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~Turning a Potential BLA Crisis Into

Compliance Success: BioData's Evidence Backed
ADA Strategy Wins Regulatory Approval
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SUCCESS HIGHLIGHTS

m Avoided a Multi Year Clinical Trial Repeat

X % () BioData's targeted ADA and NAD revalidation strategy fully
<58 addressed the agency's concerns, eliminating the need for a costly,
multi year clinical trial rerun.

Achieved Regulatory Acceptance & On Time Approval

The reconstructed immunogenicity dataset was accepted without
issue, maintaining global regulatory alignment and keeping the
therapy on track for timely approval and patient access.

Delivered Major Time & Cost Savings Through Integrated Expertise

By combining scientific, regulatory, and operational oversight, BioData
preserved the integrity of the original clinical program and prevented
substantial financial and operational burden.
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EXECUTIVE SUMMARY
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During a multiagency BLA review, a regulatory agency determined that the sponsor's immunogenicity
validation package lacked sufficient ADA data and recommended repeating an arm of the clinical trial - a
requirement that would have delayed approval by years, introduced major financial burden, and restricted
timely patient access to address unmet medical need. BioData Solutions was engaged to diagnose the
root scientific issue, interpret the regulatory rationale, and develop a defensible alternative approach.

Using its combined bioanalytical expertise, regulatory strategy, and operational oversight, BioData
conducted a forensic analysis of the validation package, identified the underlying deficiency, and proposed
a targeted ADA revalidation strategy. BioData negotiated this path with health authorities, oversaw NAb
testing and ADA revalidation per stricter regulatory guidelines, and supported the updated submission.
This integrated solution preserved scientific integrity, satisfied regulatory requirements, avoided a clinical
trial repeat, and enabled on time approval — saving the client significant time, cost, and risk.

BACKGROUND & CONTEXT

The client, a global biopharmaceutical company,
advanced a biologic therapy to Biologics License
Application (BLA) submission across several health
authorities, including the US FDA, Health Canada,

and the EMA. While the overall submission aimed to
secure coordinated global approval, one regulatory
agency raised a pivotal concern that diverged from
other agencies' feedback: the antidrug antibody (ADA)
assay validation lacked sufficient rigor to support
immunogenicity interpretation.

Specifically, the regulatory agency requested that

the sponsor repeat a clinical trial arm using a newly
validated ADA assay and include a neutralizing antibody
(NAb) assay for confirmed positives. This requirement
introduced a major regulatory barrier, threatening
approval timelines, financial stability, and patient
access. Given the cross-agency inconsistencies and
the scientific complexity of immunogenicity validation,
the sponsor needed an integrated team capable of
addressing both the scientific root cause and the
regulatory expectations driving the objection.

BioData was engaged to interpret scientific and
regulatory concerns, determine the path forward, and
oversee scientific integrity of the validated assays (ADA
and NAb). Additionally, BioData oversaw the reanalysis
of samples from screening through titer followed

by analysis in the NAb assay for confirmed positive
samples. The team worked with the client to draft a
response to the objection preventing a costly clinical
trial rerun.
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THE CHALLENGE AND POTENTIAL RISK

One regulatory agency concluded that the
immunogenicity package did not sufficiently
characterize immunogenicity risk, driven by deficiencies
in ADA validation - particularly the positive control
strategy. The recommendation to repeat a clinical trial
arm was significantly more stringent than feedback
from other health authorities, creating global regulatory
misalignment.

Repeating the trial would have resulted in multiyear
delays, substantial costs, and potential disruption

of global approval pathways. Moreover, insufficient
immunogenicity validation risked triggering additional
concerns from other agencies, including label
restrictions or requirements for new data. Most
importantly, patients waiting for therapy would face
prolonged delays.

To avoid these consequences, the client required a
scientifically robust and regulatorily defensible solution
— one capable of addressing the regulatory agency's
concerns without repeating clinical work. This challenge
demanded a unique combination of scientific depth,
regulatory fluency, and operational oversight.
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APPROACH AND SOLUTION

BioData implemented a multi disciplinary, integrated
strategy that combined scientific investigation,
regulatory communication, and operational execution.

1. Forensic Assessment of Immunogenicity Data and
Validation Strategy

BioData conducted a detailed review of ADA validation

data, assay design, controls, and documentation. This

analysis revealed that the existing positive control

strategy was insufficient, forming the core scientific

concern behind the regulatory agency's objection.

