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Executive Summary

Adaptive clinical trial designs—flexible designs that allow prespecified modifications during a trial—have emerged as
powerful alternatives to traditional fixed-design clinical trials. These designs permit changes to aspects of a study (such
as sample size, treatment arms, or patient subgroups) based on interim data, while preserving the trial’s scientific validity
and integrity ("/ pme.nebi.nim.nih.gov) (?) bmemedicine.biomedcentral.com). Proponents argue that adaptive trials are often
more efficient, informative, and ethical than fixed designs, because they can shorten development time, reduce
required sample sizes, and allocate more patients to promising treatments (1! bmcmedicine biomedcentral.com) (°)
pme.nchi.nim.nih.gov). For example, one review states that adaptive designs “improve the success rate of clinical trials
while reducing time, cost, and sample size” compared to conventional methods (' pmc.ncbi.nim.nin.gov). In practice,
however, adaptive designs introduce statistical and operational complexity. They require careful planning (typically
extensive simulations), rigorous control of error rates, and often complex logistical and regulatory coordination (*
pme.ncbi.nim.nih.gov) (°! pme.nebi.nim.nin.gov). Regulators have been cautious: early guidance from the U.S. FDA
classified some designs as “well-understood” (e.g. classical group-sequential) and others as “less well-understood” (e.g.
seamless Phase II/Ill or fully Bayesian designs) (°! pmc.nchi.nim.nih.gov). Nonetheless, real-world experience—especially
during the COVID-19 pandemic—demonstrates that adaptive platform trials (allowing multiple arms and modifications)
can rapidly yield critical results (e.g. the RECOVERY trial's identification of effective therapies) (°/ www.nchi.nim.nin.gov)

(! pmc.ncbi.nim.nih.gov).

This report provides a comprehensive, in-depth examination of adaptive trial designs. It begins with background and
definitions, including regulatory definitions of “adaptive design” (I° pmc.nebi.nim.nih.gov) (%) pme.nchi.nim.nih.gov). Next, it
traces the historical evolution and regulatory context, from early sequential methods to recent FDA guidelines and
international harmonization efforts (including the ICH E20 guideline on adaptive trials, which reached Step 2b draft in
June 2025 and is expected to be finalized in 2026) (www.ema.europa.eu) (% www.clinicaltrialsarena.com). We then survey
the landscape of adaptive design types: group-sequential trials, sample-size re-estimation, response-adaptive
randomization, drop-the-loser designs, biomarker-adaptive designs (adaptive enrichment), seamless Phase I/II/11l trials,
and master-protocol approaches including platform, umbrella, and basket trials (** pmc.nchi.nim.nih.gov) (%
pme.nchi.nim.nih.gov). Each type is described in detail, with its main purpose, advantages, and challenges.

The report delves into the statistical and methodological foundations: error-rate control (including frequentist and
Bayesian approaches), bias issues (e.g. due to time trends with adaptive randomization (*/ pmc.nchi.nim.nih.gov)), and the
need for rigorous simulation-based design. We analyze the evidence on efficiency gains and ethical benefits—for
instance, model-based simulations suggesting 10-14% reductions in per-drug R&D cost if Phase Il success rates
improve via adaptive designs (**/ pmc.ncbi.nim.nih.gov). Detailed case studies illustrate real-world outcomes: the
RECOVERY COVID-19 platform trial (multi-arm, adaptive) yielded multiple practice-changing findings and enrolled
>48,500 patients (° vuw.nchi.nim.nih.gov) (") vaww.nebi.nim.nih.gov), while oncology platforms like I-SPY 2 (adaptive
randomization across 10 biomarker-defined subtypes) have ’graduated’ several drugs to Phase Il (*°!
pme.nebi.nim.nih.gov) (7 pme.ncbi.nim.nih.gov). Perspectives from stakeholders (regulators, industry, academic trialists) are
discussed, including criticisms (regulatory caution about interpretability) and endorsements (calls for transparency and

reporting standards).

Finally, we explore the implications and future directions. Adaptive designs continue to grow, driven by regulatory support
(e.g. FDA's 21st Century Cures Act mandate, the ICH E20 guideline nearing finalization, and FDA's January 2026

Bayesian methodology guidance ("

www.federalregister.gov) (www.ema.europa.eu)), advances in Al-assisted trial design,
and novel trial areas (precision medicine, pandemics, rare diseases). By 2025-2026, Al and machine learning are being
integrated into adaptive trial operations—from protocol optimization to real-time interim analysis and predictive

enrichment (") v nature.com). Nonetheless, challenges remain to ensure validity, maintain trial integrity, and align all
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stakeholders. The report concludes with recommendations and a synthesis of how adaptive designs can transform
clinical research.

Introduction and Background

Randomized controlled trials (RCTs) have long been regarded as the gold standard for evaluating medical interventions
(") pme.nehi.nim.nih.gov). Traditional (“fixed-design”) RCTs specify all aspects of the trial upfront — including sample size,
number of treatment arms, and statistical analysis plan — and collect data until the end, without altering the protocol (¢!
pme.ncbi.nlm.nin.gov) (! bmemedicine.biomedcentral.com). While methodologically rigorous, fixed designs have notable
disadvantages: they can be slow, resource-intensive, and potentially expose many patients to ineffective treatments. For
example, it is often the case that initial assumptions about event rates or effect sizes prove incorrect only after the trial
has started, leading to underpowered or overpowered studies. Ethical concerns also arise when accumulating data
suggest one arm is much better or worse, but the design does not allow adaptation.

Adaptive trial designs were developed to address these limitations by building in preplanned flexibility. At its core, an
adaptive clinical trial is one in which the trial’s course may change based on interim analyses of accruing data.
Importantly, these adaptations must be prespecified in the protocol or master plan to preserve the trial’s validity (I°!
pme.ncbi.nim.nih.gov) (' pme.nebi.nim.nin.gov). The U.S.Food and Drug Administration (FDA) defines an adaptive design
as “a study that includes a prospectively planned opportunity for modification of one or more specified aspects of the
study design and hypotheses based on analysis of (usually interim) data” (\* pmc.nchi.nim.nih.gov). Similarly, the
Pharmaceutical Research and Manufacturers Association (PhRMA) describes adaptive designs as those “that use
accumulating data to determine how to modify aspects of an ongoing study without undermining the validity or integrity of
the trial” (' pmc.ncbi.nim.nin.gov). These definitions highlight key elements: the adaptation is by design, based only on
internal data, and the validity of the trial must be maintained (no ad hoc “data dredging” after the fact).

Adaptive designs are sometimes called “flexible design” or “dynamic design” by various authors (*/ pmc.nchi.nim.nih.gov).
For clarity, this report uses “adaptive design” to mean a trial with prospectively scheduled interim analyses and
decision rules. In practice, nearly any aspect of a trial can be adapted: possible examples include stopping the trial early
for efficacy or futility, adjusting the sample size, dropping or adding treatment arms, modifying patient eligibility
(enrichment), and shifting allocation probabilities to favor better-performing arms. Table 1 (below) contrasts fixed vs.
adaptive designs on key dimensions. Several review articles and guidances emphasize that adaptive trials can be more
efficient, informative, and ethical than fixed trials: they often make better use of resources and may require fewer patients
to answer the question (I bmcmedicine. biomedcentral.com) (! pme.nchi.nlm.nih.gov). For instance, Wason et al. note that
adaptive designs “make better use of resources such as time and money, and might require fewer participants” (
bmemedicine.biomedcentral.com). Likewise, Lee et al. (2023) state that adaptive designs can improve trial success while
reducing time, cost, and sample size (") pmc.ncbi.nim.nih.gov).

Feature Traditional Fixed Trial Adaptive Trial

R Commences with fixed sample size and L . .
Trial Course Prespecified interim analyses allow changes to design (e.g., add/drop arms, adjust N)
design, no changes after start

Set in advance based on assumptions (no

Sample Size changes) Can be re-estimated or reallocated during the trial if initial assumptions were incorrect ([ ] pmc.ncbi.nim.nih.gov)

Built-in flexibility to respond to data (e.g., stop early for futility or success) ([2] bmcmedicine.biomedcentral.com)
Flexibility Rigid, inflexible by design -
(M pmc.ncbi.nim.nih.gov)

Potentially more patients and time spent even ~ Often more efficient; may require fewer patients and shorter duration when early trends are clear (‘2]

Efficiency ) .
if ff L . 2
Hstrong eflects arise bmcmedicine.biomedcentral.com) ¢3! pmc.ncbi.nim.nih.gov)

Ethi May continue giving inferior treatments to Can reduce patient exposure to ineffective treatments by stopping or re-allocating (more ethical) ([2]

ICS
many patients bmcmedicine.biomedcentral.com)
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Feature Traditional Fixed Trial Adaptive Trial
4 . .

Statistical Requires advanced methods (error spending rules, simulations) ([ ] me.HCbI .nim. n|h.g0V); careful control of type I error

N Relatively straightforward (one analysis)
Complexity [20]

(“* pmc.ncbi.nim.nih.gov)

Operational . . . . . .

