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Outline

e Importance of PROs in oncology

e Challenges of implementing PROs in clinical trials
o Internal organizational constraints
o Regulatory requirements

e Optimizing value of PRO data collected
o Examples of successful implementation: label claims, value messages
o Utilization and accessibility of PRO data
o Future outlook




How is Treatment Benefit Currently Assessed in Clinical Trials?

But what does this CT scan
tell us about the patient’s
symptom burden? How this
patient feels or functions?

October 21, 2008 anuary 16, 2009

Lung lesion: Shrinkage over 12 weeks



Patient Experience Data (PED)

PED includes data from COAs and other types of assessments

i’

PED includes data
that are intended
to provide
information about
patients’
experiences with a
disease

or condition.

Patient experience data can be interpreted as information that captures patients’
experiences, perspectives, needs, and priorities related to (but not limited to):

01. the symptoms of their condition and its natural history; @
02. the impact of the conditions on their functioning and quality of life; @
03. their experience of symptomatic AEs and overall bother;
04. input on which outcomes are important to them;
05. patient preferences for outcomes and treatments; and 7

06. the relative importance of any issue as defined by patients.

FDA Guidance: Core Patient-Reported Outcomes in Cancer Clinical Trials, 2024 I

PFDD. Patient-Focused Drug Development Glossary. 2018. https://www.fda.gov/drugs/development-approval-process-drugs/patient-focused-drug-development-glossary




Directly capture the patient's
voice to improve trial design

Reveal treatment effects and
symptoms unobservable to clinicians

Provide insight into symptom
burden and health-related quality
of life

Show direct clinical benefit by
balancing efficacy with tolerability

Inform key decisions in drug
development, regulation, and
reimbursement




Beginning with the End in Mind— From Concepts to Claims

Aligning Concepts to Claims: Concepts

Ensure a clear link between initial
concept and final labeling claim or
value message

Stakeholder Focus: Start by
understanding key messages and
outcomes that are important to all
stakeholders

Meanmgful Change

Endpomt Specification

Endpomt Hierarchy

Maximizing Impact: Thoughtful
alignment and stakeholder
discussion are critical for
generating interpretable and
impactful claims

Labeling and Value Messages



Integrating the patient voice end-to-end

We use measurement science to integrate the patient experience across the lifecycle

o

I
Phase Il

Post-approval

Supporting lifecycle
management

Preclinical

Develop/modify/validate
experiences measures, endpoints outcome measures &
and PED endpoints

Capturing patient voice across all phases enhances the drug's benefit-risk profile
End-to-end PRO data offers a comprehensive view of treatment effects
e Systematic integration from Phase 1 improves regulatory acceptance and label
claims

Understanding lived




Practical Considerations: Challenges of
implementing PROs in oncology trials



Internal Organizational Constraints

e Trial Design: Studies are often not powered for PRO endpoints for regulatory claims
and have rapid timelines

e Resource Constraints: Securing adequate budget, resources, and IT system integration

e Organizational Alignment: Overcoming cross-functional hurdles and meeting diverse
stakeholder needs

e Standardization: Addressing the current lack of standardized processes and PRO
analysis methods

e Patient/Site Buy-in: Balancing patient burden with research and ensuring value
understanding.




Regulatory Requirements
e Evolving Guidance: Must navigate new and updated FDA and EMA guidance on PROs
and PED

e Validity and Standards: Ensuring instrument validity, reliability, and meeting rigorous
data quality/integrity standards are essential

e Harmonization: There is a critical need to harmonize international standards for PRO
use in oncology trials

e Endpoints and Power: Powering PRO endpoints in oncology remains challenging

e Stakeholder Balance: Balancing diverse stakeholder priorities with patient burden adds
complexity and limits demonstrating PRO data value
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Optimizing value of PRO data collected



Patient-Reported Outcomes Use by Stakeholder

Regulators (FDA, Healthcare Providers

EMA, HAs)
Inform benefit-risk

(Clinicians)
Inform clinical

assessment, support m decision-making and
regulatory review, and provide insight into

guide label claims.

unobservable treatment
effects and symptom.

Payers

(HEOR/Access)

Inform reimbursement
decisions and demonstrate
cost-effectiveness.

Industry (Drug
Development)

Enhance trial design,
support market access,
and demonstrate
benefitirisk profile.




