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Introduction to Data Mart



FAIR Principles
EDIS data mart

i

Findable Accessible Interoperable
“I know where “I can access “l use consistent “l use existing data to
data is” data l need” standards & terms” answer new questions™

EDIS intends to make our data FAIR and Shared to
accelerate generation of meaningful insights

Enhanced Data & Insights Sharing
(EDIS)

Source: Roche FAIR Data Shared Portal



Data Marts

A data mart s a collection of harmonized data modalities from multiple studies and/or external data sources that
are available in a single place and can be analyzed by scientists throughout the company.

Sioma, ker g

Clinical data

Curation &
Integration \.7

Building diverse, large-scale data assets
from patient data integrated across
internal trials and external consortia for

secondary re-use s

rea wor'd y

Source: Roche FAIR Data Shared Portal



Data Mart Portfolio

Therapeutic Area

Ophtha

@‘0 Oncology

Phase 1 Neuroscience
Immunology & Inflammation
’F' Infectious Diseases & Virology
Ophthalmology

Placebo

Source: Roche FAIR Data Shared Portal 6



EDIS NHL Data Mart
VISION

Using EDIS to deepen our understanding of NHL disease biology will
be a critical support for making portfolio decisions and increasing PTS of our trials

GOALS

A  Generate B !dentify prognostic ¢ Inform pipeline + p Patientreported E safety
Datamart subgroup(s disease biology outcomes
Create a FA.LR NHL Find 2 1 subgroup of Test the hypotheses To conduct analyses on Correlation of safety
data mart of our legacy || Patients diagnosed with brought forward by the data from multiple outcomes with
clinical trials in a way FL or DLBCL who have molecule teams that will NHL studies that will be baseline factors,
that will be easily High Unmet Medical inform strategic or trial curated and integrated patient characteristics,
analyzable Need (UMN) with design decisions with the clinical data to and efficacy.
available therapies inform future studies : :
Capacity building with Patient-centric .
historical studies and - appmach with potential
genomic data to incorporate
genomic data?

Identify actionable patient subset(s)

Source: Roche EDIS NHL Use Case Portal



EDIS NHL 2024 Workstreams & Goals (Impact)

Curation/Inte Moonshots 2L CART Treatment Single agent ctDNA in 1L
gration Eligible sequencing contribution DLBCL
segment
Data generation to Using PRO
t ket —_— —_— — —_— data inform

support marke PRO endpoint
uptake/asset selection
positioning

neressing _ _ _ _ _ _ _
sology knowledge

S t portfoli —F — — — — __
s: rz r':t;)gry ZZ::isci)ol:s

Informing Study ([j_jsting |f:>Ro

design/support TPP v v ata inform —
PRO endpoint V’

development . . p .

selection



Patient Reported Outcomes (PROs) data



Patient Reported Outcome Data

Definition: PROs include any health outcome that comes directly from the patient’s
experience, with no interpretation by a clinician or another intermediary.

Scale  Numdber Irem Version 3.0 Fanctos
of lema  range®  Bem numbers scales

Global health status / Qol.

Clobal health stabus/CQol. (revised)” QL2 2 & 29, 30
Questionnaire Functional scales

Physical funcisoning {revised)” FF2 5 3 lea S F

Raole fanctioning (revised)’ RF2 2 k] 6,7 F

Emaotional funcisoning EF 4 k! HNwH F

Cogmili ve fundlioning CF 2 3 20, 25 F

Social Munctioming 5F K 3 Db IV F

Symptom scales [ items

Fatigue Fa 3 3 o, 12, 18

Nausea and vomiting MY 2 3 14,15

Pain PA 2 3 9,19

Dryspnoca (b)) 1 3 ]

Inzomnda L1 1 3 ]

Appetite hoss AP 1 3 13

Comslipation o0 1 3 &

IDnarrhoca m 1 3 7

Financial difficulties Fl 1 3 28




EORTC QLQ-C30 and FACT-Lym

During the past week: Nat at A Quite  Very

All Little aBit Much

17. Have you had diarrhea? 1 2 3 4
18, Were you tired? 1 2 3 4
19, Did pain interfere with vour daily activities? 1 2 y, 3 4

Each scale is derived into a single number (or score) calculated from
answers to a single item or a group of items; represents the health-
related quality of life specific to what the scale is describing