2. Development of a Targeted, Scientifically Sound
Alternative
Rather than repeat a clinical trial arm, BioData proposed
a focused ADA revalidation using an appropriate
positive control, directly addressing the scientific
gap while maintaining the integrity of clinical data.
Additionally, BioData oversaw the implementation of a
NAb assay for confirmed positive samples to support
the validity of interpreting immunogenicity data. This
approach resolved the core issue without requiring
patient-level data regeneration.
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3. Regulatory Negotiation and Communication
BioData drafted multiple rounds of regulatory
communication, articulating a clear rationale for
revalidation, outlining the proposed plan, and
addressing potential agency risk considerations.
Through precise, evidence-based negotiation,

BioData secured regulatory agency agreement to the
revalidation approach - an outcome unlikely without an
expert regulatory strategy.

4. Oversight of ADA and NAb Reanalysis in the EU
Once aligned with the regulatory agency, BioData
identified and audited an academic laboratory capable
of performing the requested NAb assay. BioData
ensured that the laboratory met regulatory and
scientific compliance, closely monitored execution, and
confirmed adherence to validation expectations.

5. Support for Updated Regulatory Submission
BioData organized new data, drafted updated
responses, and integrated results into the
immunogenicity assessment - ensuring the regulatory
agency received a clear, cohesive, and regulatorily
aligned package.

This cohesive, end-to-end solution demonstrated

BioData's strength as a single, integrated partner across
scientific, regulatory, and operational domains.

From Trial Rerun to Timely Approval

THE CHALLENGE
Regulatory Agency
Demands Trial Rerun

THE SOLUTION
Targeted Revalidation
Strategy

THE IMPACT
Approval Secure,
Millions Saved
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Insufficient immunogenicity data
validation threatened to delay
approval by years and cost millions.

BioData proposed and negotiated a
focused revalidation of the ADA assay
and inclusion of a validated NAb
assay, addressing the scientific issue

The intervention eliminated
the need for a costly trial, secured
on-time regulatory agency approval,
and accelerated patient access.

without new clinical work.
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RESULTS & IMPACT

BioData's intervention transformed the regulatory
agency's initial position — from requiring a repeat
clinical trial arm to accepting a focused ADA revalidation
and reanalysis and NAb analysis. This shift:

* Eliminated the need for a multiyear, multimillion dollar
clinical trial repeat

* Preserved the integrity of the original clinical program
* Maintained global regulatory alignment

* Enabled timely approval with the respective health
authority

* Accelerated patient access to the therapy
* Significantly reduced financial and operational burden

The revalidated immunogenicity data were accepted
without issue, demonstrating that the targeted,
scientifically justified strategy, fully satisfied the
regulatory agency's requirements.

This outcome illustrates BioData's ability to resolve
complex bioanalytical and regulatory challenges
through a unified, cross-functional approach —
something not typically achievable through fragmented
vendor models.

ABOUT THE TEAM

BIODATA

SOLUTIONS

Powered by Red Thread

LESSONS LEARNED / KEY TAKEAWAYS

1. Early immunogenicity strategy alignment is essential.
Gaps in ADA validation can trigger major regulatory
objections late in development.

2.Regulatory expectations differ across agencies.
Expert interpretation is crucial to avoid conflicting
global requirements.

3.Regulatory communication matters. Clear, evidence-
based negotiation can meaningfully influence agency
decisions.

4.Targeted revalidation could be a viable alternative
to clinical trial repetition. With strong scientific
justification, regulators may consider focused
solutions.

5.Integrated oversight improves regulatory confidence
and accelerates resolution. BioData's scientific,
regulatory, and operational roles ensured high-
quality reanalysis and prevented delays caused by
fragmented scientific and regulatory workflows.

BioData Solutions brings together a multidisciplinary team of senior scientists, regulatory strategists, and
bioanalytical experts with decades of combined experience across small molecules, biologics, hybrid modalities,
and cell and gene therapies. Our advisors have led assay strategy, method development, validation planning,
statistical modeling, and regulatory interactions from discovery through IND, BLA, and global clinical programs—
ensuring decisions are scientifically defensible and aligned with agency expectations. With deep expertise spanning
LCMS/MS, LBA, immunogenicity, biomarkers, complex cell based methods, and advanced statistical approaches,
BioData provides end to end support that strengthens data quality, accelerates program readiness, and enhances
submission success. Together, our team helps sponsors integrate science, data, and regulatory strategy early to

deliver cohesive, inspection ready packages.

Learn more about our team's expertise at: https://www.bdatasolutions.com/about/
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