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Executive Summary

Despite the FDA’s introduction of expedited pathways and interactive submission tools (like
eSTAR and eCTD 4.0), the industry is witnessing a paradoxical trend: decreasing success rates
for first-time filings. As of early 2026, data suggests that while "eventual" approval rates remain
high (over 90%), the percentage of applications that clear the "First Cycle" of review without a
Complete Response Letter (CRL) or Refusal to File (RTF) has become increasingly volatile. For
novel drugs, CRL rates have climbed from approximately 5% in 2015 to 21% in 2024,
effectively tripling the friction for initial market entry.

1. The Statistical Shift: The "First Cycle" Gap

The "First-Cycle Approval Rate" is the gold standard for regulatory efficiency. However, a
widening gap has emerged between novel agents and generic applications:

*  Novel Drugs (NDAs/BLAs): While 2023 saw a peak of 84% first-cycle approvals, 2024
and 2025 have seen a reversion to the mean, with CRL rates trending upward.

*  Generics (ANDAs): The disparity is stark. In FY 2023, the first-cycle approval rate for
generics was a mere 18.9% , compared to over 80% for novel drugs.

. The Refusal Surge: The FDA issued over 200 "Refuse to File" (RTF) notifications to the
Center for Drug Evaluation and Research (CDER) over the last decade, indicating that
many dossiers are failing before the review even begins.

2. Root Causes of First-Time Failure

The decline in first-time success is rarely due to a "bad product." Instead, it is driven by three
primary categories of deficiency:

A. Scientific & Technical Deficiencies (84.5% of RTFs)



A cross-sectional study of RTF letters found that the vast majority of rejections are due to
fundamental scientific gaps:

. CMC (Chemistry, Manufacturing, and Controls): 19.4% of refusal reasons relate to
drug quality and manufacturing consistency.

*  Clinical Efficacy & Safety: Collectively account for 30.4% of rejections. Often,
sponsors fail to follow specific advice given by the FDA during pre-submission meetings
regarding trial design.

B. The "Administrative" Wall (Refusal to Accept)

In the medical device sector (510(k)), approximately 60% of submissions are rejected during
the initial administrative review, known as "Refuse to Accept" (RTA). Common triggers
include:

*  Incomplete or disorganized documentation.
*  Weak or misaligned predicate device selection.

e Missing cybersecurity or software traceability documentation.
C. The Complexity of Combination Products

As the industry moves toward drug-device combinations (e.g., pre-filled injectors), the success
rate drops. These products must satisfy two different FDA centers (CDRH and CDER), each with
distinct evidentiary philosophies.

3. The Economic Impact of a CRL

A "failed" first filing is not just a delays; it is a financial catastrophe for small-to-mid-sized firms:
e  Timeline Extension: A CRL typically adds 6 to 12 months to the approval timeline.

*  Burn Rate: For a biotech company, a one-year delay can cost between $10M and $50M
in additional clinical trials, lost market exclusivity, and operational burn.

*  Investor Sentiment: First-time rejections often lead to significant drops in valuation, as
they signal potential "execution risk" in the management team.

4. Strategic Recommendations: Reversing the Trend

To achieve first-cycle success in 2026, firms must adopt a "Day Zero" compliance mindset:

1. Strict Adherence to Pre-Sub Advice: 26% of RTF letters specifically cite advice that the
sponsor ignored or failed to address.



2. Utilize Structured Templates (eSTAR/eCTD 4.0): Leveraging the FDA's interactive
templates reduces the risk of missing administrative elements that trigger an RTA/RTF.

3. Human-in-the-Loop AI Audits: Use Al tools to cross-reference the dossier against
current FDA guidance and historical CRL triggers before hitting "submit."
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