compromise;
intervention notindicated respiratory distress; medical intervention indicated {eg., intubation or urgent
intervention indicated {eg., |aser, stent placement) intervention indicated
steroids, bronchodilators)
Definition: A disorder characterized by a narrowing of the bronchial tube.
Navigational Note: -
Bronchopleural fistula Asymptomatc Symptomatic, invasive Hospitalization; invasive Life-threatening Death
intervention not indicated intervention indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by an abnormal communication between a bronchus and the pleural cavity.
Navigational Note: -
Bronchopulmonary Mild symptoms; interventon Moderate symptoms; invasive Transfusion indicated; Life-threatening Death
hemarrhage not indicated intervention not indicated invasiva ntervention consedquences; intubation or
indicated; hospitalization urgentintervention indicated
Definition: A disorder characterized by bleeding from the bronchial wall andfor lung parenchyma.
Navigational Note: -
Bronchospasm Mild symptoms; interventon Symptomatic; medical Limiting self care ADL; Life-threatening respiratory or Death
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Respiratory, thoracic and mediastinal disorders

Navigational Note: -

not indicated

Definition: A disorder characterized by bleeding from the nose.

intervention indicated {eg.,
nasal packing, cauterization;
topical vasaconstrictors)

intervention indicated {e.g.,
hemostasis of bleeding site)

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Chylothorax Asymptomatic; cinical or Symptomatic; medical Severe symptoms; elective Life-threatening respiratory or Death
diagnostic obsarvations only; intervention indicated {eg., operative intervention hemaodynamic compromise;
intervention notindicated fatrestricted diet); indicated intubation or urgent
thoracentess or tube intervention indicated
drainage indicated
Definition: A disorder characterized by milky pleural effusion fabnormal collection of fluidy resulting fram accumulation of lymph fluidin the pleural cavity.
Navigational Note: -
Cough Mild symptoms; Moderate symptoms, medical Severe symptoms; imiting self - -
nonprescription intervention intervention indicated; care ADL
indicated lirniting instrurmental ADL
Definition: A disorder characterized by sudden, often repetitive, spasmodic contraction of the thoracic cavity, resulting invidlent release of air from the lungs and usually accompanied
by a distinctive sound.
Navigational Note: -
Dyspnea Shortmess of breath with Shortness of breath with Shortness of breath at rest; Life-threatening Death
moderate exertion minimal exerton; limitng |imiting self care ADL consequences; urgent
instrurnental ADL intervention indicated
Definition: A disorder characterized by an uncomfortable sensation of difficulty breathing.
Navigational Note: -
Epistaxis Mild symptoms; interventon Moderate symptoms; medical Transfusion; invasive Life-threatening Death

Hiccups

Navigational Note: -

Mild symptoms; Interventon

not indicated

Moderate symptoms; medical
intervention indicated;

limiting instrurnental ADL
Definition: A disorder characterized by repeated gulp sounds that result from an involuntary opening a

Severe symptoms; interfering
with sleep; limiting self care
ADL

nd closing of the glottis. This is attr

ibuted to a spasm of the diaphragm.

Hoarseness

Navigational Note: -

Mild or intermittent voice
charge; fully understandable;

self-resolves

changes; may require

Moderate or persistentvalce

occasional repetition but
understandable on telephone;

Severe voice changes
including predominantly
whispered spesch

medical evaluation Indicated
Definition: A disorder characterized by harsh and raspy volce arising from or spreading to the larynx.
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Respiratory, thoracic and mediastinal disorders

Navigational Note: -

discomfortwith normal intake

indicated; altered oral intake;
limiting instrurnental ADL

eating/swallowing; medical
intervention indicated

Definition: A disorder characterized by ulceration or inflammation imvolving the mucous membranes of the larynx.

compromise; urgent
intervention indicated {e.g.,
tracheotomy or intubaton}

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Hypoxia - Decreased oxygen saturaton Decreased oxygen saturation Life-threatening alrway Death
with exercise (2.g., pulse at rest {e.g., pulse oximester COmpromise; urgent
oximeter <88%); intermittent <B8% or PaD2 «=55 mm Hg} intervention indicated {eg.,
supplemental oxygen tracheotomy or intubaton}
Definition: A disorder characterized by a decrease in the lavel of oxygenin the body.
Navigational Note: -
Laryngeal ederna Asymptomatc; cinical or Symptomatic; medical Stridor; respiratory distress; Life-threatening airway Death
diagnostic observations only; intervention indicated {eg., hospitalizatonindicated COMpromise; urgent
intervention notindicated dexamethasone, epinephrine, intervention indicated {e.g.,
antihistamines) tracheotormny or intubation)
Definition: A disorder characterized by swelling due to an excessive accumulation of fluidin the laryrx.
Navigational Note: -
Laryngeal fistula Asymptomatc Symptomatic, invasive Invasive intervention Life-threatening Death
intervention not indicated indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by an abnormal communication between the larynx and another organ or anatomic site.
Navigational Note: -
Laryngeal hemorrhage Mild cough or trace Moderate symptoms; Transfusion indicated; Life-threatening Death
hemoptysis; laryngoscopic intervention indicated nvasive Intervention consequences; urgent
findings indicated; hospitalization intervention indicated {eg..
tracheotormny or intubation)
Definition: A disorder characterized by bleeding from the larynx.
Navigational Note: -
Laryngeal inflammation Mild sore throat; raspy volce Moderate sore throat; Severe throat pain; - -
analgesics indicated endoscopic intervention
indicated
Definition: A disorder characterized by an inflammation invalving the larynx.
Navigational Note: -
Laryngeal mucosit’s Endoscopic findings only; mild Moderate pain, analgesics Severe pain; severely altered Life-threatening alrway Death
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Respiratory, thoracic and mediastinal disorders

