
Case Study

A mid-sized biologics organization was approaching a pivotal Biologics License Application 
(BLA) submission for its lead Phase 3 monoclonal antibody program. The CMC package was 
exceptionally complex, with multiple late-stage development activities running concurrently. 
While the company possessed a clear scientific and regulatory thesis, it lacked the internal 
bandwidth to absorb the crushing operational burden that follows a formal BLA filing.

The period post-submission demands rapid management of layered FDA Requests for 
Information (RFIs), evolving analytical and quality agency expectations, and the execution of 
high-stakes contingency workflows if a response cycle stalls. The client required a deeply 
technical partner capable of executing at both the strategic and operational levels — holding 
regulatory direction steady while managing the intensive data verification and documentation 
workstreams required to secure a clean approval.

The multi-month window spanning initial BLA submission through final agency approval is 
inherently high-risk, and this program hit nearly every potential pressure point. Following the 
initial BLA submission in July 2022, the program drew sustained, rigorous FDA scrutiny across 
all CMC, analytical, and quality dimensions. When the PDUFA date arrived in May 2023, the 
FDA issued a Complete Response Letter (CRL), placing the client on a compressed, high-stakes 
remediation clock.

The critical complexities included:

Multidisciplinary Deficiencies: The CRL mandated immediate remediation across a broad matrix 
of technical areas, including analytical method robustness, specification boundaries, validation 
protocols, and historical supporting documentation.

Sustained RFI Pressure: Agency questions arrived on an aggressive cadence that required 
technically authoritative, data-backed responses within tight windows, leaving zero margin for 
internal communication gaps.

Resource Caps & Timeline Compression: The client’s internal team was stretched thin, 
particularly in regulatory authoring and cross-functional program coordination. Any disconnect 
between technical execution, quality oversight, and regulatory translation would cause 
immediate review-cycle delays or additional agency questions.
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How Syner-G’s integrated CMC, analytical, quality, and regulatory team carried a mid-sized biologics 
organization through BLA submission, FDA Requests for Information (RFI), Complete Response Letter 
(CRL) remediation, and a successful on-schedule resubmission that delivered FDA approval.

From CRL to Approval: End-to-End BLA  
Lifecycle Support for a Phase 3 Biologic Program
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The Syner-G Solution
Syner-G embedded an integrated, cross-functional team spanning CMC development, 
regulatory affairs, analytical development, and quality assurance. Rather than working in isolated 
functional silos, the Syner-G team operated in parallel across disciplines. This ensured that 
regulatory updates, analytical data packages, and quality system documentation evolved in a 
highly coordinated, internally consistent manner. A hallmark of the engagement was absolute 
operational responsiveness: Syner-G implemented an on-call rapid-response model for 
FDA inquiries that consistently delivered fast-turnaround RFI responses, maintaining agency 
confidence throughout the review cycles.
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Case StudyFrom CRL to Approval: End-to-End BLA Lifecycle 
Support for a Phase 3 Biologic Program

In the CMC and analytical space, Syner-G strengthened method development and 
lifecycle management across the entire product dossier. Technical contributions included:

Advanced Method Characterization: Authoring Antibody-Dependent Cellular 
Phagocytosis (ADCP) bioassay protocols, establishing icIEF peak identification and 
classification strategies, and validating UV-based protein concentration methods.

Method Finalization & Quality Control: Implementing and trending key release and 
stability analytical methods, including ELISA potency, cell-based potency, residual  
Protein A, and sub-visible particulate analysis.

Program & Logistics Oversight: Managing the end-to-end stability and reference  
standard programs, which involved tight sample logistics coordination, protocol 
compliance reviews, trend analyses, and the thorough investigation of out-of-trend  
(OOT) and excursion results.

On the quality side, Syner-G took hands-on ownership of the change control processes 
and supported the implementation of updated specifications for the drug substance, drug 
product, and reference standards. The team directly addressed complex technical hurdles, 
including extractables and leachables (E&L) profiles, sterile filtration time constraints, 
and media fill strategies. Additionally, Syner-G provided quality oversight for cell bank 
programs, in-use stability studies, and transport validation, while directly managing 
CDMO-focused FDA inquiries.

On the regulatory side, Syner-G led the authoring and verification of all Module 3 content. 
Following the CRL issuance in May 2023, the team authored the deficiency briefing book, 
compiled the full resubmission data package, and conducted targeted BLA author training 
in August 2023 to align all cross-functional stakeholders ahead of the final filing.

The engagement delivered the ultimate milestone that matters most to 
investors and patients alike: a timely FDA approval for a program that had 
faced severe regulatory headwinds.

On-Schedule Commercial Enablement: The complete BLA resubmission was 
achieved precisely on schedule despite the intense technical complexity of 
the CRL deficiencies, delivering a meticulously updated Module 3 package.

Maintained Agency Confidence: Every FDA RFI was treated as a highest-
priority event. Syner-G’s rapid-response on-call model minimized review-
cycle delays and held regulatory momentum steady.

Incremental Dossier Hardening: The regulatory dossier emerged from the 
remediation process significantly stronger than its initial state, featuring 
reinforced data consistency, robust analytical specifications, and enhanced 
inspection readiness across both drug substance and drug product.

Internal Resource Insulation: The integrated delivery model absorbed 
the immense operational burden of the CRL, allowing the client’s internal 
leadership team to focus entirely on commercial launch preparation  
and corporate strategy.

July 2022 — Initial BLA submitted 
to the FDA, with Syner-G providing 
Module 3 (CMC) authoring and 
verification.

May 2023 — PDUFA date reached 
and Complete Response Letter 
issued. CRL remediation begins 
immediately, while continuous RFI 
support is maintained in parallel.

May to August 2023 — CRL 
deficiency remediation runs across 
CMC, analytical, quality, and 
regulatory workstreams, with each 
response cycle used to strengthen 
the broader dossier.

August 2023 — BLA author training 
conducted and cross-stakeholder 
alignment confirmed ahead of 
resubmission.

October 2023 — BLA successfully 
resubmitted on the target timeline, 
supported by fully updated Module 3 
documentation.

April 2024 — FDA approval 
received, completing the program 
arc from initial submission through 
commercialization readiness.

For mid-sized biotech and biopharmaceutical 
companies, the window from BLA submission 
through agency approval is where internal 
resource capacity and external regulatory 
expectation diverge most sharply. This 
engagement illustrates how a technically 
experienced, deeply embedded consulting 
partner can serve as a genuine force 
multiplier in that window: bridging capability 
gaps, accelerating response timelines, 
and continuously improving the quality of 
the regulatory package. Syner-G’s ability 
to combine execution-level delivery with 
strategic oversight allowed this client to 
navigate the full complexity of the BLA 
lifecycle with confidence and ultimately 
achieve FDA approval on a program where the 
path forward was anything but guaranteed.

Timeline
Technical & Analytical Development Support

Rigorous Quality Assurance & Regulatory Remediation