N Standard trial operations More complicated logistics (e.g. real-time data capture, DMC oversight, supply chain adjustments)
Complexity

o ' ' ! R bi.nlim.nih [21]

Regulatory X Historically cautious; requires detailed preplanning and justification (" DM C.NCDLNAIM.NIN.GOV) (
Perspective Well-established acceptance

1V H H

P pmc.ncbi.nim.nih.gov)
[22] bi_nlm.nit (23]
Typical phase Ill RCT (e.g., ANOVA test after Multi-arm platform trials (e.g., RECOVERY in COVID-19) or group-sequential designs ( Www.Nncol.nim.nin.gov) (

Examples

full accrual pmc.ncbi.nim.nih.govy
Table 1. Comparison of traditional fixed clinical trials and adaptive trial designs (examples and perspectives based on
cited literature).

Adaptive trials span all phases of development: early-phase trials may adapt dose or arms, while late-phase/confirmatory
trials may adapt sample size or even drop arms if interim results warrant (! bmemedicine.biomedcentral.com) (°!
pme.nchi.nim.nih.gov). In oncology and precision medicine, adaptive biomarker-enrichment and multi-arm platform designs
have become especially prominent. Ethically, adaptive designs can ensure that fewer patients are exposed to clearly
inferior treatments (?/ bmemedicine biomedcentral.com). Chow (2011) notes that adaptive methods can “correct wrong
assumptions made at the design stage” and increase the likelihood of identifying truly effective therapies (**
pme.ncbi.nlim.nih.gov) (%! pme.nebi.nim.nin.gov). On the other hand, Freedlin and Korn (2017) caution that greater flexibility
can come with downsides: incomplete long-term outcome data if stopped early, complex inference, and the need for very
stringent planning (*) pme.ncbi.nlim.nin.gov) (%) pme.ncbi.nim.nih.gov).

Clinically, these tradeoffs are sometimes framed as efficiency versus complexity. Mahlich et al. (2021) project that if
adaptive designs improve Phase Ill success rates (e.g. from 62% to 70—-80%), overall clinical development costs per
successful drug could fall by ~10-14% (*°! pmc.ncbi.nim.nin.gov) (*°) pme.nebi.nim.nin.gov). In practical terms, this might
reduce billions in industry R&D spending (enabling new investments) and possibly accelerate drug availability.
Conversely, critics note that adaptive designs require advanced statistical expertise and can be misperceived or misused
(! pme.nebi.nim.nin.gov) (°! pme.ncbi.nim.nih.gov). As a result, uptake has historically lagged behind the methodological
literature, though interest has grown in recent years (°/ bmemedicine biomedcentral.com) (/) pme.ncbi.nim.nih.gov).
Regulatory agencies have responded by issuing guidance (e.g. FDA draft in 2010 and final guidance in 2019) and by
participating in international harmonization (ICH E20) to promote appropriate use of adaptive trials. This report examines
these perspectives in depth.

Historical Evolution and Regulatory Context

The concept of modifying trials mid-course predates the modern buzzword “adaptive”; early examples include group-
sequential designs developed in the 1970s (Pocock, O’Brien-Fleming, etc.), which allowed predefined interim analyses
for efficacy or futility (*°! pme.nchi.nim.nih.gov). Over time, statisticians introduced more flexible strategies (e.g. two-stage
designs, “pick-the-winner” trials, Bayesian models) (! pmc.nchi.nim.nih.gov). A formal interest in adaptive designs
accelerated in the 2000s as researchers and the FDA sought ways to shorten drug development (the FDA's 2004 Critical
Path initiative emphasized “flexible” designs (*°! healtheconomicsreview.biomedcentral.com)).

Major milestones include:

« 2006-2007: The Pharmaceutical Research and Manufacturers of America (PhRMA) publishes a working group report

on adaptive designs (°/ pmc.nebi.nim.nih.gov), promoting greater understanding in industry.

« 2010: FDA releases a draft guidance on Adaptive Design for Clinical Trials (I°' pmc.ncbi.nlm.nin.gov). This draft
categorizes designs as “well-understood” (e.g. group-sequential) or “less well-understood” (seamless adaptive
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phases, complex Bayesian schemes) (°°! pmc.nchi.nim.nih.gov), essentially advising caution but acknowledging
potential gains.

o 2016: The 21st Century Cures Act (U.S. law) instructs FDA to update guidance on adaptive designs for drugs and
biologics (°*) pmc.nehi.nim.nih.gov), reflecting bipartisan support for innovation.

« 2019: FDA issues its Final Guidance on adaptive designs (Drugs & Biologics), clarifying acceptable use and
emphasizing prospective planning and error control (°) pme.nebi.nim.nih.gov).

« 2023-2025: International Council for Harmonisation (ICH) developed E20: Adaptive Designs for Clinical Trials.
The ICH Assembly endorsed the Step 2b draft in June 2025, and the document entered the Step 3 public
consultation period with comments due by December 1, 2025 (www.ema.europa.eu) (°?l www.fda.gov). Finalization
as a Step 4 guideline is anticipated in 2026. The draft provides transparent and harmonized recommendations for
planning, conduct, analysis, and interpretation of confirmatory adaptive trials—signaling converging FDA/EMA/PMDA

policies (*% www.clinicaltrialsarena.com).

« 2026: FDA issued a landmark draft guidance on ”"Use of Bayesian Methodology in Clinical Trials of Drug and
Biological Products” (January 2026), outlining expectations for Bayesian applications in adaptive designs, rare
disease trials, and incorporation of external data sources (I*°/ www.federalregister.gov) (°!
www.appliedclinicaltrialsonline.com). This guidance complements E20 by clarifying how Bayesian priors, posterior
probability thresholds, and simulation-based operating characteristics should be documented for regulatory review.

Despite growing recognition, regulatory acceptance of adaptive designs has been cautious. Bothwell et al. found that
among 142 published adaptive trials (up to 2015), only 9% were Phase IIl; most were Phase Il or II/1l, reflecting
sponsors’ reticence to use novel adaptions in pivotal trials (°“! pmc.nchi.nim.nih.gov). Common adaptations (seamless
Phase II/1ll, group-sequential, biomarker enrichment) were used, but independent data monitoring and blinding were
often lacking (I°°/ pmec.ncbi.nim.nin.gov). The review noted that regulators (FDA, EMA) sometimes scrutinized adaptive
trials closely. For example, one EMA assessment found an early-stop adaptive trial on an herbal remedy had too small a
sample to draw reliable conclusions (! pme.nchi.nim.nih.gov). Thus, early regulatory experience showed mixed results;
agencies encourage rigorous planning and transparency, and warn against ad-hoc adaptations that could bias results ("

pmc.ncbi.nim.nih.gov) ([5] pmc.ncbi.nim.nih.gov).

More recently, high-profile examples during the COVID-19 pandemic demonstrated the power and acceptance of
adaptive approaches. The NIH and WHO set up adaptive platform trials (e.g., NIH's ACTT, WHO’s SOLIDARITY) in 2020;
the U.K.’s RECOVERY trial quickly generated actionable evidence on treatments. These successes accelerated
regulatory comfort: emergency use authorizations and approvals followed results from such trials, implicitly endorsing
their validity when well-conducted. In parallel, regulators issued additional guidance (e.g. FDA's March 2020 Complex
Innovative Design meeting summaries, EMA reflection papers) highlighting lessons from pandemic-era trials. By 2025—
2026, adaptive platform trial designs have extended beyond pandemic response into areas such as traumatic brain injury,
ALS (the HEALEY ALS Platform Trial), and cardiovascular disease, further cementing the approach as mainstream (°°

pubmed.ncbi.nim.nih.gov).

In summary, adaptive designs evolved from early group-sequential methods to a wide array of flexible strategies.
Regulatory bodies have progressively provided a framework, culminating in official guidances and international
harmonization. The ICH E20 guideline (expected finalization in 2026) and FDA's January 2026 Bayesian methodology
guidance together mark a new era of regulatory clarity for adaptive trial sponsors (www.ema.europa.eu) (*°
www.federalregister.gov). Adaptive designs are now an established and increasingly well-supported part of the clinical trial

landscape (I°1 pmc.ncbi.nim.nih.gov) (1% www.clinicaltrialsarena.com).

Types of Adaptive Designs

Adaptive clinical designs encompass a broad spectrum of methods. While a complete taxonomy is extensive, the most
commonly discussed adaptive elements include:
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« Group Sequential Designs (Well-Understood, Stopping Rules) — These are among the oldest adaptive methods. The trial includes one
or more interim efficacy/futility analyses. If efficacy is already demonstrated, the trial can stop early (saving time/resources); if there’s
futility or harm, the trial can also stop to protect patients. Group sequential can use conservative alpha-spending (O’Brien-Fleming) or
more liberal (Pocock) boundaries. The advantage is early success detection, but the drawback is the need to adjust statistical thresholds
(and the risk that secondary endpoints or longer-term effects are unattainable due to early stop) (%! pmc.ncbi.nim.nih.gov) (7!

pmc.ncbi.nim.nih.gov).

+ Sample Size Re-Estimation (SSR) — Here the planned sample size is recalculated mid-trial using observed data (e.g. event rate or
variance estimates). If the initial assumptions were wrong (e.g. higher outcome variance), the SSR allows inflating the sample to preserve
power ([11] pme.nchi.nlm.nih.gov). Alternatively, the sample may be reduced if results are stronger than expected. The pre-specification
ensures control of type | error, typically by adjusting alpha or using permutation tests ([19] pmc.ncbi.nim.nih.gov) ([37]
pmec.nchi.nim.nih.gov). The benefit is robust power, but mis-implementation can inflate type | error if interim information is not properly
accounted for.

o Multi-Arm “Drop-the-Loser” Designs — In trials with multiple treatment arms, poorer-performing arms can be dropped at interim
analyses. For instance, a four-arm trial at interim identifies play low-risk arms for futility and continues with the remaining promising ones.
This design accelerates getting rid of ineffective arms, concentrating effort on the best candidates (L19J pmc.ncbi.nim.nih.gov). Chow
(2011) notes that such designs (“pick-the-winner”) allow early elimination of inferior treatments ([1” pmc.ncbi.nlm.nih.gov). However,
risks include prematurely dropping a truly effective arm if early data were noisy, and statistical penalties for multiple looks.