Navigational Note: -

not indicated; radiolcgic
evidence only

intervention indicated

Definition: A disorder characterized by bleeding from the mediastinum.

invasive intervention
indicated; hospitalization

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Laryngeal obstruction Asymptomatic; cinical or Symptomatic {e.g., noisy Limiting self care ADL; stridor; Life-threatening Death
diagnostic obsarvations only; airway breathing), no endoscopic intervention consequences; urgent
intervention notindicated respiratory distress; medical indicated {e.g., stent, laser) intervention indicated
intervention indicated {eg.,
steroids); limiting
instrurnental ADL
Definition: A disorder characterized by blockage of the laryngeal alrway.
Navigational Note: -
Laryngeal stenosis Asymptomatc; cinical or Symptomatic {e.g., noisy Limiting self care ADL; stridor; Life-threatening Death
diagnostic obsarvations only; airway breathing), no endoscopic intervention consequences; urgent
intervention notindicated respiratory distress; medical indicated (=.g., stent, laser) intervention indicated
intervention indicated {eg.,
steroids); limiting
instrumental ADL
Definition: A disorder characterized by a narrowing of the laryngeal airway.
Navigational Note: -
Laryngopharyngesl Mild symptoms; no anxiety; Moderate symptoms; mild Severe symptoms; dyspnea Life-threatening Death
dysesthesia intervention notindicated arxiety, butno dyspnea; short and swallowing difficulty; consequences
duration of observation |imiting self care ADL
and/for anxiclytc indicated;
lirniting instrurmental ADL
Definition: A disorder characterized by an uncomfortable persistent sensation in the area of the laryngopharyrx.
Navigational Note: -
Laryngospasm - Transient episode; Recurrent episodes; Parsistent or severe episodes Death
intervention not indicated nonnvasive intervention associated with syncops;
indicated (2., breathing urgentintervention indicated
technigue, pressure point {eg., fiberoptic laryrgoscopy,
rmassage) intubation, botox injecton}
Definition: A disorder characterized by paroxysmal spasmodic muscular contraction of the vocal cords.
Navigational Note: -
Mediastinal hemorrhags Mild symptoms; Interventon Moderate symptoms; Transfusion indicated; Life-threatening Death
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Respiratory, thoracic and mediastinal disorders

Navigational Note: -

Definition: A disorder characterized by a necrotic process accurring in the pharynx.

by Gl tract; invasive
Intervention indicated; tube

feeding or TPN indicated

consequences; urgent
operative intervention
indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Nasal congestion Mild symptoms; Interventon Moderate symptoms; medical Associated with bloody nasal - -
not indicated intervention indicated discharge or epistaxis
Definition: A disorder characterized by obstruction of the nasal passage due to mucosal edema.
Navigational Note: -
Oropharyngeal pain Mild pain Moderate pain; altered oral Severe pain; severely altered - -
intake; non-narcotics eating/swallowing; narcotics
initated; topical analgesics initiated; requires parenteral
inifated nufrition
Definition: A disorder characterized by a sensation of marked discomfortin the orapharynx.
Navigational Note: -
Pharyngeal fistula Asymptomatc Symptomatic, invasive Invasive intervention Life-threatening Death
intervention not indicated indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by an abnormal communication between the pharynx and another organ or anatomic site.
Navigational Note: -
Pharyngeal hemorrhage Mild symptoms; interventon Moderate symptoms; Transfusion indicated; Life-threatening Death
not indicated intervention indicated invasive intervention consequences; intubation or
indicated; hospitalization urgentintervention indicated
Definition: A disorder characterized by bleeding from the pharynx.
Navigational Note: -
Pharyngeal mucositis Endoscopic findings only; Moderate pain, analgesics Severe pain; unable to Life-threatening Death
minimal symptoms with indicated; altered oral intake; adequately aliment or hydrate consequences; urgent
normal oral intake; mild pain lirniting instrurmental ADL orally; limiting self care ADL intervention indicated
but analgesics not indicated
Definition: A disorder characterized by ulceration or inflammation involving the mucous membrane of the pharynx.
Navigational Note: -
Pharyngeal necrosls - - Inability to aliment adequately Life-threatening Death
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Respiratory, thoracic and mediastinal disorders

Navigational Note: -

diagnostic obsarvations only;
intervention not indicated

intervention indicated;
lirniting instrurmental ADL

Definition: A disorder characterized by inflammation focally or diffusely affecting the lung parenchyma.

care ADL; oxygen indicated

compromise; urgent
intervention indicated {eg..
tracheotormny or intubation)

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

Pharyngeal stenosis Asymptomatic; cinical or Symptomatic {e.g., noisy Limiting self care ADL; stridor; Life-threatening alrway Death
diagnostic obsarvations only; airway breathing), no endoscopic intervention COmpromise; urgent
intervention notindicated respiratory distress; medical indicated {e.g., stent, laser) intervention indicated {e.g.,

intervention indicated {eg., tracheotomy or intubaton}
steroids); limiting
instrurnental ADL

Definition: A disorder characterized by a narrowing of the pharyngeal airway.

Navigational Note: -

Pharyngolaryngeal pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -

instrurnental ADL ADL

Definition: A disorder characterized by a sensation of marked discomfortin the pharyngolaryngeal region.