Itovebi (inavolisib) in combo with palbo+fulvestrant for HR+ mBC with endocrine
resistance and PIK3CA mutation (FDA USPI)

[SECTION 6.1: Clinical Trial Experience]

. . o ey . . Symptom Any Symptom Before Any Worsening on Treatment | Worsening to Score 3 or 4
In INAVO120, patient-reported symptomatic toxicities (i.e., diarrhea, ( .im-[':bme)ﬂ 'Tréam}:em(%)h ; (of,)( )
nausea, Volrmtmg, faftlgue, mouth sores, decreased appetite, anfl rash) were TOVEEL: | Prcebes | 11OVEBL: | Placbor | TTOVERL: | Placehos
assessed via the Patient-Reported Outcomes — Common Terminology P+F P+F P+F P+F PiF P+F
s . N=148)° N=152)° N=148)* N=152)° N=148)" N=152y°
Criteria for Adverse Events (PRO-CTCAE) at baseline, every two weeks i o157 s = 4By =52
through Cycle 3 Day 15, and then Day 1 of every other 28-day cycle until gia“'“ea . 23 15 78 19 2 8
. . . requency), %
treatment discontinuation.
. . o . o Nausea 21 21 59 50 20 11
Completion rates in both arms were > 90% at baseline and > 80% at (frequency), %
subsequent time points where > 50% of randomized patients were on Vomiting N 6 , 2% 6 -
treatment (frequency), %
. . Fatigue ) 6 7 58 2 2
Table 5: Patient-Reported Symptoms Assessed by PRO-CTCAE in (severity), %
INAVO120 MOI_lll.l_ sq‘ej 1 14 74 5 30 9
(severity), %
> Decreased
) . i . i appetite 38 27 78 55 26 12
Patient-reported overall side-effect impact was assessed using the Modified (severity), %
. . « .
Bother Item (MBI). Patients provided a response to “I am bothered by side Sympom Baseline Presence Post-baseline Presence
effects of treatment,” and at baseline the proportion of patients with MBI (Attribute) TOVEBL-P ¥ Piacebo P o F TOVEBL+P+F | PlacebostrF
responses of “not at all” were 70% in the ITOVEBI with palbociclib and (N=148) (N=152) (N=152) (N=158)
fulvestrant arm and 76% in the placebo with palbociclib and fulvestrant Rash (ves). % 5 5 50 18
arm. At CYC]C 2 Day 15’ the proportlon Ofpatlcnts Wlth MBI ICSPOHSCS Of ITOVEBI+P+F = ITQVEBI with palbociclib and fulvestrant arm; Placebo+P+F = placebo with palbociclib and fulvestrant arm.
“not at all” were 25% in the ITOVERI with pa]_bocic]_ib and fulvestrant arm * The symptom attribute scoring is defined by amount/frequency/severity with a score of 0 = ‘not at all'/*never’/none’; 1 = “a little
. . . g bit'/*rarely’/*mild"; 2 = ‘somewhat’/*occasionally’/*moderate’; 3 = “quite a bit"/*frequently’/severe’; 4 = *very much’/*almost
and 53% in the placebo with palbociclib and fulvestrant arm. Through 31 constantly”very severe"
. . . T ° The percentage of patients whose symptom score before treatment was 1-4.
CYCICS of treatmcnt: patlcnts in the ITOVEBI with PalbOCIChb and ® The percentage of patients whose symptom score increased during treatment, with respect to their score before treatment.
fulVeStrant arm reported more Side effect bother Compared to the placebo 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.

with palbociclib and fulvestrant arm.




Jakafi (ruxolitinib) for the treatment of intermediate or high-risk myelofibrosis
(FDA USPI)

Figure 3: Proportion of Patients with Myelofibrosis Achieving 50% or Greater

Table 21: ) | OV t in Total Symptom Score in Patients with Myelofibrosi: P ..
able mprovementin -otal Sympfom score In Fatients wi yelolibrosis Reduction in Individual Symptom Scores at Week 24
Jakafi Placebo
(N=148) (N=152) Il Jakafi
Number (%) of Patients with 50% or Greater Reduction 68 (46) 5 (5) gom =rlacebo
in Total Symptom Score by Week 24
50+
P-value < 0.0001 0
=
. . . . @
Figure 2 shows the percent change from baseline in Total Symptom Score for each patient at 3 404
Week 24 (Jakafi N=129, placebo N=103) or the last evaluation on randomized therapy prior to e:
Week 24 for patients who did not complete 24 weeks of randomized treatment (Jakafi N=16, g 30+
placebo N=42). Results are excluded for 5 patients with a baseline Total Symptom Score of zero. o
8 patients with missing baseline and 6 patients with insufficient post-baseline data. g 20
a
Figure 2: Percent Change from Baseline in Total Symptom Score at Week 24 or Last 2
Observation for Each Patient (Study 1) o 10+
0
180 N= 143 149 136 142 143 147 129 143 123 139 134 143
125 Baseline Mean 39 36 29 26 39 36 32 26 28 26 3.3 28
100 Baseline Median 3.9 3.3 27 18 40 33 30 22 25 18 31 21
75 Jakafi Placebo Abdominal Pain under Early Night Itching Bone or
LoD NEISE discomfort left ribs satiety sweats muscle pain