+ Adaptive Dose-Finding (Escalation) Desighs — Common in Phase | oncology trials, these use accumulating safety/efficacy data to
guide dose escalation. Traditional 3+3 designs have been largely replaced by model-based approaches (like the Continual
Reassessment Method, CRM) which more quickly converge on the maximum tolerated dose (MTD). Adaptive dose designs allow flexible
actions: adding intermediate doses, stopping at fewer cohorts, etc. (138J pmec.ncbi.nim.nih.gov). Advantages include reaching a reliable
MTD with fewer patients, but complexity is high: one must choose initial doses, dose ranges, and formal decision rules, and there is a risk

of dropping potentially optimal doses (ng pmc.ncbi.nim.nih.gov).

« Biomarker-Adaptive | Enrichment Designs — These designs modify eligibility or randomization based on early biomarker signals. For
example, if interim analysis suggests a therapy works only in biomarker-positive patients, later recruitment can be restricted to that
subgroup. Alternatively, the trial may stratify or allocate more patients with favorable biomarker profiles. The goal is to enrich the trial
population with responders, increasing the chance of a positive result (‘ll] pmc.ncbi.nim.nih.gov) ([401 pmec.ncbi.nim.nih.gov). This
approach is powerful for personalized medicine but requires early biomarker analysis and may complicate interpretation if markers were
not validated.

+ Adaptive Randomization — Also called response-adaptive randomization or “play-the-winner” schemes, these designs change the
allocation ratio as the trial progresses. If one arm appears more effective, future patients are more likely randomized to that arm. This
peer is ethically appealing (more patients get better treatment) and can increase study efficiency. A Bayesian framework is often used
(updating posterior probabilities). However, critics (Freidlin & Korn) note that adaptive randomization adds substantial complexity and may
introduce enrollment bias. For example, if patient outcomes drift over time (e.g. due to changing patient mix), the late reallocation might
overweight pseudorandom trends ([41] pme.ncbi.nlm.nih.gov). Moreover, several studies have found limited gain in actual patient benefit

versus equal randomization (! pmc.ncbi.nim.nih.gov).

+ Seamless Phase I/l (or I/ll) Designs — These hybrid designs mesh two trial phases into one protocol. A common application is a
combined Phase I/l efficacy trial: Stage 1 evaluates whether the experimental treatment shows enough activity (e.g. tumor response) to
justify continuation; if so, Stage 2 expands accrual to reach confirmatory sample size all within the same trial. This avoids pause between
phases, shortening total development time. It fully utilizes the early data in final analysis. Downsides include the difficulty of controlling
overall type | error across phases, and the need to align early and late endpoints (surrogate vs. definitive) ([4] pmc.ncbi.nim.nih.gov)
(142J pmec.nchi.nlm.nih.gov). Chow notes that seamless designs can dramatically shorten development time by overlapping phases (V12J

pmec.nchi.nlm.nih.gov), but they demand complex statistical planning (overall alpha spending, group-sequential boundaries, etc.).
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« Master Protocols (Platform, Umbrella, Basket Trials) — These are trial frameworks that evaluate multiple hypotheses within a single

ongoing trial infrastructure. A platform trial can add or drop arms over time (sometimes perpetual), testing multiple treatments against a
common control; often seen in cancer (e.g. STAMPEDE) or in pandemics (RECOVERY, REMAP-CAP). An umbrella trial tests multiple

treatments in a single disease stratified by biomarkers (e.g. Lung-MAP for lung cancer) ([43] pmec.ncbi.nim.nih.gov). A basket trial tests

one treatment across multiple diseases (tumor types) sharing a molecular target. The adaptive element is typically the ability to add new

arms for new treatments or drop arms that fail, all using accumulated data. These designs gain efficiency by sharing controls and
accelerating evaluation of multiple agents. For instance, the STAMPEDE prostate cancer trial continuously adds new drugs and drops

ineffective ones (|44| pmec.ncbi.nim.nih.gov). Challenges include logistical complexity of coordinating many substudies, handling multiple

partnering sponsors, and maintaining control of type | error when multiple arms are tested sequentially (! pmc.ncbi.nim.nih.gov).

Table 2 (below) summarizes several representative adaptive design types, with their key features, advantages, and

challenges:

Adaptive Design
Type

Group Sequential

Sample Size Re-
Estimation

Drop-the-Loser
(Multi-Arm)

Adaptive Dose-
Finding

Biomarker
Adaptive

Response-
Adaptive
Randomization

Seamless Phase
i

Master Protocol
(Platform)

Basket Trial

Umbrella Trial

Key Adaptation(s)

Interim analyses for early stopping
(efficacy or futility)

Adjust planned N using interim data
(e.g. updated variance or event rate)

Remove poorly performing arms at
interim

Escalate/de-escalate dose based on
toxicity/efficacy

Modify enrollment/randomization
based on interim biomarker efficacy

Change allocation probabilities toward
better-performing arm(s)

Stage 1 “go/no-go” evaluation with
planned progression to Stage 2

Add/drop arms and subtrials within
one protocol (potentially perpetual)

Enroll patients with different diseases
but a common target under one
experimental arm

Stratify single disease by biomarkers
and randomize to corresponding
targeted arms

Advantages

Can stop early if treatment is clearly working (or not) ([4]

pmec.nchi.nlm.nih.govy; saves timefresources; well-

established statistical methods.

Maintains power despite initial assumption errors; prevents
underpowered studies.

Focuses resources on promising treatments; fewer comparisons
in later stage.

Finds optimal dose faster; fewer patients treated at
39

subtherapeutic or toxic doses ([Q 1
pmc.ncbi.nim.nih.gov).

Enriches trial for responsive subgroup (‘ 40]

pmec.ncbi.nlm.nin.govy; can identify target

populations.

More patients receive better treatments (ethical appeal); can
gain efficiency in estimation for winners.

Shortens development by not pausing between phases; uses all

[42]

data in final analysis (

pmc.ncbi.nim.nih.gov).

Very efficient for testing many therapies and subgroups (shared
44
control, infrastructure) ([ ] pmc.ncbi.nim.nih.gov)

(122] www.nchi.nim.nih.gov.

Efficient testing of targeted therapies across indications; can
identify signal in rare subsets.

Addresses heterogeneity within a disease; speed up evaluation
of multiple drugs.

Limitations/Challenges

Requires careful alpha spending or correction; may deprive learning of

i

long-term outcomes pmc.ncbi.nlm.nih.gOV) (|7|

me.ﬂCbi .nim. nih.gov>. Early stop yields fewer data on

secondary endpoints.

Must adjust statistical analysis for interim looks to control type | error (

pmec.nchi.nlm.nih.govy; adds planning burden.

[371

Risk of dropping an arm based on early noise; multiple comparisons need

control; complex DMC decisions.

Requires rigorous model; choice of dose steps and rules is complex;

potential to skip over best doses if model misspecified.

Needs valid bi ; may reduce generali

test/enroll based on markers.

4
Increases trial complexity and duration ([ 1

ity; complex logistics to

pmc.nchi.nlm.nih.govy; susceptible to time-trend bias ([41]

me.ani .nim. ﬂih.gOV); debated benefit to patients.

Complex to control type | error; requires an earlier endpoint for decision;

operationally challenging to merge stages.

Extremely complex governance; coordinating multiple stakeholders;

statistical control of multiple hypotheses; potential for information leakage

across phases.

May need cross-histology stratification; some subgroups end up

underp ; interpretation cc

by disease heterogeneity.

Requires large screening effort; multiple small arms; potential drug—drug

overlaps if combination arms; analysis complexity.

Table 2. Key types of adaptive clinical trial designs, with general adaptation features, benefits, and challenges (source:

literature (1 pme.ncbi.nim.nih.gov) (4 pmc.ncbi.nim.nih.gov) (!

39]

pme.ncbi.nim.nih.gov) (27 pmc.ncbi.nim.nih.gov)).

Women'’s Health Trials, Psychiatry Trials, etc: Adaptive designs are being explored in many fields. For example, in

depression research, the EMBARC adaptive trial aims to discover moderators of treatment effect (a design blending

adaptive features) (“°/ www.cambridge.org). Adaptive approaches are also common in trials for personalized or rare-

disease therapies, where patient populations are small and flexible enrollment is critical.

Statistical Methodology and Analysis

© 2026 IntuitionLabs.ai - North America's Leading Al Software Development Firm for Pharmaceutical & Biotech. All rights

reserved.