Navigational Note: -

Pleural effusion Asymptomatc; cinical or Symptomatic; intervention Symptormatic with respiratory Life-threatening respiratory or Death
diagnostic obsarvations only; indicated {e.g., diuretics or distress and hypoxia; hemaodynamic compromise;
intervention notindicated therapeutc thoracentesls) operative intervention intubation or urgent

including chest tube or intervention indicated
pleurodesis indicated

Definition: A disorder characterized by an increase in amounts of fluid within the pleural cavity. Symptoms incdude shortness of breath, cough and marked chest discomfort.

Navigational Note: -

Pleural hemorrhage Asymptomatc; mild Symptomatic or associated >1000 ml of bload evacuated; Life-threatening Death
hemorrhage confirmed by with pneumaothorax; chest persistent bleeding {150-200 consedquences; intubation or
thoracentesis tube drainage indicated mifhr for 2 - 4 hr); persistent urgentintervention indicated

transfusion indicated; elective
operative intervention
indicated; hospitalization

Definition: A disorder characterized by bleeding from the pleural cavity.

Navigational Note: -

Pleuritic pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -

instrurnental ADL ADL

Definition: A disorder characterized by a sensation of marked discomfortin the pleura.

Navigational Note: -

Preurmonitis Asymptomatc; cinical or Symptomatic; medical Severe symptoms; imiting self Life-threatening respiratory Death
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Respiratory, thoracic and mediastinal disorders

Navigational Note: -

intervention not indicated

indicated

Definition: A disorder characterized by an abnormal communication between the lung and another organ or anatomic site.

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Preumotharax Asymptomatic; cinical or Symptomatic; intervention Sclerosis and/ar operative Life-threatening Death
diagnostic obsarvations only; indicated intervention indicated; consequences; urgent
intervention notindicated hospitalizatonindicated intervention indicated
Definition: A disorder characterized by abnarmal presence of air in the pleural cavity resulting in the collapse of the lung.
Navigational Note: -
Postasal drip Mild symptoms; Interventon Moderate symptoms; medical - - -
not indicated intervention indicated
Definition: A disorder characterized by excessive mucous secrationin the back of the nasal cavity or throat, causing sore throat and/or coughing.
Navigational Note: -
Productive cough Occasional fminimal Maoderate sputum production; Persistent or copious - -
producton of sputum with limiting instrurnental ADL production of sputum; limiting
cough self care ADL
Definition: A disorder characterized by expectorated secretions upon coughing.
Navigational Note: -
Pulmonary edema Radiologic findings only; Moderate dyspnesa on Severe dyspnea or dyspnea at Life-threatening respiratory Death
minimal dyspnea on exertfon exertion; medical intervention rest; oxygen indicated; COMpromise; urgent
indicated; limiting |imiting self care ADL intervention or intubation
instrumental ADL with ventilatory support
indicated
Definition: A disorder characterized by accumulation of fluidin the lung tissues that causes a disturbance of the gas exchange that may lead to respiratory failure.
Navigational Note: -
Pulmonary fibrosis Radiologic pulmonary fibrosis Evidence of pulmonary Severe hypoxia; evidence of Life-threatening Death
<25% of lung valume hypertension; radiographic right-sided heart failure; consequences (2.g.,
assocdiated with hypoxia pulrmonary fibrosis 25 - 508 radiographic pulmonary hemaodynamic/pulmonary
associated with hypoxia fibrosis »50 - 75% complications); intubation
with ventilatory support
indicated; radiographic
pulmonary fibrosis >75% with
severe honeycombing
Definition: A disorder characterized by the replacement of the lung tissue by connective tissue, leading to progressive dyspnea, respiratory failure or right heart failure.
Navigational Note: -
Pulmonary fistula Asymptomatc Symptomatic, invasive Invasive intervention Life-threatening Death
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Respiratory, thoracic and mediastinal disorders

anincrease in arterfal levels of carbon dioxide.
Navigational Note: -

Definition: A disorder characterized by Impaired gas exchange by the respiratory system resulting in hypaoxia and a decrease in oxygenatio

consequences; Urgent
intervention, intubaton, or
wventilatory support indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Pulmonary hypertension Minimal dyspnea; findings on Moderate dyspnea, cough; Severe symptoms, associated Life-threatening alrway Death
physical exarm or other requiring evaluation by with hypoxia, right heart consequences; urgent
evaluation cardiac catheterization and failure; oxygen indicated intervention indicated {e.g.,
medical intervention tracheotomy or intubation)
Definition: A disorder characterized by an increase in pressure within the pulmonary circulation due to lung or heart disorder.
Navigational Note: -
Respiratory failure - - - Life-threatening Death

n of the tissues that may be associated with

Fluidretention; <3 kg of
wreight gain; intervention with
flurd restricion and/or
diuretics indicated

Retinoic acid syndrome

retinoic acid.
Navigational Note: -

Moderate signs or symptoms;
steroids indicated

Severe symptoms;
hospitalizatonindicated

Life-threatening
consequences; ventilatory
suppartindicated

Death

Definition: A disorder characterized by weightgaln, dyspnea, pleural and pericardial effusions, leukocytosis and/or renal failure originally described in patients treated with all-trans

Rhinorrhea Present

Navigational Note: -

Definition: A disorder characterized by excessive mucous secretions draining from the nose.

Asymptomatc mucosal
crusting; blood-tinged
secretions

Sinus disorder

Navigational Note: -

Symptomatic stenosis or
edema/narrowing interfering
with alrflow; limiting
instrumental ADL

Definition: A disorder characterized by involvermnent of the paranasal sinuses.

