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Background

Basket trial Features
- a novel approach to expedited clinical development of innovative * Frequentinterimanalysis (IA) - objectives
oncology products o early evaluation and prediction of endpoints
o conference presentations
it * R o journal publications
__ rare cancers: O agency requests
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il L £ e Submission activities
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(A) Anal GEP(+) o in-parallel, multiple indications, multiple
(B) Biliary “ MSI-H* (’ \ 1 .
(C) Neuroendocrine - NO=p | P ﬁ —> EXCLUDE agencies
(D) Endometrial J . o RTOR, ORBIS, ODAC, etc.
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Solutions
Multiple cancer populations Same treatment * Project managementand planning

e Communicationand documentation
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Project Management and Planning (PMP)

* Agile and compliant project managementis essential for any new circumstances
encounteredin a basket trial
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EXPERIENCE o Study folder structure
o ADaM
GUIDELINES STANDARDS Specification/Datasets
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PMP - Resource

 To manage the dynamic deliverables for a basket trial
o Require a flexible Statistical Programming (SP) project team size with both dedicated and flexible

resources

Dedicated Resource Flexible Resource
I L

o Additional unplanned
support
v" >1 submissions/IA
v Oncologic Drugs Advisory
Committee (ODAC)
meeting

o Working with managementand
multi-functional areas: resource
planning

o Technical approach design/
development

o Process management

o Team mentoring

o Oversight: all IAs/submission
deliverables

©)

Protocol template/macro
program development/
validation

Key A&R deliverables for each
1A

Some submission packages
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PMP - Study Folder Structure

* Folder hierarchy & naming conventions to properly organize and support broad
deliverables and provide traceability to the context of each folder

Per cohort Per submission
...\prot999-ia0x ...\prot999-iaOx-indicationA—, _ _ _ _ _ _ _ _ _ _ _ __ -,
_,;{". ) | . . ,»"";":)
dataanalysis o o o o - — dataanalysis I Subm|55|f3n documen
. datesdtm_  Output %y 1 RS |0 organized i
-1 outgraph : | o easytolocate ! :_O_ r_eliatfd_lA; ______ !
|1 outlist ! Lo automate generation : «..\prot999-iaOx-indicationB
. t . T T i lysi . .
! Dule : ;ataa:a o ~— | Submission folders
ouliaibie
I_“_”_m';!' e o parallel to the 1Ax
th 999-120x-bi - folder
@™ | | subfolders for each cohort +:\prot999-iaOx-biomarker o naming convention
cohC under “output” foldersin the dataanalysis traceable to the
cohD main IA folder datasdtm corresponding A
cohk -
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PMP — ADaM Specification/Datasets

e Data collection and analysis requirements, and course of therapy may vary among
participants of different cancers

* To ensure consistency and quick turnaround across IAs and submissions

Main IA/All cohorts Per submission/cohort
...\prot999-iaOx ...\prot999-ia0x-cohA
dataanalysis Required ADaM dataanalysis Unique scenario for the
documents datasets/variables for all docurments related cancer type/
participants population submission
specs specs
@ ADaM-Dataset-Spec...999.xlsm B ADaM-Dataset-Spec...999_cohA.xlsm
-, - - - === - - - - T TTTTT T T T =" I
; o Different variable derivation rules among cancer types : ; © Data for limited participant !
1 o Information for exploratory analysis | 1 o Priortherapy unique to certain cancer type, e.g., I
|

I 11 Platinum for SCLC

Help streamline an ADaM data development and validation process with compliance, accuracy, and

efficiency for a basket trial with multiple IAs and submissions
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Communication and Documentation

TEAM ALIGNMENT

Good communication & JRE.
documentation practice B

Study
journey

Assignments |
o track the A&R requests (not fit

-0 weekly meeting
'O updateson

in the standardstracking

v project decision tools)
v' Timeline o show the status/location
/progress

standards/guidelines
follow-up on assignments

o
o , _ o help address new requests
O issue discussion

o

o

using the previous similar

Upcoming tasks work recorded

| v related |
O resource

o show team’s workload

E Instant message group: urgent resource need

o for team to sign up the support quickly
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Automation

Play critical role in efficiency/quality/productivity for basket trial (overwhelming/competingactivities)
 Motivateteam to be innovative process builder
DATE DERIVATION MACRO

o Protocol-specific macro for date derivation at
USUBIJID level

MASTER A&R TEMPLATE PROGRAMS o Dates derived with similar approach, repeatedly

o For parallel submissions of certain cohorts, and included in >1 ADaM datasets

subsequent IAs
o Executed directly/after slight modification TUMOR TYPE DERIVATION MACRO :

e.g., ADSL.PRIORLN o Tumor identification variable is required for all-

cohorts combined ADSL, but not necessary for a , z
TEMPLATE/MACRO PROGRAM TO SUBSET SDTM single-tumor-type cohort \
DATASETS o Through a macro approach, the update in ADLS is
o Subset SDTM, except the trial design domains, not needed for different cohorts
retaining attributes
o Include study participants with the indication FURTHER STANDARDIZATION/AUTOMATION OF STUDY
@ /biomarker for submission + screen failure’s REPORT GENERATION .
o Standards & protocol macros as the foundation

o Set up macro call program templates and Level-l
programs
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Automation - Standardization/Automation of Study Report Generation

* Process: report generation with macro call program templates (Level-lll) and Level-l|

programs
No repeat
macro Specify common common reports for
WHO multiple deliverables
[ parameters macro parameters P
LEVEL-I LEVEL-II LEVEL-lI
pgmsetup

-~

-

» tifocoh...sas —
1-\‘-\‘“"‘-\-L
~

tif0cohN.sas — "

tifOcohA.sas .

Call program1

Call programn

10 cohorts

50 call programs -> 60 programs -> 500 reports

SAVEOUR
RESOURCES
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Conclusion

BASKET TRIAL SocuTions

o Toadaptan agile, flexible approach under the
general guidelineand SOP to improve efficiency
and productivity

o Carefulandinnovative planningand
implementation of resource, project
management, and programming techniques

o designed to study the safety and efficacy of an
investigational product among patient
populationswith different tumor types and/or
biomarkers

o aiming at early identification of efficacious
treatment for patientsin need

o theimplementation:frequent IAs for publications

and/or multiple accelerated submissions across IM?ACT
study cohorts in the same IA and/or across IAs o Some essential elements (project management,
simultaneously technical approaches) developed are

o significantchallengesto A&R resource, process, transferable to traditional oncology trials

and techniques
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Contact Information

Your comments and questions are valued and encouraged. Contact the authors at:

Hong Qi Mary N. Varughese

Merck & Co., Inc. Merck & Co., Inc.
267-305-7589 267-305-6891
hong_qgi@merck.com mary_varughese@merck.com
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