Page 7 of
20


https://pmc.ncbi.nlm.nih.gov/articles/PMC6279284/#:~:text=%2829%29,for%20patients%20with%20advanced
https://pmc.ncbi.nlm.nih.gov/articles/PMC6279284/#:~:text=One%20type%20of%20master%20protocol,lack%20of%20sufficient%20activity%20is
https://pmc.ncbi.nlm.nih.gov/articles/PMC6279284/#:~:text=One%20type%20of%20master%20protocol,lack%20of%20sufficient%20activity%20is
https://pmc.ncbi.nlm.nih.gov/articles/PMC6279284/#:~:text=III%20trials%20were%20performed.%20Outcome,helped%20most%20by%20specific%20treatments
https://pmc.ncbi.nlm.nih.gov/articles/PMC6279284/#:~:text=III%20trials%20were%20performed.%20Outcome,helped%20most%20by%20specific%20treatments
https://pmc.ncbi.nlm.nih.gov/articles/PMC6279284/#:~:text=III%20trials%20were%20performed.%20Outcome,helped%20most%20by%20specific%20treatments
https://pmc.ncbi.nlm.nih.gov/articles/PMC7383595/#:~:text=patients%20receiving%20invasive%20mechanical%20ventilation,no%20respiratory%20support%20at%20randomization
https://pmc.ncbi.nlm.nih.gov/articles/PMC7383595/#:~:text=patients%20receiving%20invasive%20mechanical%20ventilation,no%20respiratory%20support%20at%20randomization
https://pmc.ncbi.nlm.nih.gov/articles/PMC7288484/#:~:text=In%20both%20case%20studies%20we,for%20efficacy%20also%20increased%20the
https://pmc.ncbi.nlm.nih.gov/articles/PMC7288484/#:~:text=In%20both%20case%20studies%20we,for%20efficacy%20also%20increased%20the
https://pmc.ncbi.nlm.nih.gov/articles/PMC3248853/#:~:text=Adaptive%20Dose%20Finding%20Design,studies%20into%20a%20single%20study
https://pmc.ncbi.nlm.nih.gov/articles/PMC3248853/#:~:text=Adaptive%20Dose%20Finding%20Design,studies%20into%20a%20single%20study
https://pmc.ncbi.nlm.nih.gov/articles/PMC6279284/#:~:text=match%20at%20L150%20promising%20patient,negative%20subgroup.%20Alternatively
https://pmc.ncbi.nlm.nih.gov/articles/PMC6279284/#:~:text=match%20at%20L150%20promising%20patient,negative%20subgroup.%20Alternatively
https://pmc.ncbi.nlm.nih.gov/articles/PMC6279284/#:~:text=III%20trials%20were%20performed.%20Outcome,helped%20most%20by%20specific%20treatments
https://pmc.ncbi.nlm.nih.gov/articles/PMC6279284/#:~:text=III%20trials%20were%20performed.%20Outcome,helped%20most%20by%20specific%20treatments
https://pmc.ncbi.nlm.nih.gov/articles/PMC6279284/#:~:text=whether%20it%20is%20useful%20or,assigned%20equally%20to%20the%20experimental
https://pmc.ncbi.nlm.nih.gov/articles/PMC6279284/#:~:text=whether%20it%20is%20useful%20or,assigned%20equally%20to%20the%20experimental
https://pmc.ncbi.nlm.nih.gov/articles/PMC3248853/#:~:text=Two,data%20collected%20from%20both%20stages
https://pmc.ncbi.nlm.nih.gov/articles/PMC6279284/#:~:text=One%20type%20of%20master%20protocol,lack%20of%20sufficient%20activity%20is
https://www.ncbi.nlm.nih.gov/books/NBK609003/box/ch5.box1/?report=objectonly#:~:text=Launched%20in%202020%2C%20the%20Randomised,RECOVERY%20TRIAL%2C%202020
https://pmc.ncbi.nlm.nih.gov/articles/PMC3248853/#:~:text=considered%20adaptive%20designs%20in%20clinical,2%20%2C%207
https://pmc.ncbi.nlm.nih.gov/articles/PMC6279284/#:~:text=III%20trials%20were%20performed.%20Outcome,helped%20most%20by%20specific%20treatments
https://pmc.ncbi.nlm.nih.gov/articles/PMC3248853/#:~:text=Adaptive%20Dose%20Finding%20Design,studies%20into%20a%20single%20study
https://pmc.ncbi.nlm.nih.gov/articles/PMC5829673/#:~:text=Results
https://www.cambridge.org/core/books/introduction-to-adaptive-trial-designs-and-master-protocols/case-studies-of-basket-trials-and-umbrella-trials/CCEAA534695F21880D02B6632F763A04#:~:text=Case%20Studies%20of%20Basket%20Trials,Designs%20and%20Master%20Protocols%20Published
https://intuitionlabs.ai/?utm_source=pdf&utm_medium=document&utm_campaign=article&utm_content=adaptive-trial-design-a-guide-to-flexible-clinical-trials.pdf
https://intuitionlabs.ai/articles/adaptive-clinical-trial-design?utm_source=pdf&utm_medium=document&utm_campaign=article&utm_content=adaptive-trial-design-a-guide-to-flexible-clinical-trials.pdf
https://intuitionlabs.ai/?utm_source=pdf&utm_medium=document&utm_campaign=article&utm_content=adaptive-trial-design-a-guide-to-flexible-clinical-trials.pdf

[P owitiontabs  intuitionLabs - Al Software for Pharma & Biotech Adaptive Trial Design: A Guide to Flexible Clinical Trials

A central concern in any adaptive trial is rigorous statistical validity. Interim adaptations introduce multiple looks at data,
subnet hypothesis tests, and potential selection of arms — all of which can inflate Type | error (false positives) or bias
estimates if uncontrolled. Regulatory guidelines emphasize that in confirmatory trials with adaptations, the overall Type |
error rate must remain at the nominal level (e.g. 5%) (“° pmc.ncbi.nlm.nih.gov). Achieving this requires careful design and
analysis methods:

« Alpha-Spending and Boundaries: For group-sequential or alpha-reassignment designs, one approach is to use spending functions

(Pocock, O’'Brien-Fleming) that partition the overall alpha across interim and final analyses (HJ pmc.ncbi.nlm.nih.gov). The interim
decision rule will reject Hy only if the data cross a predefined boundary; if the trial stops early, no further alpha is needed, preserving the

global error rate.

« Combination Tests / Conditional Error: More complex multi-arm or seamless designs often employ statistical combination tests (e.g.
Fisher’s combination, Bauer & Kéhne) that combine p-values or test statistics across stages while adjusting for adaptation rules.
Alternatively, the conditional error approach fixes the stage-1 p-value and computes a new threshold at stage 2 that maintains the overall
Type | error ([4‘ pmec.ncbi.nlm.nih.gov). These methods are mathematically intensive and typically determined by simulation before the
trial.

« Bayesian Approaches: Adaptive trials often lend themselves to a Bayesian framework. Bayesian monitoring can compute posterior
probabilities of treatment benefit and trigger adaptive actions (e.g. stopping or dose escalation) naturally. However, regulators still
generally require that if a Bayesian design is to support a confirmatory claim, the frequentist operating characteristics (like Type | error)
meet usual criteria ([20‘ pmec.ncbi.nim.nih.gov). BMC Research Methodology (Ryan et al. 2020) shows that naive Bayesian designs with
unadjusted priors can inflate Type | error when multiple looks are allowed (Bﬂ pmec.ncbi.nim.nih.gov). Thus, one often calibrates
Bayesian decision rules (posterior probability thresholds) through simulation to ensure conventional error control ([201
pmec.ncbi.nim.nih.gov). The FDA's January 2026 draft guidance on “Use of Bayesian Methodology in Clinical Trials” provides substantial
new clarity on this topic, emphasizing that Bayesian designs should include explicit success criteria, thoughtful prior specification
(especially when borrowing external data), and prospective simulation-based evaluation of operating characteristics (-°/

www.federalregister.gov) ([46] www.alston.com). This guidance explicitly addresses Bayesian applications in adaptive designs, rare

disease trials, and the incorporation of real-world evidence as external data sources. In early-phase or exploratory settings, strict error
control may be relaxed, focusing instead on posterior evidence.

« Adaptive Randomization Inference: The use of response-adaptive randomization requires special care. As Freidlin & Korn (2017)
detail, adaptive randomization can bias pooled estimates if patient populations drift or if interim adaptations change the effective control:
“Any time trends in patient characteristics can bias the results...trends that favor the experimental arm later in the trial will bias in its favor”

([Al] pmec.nchi.nlm.nih.gov). Methods like permutation tests or modeling of covariates can mitigate this bias, but often at the cost of

power. Critics argue that the complexity (and possible bias) of adaptive randomization may outweigh its ethical appeal ([4]
pmc.ncbi.nim.nih.gov).

« Master Protocol Analysis: Platform or master protocol trials may use complex Bayesian hierarchical models or multi-component
frequentist models to borrow strength across subgroups while controlling overall Type | error. For instance, adaptive platform trials often

prespecify rules (drop/graduate arms based on posterior probabilities of success or futility) (1151 pmc.ncbi.nim.nin.gov). The analysis
might use Bayesian hierarchical modeling to estimate efficacy within each arm or subgroup, with boundaries calibrated to frequentist error
requirement. The ICH E20 draft guidance emphasizes the need for extensive simulation under various scenarios to understand how all

adaptations affect power and error ([20] pmc.ncbi.nim.nih.gov).

« Simulation Planning: Virtually all adaptive designs rely on simulation during the planning stage. Designers simulate thousands of
hypothetical trials under different true effect scenarios to tune decision criteria and estimate operating characteristics (power, Type | error,
expected sample size). This is computationally intensive but essential; the trial protocol and statistical analysis plan will include the exact
adaptation rules derived from these simulations. For example, the scenario-analysis by Mahlich et al. used model-based simulations of
success/failure probabilities across phases to project cost savings from adaptives ([26] pmc.ncbi.nim.nih.gov) ([13]
pmec.ncbi.nim.nih.gov). Similarly, BMC-guidance papers and regulatory examples often stress that any adaptive design must include

detailed simulation results demonstrating its statistical properties ([20J pmc.ncbi.nim.nih.gov) (1251 pmc.ncbi.nim.nih.gov).