Questionnaire

Questionnaire

FACT-LYM Scales

Lymphoma (LYMS)
Additional Concerns

EORTC QLQ C30 Scales

Overall QoL

Global Health Status

Functional Scales

Physical Functioning
Role Functioning
Emotional Functioning
Cognitive Functioning
Social Functioning

Symptomatic Scales

Fatigue

Nausea & Vomiting
Pain

Dyspnoea
Insomnia

Appetite Loss
Constipation
Diarrhoea

Financial Difficulties




Objectives

To inform future studies

Historical studies

(EDIS)

GOYA publication
(Cancer Med 2022)

POLARIX
(in progress)

Prognostic

Health

authority == Future studies
interactions

Streamline
patient Psychometric

strategy

GOYA
psychometric report

POLARIX
psychometric report
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PRO workflow
Harnessing the EDIS NHL datamart
Focus on PROs of high value

Assess collected PRO data
e Narrow down from the many

dentify questionnaires @) © (~tens) PRO scales collected

: Assess feasibility e Develop criteria pf s_eilection
e Calculate PRO scales o Data aval'lablllty
e Understand study properties o  Prognostic \{alue
o Phase o  Physcometric value
o  Treatment type o  Clinical relevance
o Dose o  Regulatory PTS
o SOA o  Prior experience

Assess endpoint value

e Change from baseline
e Time to deterioration

13



Use Case: PRO scales for DLBCL Patients



Background?

Diffuse large B-cell ymphoma (DLBCL) is an aggressive

non-Hodgkin lymphoma (NHL). The International Prognostic Index (IPI) is a
frequently-used estimator of prognostic outcomes
Identifying high-risk patients in untreated (1L) DLBCL is in 1L DLBCL patients.?

crucial for advancing treatment strategies.

GOYA (NCT01287741) is a phase Il study
examining the efficacy of obinutuzumab + CHOP
versus rituximab + CHOP in previously untreated

CD20+ DLBCL patients.3

The prognostic value of patient-reported health-related
quality of life (HRQoL) in DLBCL remains
underexplored.

We aim to evaluate whether pre-treatment HRQoL adds prognostic value
beyond IPI in identifying high-risk 1L DLBCL patients.

15



Overview
EDIS NHL - Baseline PRO in 1L DLBCL

Goal: Find > 1 subgroup of patients diagnosed with Diffuse large B cell ymphoma (DLBCL) who have High Unmet
Medical Need with available therapies

Prior work on PRO prognostic value

m  Select PRO scales with high
prognostic value to potentially
address unmet needs.

m  Reduce patient burden by collecting
less data on low-value PRO scales.

16



Result?
Pre-treatment Health Related Quality of Life (HRQoL) provides prognostic value for
survival

0s
1.00
Multivariable Cox Model OS ~ IPI + PRO + COO + BCL2 + TMTV
0.75=
0
o
PRO subscales HR (95% ClI) 5
FACT-LYM: Lymphoma subscale (LYMS) 0.79 (068, 0.92) = -ﬁ: 0.50
= 504
EORTC QLQ-C30: Global heaith status/Qol. 091 (085, 097) ‘- 3 Better PRO is tied with better
EORTC QLQ-C30: Physical functioning 0.88 (0.82, 0.93) ™ E prognosis and survival
EORTC QLQ~C30: Fatigue 091 (086, 0.97) - 0.254
- R ===| Low PRO
= High HRQoL
Ot r—TT T T T T T T T T T T

0 & 12 18 24 30 36 42 48 54 60 66 72 T8 84

Time (months)
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Overview
EDIS NHL - Baseline PRO in 1L DLBCL

Goal: Find > 1 subgroup of patients diagnosed with Diffuse large B cell ymphoma (DLBCL) who have High Unmet
Medical Need with available therapies

Prior work on PRO prognostic value Finding optimal PRO cutoff

m  Select PRO scales with high m  Facilitate the clinical
prognostic value to potentially use/interpretation of PRO by
address unmet needs. translating ordinal scale to binary
m  Reduce patient burden by collecting scale

less data on low-value PRO scales.

