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Outlines

Create map view outline (including time, # of slides, survey Q)

/' Introductions (3 slides,10mins): survey Q1
/' Evolution of statistical programming and drug development

/ SArole in real-world setting
/ Case study: a hybrid SA project in target therapy oncology (3 slides,10 mins)
/- Outcomes: bridging analysis to strategy (2 slides, 8mins)
/- Analytics implementation: testimony and stories (8mins) : survey Q3
/- Conclusions/takeaways (2mins)
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“¢  Statistical Analyst (SA) role changes

Clinical trial for drug development

. Decision
Data Unchanged: An evidence-based approach making

Changed: endpoints (composite, surrogate); adaptive designs; precision medicine; continuous phase/study;

phase-Il open label approval, “Agnostic” (indications, chemo-lines)

SA: being a strategic role?

. Statistical
Analyst
. Statistical

Programmek A

. SAS

Programmer

®\edical
Documentalist

2015-2025

Source: Partially from Sascha Ahrweiler, 2015
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Strategic roles in clinical trial development

Is analyst a strategic role in clinical trial development?
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operate data, analyze data, report data, data-submission
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How bridging analysis to strategic role?
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Statistical Analyst role in real-world settings

Is real-world SA reflecting emerging trends in pharmaceutal

I

I
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Combined responsibilities in real-world
/- Study design

/- Analysis: strategy and execution

/- Data activities

/- Decision supports

Less focused:

/- Standardized programming

/" Reporting

// Data package for submission

Source organizations evaluated:
Institute for Clinical Evaluative Sciences (ICES)
» Cancer Care Ontario
+ Canadian Institute for Health Information
University Health Network

design

analysis

program decisions report data

submit

collaborate

Chart Title

2 4 6 8

[=]
-
=]

protocol |

analysis strategy (SAP/DCP)

method docu

analysis excecu tion

collection

checking
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standard (CDISC)
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result communication

interpretation

CSR review

publications

template
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tools
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Case Study 1 - Design: A hybrid SA project inTarget Therapy

Components

A

Primary Objectives >
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Case Study 2 — Candidates

I

2021

First candidate:

CDx study and
CMDE
submission

|
$

2nd: BM
evaluation on

resistant
mutation and
EMA submision

|
$

two candidates:
partial stats

responsibility in
CDx studies

e

3rd: all-in-one
CDx submission:
ACCESS project




Case Study 3: Results

SAP & Stats docum

- Sample size calaulations

3 for Cx lop 0 - Confounding and covariates

- Biomarker evaluation plan (5)
- TLF-specs (12)

- Analysis documents (3)

- Process documentis (5)

- Modeling procedures

- Variance component analysis

- Missing handling and imputations
- Sensitivity analysis

Publications (3)

Targent Therapies

How can we accelerate analysis to HA activity?

- FDA (2

1
1
- CMDE ¢ :
- EMA (4 commemiemis) |
- PMDA (T subsmission) 1

1
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Case Study 4: Develop Analytical Documents

Biomarker and CDx

Resistance
mutation
mechanism

Predictive
Biomarker

Precision
medicine

CDRH/CMDE
/PMDA
guidance

I

BM testing,
samples, and
Assays

CDx bridging;

CDx-drug co-
develop

project-level
Objectives in
efficacy &

concordance

data speial

handeling:
(dummy data,
Missing data &

imputation)

HA guidance
Methodology

(bridging to
drug-label)

CDx bridging

analysis documents

data

harmonization,

annotation,
Integration

special Stats:
Propensity
score,
Sensitivity,
covariate, intion-
to-use

data: three-level
ADS approach
for genomic




“» Outcome 1: Extended Strategic Analytical Mindsets via Analytics

Extended, beyond, upskilled

(6“0(\ G
Beyond 0\\f<>‘00 Strengthen O/{%
Upskills C Evidence-based D5y,
%,

b <

: Regulatory
2. Analytical strategy Patient &

1. Analytical skills

* Develop analysis docu business
* Result communication
* CSR/publications

Decision

Analysis

Methodology
HA guidance

Strategy 1 Strategy 2 Strategy 3
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Outcome 2: Methodology-Data-Analysis-Decision Foundation

building up tool

Al-enhanced

@ @- @ 4 - docum

Interactive

Protocol e
SAP HA, RA Guidance
guidance uigEnes -
guidance multi-programing
real time delivery
J

Scala\ﬁﬂa
Infrastructure
Drug dev and Iife—c:\,rcle>

(1) CSR
(2) Submit / terminate
D > . Decision [3) Sci. publication
ata - making (4) Marketing
(9} e