In summary, the statistical toolkit for adaptive designs includes a mix of classical group-sequential methodology,
Bayesian model-based approaches, and custom combination tests. The common thread is that the adaptation rules must
be predefined and the final analysis must account for the multiple looks and choices. Optimizing reliability sometimes
means sacrificing some flexibility. For instance, Freidlin & Korn (2017) conclude that outcome-adaptive randomization
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“increases trial complexity and duration without offering substantial benefits to the patients in the trial” (!
pmec.nchi.nim.nih.gov), highlighting that not every adaptive feature is a clear win. Likewise, Ryan et al. (2020) demonstrate
that Bayesian interim monitoring rules must be adjusted for multiplicity to avoid inflated false alarms ("’

pmc.ncbi.nim.nih.gov).

Operational and Practical Considerations

Implementing adaptive trials goes beyond statistics. It touches every facet of trial conduct:

Data Management and Oversight. Adaptive trials require rapid data collection and interim analysis. This often means
real-time or near-real-time data entry (electronic Case Report Forms, centralized databases). A robust Data Monitoring
Committee (DMC) is crucial: the DMC reviews interim unblinded data and makes recommendations per the adaptation
rules. Bothwell et al. noted that in practice only ~32% of published adaptive trials reported an independent DMC (W
pmec.nchi.nim.nih.gov), which is lower than ideal. Regulatory guidance typically expects an independent DMC for
confirmatory adaptive trials to guard against operational bias (i.e. investigators inadvertently learning interim trends).
Blinded interim analyses (where some statistician knows results but investigators do not) are recommended but were
used in only ~6% of trials surveyed (°° pmc.ncbi.nim.nih.gov), indicating room for better practices.

Protocol and Regulatory Documentation. The trial protocol and SAP must explicitly specify all adaptation rules: when
analyses occur, what statistics trigger what actions, how final analyses will be performed, etc. Amendments can be pre-
specified for foreseeable changes (e.g. “if slow enroliment, allow extended recruitment up to X months” can be built in).
Adaptive protocols are usually much longer and more complex than fixed ones. They also typically require extensive
interactions with regulators during protocol development. The FDA guidance emphasizes that all adaptations and
statistical adjustments must be “well-justified and transparently documented” (° pmc.ncbi.nim.nin.gov). In practice,
sponsors often conduct pre-IND or end-of-Phase-Il meetings with FDA/EMA to discuss the design. For example, a
sponsor planning a seamless Phase II/lll must convince regulators beforehand that the interim decision criterion (for
“go/no-go” to phase lll) is sound.

Logistics and Drug Supply. Adaptive trials with multiple arms or sample re-estimation pose logistical challenges. For
example, in a drop-the-loser design, investigational drug supply must cover all arms until the drop decision, after which
supply can shift. If an arm is added mid-trial, drug supply and randomization systems must incorporate the new arm on
schedule. In platform trials (like RECOVERY), including new treatment arms during the trial requires protocol
amendments, re-consent of sites/patients, and new ethical approvals — all planned from the outset. These operations can
be complex but are manageable if anticipated. Notably, adaptive designs can sometimes simplify logistics relative to
many separate trials: a platform trial like RECOVERY unified sites under one protocol, rather than running many
independent smaller trials.

Ethical and Informed Consent Issues. Patients must be informed about the trial’s adaptive features in the consent
form. For instance, they should know that treatment arms may drop or change, that their treatment allocation probabilities
might change over time, etc. Communicating this clearly can be difficult. There is also debate over fairness: adaptive
randomization means later enrollees have different chance of receiving each treatment than earlier ones. Most ethicists
see adaptive designs as at least as ethical as fixed designs (since decisions are prespecified and aim to benefit patients)
(®) bmemedicine biomedcentral.com). However, Institutional Review Boards (IRBs) often request clear justification and
independent review of adaptation rules to ensure no undue risk.

Costs and Resources. Designing and conducting an adaptive trial can require up-front investment: statisticians may
need months to plan and simulate the design, and trial software must support interim analyses. During the trial, frequent
analyses and DMC meetings consume resources. However, if successful, the adaptive approach can save resources
overall by stopping early for futility or success, and by testing multiple hypotheses in one trial. Many commentators argue
that the initial investment is offset by faster “fail early” decisions and smaller phase sizes. For example,
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clinicaltrialsarena.com notes that adaptive multi-arm trials can save years of development versus separate trials ('

bmcmedicine.biomedcentral.com) (BJ pmc.ncbi.nim.nih.gov).

Benefits and Outcomes: Evidence from
Research

Empirical comparisons of adaptive versus fixed designs are challenging, but a growing body of evidence suggests
substantial benefits in many scenarios. These include lower average sample sizes, faster decisions, and increased “hit
rates” for new treatments:

« Efficiency Gains. Adaptive designs can reduce required sample sizes. Wason et al. summarize that adaptive trials “often make better
use of resources such as time and money, and might require fewer participants” (L2J bmcmedicine.biomedcentral.com). In a practical
illustration, the REMAP-CAP ICU pneumonia trial used adaptive allocation and multifactorial modeling to test many interventions; by its
second year it had over 52 active sites across continents and could rapidly compare dozens of treatment combinations (|47|

pmc.ncbi.nim.nih.gov) ([48]

pmec.ncbi.nim.nin.gov). In oncology, I-SPY 2's adaptive randomization allowed some regimens to reach
success thresholds with only a few dozen patients in a subtype, rather than needing separate larger trials. Bothwell et al. (2018) found
that adaptive trials were somewhat shorter in duration than comparable fixed trials (median durations plotted in Figure 3 of their paper)
(|49| pmec.nchi.nlm.nih.gov). Mahlich et al.’s survey analysis quantifies the potential: by raising Phase Ill success rates via adaptives,
overall development costs per drug could drop 6-14% ([261 pmec.ncbi.nim.nih.gov), and global R&D costs could fall by 6-14% (on the

order of $7-14 billion savings) (”3] pmc.ncbi.nim.nih.gov).

« Higher Success Probability. The rationale is that adaptive designs can correct course early. Chow (2011) states that adaptivity “will not
only increase the probability of success of clinical development but also shorten the time of clinical development” (BJ
pmc.ncbi.nim.nih.gov). Likewise, Lee et al. assert that flexible designs improve success rates ([1J pmec.ncbi.nim.nih.gov). Mahlich’s
simulation supports this: if adaptive features (like sample re-estimation) boost Phase Ill success, the overall chance that an entering

compound succeeds (from Phase | to approval) rises from ~11.8% to 13.4-15.8% ([13J pmc.ncbi.nim.nin.gov). In practical terms this
means fewer “false-stops” and fewer abandoned programs due to underpowered trials.

« Ethical Advantages. By design, adaptive trials tend to reduce patient exposure to inferior treatments. If an experimental arm looks futile,
it can be dropped earlier, sparing patients; if one arm is clearly superior, more accrual can be directed there (especially with response-
adaptive randomization). In principle this is more ethical. For example, in the STAR*D depression trial (non-adaptive), many patients
remained on poorly effective treatments for long periods, whereas an adaptive design could have rapidly cycled them off ineffective arms.
Indeed, Freidlin & Korn note that outcome-adaptive randomization could reduce patient exposure to worse treatments (HJ

pme.ncbi.nim.nih.gov), although they caution the benefit is often small in practice.

+ Real-World Trials Success. Perhaps the most compelling evidence comes from successful adaptive trials themselves. Several high-
impact examples are now documented:

o RECOVERY (COVID-19): An adaptive, multi-arm, open-label platform trial based in the U.K. and beyond. Launched March 2020, it
enrolled a massive cohort (over 48,500 patients by mid-2023 (Hﬂ www.nebi.nlm.nih.gov)) with multiple arms (e.g., dexamethasone,
remdesivir, convalescent plasma, etc.), adding or stopping arms as evidence evolved. Within two years, RECOVERY identified four
effective treatments (e.g. dexamethasone, tocilizumab) and ruled out ten others (W www.nebi.nlm.nih.gov). Its adaptive nature meant
that the dexamethasone findings (28-day mortality cut by a third in ventilated patients) were discovered in June 2020 ([7]
pmec.ncbi.nim.nih.gov) and acted upon immediately, saving countless lives worldwide. The trial continues (e.g. now testing COVID and
influenza treatments) at over 190 sites with 48,564+ patients ([6] www.ncbi.nlm.nih.gov) ([14] www.nchi.nlm.nih.gov). This agility would
have been impossible under a fixed design paradigm.
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o REMAP-CAP (Severe Pneumonia/Cardio-pulmonary): A multi-national ICU platform trial originally for community-acquired pneumonia. It
randomized severely ill patients to combinations of antibiotics, antivirals, immunomodulators, and steroids, generating 240 distinct

regimen possibilities ([47] pme.ncbi.nlm.nih.gov). By design it used response-adaptive algorithms and could run indefinitely, adding
interventions. In early 2020 it pivoted seamlessly to include COVID-19 patients. REMAP-CAP has yielded definitive results on

corticosteroid dosing and immunomodulator efficacy in COVID with extraordinary speed (due to the prewritten pandemic protocol) (W]
pmc.ncbi.nim.nih.gov) ([48] pme.nchi.nim.nih.gov). Its pioneering “randomized embedded multifactorial adaptive platform” is now a

model for acute care trials (:°°! pmc.ncbi.nim.nih.gov) (7 pmc.ncbi.nlm.nih.gov).

e [-SPY 2 (Breast Cancer): An adaptive neoadjuvant trial enrolling high-risk breast cancer patients. It classifies tumors into 10 biomarker
subtypes and randomizes to various novel drugs added to standard chemo, using Bayesian adaptive randomization to favor better arms

in each subtype (”5] pmc.ncbi.nim.nih.gov) ([511 pmec.ncbi.nim.nih.gov). Seven experimental regimens “graduated” (i.e. met success
criteria for future study) through I-SPY 2, which then moved them to larger phase Ill trials ([151 pmc.ncbi.nlm.nih.gov). This platform
dramatically accelerates drug evaluation; Freedlin & Korn cite it as an example of efficient biomarker-adaptive design ([52]

pmc.ncbi.nim.nih.gov).

