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+ Topic introduction by panel moderator
+ Panel discussion

+ Q&A

=IQVIA



Efficacy data in oncology clinical trials has long included patient-
reported outcomes, but safety data has relied on clinician report

Efficacy @ Safety

« Survival » Adverse Events (CTCAE)

* Progression » Serious Adverse Events (CTCAE)
» Functioning improvement (e.g., FACT-G)

» Symptom deterioration (e.g., EORTC QLQ-C30)

» Health status/Quality of Life maintenance (e.g., EQ-5D)

Patient-reported treatment-induced symptoms?

Tolerability of treatment
Acceptability of/satisfaction with treatment
Adherence
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FDA recommends focusing on five core concepts across
oncology indications to capture meaningful patient experiences

Core Concepts

| G G FDA recommends selecting a concise set
BlEe-CRelale s illpisins of the most important symptomatic AEs

that are expected to occur from an item
library... FDA considers the ... (PRO-
Symptomatic Adverse Events CTCAE) to be an example of one
acceptable item library for assessment

Overall Side Effect Impact Summary of symptomatic adverse events. 9 9
Measure

@ Physical Function
Role Function

Source: U.S. Department of Health and Human Services Food and Drug Administration Oncology Center of Excellence (OCE), Center for Drug Evaluation and Research (CDER), and Center for Biologics Evaluation and Research (CBER). June

2021. Core Patient-Reported Outcomes in Cancer Clinical Trials, Guidance for Industry, DRAFT GUIDANCE. Available at https://www.fda.gov/media/149994/download
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The PRO-CTCAE is a PRO measurement system developed by
the NCI to capture patient-reported AEs and treatment-related
symptoms

The PRO-CTCAE item library includes 124 items
representing 78 symptoms drawn from the CTCAE, the PATIENT-REPORTED OUTCOMES VERSION OF THE COMMON TERMINOLOGY

Standard IeXicon for AE reporting in cancer Clinical triaIS CRITERIA FOR ADVERSE EVENTS (PRO-CTCAE) ITEM LIBRARY (Version 1.0)
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Gas Sensitivity to
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For more information about PRO-CTCAE visit: http://healthcaredelivery.cancer.gov/pro-ctcae/

AE: Adverse event | CTCAE: Common Terminology Criteria for Adverse Events | NCI: National Cancer Institute | PRO: Patient reported outcome | PRO-CTCAE: Patient-Reported Outcomes version of The Common Terminology Criteria for Adverse
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PRO-CTCAE items include a varying number of attributes

17. PRO-CTCAE™ Symptom Term: Abdominal pain

a. In the last 7 days, how QFTEN did you have PAIN IN THE ABDOMEN (BELLY AREA)?
O Never O Rarely O Occasionally O Frequently O Almost constantly

b. In the last 7 days, what was the SEVERITY of your PAIN IN THE ABDOMEN (BELLY AREA) at its WORST?
O None O Mild O Moderate O Severe O Very severe

c. In the last 7 days, how much did PAIN IN THE ABDOMEN (BELLY AREA) INTERFERE with your usual or daily activi-

ties?
O Not at all O A little bit O Somewhat O Quite a bit O Very much

25. PRO-CTCAE™ Symptom Term: Skin dryness

a. In the last 7 days, what was the SEVERITY of your DRY SKIN at its WORST?
O None O Mild O Moderate O Severe O Very severe

Source: NCI - PRO-CTCAE™ Items - English; Item Library Version 1.0 (cancer.gov)
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FDA'’s pilot Project Patient Voice (PPV) developed as a source of
PRO-CTCAE data accessible to patients, caregivers, and HCPs

Table 1. Summary of Symptom Frequency

Column A Column B Column C Column D Column E Figure 1. Patient-Reported Fatigue During the First 24 Weeks on Treatment
Symptom (Attribute) No. of Patients’ Any symptom before Any Worseningon | Worsening to RSSO I SO, ]
treatment (%)1 treatment (%)3 Score3or4 (l,'{,)‘ N Patients Without Symptoms (%) Patients Without Symptoms (%) N
Before
: : : ) a  [Es T I ... I
g G g | g o G
Loose or Watery Stools (F) 80 Mo 3% 9% 0% 61%  19%  16% » [T v -
Numbness or Tingling in Hands or Feet () 80 44 24% 30% 59% 50% 3% 7% = T e "
Pain in the Abdomen (F) 80 44 19% 43% 59% 61% 9% 14% 81 _ weecs [ 2 ¢
— 0 [ weors T x|
Fatigue, Tiredness or Lack of Energy (S) 80 44 64% 70% 58% 73% 24% 45%
Hand-Foot Syndrome () 80 44 31% 30% 54% 43% 5% 5% s [Cex NN s 35
o [Tem I - I
Acne or Pimples on the Face or Chest (S) 80 44 36% 30% 53% 32% 0% 0% 7 E—] Week16 I:—E P
Dry Mouth (S) 80 a4 43% 43% 50% 68% 11% 20% % | AZNE :—I week 11 [T - -
o [ ] - R
Mouth and Throat Sores (S) 80 a4 21% 18% 48% 66% 9% 1% =z [ T - D0 ) -
Arm or Leg Swelling (F) 80 44 15% 20% 46% 45% 10% 16%
itchy Skin (S) 80 44 48% 55% 46% 39% 5% 2% o [ ox I | - | I o e
Fah (0 N o S N B e B L, R O RS e
Dry Skin (S) 80 44 73% 77% 44% 349 6% 2% s [Ca T N oo m 26
Nausea (F) 80 44 25% 32% 41% 77% 6% 39% 100%  80% 60% 40% 20% 0% 0% 20% 40% 60% 80%  100%
o Percentage of Patients (%)
Blurry Vision (S) 80 44 29% 32% 39% 52% 3% 9%
Severity/Intensity: Legend:
Decreased Appetite (S) 80 44 54% 52% 39% 68% 10% 30% None @ Mild @ Moderate @ Severe @ VerySevere N - Number of Patients
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This panel will discuss how the use of the PRO-CTCAE is likely to
evolve in EU markets

Matthew Reaney, Panel Moderator o Olivier Chassany
Global Science & Analytics Lead, Professor of Therapeutics
Patient-Centered Solutions, IQVIA + Chair of ISPOR Clinical Outcomes Assessment SIG
» Researcher in Patient-Reported Outcomes, AP-HP & Université
de Paris

» Past PRO expert of EMA, Ethics Committee member for 30 yrs

Tony Dhillon

Consultant Medical Oncologist, Royal Surrey Hospital, UK
» Oncologist at Royal Surrey County Hospital

* Key opinion leader in Gl cancers and research
 Clinical trials investigator

» Fellow of Royal College of Physicians

» Chartered Practitioner Health Psychologist

« 15+ years industry experience in patient outcomes

 Senior scientific advisor to strategy and scientific
projects at IQVIA on clinical outcome assessments
and patient experience data

» Academic roles at 3 UK Universities

» Expert in PRO science and regulatory strategy;
experience working with the PRO-CTCAE in clinical
development

Panelists

Eva Susanne Dietrich

Head of Institute for Evidence-Based Positioning

in the Health Care Sector

» Consultant, honorary professor University of Bonn, Germany
* Former deputy member of G-BA

» Former head of department of drugs at KBV
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The panel will include a discussion of 3 core questions

G Do you see arole for a Do you think its use with Would you advise drug
PRO-CTCAE in your line regulators, payers, and and biologic developers

of work? in clinical practice will to embrace the PRO-
Increase as it gets CTCAE in trials? What

implemented more and are the opportunities
as people become more and risks?
familiar with the data?
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