Stenosis with significant nasal
obstruction; limiting self care
ADL

Mecrosis of soft tissue or
bone; urgent operative
intervention indicated

Death

Sinus pain Mild pain

Navigational Note: -

Moderate pain; limiting
instrurnental ADL

Severe pain; limiting self care
ADL

Definition: A disorder characterized by a sensation of marked discomfortin the face, between the eyes, or upper teeth originating from the sinuses.
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Respiratory, thoracic and mediastinal disorders

Navigational Note: -

minimal hemoptysis, pain, or
respiratory symptoms

intervention indicated;

limiting instrurnental ADL

respiratory symptoms;
|imiting self care ADL

Definition: A disorder characterized by an inflammation or ulceration invalving the mucous membrane of the trachea.

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Sleep apnea Snoring and nocturnal sleep Moderate apnea and oxygen Oxygen desaturation; Cardiovascular or Death
arousal without apneic desaturation; excessive associated with pulmanary neuropsychiatric symptoms;
periods daytime sleepiness; medical hypertension; medical urgent operative intervention
evaluation indicated; limiting intervention indicated; indicated
instrumental ADL |imiting self care ADL
Definition: A disorder characterized by cessation of breathing for short perfods during slesp.
Navigational Note: -
Sneezing Mild symptoms; interventon Moderate symptoms; medical - - -
not indicated intervention indicated
Definition: A disorder characterized by the involuntary expulsion of air fram the noss.
Navigational Note: -
Sore throat Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrumental ADL ADL; limiting ability to
swallow
Definition: A disorder characterized by marked discomfortin the throat.
Navigational Note: -
Stridor - - Respiratory distress imiting Life-threatening airway Death
self care ADL; medical COMpromise; urgent
intervention indicated intervention indicated {eg..
tracheotormny or intubation)
Definition: A disorder characterized by a high pitched breathing sound due to laryngeal or upper airway obstruction.
Navigational Note: -
Tracheal fistula Asymptomatc Symptomatic, invasive Invasive intervention Life-threatening Death
intervention not indicated indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by an abnormal communication between the trachea and another organ or anatomic site.
Navigational Note: -
Tracheal mucositis Endoscopic findings only; Moderate symptoms; medical Severe pain; hemarrhage or Life-threatening Death
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Respiratory, thoracic and mediastinal disorders

specify

Definition: -

Navigational Note: -

medrastinal disorders - Other,

symptoms; cinical or
diagnostic obsarvations only;
intervention notindicated

noninvasive intervention
indicated; limiting age-
appropriate instrurmental ADL

but not immediately life-
threatening; hospitalization or
prolongation of existing
hospitalizatonindicated;
|imiting self care ADL

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Tracheal stenosis Asymptomatic; cinical or Symptomatic {e.g., noisy Stridar or respiratory distress Life-threatening alrway Death
diagnostic obsarvations only; airway breathing), no limiting self care ADL; invasive COmpromise; urgent
intervention notindicated respiratory distress; medical intervention indicated {eg., intervention indicated {e.g.,
intervention indicated {eg., stent, laser) tracheotomy or intubaton}
steroids); limiting
instrurnental ADL
Definition: A disorder characterized by a narrowing of the trachea.
Navigational Note: -
Voice alteration Mild or intermittent change Moderate or persistent Severe voice changes - -
fram normal volce change from narmal volce; including predominantly
still understandable whispered speach; may
require frequent repetition or
face-to-face contact for
understandability; may
require assistive technology
Definition: A disorder characterized by a changes in the sound and/or speed of the voice.
Navigational Note: -
Wheezing Detectable airway noise with Moderate symptoms; medical Severe respiratory symptoms Life-threatening Death
minimal symptoms intervention indicated; |imiting self care ADL; oxygen consequences; urgent
lirniting instrurmental ADL therapy or hospitalization intervention indicated
indicated
Definition: A disorder characterized by a high-pitched, whistling sound during breathing. | tresults from the narrowing or cbstruction of the respiratory airways.
Navigational Note: -
Respiratory, thoracic and Asymptomatc or mild Moderate; minimal, local ar Severe or medically significant Life-threatening Death
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Skin and subcutaneoustissue disorders

care or burn unitindicated
Definition: A disorder characterized by inflammation of the skin characterized by the presence of bullae which are filled with fluid.
Navigational Note: | f infectious, consider Infections and infestations: Rash pustular or other site-specific Infections and infestations term.

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Alopecia Hair lass of <50% of normal Hair lass of =508 normal far - - -
for that individual thatis not thatindividual thatis readily
obvious from a distance but apparent to others; a wig or
only on close inspection; a hair piece is necessary if the
differenthair style may be patient desires to completely
required to cover the hair loss camouflage the halr loss;
but it does not require a wig associated with psychosocial
or halr plece to camouflage impact
Definition: A disorder characterized by a decrease in density of hair compared to normal for a given individual at a given age and body location.
Navigational Note: -
Body odor Mild odor; physician Pronounced odor; - - -
intervention notindicated; psychosocial impact; patient
self care interventions seeks medical Intervention
Definition: A disorder characterized by an abnormal body smell resulting from the growth of bacteria on the body.
Navigational Note: -
Bullous dermatitis Asymptomatic; blisters Blisters covering 10 - 30% Blisters covering 3086 BSA; Blisters covering >3086 BSA; Death
covering <10% BSA BSA; painful blisters; limiting |imiting self care ADL associated with fluid or
instrumental ADL electrolyte abnormalities; 1CU

Dry skin Covering <1086 BSA and no Covering 10 - 30% BSA and Covering =30% BSA and -
associated erythema or assoclated with erythermna or associated with pruritus;
pruritus pruritus; imiting instrurm ental limiting self care ADL
ADL