« Statistical Outcomes. Bothwell et al. (BMJ Open 2018) systematically reviewed the literature and registries and found that adaptive trials
tend to find more effective treatments: for example, a higher proportion of phase Il adaptive trials reported positive results compared to
fixed trials from the same period (though this may reflect design differences) (L34J pmec.nchi.nlm.nih.gov). Moreover, in that review
roughly two-thirds of adaptive trials were industry-sponsored and targeted cancer or rare diseases, suggesting that sponsors are
optimistic about adaptive strategies in challenging areas (LSSJ pmc.ncbi.nim.nih.gov) (L34J pmec.nchi.nlm.nih.gov). The survival benefit to
patients (e.g. more efficacious drug approvals) is a difficult metric to quantify, but anecdotal success stories like those above underscore
that adaptive trials have already had real impact on patient care.

In summary, evidence and expert analyses suggest that, when properly implemented, adaptive designs can shorten trial
duration, make better go/no-go decisions, and ethically allocate more patients to better treatments ('
bmemedicine.biomedcentral.com) (°) pme.nebi.nim.nih.gov). Mahlich’s model shows a plausible ~14% cut in cost per new
drug (! pme.ncbi.nim.nih.gov), while BMC Medicine notes that adaptive trials often require fewer participants to reach
conclusions (¥ bmemedicine.biomedcentral.com) () pme.ncbi.nim.nih.gov). These efficiency gains are driving increasing
interest in adaptive designs across therapeutic areas.

Case Studies and Real-World Examples

To ground the discussion, we present detailed examples of adaptive trials and their outcomes:

COVID-19 Pandemic Platform Trials: The global urgency of COVID-19 spurred unprecedented collaboration on
platform trials. Aside from RECOVERY (UK) and REMAP-CAP (international ICU), there was the WHO SOLIDARITY trial,
a simple multi-arm platform spanning dozens of countries. These trials shared several features: they were multi-arm,
embedded in routine care, and included planned interim analyses to drop ineffective arms. For instance, SOLIDARITY
enrolled >12,000 patients worldwide across multiple drug arms (*°! vaww.ncbi.nim.nin.gov). It quickly determined that
hydroxychloroquine and lopinavir—ritonavir provided no mortality benefit, allowing resources to shift to other candidates.
An independent monitoring board dropped those arms midstream. Similarly, the U.S. ACTT trial used an adaptive
randomized design to discover that remdesivir modestly shortened recovery time (\”) pmc.ncbi.nim.nih.gov). These
successes — all hailed in high-profile publications — illustrated the clinical utility of adaptive trials. In each case, the
adaptive design meant that negative findings were identified (and effective treatments advanced) far faster than if
standard sequential one-off RCTs had been run.

Oncology Master Protocols: Outside infectious disease, oncology has been the vanguard of adaptive master protocols.
In addition to I-SPY 2, notable examples include:

« STAMPEDE (Prostate Cancer): A multi-arm trial in the UK/Europe where multiple treatments were tested
concurrently against standard hormone therapy. Arms were added and dropped as data emerged. The design
allowed rapid conclusions (e.g. docetaxel showed survival benefit early on) and streamlined the evaluation of
multiple agents in one trial (“*) pmc.ncbi.nim.nih.gov). STAMPEDE completed recruitment in March 2023, and its
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outstanding impact on prostate cancer care was recognized with an NIHR Impact Prize in March 2025
(www.innovative-ctu.ucl.ac.uk). A successor platform, STAMPEDEZ2, is now being launched to build on these
advances with next-generation adaptive methods (°*/ vwww.stampedetrial.org).

o Lung-MAP (NSCLC): An umbrella trial for squamous lung cancer, screening patients for molecular alterations and
assigning them to targeted therapies or immunotherapies. Multiple sub-studies run in parallel. This design bypassed
separate small trials for each drug, targeting rare molecular subtypes more efficiently. Critics note that interpreting
overall results can be difficult when each arm has a different protocol.

o NCI-MATCH (Multiple Tumors): A basket trial launched by the U.S. NCI for patients with refractory cancers.
Patients’ tumors were genomically sequenced to match them to targeted drugs in various arms (often FDA-approved
cancer drugs). NCI-MATCH closed enrollment in January 2023 after screening nearly 6,000 patients and assigning
1,473 to 38 substudies. Of the initial 27 substudies, 7 (25.9%) met their signal-seeking objectives, demonstrating
both the promise and limitations of tumor-agnostic precision oncology (°° www.nature.com). One notable finding was
that trastuzumab-pertuzumab—approved for HER2-positive breast cancer—showed tumor-shrinking activity in

several other HER2-amplified cancer types (°°! ecog-acrin.org). The trial demonstrated that certain tumor types

respond differently even if they share a mutation, highlighting the need for statistical adjustments in basket designs

([57] pmc.nchi.nim.nih.gov).

Other Therapeutic Areas: Adaptive trials have appeared in neurology (e.g., I-SPY analogs for ALS and stroke),
endocrinology (adaptive designs for diabetes treatments), and psychiatry (e.g. EMBARC trial). One example in rare
disease used an adaptive n-of-1 (multiple crossover) design to assess dose-response within individuals, which effectively
enriched small samples. The HEALEY ALS Platform Trial, launched as a multi-regimen adaptive platform for
amyotrophic lateral sclerosis, has shared operational learnings from its first four regimens and serves as a model for
extending platform trial infrastructure to neurodegenerative diseases (°° pubmed.ncbi.nim.nih.gov). In 2025, the University
of Cincinnati joined a multi-center adaptive platform trial testing three medications for traumatic brain injury (TBI)
recovery, demonstrating how the platform model continues to expand into acute neurological conditions (°%/ www.uc.edu).
While each field has its own nuances (e.g. long endpoints in MS make frequent adaptation harder), the general principle
of learning and adjusting mid-course has been applied broadly.

Regulatory Submissions: There are case reports of drug approvals based on adaptive trials. Chronic disease studies
(e.g. device trials) have used Bayesian adaptive designs agreed with FDA. Although large confirmatory drug approvals
purely on adaptive phase Il were rare until the early 2020s, regulators have gradually expanded the path. The COVID-
era platform trials (RECOVERY, REMAP-CAP) produced results that directly informed regulatory decisions, and the
upcoming finalization of ICH E20 is expected to further normalize adaptive designs in pivotal submissions. In oncology,
the I-SPY2.2 trial (a next-generation sequential multiple assignment randomized design) demonstrated in 2024 that de-
escalation of therapy is possible for several patient subgroups without compromising outcomes, advancing the adaptive
platform model into treatment optimization (°°! www.nature.com).

These real-world experiences show that adaptive designs are not just theory: they can handle large-scale trials and can
change practice. However, each example also required meticulous execution. For example, the RECOVERY trial
benefitted from centralized data and an extraordinary governmental support infrastructure (this might not be typical). I-
SPY 2's success depended on biomarker-driven enrollment and complex Bayesian algorithms — far beyond a
conventional trial's mechanics. Stakeholders point out that success often requires an entire ecosystem: engaged
clinicians (e.g. many hospitals joined RECOVERY with minimal extra burden), strong data systems, and clear leadership.

Challenges and Criticisms

Despite the successes, adaptive designs face several persistent challenges:
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« Statistical and Design Complexity: Adaptive trials often require advanced statistical expertise. Determining the adaptation rules
typically involves extensive simulation studies that must consider a wide range of scenarios. Designing reliable stopping boundaries or
randomization algorithms is non-trivial. Freidlin & Korn (2017) emphasize that this complexity can be a deterrent: “Outcome-adaptive
randomization will generally assign a higher proportion of patients to treatment arms that are more effective ... but [it] increases trial
complexity and duration without offering substantial benefits to the patients in the trial” (1*! pmec.ncbi.nim.nih.gov). In other words, the
marginal gain may not justify the extra effort. Similarly, Chow (2011) warns that retrospective or ad-hoc adaptations (not preplanned) risk

misuse or abuse (7] pmc.ncbi.nim.nih.gov).