18



Result?
Patients identified as high risk by IPI can be further separated in terms of risk (OS) by the binary

Physical Functioning scale

1.00 1
0.751
m
=
E :: :: §opuwi
@ 0.50 o
w i i
5 t —
-
o
0.25
IP{ High
== IM High - PF »= 75
0.00 == IP1 High - PF < 75
0 & 12 18 24 30 36 42 48 54 80 66 72 78
Time (month)
MNumber at risk
185 158 139 127 118 112 108 106 IT 47 3z 24 4 1
B3 79 T2 6 B2 59 57 57 43 25 19 15 1 0
1P High - PF < 75 102 79 67 63 56 23 a1 43 34 22 13 9 3 1
v & 12 i8 24 30 38 42 A =1 60 ] 72 T8

Time (month)



Overview
EDIS NHL - Baseline PRO in 1L DLBCL

Goal: Find > 1 subgroup of patients diagnosed with Diffuse large B cell ymphoma (DLBCL) who have High Unmet
Medical Need with available therapies

Prior work on PRO prognostic value Finding optimal PRO cutoff Develop new risk index

m  Select PRO scales with high m  Facilitate the clinical m  Incorporate PRO scales with a well-
prognostic value to potentially use/interpretation of PRO by established NHL prognosis prediction
address unmet needs. translating ordinal scale to binary index (IP1) to develop a new risk index

m  Reduce patient burden by collecting scale m  Find > 1 subgroup of patients who

less data on low-value PRO scales. have High Unmet Medical Need

20
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Result?!

Adding PRO to IPI (well-established index in predicting the prognosis of patients
thh aggressive NHL) potentially redefines patienhg\s’k

Index lnAA
" 1.00
0.75
3 o5
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Future Work: PRO for TPP Development



PRO data availability

Certain questionnaires are more commonly collected vs. others

Questionnaire

NHL

Bispecifics

InHarmony

CLL

Study A

Study B

Study C

Study D

Study E

Study F

Study G

Study H

EORTC QLQ-C30
V3.0

v

v

v

FACT-LYM V4

v

v

EQ-5D-3L

NIRES

KATZ ADL

IADL

ANIENENIRN

<[4 | 4] 4]

FACT-G V4

EORTC QLQ-CLL16

PRO-CTCAE V1

EQ-5D-5L

TINAS

N




Endpoint: Baseline median PRO scales
Consistent baseline PROs provides robust basis for TPP development

-0 PRO scale Description
Global health status Overall health and quality of life
w 65} l
L,E,‘, sol l | | | Physical functioning Difficulty in performing routine activities
o | |
(=
= 55 I | | | Fatigue Needing to rest, feeling tired/weak
L]
-E |
= gt Role functioning Limited in work/other daily/leisure activities
45 ry ry o " o - Pain Level of pain and its interference with daily activities
& & o & & 2
oF oF & > o & LYMS Disease-specific measure of lymphoma symptoms
N ; & deemed important by patients

Baseline median PRO scales consistent across different indications and lines of therapy.
Robust PRO baseline measures means that our in house trial PRO data may be sufficient in establishing a

solid basis for estimating TPPs

24

Note: All data presented are pseudo results generated for illustrative purposes only and do not reflect actual clinical findings.



Looking ahead to 2025

00
1

Pl Y

=k

O

PRO endpoint selection - additional endpoints to be completed:
- Time to deterioration of a PRO scale
- Max % change from baseline
- Change from baseline at specific follow up

Set up the PRO book of knowledge for NHL for TPP development and
endpoints selection
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Conclusion



Conclusion
FAIR Data, Clear Insights: Enhanced PRO Analysis

EDIS NHL data mart makes our data FAIR and M
Shared to accelerate generation of
meaningful insights

)
DIS

PATIENT REPORTED OUTCOMES

Non‘Hod y. {\ﬂ\ 4 Incorporating PRO into risk stratification improves risk assessment in DLBCL
o S :lns\ yr r\a patients, identifies subgroups with high unmet needs, enhances a patient-centered
' approach, and informs future PRO data collection and assessment.

S “i—

Further development can help set up the PRO book of knowledge for

NHL for TPP development and endpoints selection

——d

Target Product Profile 7






Doing now what patients need next
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Backup slide

Method for Use case

e Finding PRO cut-off from GOYA study
o Combined data from both treatment arms
o Performed cox regression hazard models on selected PROs

o Evaluated different metrics on univariate cox with PRO dichotomized by all possible cut-off values
(cordance index, AIC, log rank statistics and HR)

o Selected the cutoff value with the overall highest ranking in all metrics
e Validation on POLARIX study

o Combined data from both treatment arms
o Adjusting for IPl and other prognostic values

o Added prognostic value of PRO in stratifying high risk patient with the proposed PRO

31
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