Overview ©

e Comprehensive validated R package implementing
methodology described in Wassmer and Brannath (2016)
(2nd edition coming in 2025 with R examples!)

e Enables the design of traditional and confirmatory adaptive
group sequential designs

e Provides interim data analysis including early efficacy stopping
and futility analyses

e Enables sample-size reassessment with different strategies

e Enables treatment arm selection in multi-stage multi-arm
(MAMS) designs

e Enables subset selection in population enrichment designs

e Provides a comprehensive and reliable sample size calculator

Developed by RPACT !

e RPACT company founded in 2017 by Gernot
Wassmer and Friedrich Pahlke

e |dea: open source development with help
of “crowd funding”

e Currently supported by 21 companies

e > 80 presentations and training courses
since 2018, e.g., FDA in March 2022

e 29 vignettes based on Quarto and
published on rpact.org/vignettes

e 28 releases on CRAN since 2018

e August 2024: New joint venture RCONIS
(Daniel Sabanes Boveé, Carrie Li)

Adaptive Analysis ~~

e Calculate adjusted point estimates and confidence intervals

e Some highlights:

= Automatic boundary recalculations during the trial for analysis with alpha

spending approach, including under- and over-running

= Adaptive analysis tools for multi-arm trials

= Adaptive analysis tools for enrichment designs

Easy to understand R commands:

getStageResults()
getRepeatedConfidenceIntervals()
getAnalysisResults()

Simulation Tool #
Obtain operating characteristics of different designs:
» Assessment of adaptive sample size recalculation strategies

e Assessment of treatment selection strategies in multi-arm trials

» Assessment of population selection strategies in enrichment designs
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 Service Level Agreement (SLA) with
RPACT

e Be part of the “RPACT User Group”
— yearly customer meetings

e Get technical software support for
written support requests

» Get company specific training

e Get company specific software
validation documentation for each
rpact release on CRAN

RCONIS Idea ',

e Website: rconis.con E
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Graphical user interface
Web based usage without local installation on nearly any device
Provides an easy entry to rpact

Starting point for your R Markdown or Quarto reports

Professional Support Option ¢

e Get access to the members area at
www.rpact.com

e Make an rpact installation
qualification on each company
computer with your personal
testPackage() token and secret

e Determine the direction of rpact
future development activities

e Optional support for health authority

Interactions

e Optional consultation to support
specific clinical trials

e Grow RPACT company to offer a wider range of services

e Strengthen maintainer team for the rpact package

e Team growth combined with scope growth

e Statistical consulting and engineering services:
Research Consulting and Innovative Solutions

e Legal entity still in the making, currently a collaboration between RPACT GbR
(rpact.com) and inferential.biostatistics GmbH (inferential.bio)

Framework

crmPack provides a highly flexible framework for the design and analysis of dose
escalation trials. This schematic illustrates the framework’s key components and

their interactions:

New cohort

Helpful to learn/demonstrate the usage of rpact in a user friendly and intuitive

way

Online available at cloud.rpact.com
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Specialized R package for dose
escalation trials

Initial CRAN release in 2016,

Model-Based Dose Escalation Designs in R with
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software, thanks to its modular design st

Model-based dose escalation designs have gained increasing interest due to the need

. TE . for more efficient and informative Phase I trials. The wide-spread implementation of such

E a Sy exte ns " b I ’ f ty a n d a d O ptl 0 n Of n ew designs has been hindered by the need for either licensing specialized commercial software

or programming the design and simulations from scratch for each project. The R package

= crmPack provides a simple and unified object-oriented framework for model-based dose

d es I gn S escalation designs. This enables the standard use of such designs, while being able to

flexibly adapt and extend them. The framework comprises classes and methods for the

data structure including the dose grid, statistical models including prior specification,

rules for maximum increments, next best dose, and a topping and cohort sizes.

In addition to multiple modified classic continual reassessment method and escalation

with overdose control designs with possibly advanced prior specifications (e.g., minimal

informative and mixture priors), crmPack currently features dual-endpoint (safety and

biomarker) designs and two-part designs. Optional assignment of a small number of
mandlnmbe fmn anah canhawd bn mlaackha fmedbaand AF fvantrnand oanak 3 . v el ~ 3

Produces visual and numeric outputs
for easy interpretation

Facilitates simulations to assess the
performance under various scenarios

Large group of contributors [
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Current Status

The current development version of crmPack (Sabanés Bové et al. 2024) has the
following features:

e Model-based designs (CRM), rule-based designs (3+3)

Binary, time-to-event, dual efficacy/safety, ordinal outcomes
15 different models

14 different recommendation options

19 different stopping rules

9 cohort size rules

e 9incrementrules

e Reporting functionality (using knitr)

e 9vignettes (documentation)

== 4= www.rpact.com
= WWW.rconis.com
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