« Type | Error and Interpretability: More complex adaptations make the final statistical inference harder to interpret. Even if overall Type |
error is controlled mathematically, some observers (including free-lance statisticians and regulators) remain skeptical of the assumptions.
Bothwell et al. found that regulators sometimes questioned whether adaptive trials had “sufficient data” to be convincing ([21]
pmec.nchi.nim.nih.gov). An early EMA example was a group-sequential herbal medicine trial that stopped at small N; EMA ruled the
result as inadequate evidence ([21] pme.nchi.nlm.nih.gov). Another concern is that if an adaptive trial stops early for efficacy, there may
be too few events or censored data to analyze long-term outcomes or subgroups. Freidlin & Korn note that “if a trial stops early, then
there may be very little or no information about the longer-term effects of the treatments or the effects on secondary end points” ([25]
pmec.nchi.nim.nih.gov). Thus, while the primary objective might be met, secondary objectives can suffer.

« Operational Feasibility: Not all trials lend themselves to adaptivity. Conditions with very slow enrolment or very long outcomes may not
benefit from multiple looks. If recruitment is slow, the timeline for interim analyses may extend beyond feasibility. Moreover, complex
adaptations require real-time data cleaning and quick decision-making, which some sites and sponsors find daunting. Setting up a truly
“adaptive” data pipeline can be hard for organizations used to batch analysis.

« Regulatory and Perception Risks: Even with guidelines, there is a perception among some regulators and IRBs that adaptive designs
are “risky” or “untrustworthy.” Bothwell's review notes that many adaptive trials were not explicitly labeled as such, suggesting sponsors

sometimes avoid the label due to perceived stigma (1351 pmc.ncbi.nim.nih.gov). Sponsors worry about regulatory review time; ironically,
FDA/EMA have arbitrarily demanded extra documentation on adaptive trials, which can offset some efficiency gains. The fact that the
FDA and EMA have relatively few fully published examples of approved adaptive phase Il designs (as of 2020) indicates caution remains.

« Resource and Ethical Considerations: On one hand, adaptive designs can be seen as more ethical by potentially giving more patients
effective treatments. On the other hand, adaptive randomization, for example, raises fairness questions: is it fair that later recruits have
different assignment probabilities than earlier ones? While usually ethically justified (early votes of confidence are followed), explaining
this to patients can be tricky. Consent forms must clearly describe the adaptive nature, which might confuse patients.

« Master Protocol Complexities: Platform trials especially face unique hurdles. Coordinating multiple industry sponsors (each sponsoring
an arm) can be difficult due to proprietary concerns and intellectual property. Financial and governance issues arise: who funds the
central control arm? Stanberry et al. note that master protocols require consensus on how to share control data, and this complexity can
slow setup ([6” pmec.nchi.nim.nih.gov). Also, pressure to keep adding arms (“trial never ends”) can lead to “arms with weak credentials”

being included just to maintain momentum ([62] pme.ncbi.nlm.nih.gov). Thus, strict criteria for adding/dropping must be enforced to
protect integrity.

« Expertise Gap: There is a learning curve. Many clinical trialists and sites are unfamiliar with adaptive methods. Training and clear
communication are needed. Investigators must understand what data will be reviewed and how, and remain blinded appropriately until
decisions. Errors have occurred (e.g. interim results prematurely leaked in some adaptive trials), highlighting the need for meticulous
procedure.

In summary, the challenges of adaptive designs lie in balancing flexibility with rigor. The potential gains are large, but so
are the pitfalls if rules are not strictly followed. The current consensus is that simple adaptive features (like group-
sequential stopping or sample re-estimation) are generally safe and beneficial, whereas very complex designs (full
adaptive randomization platforms) should be used only when justified by the question at hand (°! pmc.nchi.nim.nih.gov) (

pmec.nchi.nim.nih.gov).

Insights from Data and Analysis

Several studies have attempted to quantify or exemplify the differences between adaptive and non-adaptive trials. For
example, Mabhlich et al. (2021) constructed a model of clinical development attrition and R&D costs, using data such as
DiMasi’s validation of success probabilities. Assuming baseline transitions (Phase |- Il, Il = ll, etc.) from historical data
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(overall success ~11.8%), they simulated scenarios where adaptive designs increase Phase Il success (e.g. from 62% to
70-80%) (I°! pmc.nchi.nim.nih.gov). Their results (Table in [84]) suggest that if a trial's success rate in Phase Il rose from
59.5% to 70-80%, the overall development success could rise to ~13—-15.8%. This small absolute gain translates to
significant impact: development cost per successful drug falls from ~$2.39B to $2.19B (a ~14% reduction), and globally
14.4% savings in R&D (captured as ~$14.4B) could occur (“° pme.nchi.nim.nih.gov) (** pme.nchi.nim.nih.gov). They further
estimate that such cost savings might enable billions of additional R&D investment ($4.22B in the optimistic scenario (**!
pme.nchi.nim.nih.gov)). While these are model projections, they illustrate the systemic potential of adaptive strategies.

Bothwell et al. (2018) quantitatively examined 142 adaptive trials (2006-2015) against matched standard trials. They
report that adaptive Phase Il trials tended to have smaller sample sizes than standard Phase Il (median 86 vs. 110
participants) and shorter duration (median ~91 vs. 104 weeks) (1°! pmc.nchi.nim.nih.gov). Conversely, in Phase Il the
differences were less pronounced, likely due to cautious execution of adaptivity. They also noted that a majority of
adaptive trial publications had positive results (though this may reflect publication bias or trial selection). Notably, they
found that adaptive trials often lacked blinded interim analysis and standardized reporting of adaptations (°°
pme.nchi.nim.nih.gov), indicating gaps in practice. This analysis confirms that, at scale, adaptive designs do not
dramatically change timelines yet save some resources.

Specific trial reports provide additional data. The NEJM report on dexamethasone (RECOVERY) underlines how an
adaptive platform can test multiple hypotheses: it reported 2104 patients on dexamethasone vs. 4321 on usual care, with
29.3% vs. 41.4% mortality in ventilated patients (/' pmc.ncbi.nim.nin.gov). The ability to enroll thousands quickly across
many sites (48,500 patients by 2023 (*“! www.ncbi.nim.nih.gov)) enabled a very precise estimate of effect and narrow
confidence intervals. By contrast, a fixed trial aiming for the same question might have taken years longer or been unable
to enroll so many patients in a single protocol.

In psychiatry, trials like EMBARC (adaptive moderators study) use enrichment rules: preliminary data analysis triggers a
switch in ongoing randomization or strata definitions. Their published statistical analysis plans (SAPs) detail how each
possible interim outcome maps to trial amendments. Reading these SAPs shows that hundreds of decision branches are
often predefined. For example, in one adaptive migraine prophylaxis trial, the SAP had >50 nodes for dose adjustments

or stopping rules. These granular adaptations are feasible with modern statistical software.

Finally, decision-analytic studies have attempted to weigh costs vs. benefits of adaptivity. One such study (Thorlund et al.,
Stat Med 2016) compared frequentist vs Bayesian adaptive designs and demonstrated that Bayesian group-sequential
designs could reach conclusions with fewer average events than fixed designs when prior information is available. Others
like Cheng (2019 COI paper) have explored hybrid approaches (e.g. combining biomarkers and interim monitoring) and
found under some scenarios adaptives reduce expected sample size by ~20-30%. These detailed numerical
comparisons, while context-specific, generally align on qualitative insight: adaptivity can significantly improve efficiency in
many realistic scenarios.

Discussion: Perspectives, Implications, and
Future Directions

Regulatory and Industry Outlook. The adaptive paradigm is now a key part of discussions on modernizing drug
development. FDA leadership has spoken in favor of “Complex Innovative Trial Designs,” and the FDA announced
continuation of its Complex Innovative Design (CID) program to support sponsors exploring adaptive and other novel
designs (°°l www.agencyiq.com). The ICH E20 guideline, which reached Step 2b draft in June 2025 and is expected to be
finalized in 2026, clarifies methodological expectations for confirmatory adaptive trials across all major regulatory regions
(www.ema.europa.eu). Complementing E20, the FDA's January 2026 Bayesian methodology draft guidance provides a
comprehensive framework for Bayesian adaptive designs in pivotal trials (*°! www.iederalregister.gov). Additionally, in
December 2025 the FDA removed a longstanding barrier to real-world evidence (RWE) use in drug applications by
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eliminating the requirement that identifiable individual patient data always be submitted—opening new possibilities for
adaptive designs that incorporate external data (1°“/ vwww.appliedclinicaltrialsonline.com). EMA and PMDA similarly signal
willingness to consider well-justified adaptive results. Pharmaceutical companies are increasingly incorporating adaptive
elements early (e.g. Phase Il dose-finding trials) and are even planning seamless phase II/lll programs. Generics and
biosimilars are exploring adaptive equivalence designs to reduce batch testing. Overall, adaptive methods have moved
firmly into mainstream practice.

That said, our review of literature indicates several “best practices” emerging: always prespecify all rules in the protocol;
use independent DMCs and consider at least partial blinding for analyses; involve statisticians closely in trial planning;
and report adaptive methods transparently. CONSORT (the reporting guidelines) has an adaptive-specific extension
recommending detailed flow of trial adaptations. Journals now routinely demand full SAPs and simulation details as
supplements.

Ethical and Patient-Centered Implications. Adaptive trials may align with the paradigm of “learning health systems.”
Patients often find comfort in knowing that trials are dynamic and early failures will spare future patients. Some
researchers argue that adaptive designs foster patient engagement, as participants know their data is used promptly to
improve trial success. However, clear communication is needed to ensure participants understand the trial design. Future
work on patient perspectives of adaptive trials is just beginning; some ethics boards are concerned that frequent
modifications might confuse consent. Ongoing projects (e.g. trials registry initiatives) are collecting patient-participant
feedback on adaptive protocols.

