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Fatigue, tiredness, or lack of energy (n = 143) 1
Insomnia (n = 175) = |
Anxiety (n = 163) = ®

Pain (n = 159)

Dry mouth (n = 179)

Constipation (n = 160)

Sad or unhappy feelings (n = 185)
Decreased appetite (n = 156)

Problems with concentration (n = 184)
Problems with tasting foed or drink (n = 152)
Numbness or tingling in hands or feet (n = 138)
Mouth or throat sores (n = 164)

Shortness of breath (n = 174)

Headache (n = 184)

Arm or leg swelling (n = 177)

Nausea (n = 169)

Vomiting (n = 184)

0% 10% 20% 30% 40% 50% B80% 70% B80% 90% 100%
=None =Mild -Moderate - Severe = Very severe

Fig 2. Response of PRO-CTCAE in patients assessed by the CTCAE as having no adverse events
Kawaguchi et al. Journal of Patient—-Reported Outcomes. 2018
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48. PRO-CTCAE™ Symptom Term: General pain
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2R & A% (Mode of Administration)
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Table 3 shows the incidence of grade 3 and 4 (clinician-re- CTCAE PRO-CTCAE
ported CTCAE) and severe or very severe (patient-reported version 4.0 (severe/very
PRO-CTCAE) acute toxicity. No patient experienced grade 5 Toxicity (grade 3 or 4) severe)
Nausea 18% 52%
Table 3 Clinician- and patient-reported acute toxicity Vomiting 5% 346
recorded during the period from before chemoradiation therapy Dermatitis radiation 5% 34
to 6 weeks after chemoradiation therapy General pain 5% 48%
CTCAE PRO-CTCAE Hoarseness 2% 3%
version 4.0 (severe/very Fatigue 2% 59%
Toxicity (grade 3 or 4) severe) Anxiety 0 23%
= Depressi 0 18%
Hematologic/renal Appetite 20% 80%
5 _‘ 20% )
{}ncmm . ;? nfa Tinnitus ] 11%
T hromlmc.ylopema 2% n/a Osteonecrosis 3% n/a
Lcukopcm.n o T Neurological 2% n/a
Neutropenia 2% n/a Surgical 16% n/a
. B 2
el 2 = Abbreviations: CTCAE — Common Terminology Criteria for
Nonhematologic Adverse Event; PRO = patient-reported.
Xerostomia 2% 75% Values are percentages. There were no grade >3/4 renal toxicities.
Dysphagia 39% 55%
Mucositis (oral 4% 45%
and/or pharyngeal)
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« Cognitive testing

+ Hay JL, et al. Qual Life Res. 2014; 23(1): 257-69.

* Validity, reliability & responsiveness

Dueck AC, et al. JAMA Oncol. 2015; 1(8): 1051-9.

Compliance
* Basch E, et al. Int J Radiat Oncol Biol Phys. 2017; 98(2): 409-18.
* Basch E, et al. J Clin Oncol. 2018; 36(31): 3120-5.

« Pediatric (and proxy) PRO-CTCAE

« US FDARNCI perspective on clinical review, IND safety reporting and clinical site inspections

*  Reeve BB, et al. J Pain Symptom Manage. 2017; 53(4): 759-66.

* Kim J, et al. Clin Cancer Res. 2018; 24(8): 1780-4.

Selection of items
«  Trask PC et al. Clin Trials. 2018; 15(6): 61623,

*  What do “Mild”, “Moderate”, ... mean to patients?

*  Atkinson TM, et al. J Pain Symptom Manage. 2018; 55(3): e3-6.

* Use of free text items

*  Chung AE, et al. J Am Med Inform Assoc. 2019; 26(4): 276-85.
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Japanese version
[F/x]

¢ Yamaguchi T et al. Development Program for the Japanese Version of the PRO—CTCAE. Jpn Pharmacol Ther
(FEELAR) 2013; 41(s2): s79-82.

Miyaji T et al. Japanese translation and linguistic validation of the US National Cancer Institute's Patient—
Reported Outcomes version of the Common Terminology Criteria for Adverse Events (PRO-CTCAE). Journal of
Patient-Reported Outcomes. 2017;1:8.

Kawaguchi T et al. The Japanese version of the National Cancer Institute’s patient-reported outcomes version
of the common terminology criteria for adverse events (PRO-CTCAE): The psychometric validation and
discordance between clinician and patient assessments of adverse events. Journal of Patient-Reported
Outcomes. 2018;2:2.
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* Formed in late 2008 by C-Path in

abbvie @ AULRCAN ANGEN SokaZenacs AVROBIO cooperation with FDA’s Center for Drug
Evaluation and Research (CDER) and the
3 — cti iy pharmaceutical industry
v} W . o1 | Y

To establish and maintain a collaborative
framework with appropriate
BB g} Genentech A stakeholders for the qualification of
patient-reported outcome (PRO)
instruments and other clinical outcome
i, o wncx . .“’ assessment (COA) tools that will be
publicly available for use in clinical trials
. i ra where COA-based endpoints are used to
7] (Shre w atedi L support product labeling claims

Patient-Reported Outcome
(PRO) Consortium

Current Working Groups / Number of Funding
Firms

e Asthma 10 member firms
e Cognition 9 member firms
* Depression 8member firms
¢ Functional Dyspepsia 3 member firms
* Irritable Bowel Syndrome (IBS) 3 member firms
e Multiple Sclerosis (MS) 6 member firms
¢ Myelofibrosis 2 member firms
* Non-Small Lung Cancer (NSCLC) 11 member firms
* Pediatric Asthma 3 member firms
¢ Rheumatoid Arthritis (RA) 5 member firms
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PRO-CTCAE Industry Working Group (2015-)

* Solution-focused group to address tactical barriers to implementation
of PRO-CTCAE in oncology trials (Dr.Basch and 12 industries)

* |dentify tactical barriers to implementation

¢ Develop solutions for prioritized issues to obtain descriptive
symptomatic adverse event data for inclusion in USPI

* Provide proposals for FDA and NCI to review

* Gain consensus and buy-in from broader community

* Support NCI’s overall program for implementation of PRO-CTCAE in
oncology trials

Patel, Second Annual Workshop On Clinical Outcome Assessments In Cancer Clinical Trials 2017
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