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CONDITIOCNAL ESTIMAND

The FDA's guidance on covariate adjustment encourages
the inclusion of baseline covariates to enhance
efficiency. However, following covariate adjustment in

MARGINAL ESTIMAND

WHAT'S THAT ESTIMAND?

= Stratified Cox model often specified as ™ VS A
primary analysis method in oncology trials: /] } “ /] “
" o Estimates separate baseline hazards | . |
for each stratum Treatment effect had the patients with Treatment effect had all patients in
” . Overall hazard ratio obtained by covariate values X taken test the populatlo.n taken test treatment
multiplying each stratum-specific treatment vs. had they taken control. vs. had all patients taken control
partial log-likelihood More relevant interpretation Provides an average population
for the individual patient as Must align estimation treatment effect in the observed
What estimand does this target? effect defined by the values method with estimang! /@l population.

X.

19 QUESTIONS WITH 5 KEY OBJECTIVES (HIGHLIGHTS)

PARTICIPANT
CHARACTERSITICS

SURVEY DESIGN
& OBJECTIVES

UNDERSTAND HOW INDIVIDUALS THINK ABOUT THE TARGET
ESTIMAND AFTER COVARIATE ADJUSTMENT OR STRATIFICATION

Hosted on SurveyPlanet.com from Respondents (N = 122)
June to July 2023, distributed Country e Evidence of gap in the understanding of different
. United States 57(46.7%) Do the following target the S . - -
amongst Oncology Estimand WG China (Tacloding HK) 24 (1575%) same estimand? (N=122) Yes statistical analysis models targeting different
networks, posted in the ASA Switzerland 14 (11.5%) estimands for non-linear models
. . Other or unknown 26 (21.3%)

Biopharm section ATt stratified vs unstratified | 6148% | 31.97%

Pharmaceutical / Biotech company | 97 (79.5%) e Highlights critical need of further guidance and training
Aims: i"“:“ct_i”g/f"“s“lﬁ“gc"mp a“y i;ggfi covariate adjusted vs s656% | 3859% on this topic
1. Understand current practices of Goverament sgency 05 covariate unadjusted ' '
covariate adjustment and analysis Non-profit organization 1(0:8%) e Excellent literature in this area (e.g. Daniel et al. 2021),
methods Stf;;;:i:"mm A rers:i/s ps;l-:gzct:?ﬁZZSt_ 57.38% | 38.52% but clearly still a need for clarification/implementation
2. ldentify challenges associated Early phase exploratory 22 (17.9%) in practice
with covariate adjusted and Pre-Clinical 1 (0.8%) Note: these three questions are not mandatory, for each question
tratified ana[ysis there are non-responders.
stra

. SELECTiON OF STRATﬂFiCATHGN FACTORS / COVARHATES Response to Q8: In a trial with stratified randomization, %

how do you incorporate the stratification factors as well Respondents

. ol ; °
Response to Q7: 65.6% people have considered adding additional covariates to be as other prognostic covariates in a Cox model: IN=122)

adjusted in the analysis model beyond those used for stratified randomization

Stratified analysis using strat factors from stratified
Response to Q9: How are the covariates for adjustment selected? randomisation and adjust for additional covariates in Cox 59.84

In addition to selecting covariates based on literature/previous trials (69.67%) and a mixture of literature and implementation Model
of variable selection procedures (63.11%), the majority also make the selection with the clinical team (81.15%). Presents

ppportunity to simultaneously have discussion with clinical about target estimand Adjust all factors as covariates In an adjusted Cox Model 23.77
Adjust all factors as strat factors in a stratified Cox Model 20.49
@ UNDERSTAND THE CHALLENGES OF SMALL STRATA
Unanswered /.38
Response to Q10: 16.4% of participants suggest Response to Q13: Majority either pool strata (81.15%) or drop them
small strata leads to biased estimates. from the analysis (55.74%) to address problems with small strata. Other 2.46

On reality, unlikely to be systematic bias due to Caution: this would change interpretation in a conditional estimand as
randomisation (imbalance due to small strata could your individual treatment effect has different set of characteristics
equally favour either treatment arm)

LIMITATIONS & DISCUSSICN
‘ REGULATGRV ENTERAC'”@NS & CURRENT CHALLENGES Survey was very much an exploratory and scoping exercise! (not a Delphi, which is

based on statistical stability of consensus)
e May have had multiple responses from same company
7 138 e Selection bias towards more industry responses

 Feedback inconsistent from HAs (63% did not receive i smmi comu st

consistent feedback on covariate adjustment and Interpretation of Results with Complex Models 9 (48.36%) Clearly there is still a need for more training:
. : e o Platform for collaboration and discussion with fellow statisticians;
stratified analysis). Difficult to really make any general N -y e o et (aa:26% : : : : :
i ) - e Consultation or mentorship from experienced professionals; or
recommendations for covariate adjustment Addrosing Imbaanee i St 8 59.34% o Access to specialized software or tools for covariate adjustment and stratified
* Important to engage with regulatory bodies and have Commnicaing et T on St ket analysis

open discussions — ask questions specifically on the
analysis model with regards to the target estimand

Determining the Optimal Number of Strata

FUTURE DIRECTIONS OF TASK FORCE

0 (32.79%)

Type 1 Error and Power Evaluation, Sample Size Calcuation,
Especially for Covariate Adjustment Analysis

Merge into ASA BIOP Covariate Adjustment Working Group
e Working on software development (RobinCar) to provide a validated package for
10 (8.2%) covariate adjusted/stratified analyses
e Standardization and Outreach Sub-team of the ASA BIOP working group can be
leveraged to address some of the aspects highlighted in survey

P-Value Calculation for Covariate Adjustment 9 (15.57%)

Response to Q18: In your experience, what are the
most common challenges you have faced when

implementing covariate adjustment or stratified j
. . L. . L] 10% 20% 30% 40% 0% o0 % T0% 809 W% 100
analysis in clinical trials? 122 responden
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Other

Unanswered 8 (6.56%)
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