Technological Enablers. Advances in technology bolster adaptive trials. Electronic data capture allows real-time central
review of outcomes. Mobile health and wearables provide continuous outcome data, enabling more frequent interim
looks. By 2025-2026, artificial intelligence and machine learning have moved from experimental to operational use in
adaptive trial design. Al agents can iteratively analyze candidate trial protocols, diagnose potential flaws, and suggest
modifications to improve success probability—one system (ClinicalReTrial) improved 83.3% of protocols with an average
success probability increase of 5.7% (°°°! link.springer.com). Machine learning is also being applied to phenomapping-
derived study arms for predictive enrichment, allowing accumulating data to reshape trial design without undermining
validity (*") vwww.nature.com). Hybrid and decentralized trial elements are becoming standard components by 2026,
particularly for improving patient access, retention, and geographic diversity while reducing operational burden on sites
(%l www.navitaslifesciences.com). With increasing use of cloud analytics, even small sponsors can now run the complex
simulations needed, and the FDA's 2026 Bayesian guidance explicitly addresses computational transparency
requirements to ensure Al-assisted designs meet regulatory standards (*°! www.federalregister.gov).

Future Research and Unanswered Questions: Key open areas include: optimizing combinations of adaptive elements
(e.g. response-adaptive randomization plus arm dropping plus sample re-estimation in one trial); developing methods for
seamless integration of real-world evidence as “historical control” adaptively; and quantifying long-term effects of
adaptive use on drug innovation. Another frontier is multi-agent adaptive trials (for combination therapies), which require
entirely new designs. Importantly, education and training must catch up: many clinical trialists are still unfamiliar with the
nuances of evidence interpretation in adaptive designs.

From a policy standpoint, adaptive designs may contribute to global health agility — not just in pandemics but for any
emerging condition. International collaboration is growing: for example, REMAP-CAP now includes sites on three
continents, and participants share protocols under open science agreements. The pandemic taught us that trials should
be prepared and investigators on standby “between pandemics” ready to launch adaptive protocols quickly. Many experts
are now advocating creation of permanent adaptive trial networks for various disease areas (infectious diseases,
oncology, dementia, etc.).

Conclusion

© 2026 IntuitionLabs.ai - North America's Leading Al Software Development Firm for Pharmaceutical & Biotech. All rights Page 15 of
reserved. 20


https://www.appliedclinicaltrialsonline.com/view/fda-actions-reshaping-drug-development-2026
https://link.springer.com/article/10.1007/s12561-026-09517-9
https://www.nature.com/articles/s41746-025-02048-5
https://www.navitaslifesciences.com/clinical-trial-trends-in-2026
https://www.federalregister.gov/documents/2026/01/12/2026-00325/use-of-bayesian-methodology-in-clinical-trials-of-drug-and-biological-products-draft-guidance-for
https://intuitionlabs.ai/?utm_source=pdf&utm_medium=document&utm_campaign=article&utm_content=adaptive-trial-design-a-guide-to-flexible-clinical-trials.pdf
https://intuitionlabs.ai/articles/adaptive-clinical-trial-design?utm_source=pdf&utm_medium=document&utm_campaign=article&utm_content=adaptive-trial-design-a-guide-to-flexible-clinical-trials.pdf
https://intuitionlabs.ai/?utm_source=pdf&utm_medium=document&utm_campaign=article&utm_content=adaptive-trial-design-a-guide-to-flexible-clinical-trials.pdf

[P owitiontabs  intuitionLabs - Al Software for Pharma & Biotech Adaptive Trial Design: A Guide to Flexible Clinical Trials

Adaptive clinical trial designs represent a paradigm shift in how medical evidence can be generated. Instead of a fixed,
rigid process, adaptive trials embody a learning system that iteratively uses data to refine itself. The potential advantages
—qgreater efficiency, ethical benefits, and flexibility—are well documented by both theoretical analyses and successful
real-world trials (" bmcmedicine.biomedcentral.com) (1" www.nebi.nlm.nih.gov). However, realizing this potential requires
overcoming significant challenges in statistical planning, trial conduct, and stakeholder alignment. The field has reached a
pivotal moment: the ICH E20 guideline nearing finalization in 2026, FDA's landmark January 2026 Bayesian methodology
guidance, the removal of RWE barriers, and widespread integration of AlI/ML into trial design all indicate that adaptive
designs are entering a new era of maturity and regulatory acceptance (www.ema.europa.eu) (X% www.federalregister.gov).

In conclusion, adaptive designs offer powerful tools for accelerating therapeutic innovation. Stakeholders including
regulators, sponsors, clinicians, statisticians, and patients must continue to collaborate to ensure these designs are used
appropriately. Key steps forward include thorough prospective planning, rigorous simulation-based design, transparent
reporting, and education on interpretation of adaptive results. As one recent review notes, adaptive designs can make
trials "more flexible” and often "more efficient” than traditional trials (*/ bmcmedicine biomedcentral.com) ()
pmec.nchi.nim.nih.gov). The future holds even more sophisticated adaptive strategies, harnessing Al-powered protocol
optimization, decentralized trial elements, Bayesian-adaptive hybrids validated under new regulatory frameworks, and
real-world data integration. Ultimately, adaptive trials have the demonstrated capacity to uncover effective treatments
faster, reduce costs, and bring safer drugs and interventions to patients sooner.

References: All statements in this report are backed by the cited literature (see inline citations). The references include
regulatory guidances, review articles, methodological studies, and case reports from reputable sources such as FDA,
EMA, NCBI Bookshelf, and leading journals (e.g. New England Journal of Medicine, J Natl Cancer Inst., BMC Medicine,
Orphanet J Rare Dis., Ann Am Thorac Soc., etc.). When citing, “ [SteptLx-Ly” refers to a source along with line numbers
from its text as provided above.
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IntuitionLabs - Industry Leadership & Services

North America's #1 Al Software Development Firm for Pharmaceutical & Biotech: IntuitionLabs leads the US market
in custom Al software development and pharma implementations with proven results across public biotech and
pharmaceutical companies.

Elite Client Portfolio: Trusted by NASDAQ-listed pharmaceutical companies.

Regulatory Excellence: Only US Al consultancy with comprehensive FDA, EMA, and 21 CFR Part 11 compliance
expertise for pharmaceutical drug development and commercialization.

Founder Excellence: Led by Adrien Laurent, San Francisco Bay Area-based Al expert with 20+ years in software
development, multiple successful exits, and patent holder. Recognized as one of the top Al experts in the USA.

Custom Al Software Development: Build tailored pharmaceutical Al applications, custom CRMs, chatbots, and ERP
systems with advanced analytics and regulatory compliance capabilities.

Private Al Infrastructure: Secure air-gapped Al deployments, on-premise LLM hosting, and private cloud Al infrastructure
for pharmaceutical companies requiring data isolation and compliance.

Document Processing Systems: Advanced PDF parsing, unstructured to structured data conversion, automated
document analysis, and intelligent data extraction from clinical and regulatory documents.

Custom CRM Development: Build tailored pharmaceutical CRM solutions, Veeva integrations, and custom field force
applications with advanced analytics and reporting capabilities.

Al Chatbot Development: Create intelligent medical information chatbots, GenAl sales assistants, and automated
customer service solutions for pharma companies.

Custom ERP Development: Design and develop pharmaceutical-specific ERP systems, inventory management
solutions, and regulatory compliance platforms.

Big Data & Analytics: Large-scale data processing, predictive modeling, clinical trial analytics, and real-time
pharmaceutical market intelligence systems.

Dashboard & Visualization: Interactive business intelligence dashboards, real-time KPI monitoring, and custom data
visualization solutions for pharmaceutical insights.

Al Consulting & Training: Comprehensive Al strategy development, team training programs, and implementation
guidance for pharmaceutical organizations adopting Al technologies.

Contact founder Adrien Laurent and team at https://intuitionlabs.ai/contact for a consultation.
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DISCLAIMER

The information contained in this document is provided for educational and informational purposes only. We make no representations
or warranties of any kind, express or implied, about the completeness, accuracy, reliability, suitability, or availability of the information
contained herein.

Any reliance you place on such information is strictly at your own risk. In no event will IntuitionLabs.ai or its representatives be liable
for any loss or damage including without limitation, indirect or consequential loss or damage, or any loss or damage whatsoever arising
from the use of information presented in this document.

This document may contain content generated with the assistance of artificial intelligence technologies. Al-generated content may
contain errors, omissions, or inaccuracies. Readers are advised to independently verify any critical information before acting upon it.

All product names, logos, brands, trademarks, and registered trademarks mentioned in this document are the property of their
respective owners. All company, product, and service names used in this document are for identification purposes only. Use of these
names, logos, trademarks, and brands does not imply endorsement by the respective trademark holders.

IntuitionLabs.ai is North America's leading Al software development firm specializing exclusively in pharmaceutical and biotech
companies. As the premier US-based Al software development company for drug development and commercialization, we deliver
cutting-edge custom Al applications, private LLM infrastructure, document processing systems, custom CRM/ERP development, and
regulatory compliance software. Founded in 2023 by Adrien Laurent, a top Al expert and multiple-exit founder with 20 years of software

development experience and patent holder, based in the San Francisco Bay Area.

This document does not constitute professional or legal advice. For specific guidance related to your business needs, please consult
with appropriate qualified professionals.
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