Definition: A disorder characterized by flaky and dull skin; the pores are generally fine, the textureis a papery thin texture.
Navigational Note: -

Eczema Asymptomatc or mild Moderate; topical or oral Severe or medically significant -
symptoms; addifonal medical intervention indicated; but not immediately life-
intervention aver baselline not additional medical threatening; IV intervention
indicated intervention over baseline indicated

indicated

Definition: A disorder characterized by skin which becomes itchy, red, inflamed, crusty, thick, scaly, and/or forms blisters.
Navigational Note: -
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Skin and subcutaneoustissue disorders

Navigational Note: -

Definition: A disorder characterized by generalized inflammatory er

without associated symptoms;
limiting instrurnental ADL

with assodated symptoms
{eg., pruritus or tenderness);
limiting self care ADL

ythema and exfoliation. The inflammatory process involves = 908 of the

with assocfated fluid or
electrolyte abnormalities; 1CU
care or burn unitindicated
body surface area.

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Erythema multiforme Target lesions cavering <10% Targetlesions covering 10 - Target lesions covering >30% Target lesions covering >30% Death
BSA and not assocTated with 3096 BSA and associated with BSA and associated with aral BSA; associated with fluid or
skin tenderness skin tenderness orgenital erosions electrolyte abnormalities; 1CU
care or burn unitindicated
Definition: A disorder characterized by targat lesions {a pink-red ring around a pale center).
Navigational Note: -
Erythroderma - Erythema covering =9(% BSA Erytherna covering =90% BSA Erythemna covering =908 BSA Death

Fat atrophy

Navigational Note: -

Covering <10% BSA and
asymptomatic

Definition: A disorder characterized by shrinking of adipose tissue.

Covering 10 - 30% BSA and
associated with erythema or
tenderness; imiting
instrurnental ADL

Covering =30% BSA;
associated with erythema or
tenderness; limitng self-care
ADL

Hair color changes

Navigational Note: -

| Present

Definition: A disorder characterized by change in hair color or loss of normal pigmentation.

Haflr texture abnormal

Navigational Note: -

| Present

Definition: A disorder characterized by a charge in the way the hair feels,

Hirsutfsm

Navigational Note: -

Inwomen, increase in lergth,
thickness or density of hair in
a male distribution that the
patient is able to camouflage
by periodic shaving, bleachirng,
or removal of hair

Inwomen, Increass in length,
thickness or density of hair in
amale distribution that
requires daily shaving or
consistent destructive means
of hair removal to
camouflage; associated with
psychosocial impact

Definition: A disorder characterized by the presence of excess hair growth in womenin anatomic sites where growth is considered to be a secondary male characteristic and under
androgen control {beard, moustache, chest, abdomen).
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Skin and subcutaneoustissue disorders

Navigational Note: -

Definition: A disorder characterized by reduced sweating.

instrurnental ADL

limiting self care ADL

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Hyperhidrosis Limited to ane site {palms, Involving =1 site; patient sesks | Associated with - -
soles, or axillag); salf care medical intervention; electrolytethemodynamic
interventions assoclated with psychosocial imbalance
impact
Definition: A disorder characterized by excessive sweating.
Navigational Note: Synonym: Night sweats,
diaphoresis
Hyperkeratosis Present - Limiting self-care ADLs - -
Definition: A disorder characterized by a thickening of the outer layer of the skin.
Navigational Note: -
Hypertrichosis Increase in length, thickness Increase in lergth, thickness - - -
or density of hair that the or density of hair atleaston
patient is efther able to the usual exposed areas of the
camouflage by periodic body [face (not limitad to
shaving or removal of hairs or beard/rmoustache area)
is nat concerned enough plus/minus arms] that
about the overgrowth to use requires frequent shaving or
any form of hair removal use of destructive means of
hair removal to camouflage;
associated with psychosodial
impact
Definition: A disorder characterized by hair density or length beyond the accepted limits of normal in a particular body region, for a particular age or race.
Navigational Note: -
Hypohidrosis - Symptomatic; limifng Increase inbody temperature; Heat stroke Death

Lipohypertrophy

Navigational Note: -

Asymptomatic and covering

<1086 BSA

Covering 10 - 30% BSA and
assoclated tenderness;
lirniting instrurmental ADL

Covering =30% BSA and -
associated tenderness and

narcotics or NSAIDs indicated;
lipohypertrophy; lmiting self

care ADL

Definition: A disorder characterized by hypertrophy of the subcutaneous adipose tissue at the site of multiple subcutanecus injectians of insulin.

Nail changes

Navigational Note: -

Present

Definition: A disorder characterized by a charnge in the nails.
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Skin and subcutaneoustissue disorders

Navigational Note: -

erythema covering <1086 BSA

- 308 BSA

Definition: A disorder characterized by an increase in sensitivity of the skin to light.

and erythema with blistering;
photasensitivity; oral
corticosteroid therapy
indicated; pain control
indicated {e.g., narcotcs or

NSAIDs)

