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Inclusion of Patient-Reported Outcomes
During Oncology Product Development




FDA’s Patient-Focused
Drug Development Initiative

» Patients are uniquely positioned to inform understanding of the
therapeutic context for drug development and evaluation

* There is a need for more systematic ways of gathering patient perspective on
their condition and treatment options

 Patient-Focused Drug Development (PFDD) is part of FDA
commitments under PDUFA 'V and VI*

« 215t Century Cures includes important language about PFDD

*The sixth authorization of the Prescription Drug User Fee Act, enacted in 2017
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Example Assessment Frequency

Early treatment period Continued Tx

Symptomatic AE

Single Item Side
Effect Global

Physical Function

Role Function

Disease Symptoms

Other HRQOL X X

*Assessments at further timepoints would be context dependent

Additional relevant items outside of the Core Outcomes may be necessary depending on context



What is the PRO Trial Objective?

 What is your PRO Trial Objective?

» Describe the patient experience on treatment?
 Inform Safety / Tolerability”?
 Inform Efficacy?

 What is your U.S. regulatory goal for the PRO
data?
» Supportive data for overall benefit:risk assessment?
» Descriptive patient experience data in product label?

* Make a claim of treatment benefit in product label?
« Substantial evidence of efficacy or improved safety




Using PROs for Safety/Tolerability

2013 Crizotinib Visual Symptoms- VSAQ-ALK

“The majority of patients on the XALKORI arm in Study 1 (> 50%)
reported visual disturbances; these visual disturbances occurred at a
frequency of 4-7 days each week, lasted up to 1 minute, and had mild
or no impact (scores 0 to 3 out of a maximum score of 10) on daily
activities as captured in a patient questionnaire.”



PRO-CTCAE is not CTCAE

Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Diarrhea Diarrhea Diarrhea Diarrhea Diarrhea
Increase of Increase of 4-6 Increase of 27 Life-threatening Death
<4 stools stools per day over stools per day consequences (e.g.,
per day baseline; IV fluids over baseline; hemodynamic
over baseline indicated <24hrs incontinence; IV collapse)

fluids 224 hrs;
hospitalization

PRO-CTCAE

In the last 7 days, how OFTEN did you have LOOSE OR WATERY STOOLS (diarrhea)?

o Never o Rarely 0 Occasionally o Frequently o Almost constantly



Individual Toxicity versus
Overall Side Effect (OSE) Measure

» Drugs cause many symptomatic side effects (e.g., rash, diarrhea,
neuropathy)

* How an individual "weighs” one over the other can differ
* Could an overall side effect measure be a useful summary metric?

Possible Options from Commonly Used Item Libraries Include:

« FACT GP5 Question: “| am bothered by the side effects of
treatment”

« EORTC Q168: “To what extent have you been troubled with side-
effects from your treatment”
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PRO-CTCAE, OSE Bother included in Oncology [mY)
P ro d u Ct L a b e I i n g Table S:  Patient-Reported Symptoms Assessed by PRO-CTCAE in INAVO120

Symptom Any Symptom Before Any Worsening on Treatment | Worsening to Score 3 or 4
(Attribute)* Treatment (%) (%)* (%)¢
ITOVEBI + Placebo + ITOVEBI + Placebo + ITOVEBI + Placebo +
P+F P+F P+F P+F P+F P+F
) Lo (N=148)° (N=152) (N=148) (N=152)¢ (N=148) (N=152)¢
ITOVEBI (lnaVO“Slb) (Df::;’:‘::cy).% 23 15 78 49 32 8
approved October 10, 2024 g% | @ 59 50 !
e TR NI I O N R N
Indication: in combination with ooy, % 7 69 7 8 32 2
palbociclib and fulvestrant for the Nty 1 14 7 2 0 9
treatment of adults with endocrine- So—
. appetite 38 28 78 55 26 12
resistant, PIK3CA-mutated, hormone (severity), %
rece pto r ( H R)_ positive , h u m a n 2::1::::::) Baseline Presence Post-baseline Presence
. ITOVEBI+P+F Placebo + P+ F ITOVEBI+P+F Placebo + P + F
epidermal growth factor receptor 2 (N-148y (N-152y (N=148y (=152
Rash (yes), % 5 5 50 38