Describe analysis/TLF interpretation, non-

' checking technigques | |
- . ! | programming landuage

in-depth: sensitivity vs.
sub-grp, outcomes,/

| data overview and explore
'/ endpoints

tips I CSR / paper reading :I

' SAP to ADS: guidance vs.
specs ) \ )
..-/ L A ‘\‘--. — /‘ -

"\ connections: SAP - TLF -

.'I |: e.g3 .': ' Graphs: design vs. display
I ' g CSR

egd L egd L egd L

Note: re-design: ‘guide’ also in analysis-decisions, move ‘tool box’ to assist all other 4-components; provide recommendations (maybe in a different slide,
see the draft in a paper)

Knowledge: in guide, analysis, decision components

Analytics Community: Enhance analytics framework and build analytics guidance
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Capability Extensions

Ask these questions

Data-driven analytical foundation:
¢ How do we examine relationships within and acrc
¢ Do we systematically assess missing data patterr
e« What data checking, overviewing, and exploraton

development?

How do we assess and support completeness of
Can we explore new or external data sources anc
existing clinical trial databases?

IMethodological guidance and analytical continuity:

Do we develop analytical guidance docum
studies, compounds, or therapeutic areas?
Can we develop analysis datasets based ¢
solely on prescriptive specifications?

Can we provide analytical overviews that s
preparation?

saiinauibodbendad

I

What are the key health authority considerations for an indication-agno

Analysis and analytical strategy:

Can we clearly describe the study SAP, including its analytical objectives and rationale?

Can we articulate the analyses that are implemented and explain how they address study questions?
Can we describe the purpose and interpretation of key tables and figures?

Can we share in-depth analytical knowledge related to specific endpoints, health outcomes, novel study
designs, or uncommon analytical approaches?

Can we define and negotiate top-line result TFLs based on analytical objectives rather than template
defaults?

Can we design meaningful graphical data displays rather than focusing solely on their technical creation?

¢ What are the methodological expectations of health authorities in specific therapeutic or scientific contexts?

e« Which TFLs are included in clinical study reports and scientific publications, and what analytical questions
do they address?

« What discussions, interpretations, and conclusions are ultimately presented in CSRs and publications, and
how are analytical results translated into decision-relevant narratives?

« For a composite endpoint (e.g., PFS; or composite cardiovascular events such as Ml and sitroke), what
analyses are required to ensure interpretability (e.g., component-wise analyses, time-to-event

defining the target population, strength of evidence across tumor types, methodology, competing risks considerations, and sensitivity analyses)?

confirmatory evidence)?

« What additional analyses may be necessary to demonstrate robustness when composite endpoint

What are typical regulatory expectations for tumor-agnostic claims regz components differ in clinical importance or frequency?

effect across tumors?

Under what conditions might a successful Phase Il study support multif
second-line) or support regulatory decisions, and what additional evide

¢ What is an appropriate minimum follow-up duration to evaluate efficacy for a given oncology setting and
endpoint, and how should maturity of data be assessed and communicated?

¢ How do follow-up requirements differ by endpoint type (e.g., ORR vs PFS vs OS) and treatment line?

« What constitutes a clinically meaningful and statistically interpretable objective response rate (ORR) in a

When could ORR be considered sufficient for an accelerated pathway, specific disease context, and what thresholds (if any) are typically considered meaningful for decision-

need for Phase Il confirmatory evidence?

making?
e How should uncertainty (e.g., confidence intervals), durability of response, and response assessment
criteria be incorporated into interpretation?



* Example 1: Data Exploring

Survey

/' How do you get these numbers in your practice? Option 1:
Total enrolled (ENRLFL)
Total randomized (RANDFL)
Total treated (TRTO1FL)
Total safety pop (SAFFL) Option 2: broc freq dataadsl;
Total efficacy pop (EFFFL) RS

Tables TETO1FL;

Tables SAFFL;

Tables EFFFL;
Eun;

Open the dataset (ADSL) and find the nhumbers

Option 3:

Proc freg data=adsl;
Tables ENRLFL*RANDFL*TRTO1FL*SAFFL*EFFFL/list missing;
Run;
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“ Example 2: Health Authority

Story: EMA oral presentation in 2019

Example 3: Learn from Reading (CSR and publications)

Story: EMA oral presentation in 2019
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Takeaways:

/
/
/
/
/

Build strategic mindset and methodology-data-analysis-decision foundation

Develop analytical guidance documents (methodology, algorithm) in addition to specs
Learn from scientific publications (CSR, posters, proceedings, journals) then guide TLF
Upskill being analytical

Collaboration extensions with strategic stakeholders

l

Communicate with common literacy language instead of programming, variable names, data domain names ]
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Q&A
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