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Nail discaloration Asymptomatic; clinical or - - - -
diagnostic abservations only
Definition: A disorder characterized by a charge in the color of the nail plate.
Navigational Note: -
Nail loss Asymptomatic separation of Symptomatic separation of - - -
the nail bed from the nail the nail bed from the nail
plate or nail loss plate or nail loss; limiting
instrumental ADL
Definition: A disorder characterized by loss of all or a portion of the nail.
Navigational Note: -
Nail ridging Asymptomatic; clinical or - - - -
diagnostic observations only;
intervention not indicated
Definition: A disorder characterized by vertical or horizontal ridges on the nails.
Navigational Note: -
Pain of skin Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrumental ADL ADL
Definition: A disorder characterized by a sensation of marked discomfort in the skin.
Navigational Note: -
Palrmar-plantar Minimal skin changes or Skin charges (e.g., peelirg, Severe skin changes {e.g., - -
erythrodysesthesia syndrome dermatits {e.g., erythema, blisters, bleeding, fissures, peeling, blisters, bleeding,
edema, or hyperkeratosis} edema, or hyperkeratosis) fissures, edema, or
without pain with pain; limifng hyperkeratosis) with pain;
instrumental ADL limiting self care ADL
Definition: A disorder characterized by redness, marked discomfort, swelling, and tingling in the palms of the hands or the soles of the feet. Also known as Hand-Foot Syndrome.
Navigational Note: -
Photosensitivity Painless erythema and Tendear erythema covering 10 Erythema covering >309 BSA Life-threatening Death
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Skin and subcutaneoustissue disorders

CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

Prurftus

Navigational Note: -

Mild ar localized; topical
intervention indicatad

Definition: A disorder characterized by an intense itching sensation.

Widespread and intarmittent;
skin charges from scratching
{e.g., edemna, papulaton,
excoriations, lichenification,
oozing/crusts); oral
intervention indicated;
lirniting instrurmental ADL

Widespread and constant;
limiting self care ADL or sleep;
systemnic corticosteroid or
immunosuppressive therapy
indicated

Purpura

Navigational Note: -

Combined area of lesions
covering <108 BSA

Definition: A disorder characterized by hemorrhagic areas of the ski
eventually become a brownish-yellow color.

Combined area of lesions
covering 10 - 309% BSA;
bleading with trauma

Combined area of lesions
covering »3056 BEA;
spontaneous bleeding

nand mucous membrane. Newer lesions appear reddish in color. Older lesions are usually a darker purple color and

Rash acnefform

Navigational Note: -

Papules and/or pustules
covering <10% BSA, which
may or may not be associated
with symptoms of pruritus or
tenderness

Papules and/or pustules
covering 10 - 3086 BSA, which
may of may not be assodated
with symptoms of pruritus or
tenderness; associated with
psychosocial impact; limiting
instrumental ADL; papules
and/for pustules covering >
3056 BSA with or withoutmild
symptoms

Papules and/or pustules
covering >3086 BSA with
moderate or severs
symptoms; limiting self-care
ADL; associated with local
superinfection with oral
antibiotics indicated

Definition: A disorder characterized by an eruption of papules and pustules, typically appearing in face, scalp, upper chest and back.

Life-threatening
consequences; papules and/ar
pustules covering any % BSA,
which may or may nothe
associated with symptoms of
pruritus or tenderness and are
associated with extensive
superinfection with IV
antibiotics indicated

Death

Rash maculo-papular

Navigational Note: -

Macules/papules covering
<109 BSA with or without
symptoms {e.g., pruritus,
burning, tightness}

Macules/papules covering 10 -
3096 BSA with or without
symptoms {e.g., pruritus,
burning, tightness); limitng
instrumental ADL; rash
covering = 3086 BSA with or
without mild symptoms

Macul es/papules covering
»30P6 BSA with moderate or
severe symptoms; limiting self
care ADL

Definition: A disorder characterized by the presence of macules {flat) and papules {elevated). Also known as morbillform rash, it is one of the most common cutaneous adverse events,
frequently affecting the upper trunk, spreading centripetally and associated with pruritis.
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Skin and subcutaneoustissue disorders

Navigational Note: -

cm; nonblanchable erythemna
of intact skin with associated
warmth or edemna

cm; partial thickness skin loss
involving skin or
subcutaneous fat

Definition: A disorder characterized by a circumscribed, erosive lesion on the skin.

cm; full-thickness skin loss
involving damage to or
necrosis of subcutaneous
tissue that may extend down
to fascia

destruction, tissue necrosis, or
damage to muscle, bone, or
supporting structures with or
without full thickness skin loss

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Scalp pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrurnental ADL ADL
Definition: A disorder characterized by a sensation of marked discomfortin the skin covering the top and the back of the head.
Navigational Note: -
Skin atrophy Covering <10% BSA; Covering 10 - 308 BSA; Covering »30% BSA; - -
associated with associated with striae or associated with ulceration
telangiectasias or changes in adnexal structure loss
skin color
Definition: A disorder characterized by the degeneration and thinning of the epidermis and dermis.
Navigational Note: -
Skin hyperpigmentaton Hyperpigmentation covering Hyperpigmentation coverirng - - -
<1086 BSA; no psychosocial =10% BSA; associated
impact psychosocial impact
Definition: A disorder characterized by darkening of the skin dus to excessive melanin deposition.
Navigational Note: -
Skin hypopigmentation Hypopigmentation or Hypopigmentation or - - -
depigmentation covering depigmentation covering
<1086 BSA; no psychosocial =10% BSA; associated
impact psychosocial impact
Definition: A disorder characterized by loss of skin pigment {e.g., vitiligo).
Navigational Note: -
Skininduration Mild induration, able to move Moderate induration, able to Severe induration; unable to Generalized; associated with Death
skin parallel to plane (sliding) slide skin, unable to pinch slide or pinch skin; limiting signs or symptoms of impaired
and perpendicular to skin skin; limiting Instrumental ADL | Joint or orifice movement breathing or feeding
({pinching up) {e.g., mouth, anusy; limiting
self care ADL
Definition: A disorder characterized by an area of hardness in the skin.
Navigational Note: -
Skin ulceration Combined area of ulcers <1 Combined areaof ulcers1-2 Combined area of ulears =2 Any size ulcer with extensive Death
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Skin and subcutaneoustissue disorders

mucous mermbranes.
Navigational Note: -

BSA with assocfated
symptoms {e.g., erythemna,
purpura, or epidermal
detachment)