@
=l

Individual score range =0 to 10

N
&

symptoms (i.e.. tiredness. exhaustion. mental tiredness. and lack of energy) and associated
50 PN impacts on daily activities (i.e.. activity limitations related to work. self-care, and exercise) as
75 measured by the PROMIS® Fatigue 7-item short form total score at Week 24. Patients who
100 achieved a reduction of 4.5 points or more from baseline to Week 24 in the PROMIS® Fatigue
Patient total score were considered to have achieved a fatigue response. Fatigue response was reported
in 35% of patients in the Jakafi group versus 14% of the patients in the placebo group.

Percent Change From Baseline
n
o

o HH ‘H M ‘ ‘ ‘ ‘ H ‘ ‘ H“ ‘ An exploratory analysis of patients receiving Jakafi also showed improvement in fatigue-related
(I I

Worsening of Total Symptom Score is truncated at 150%.

Figure 3 displays the proportion of patients with at least a 50% improvement in each of the
individual symptoms that comprise the Total Symptom Score indicating that all 6 of the
symptoms contributed to the higher Total Symptom Score response rate in the group treated with
Jakafi.




Erleada ™ FDA public reviews demonstrating the importance of
Patient Experience Data (PED) for evaluation of products

Efficacy Results — Secondary or exploratory COA (PRO) endpoints

“Patient-reported outcome data, although

Patient reported outcomes were assessed for the SPARTAN study using the Functional .

Assessment of Cancer Therapy — Prostate (FACT-P) and the EuroQol (EQ-5D-3L) questionnaires. eXp | (0] I’atO ry, were su p pO rtlve Of dacce pta b I e
These data were reviewed and were not considered part of the efficacy analysis but were ape ”

considered as important data for the review of safety and tolerability. This review is located in tOIera bl I |ty com pa FEd tO place bO

Section 8.2.6 Clinical Outcome Assessment (COA) Analyses Informing Safety/Tolerability and
Appendix 19.5.
FACT-P Item GP5 (“I am bothered by side effects of treatment”)

NDA/BLA Multi-Disciplinary Review and Evaluation NDA 210951 ;g % %o cm om om om o om om om o om om om om ow om e MM MM
Erleada (apalutamide) 2 ™
g
Patient Experience Data Relevant to this Application (check all that apply) ‘E
The patient experience data that was submitted as part of the application, include: Section where discussed d
v'{ Clinical outcome assessment (COA) data, such as H ':‘:',Lf;
[ vl
v Patient reported outcome (PRO) Section 8.2.6 Clinical Outcome
The applicant used two instrument to collect PRO data: FACT-P and EQ-5D-3L Assessment (COA) Analyses
Informing Safety/!.' olerability and
Appendix 19.5.
o Clinician reported outcome (ClinRO)
o Performance outcome (Perf0)

FDA Multi-disciplinary review, see pages ~ around 142
https://www.accessdata.fda.gov/drugsatfda docs/nda/2018/2109510rig1s000multidiscipliner.pdf



https://www.accessdata.fda.gov/drugsatfda_docs/nda/2018/210951orig1s000multidiscipliner.pdf

Optimizing PRO Value: From Data Collection to Patient Impact

02. Strengthen PRO Strategy 03. Maximize

T - Dissemination
Phase II: Define "Meaningful Change” |
thresholds and adopt CDASH/SDTM " * Quickly publish PRO results
standards for data aggregation. in peer-reviewed journals and

conferences
Phase lI: Elevate PROs to key et it BTl
secondary endpoints for regulatory evelop patient-facing tools

labeling and competitive and integrate data with
differentiation. HEOR for payer negotiations

5 R s * Consistently use PPV, AA,
Unified Platforms: Transition from | et chaialots

static files to Interactive Dashboards | communicate PRO insights to
for real-time symptom monitoring and ; Slllatakaholdars
\ cross-functional access.

‘.;,_' g
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Key Takeaways and Future Outlook

3 % 4 %) 3 )
Patient-Centric Strategic M Maximizing
Approach (4" Collaboration aliP Vvalue

© e
PROs are essential for a Overcoming challenges Optimizing PRO data
patient-centric approach. ! necessitates strategic planning !  maximizes value for all
and cross-industry, multi- stakeholders.
stakeholder collaboration.
\_ g B g N . 7,

vy

=\ 4 Future Outlook
B Moving beyond meaningful data collection to a systematic model where the patient's voice is

s a real-time, actionable driver of clinical and regulatory outcomes, We must do this together!

-
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