(HERZ2)-negative, locally advanced or = 1 ] S
. ITOVEBI+P+F = ITOVEBI with palbociclib and fulvestrant arm; Placebo+P+F = placebo with palbociclib and fulvestrant arm.
m eta Statl C b reast Ca n Ce r, aS d ete Cted * The symptom attribute scoring is defined by amount/frequency/severity with a score of 0 ‘ ‘not at all’/*never’/‘none’; 1 = *a little

bit’/*rarely’/*mild’; 2 = ‘somewhat’/*occasionally’/*moderate’; 3 = ‘quite a bit’/*frequently’/*severe’; 4 = ‘very much’/* almost

H constantly’/*very severe’.
by a n F DA_a p p roved test, fOI | OWI n g ® The percentage of patients whose symptom score before treatment was 1-4.
. ¢ The percentage of patients whose symptom score increased during treatment, with respect to their score before treatment.
reC u rre n Ce O n O r afte r CO m p I etl n g 4 The percentage of patients whose symptom score increased to 3 or 4 during treatment, with respect to their score before treatment.
¢ The number of patients who provided a score before treatment and at least one on-treatment score.
a dJ uva nt en d ocrine th era py Patient-reported overall side-effect impact was assessed using the Modified Bother Item (MBI). Patients

provided a response to “I am bothered by side effects of treatment,” and at baseline the proportion of patients
with MBI responses of “not at all” were 70% in the ITOVEBI with palbociclib and fulvestrant arm and 76% in
the placebo with palbociclib and fulvestrant arm. At Cycle 2 Day 15, the proportion of patients with MBI
responses of “not at all” were 25% in the ITOVEBI with palbociclib and fulvestrant arm and 53% in the

https //WWW aCCGSSd ata ] fd a. g OV/d ru g Satfd a placebo with palbociclib and fulvestrant arm. Through 31 cycles of treatment, patients in the ITOVEBI with

palbociclib and fulvestrant arm reported more side effect bother compared to the placebo with palbociclib and

docs/label/2024/219249s000Ibl.pdf fulvestrant ezm.




OCE Core Outcomes Guidance

Core Patient-Reported
Outcomes 1n Cancer

Clinical Trials
Guidance for Industry

DRAFT GUIDANCE
https://www.fda.gov/regulatory-
This guidance document is being distributed for comment purposes only. i nfO r m a t i 0 n/S e a rC h _fd a _g U i d a n CE'
publication i e Federal Rgiter o the notics amotacing the avalably of e drat documents/core-patient-reported-
guidance. Submit electronic comments to hrtps:.-".-%uu&regluaﬁous_gov. Subm_it _\m’ﬂ_&m ) .. .
comments to the Dockets Management Staff (HFA-305), Food and Drug Administration, 5630 (o) utco mes-cance r_cl Inica |_tr| a |S

Fishers Lane, Rm. 1061, Rockville. MD 20852, All comments should be identified with the
docket number listed in the nofice of availability that publishes in the Faderal Register.

For questions regarding this draft document. contact (OCE) Vishal Bhatnagar at
vishal bhatnagar@fda hhs gov. (CDER) Janice Kim at 301-796-9628, or (CBER) Office of
Communication, Outreach and Development, 800-835-4709 or 240-402-8010.
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Oncology Center of Excellence (OCE)
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June 2021
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Supporting a Patient-Centric
Approach to Dose Optimization in
Oncology: The Essential Role of
Patient-Reported Outcomes (PROs)

Friends of Cancer Research Annual Meeting 2022

Introduction

Patient experience data (PED) in the context of drug regulation is a growing part of the totality of
evidence to understand the safety and efficacy of a cancer therapeutic. PED intends to provide
information about patients’ experiences with a disease or condition.! One type of PED, patient-
reported outcomes (PROs), is a clinical outcome assessment based on information directly
reported by the patient about the status of their own health condition. Patients are uniquely
positioned to report their own quality of life, symptoms, and function, and several studies support
that patients are a highly reliable reporting source of such information that adds value to the
traditional clinician assessment.2 For example, clinicians, including oncologists, may overestimate

fiinAtinnnal etatiie AnA inAdaractimata natiant eumntame cilinnartina tha Alinical AnAd eriantific

https://friendsofcancerresearch.org/wp-content/uploads/Supporting_Patient-
Centric_Approach_Dose_Optimization_Oncology-PROs.pdf



FDA
Summary

» Patient-reported outcomes and healthcare utilization can
complement standard efficacy and safety measures

* PRO concepts should be well understood; instruments should
be fit-for-purpose and well-defined

» Tolerability can be assessed in all oncology trials, including dose
escalation and expansion

* [tem libraries can be used to parsimoniously meet the
respective needs of regulators, payors, and all stakeholders.

* Well-collected and meaningful PRO information should be
communicated to patients, caregivers, and providers
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