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Stevens-Johnsan syndrome - - Skin sloughing covering <1086 Skin sloughing covering 10 - Death
BSA with associated signs 2B BSA with associated signs
{eg., erythema, purpura, {e.g., erythemna, purpura,
epidermal detachment, and epidermal detachment and
mucous membrane mucous membrane
detachment) detachment)
Definition: A disorder characterized by less than 1086 total body skin area separation of dermis. The syndrome is thought to be a hypersensitivity complex affecting the skinand the
mucous membranes.
Navigational Note: -
Subcutaneous emphysema Asymptomatic or mild Moderate; minimal, local or Severe or medically significant - -
symptoms; dinical or noninvasive intervention butnot immediately |ife-
diagnostic abservations only; indicated threatening; hospitalization or
intervention not indicated prolongation of existing
hospitalization indicated;
|imiting self care ADL
Definition: A disorder characterized by alr in the subcutansous tissue.
Navigational Note: -
Telargiectasia Telanglectasias covering <10% Telangiectasias covering - - -
BSA »=10% BSA; associated with
psychosocial impact
Definition: A disorder characterized by local dilatation of small vessals resulting in red discoloration of the skin or mucous membranes.
Navigational Note: -
Toxic epidermal necrolysis - - - Skin sloughing covering »=30% Death

Definition: A disorder characterized by greater than 3086 total body skin ar=a separation of dermis. The syndrome is thought to be a hypersensitivity complex affecting the skin and the

Urticaria Urticarial lesions covering Urticarial lesions covering 10 - Urtcarial lesions covering
<1086 BSA; topical 3096 BSA; oral intervention >3086 BSA; |V intervention
intervention indicatad indicated indicated

Definition: A disorder characterized by an itchy skin eruption characterized by wheals with pale interiors and well-defined red margins.
Navigational Note: -
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Skin and subcutaneoustissue disorders

CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

Definition: -
Navigational Note: -

Skinand subcutaneous tissue
disorders - Other, specify

Asymptomatic or mild
symptoms; clinical or
diagnostic observations only;
intervention not indicated

Moderate; minimal, local or
noninvasive intervention
indicated; limiting age-
appropriate instrurmental ADL

Severe or medically significant
but not immediately life-
threatening; hospitalization or
prolongation of existing
hospitalizatonindicated;
limiting self care ADL

Life-threatening
consequences; urgent
intervention indicated

Death
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Social circumstances

Navigational Note: -

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Social circumstances - Other, Asymptomatic or mild Moderate; minimal, local ar Severe or medically significant Life-threatening Death
specify symptoms; clinical or noninvasive intervention but not immediately life- consequences; urgent
diagnostic observations only; indicated; limiting age- threatening; hospitalization or intervention indicated
intervention not indicated appropriate instrurmental ADL prolongation of existing
hospitalizatonindicated;
limiting self care ADL
Definition: -
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Surgical and medical procedures

CTCAE Term

Grade 1

Grade 2

Grade 3

Grade 4

Grade 5

Surgical and medical

Definition: -
Navigational Note: -

procedures - Other, spedify

Asymptomatic or mild
symptoms; clinical or

diagnostic observations only;

intervention not indicated

Moderate; minimal, local or
noninvasive intervention
indicated; limiting age-
appropriate instrurmental ADL

Severe or medically significant
but not immediately life-
threatening; hospitalization or
prolongation of existing
hospitalizatonindicated;
limiting self care ADL

Life-threatening
consequences; urgent
intervention indicated

Death
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Vascular disorders

intervention indicated

Navigational Note: -

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

Arterial thromboembalism - - Urgentintervention indicated Life-threatening Death
consequences; hemaodynamic
or neurologic instability; organ
damage; |oss of extremitylies)

Definition: A disorder characterized by occlusion of an arterial vessel by a blood dot that develops inan artery.

Navigational Note: Consider Nervous systern disorders: TIA or Stroke for CNS-related events or Cardiac disorders: Myocardial infarction

Capillary leak syndrome Asymptomatic Symptomatic; medical Severe symptoms; Life-threatening Death

intervention indicated intervention indicated consequences; urgent

Definition: A disorder characterized by leakage of intravascular fluids into the extravascular space. This syndrome Is observed in patients who demonstrate a state of generalized leaky
capillaries following shock syndromes, low-flow states, lschemia-reperfusion injuries, toxemias, medications, ar poisoning. It can lead to generalized ederma and multiple organ failurs.

Definition: A disorder characterized by episodic reddening of the skin, especially face, neck, or chest.
Navigational Note: -

Flushing Asymptomatic; clinical or Moderate symptoms; imiting Symptomatic, associated with - -
diagnostic observations only instrumental ADL hypotension and/or
tachycardia; limiting self care
ADL

Hematormna Mild symptoms; intervention Minimally invasive evacuation Transfusion; invasive Life-threatening
notindicated or aspiration Indicated intervention indicated consequences; urgent
intervention indicated
Definition: A disorder characterized by a localized collection of blood, usually dotted, in an organ, space, or tissue, due to a break in the wall of a blood vessel.
Navigational Note: -

Death

Hot flashes Mild symptoms; intervention Moderate symptoms; imiting Severe symptoms; imiting self -

notindicated instrurnental ADL care ADL
Definition: A disorder characterized by an uncomfortable and temporary sensation of intense body warmth, flushing, sometimes accompanied by sweating upon cooling.
Navigational Note: -
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Vascular disorders

Navigational Note: -

intervention indicated

intervention indicated

Definition: A disorder characterized by the loss of lymph fluid into the surrounding tissue or body cavity.

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Hypertension Adult: SystolicBP120-139 Adult: Systolic BP 140 - 159 Adult: Systolic BF »=160 mm Adult and Pediatric: Life- Death
mm Hg or diastolic BP 80 - 89 mm Hg or diastolic BP 90 - 99 Hg or diastolicBP »=100 mm threatening conseguences
mm Hg; mmm Hg if previously WHNL; Hg; medical intervention {e.g., malignant hypertension,
change in baseline medical indicated; more than one drug transient or permanent
Pediatric: Systolic/diastolic BP intervention indicated; or more intensive therapy neurolcgic deficit,
=80th percantile but< 95th recurrent or persistent (»=24 than previously used hypertensive crisis); urgent
percentile; hrs); symptomatic increase by indicatad; intervention indicated
=20 mm Hg {diastolic) or to
Adoclescent: BP 2120/80 even =140/90 mm Hg; Pediatric and adolescent:
if « 95th percentile monotherapy indicated Systolic and/or diastolic =5
initated; mmHg above the 99th
percentils
Pediatric and adolescent:
Recurrent or persistent {»=24
hrs} BP =UJLN; monotherapy
indicated; systolic and for
diastolic BP between the 95th
percentile and 5 mmHg above
the 99th percentile;
Adolescent: Systolic between
130-138 or diastolic between
80-89 even if < 95th percentile
Definition: A disorder characterized by a patholcgical increase in blood pressure.
Navigational Note: -
Hypotension Asymptomatic, intervention Non-urgent medical Medical interventon Life-threatening Death
notindicated intervention indicated indicated; hospitalization consequences and urgent
indicated intervention indicated
Definition: A disorder characterized by a blood pressure that is below the normal expected for an individual in agiven environment
Navigational Note: -
Lymph leakage - Symptomatic; medical Severe symptoms; invasive Life-threatening Death
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Vascular disorders

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Lymphedema Trace thickening or faint Marked discol aration; Severe symptoms; limiting self - -
discoloration leathery skin texture; paplllary care ADL
formation; limiting
instrumental ADL
Definition: A disorder characterized by excessive fluid collectionin tissues that causes swelling.
Navigational Note: -
Lymphocele Asymptomatic; clinical or Symptomatic; medical Severe symptoms; invasive - -
diagnostic observations only; intervention indicated intervention indicated
intervention not indicated
Definition: A disorder characterized by a cysticlesion containing lyrmph.
Navigational Note: -
Peripheral ischemia - Brief {<24 hrs) episode of Prolonged (»=24 hrs) or Life-threatening Death
ischemia managed medically recurring symptoms andfor consequences; evidence of
and without permanent invasiva ntervention end organ damags; urgent
deficit indicated operative intervention
indicated
Definition: A disorder characterized by impaired circulation to an extremity.
Navigational Note: -
Phlebitis | - I Present | - - | -
Definition: A disorder characterized by inflammation of the wall of a vein.
Navigational Note: -
Superfidial thrombophlebrtis | - I Present - - | -
Definition: A disorder characterized by a blood clotandinflammation involving a superficial vein of the extremities.
Navigational Note: -
Superior vena cava syndrome Asymptomatic; incidental Symptomatic; medical Severe symptoms; multi- Life-threatening Death

finding of SVC thrombaosis intervention indicated {eg.,
anticoagulaton, radiation or

chemotherapy)

modality intervention
indicated {e.g.,
anticoagulation,
chemotherapy, radiation,
stenting)

consequences; urgent multi-
rmodality intervention
indicated {e.g., lysis,
thrombectomy, surgery}

Definition: A disorder characterized by obstruction of the blood flow In the superior vena cava. Signs and symptoms include swelling and cyanasis of the face, neck, and upper arms,

cough, orthopnea and headache.
Navigational Note: -
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Vascular disorders

specify

Definition: -

Navigational Note: -

symptoms; clinical or
diagnostic abservations only;
intervention not indicated

noninvasive intervention
indicated; limiting age-
appropriate instrurmental ADL

but not immediately life-
threatening; hospitalization or
prolongation of existing
hospitalizatonindicated;
|imiting self care ADL

consequences; urgent
intervention indicated

CTCAE Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Thramboembolic event Medical intervention not Medical intervention Urgent medical intervention Life-threatening Death
indicated {e.g., superficial indicated indicated (.., pulmonary consequences with
thrombosis) embolism or intracardiac hemodynamic or neurologic
thrombus) instability
Definition: A disorder characterized by ocdlusion of a vessal by a thrombus that has migrated from a distal site via the blood stream.
Navigational Note: Consider Nervous systermn disorders: TIA or Stroke for CNS-related events, Use Vascular disorders: Arterial thromboembolism for arterial thrombi.
Vasculits Asymptomatic, intervention Moderate symptoms, medical Severe symptoms, medical Life-threatening Death
notindicated intervention indicated intervention indicated {eg., consequences; evidence of
steroids) peripheral or visceral
ischemia; urgentintervention
indicated
Definition: A disorder characterized by inflammation involving the wall of a vessel.
Navigational Note: -
Vascular disorders - Other, Asymptomatic or mild Moderate; minimal, local ar Severe or medically significant Life-threatening Death
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