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Executive Summary

The U.S. Department of Health and Human Services (HHS) has launched Operation
TrialBlazer, a coordinated, multi-agency initiative to accelerate clinical trials, reduce

regulatory friction, and restore U.S. leadership in early-stage drug development. ’

Key expected outcomes:
1. 6—12 month reduction in early-stage development timelines 2
2. Introduction of more flexible regulatory pathways
3. Greater reliance on collaborative development models (e.g., QRIs)

4. Increased use of modern trial designs and data sources

Bottom line: This is a structural shift in how drugs move into the clinic, not an

incremental policy change. Early adopters will gain a meaningful competitive advantage.

What's Changing
1) Accelerated IND Pathway
» New Expedited IND pilot program
» Enables rolling IND submissions
» Encourages collaboration with Qualified Research Institutions (QRIs) 2

Impact: Faster transition from discovery — first-in-human trials
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2) Reduced Early-Stage Regulatory Burden
» Clearer phase-appropriate requirements (especially CMC)
» Elimination of unnecessary early-stage data submissions 2

Impact: Lower cost, reduced delays, fewer clinical holds

3) Flexible Evidence Standards
In some cases: 1 pivotal trial + confirmatory evidence may support approval ’

Impact: Smaller, faster late-stage programs

4) Modernized Trial Design & Data Use
Increased use of:

» Adaptive trials

» Real-world data (RWD)

» Al-enabled approaches

» Integration with EHRs to improve patient matching 3

5) Ecosystem-Level Reform
FDA, NIH, ONC, ARPA-H all involved
Focus on:

» Trial activation

» Patient recruitment

» Data integration
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This is a system redesign, not just regulatory reform.

Strategic Implications for Clients

Speed becomes a primary competitive lever
» Faster IND — faster value inflection

» Improved capital efficiency and IRR

Shift from “data volume” — “design quality”
Greater emphasis on:

» Trial design rigor

» Biomarkers

» Statistical strategy

U.S. trial activity likely to rebound

Explicit policy goal: bring early-phase trials back to the U.S. #

Collaboration becomes mandatory
New model requires:
» Sponsor + QRI + regulator alignment

» Siloed development models will underperform
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Emerging tradeoff: speed vs. evidence
Increased flexibility may introduce:
» Regulatory uncertainty

» Scrutiny around evidentiary standards

Spotlight: Qualified Research Institutions
What the policy says
QRIs include:

» Academic medical centers

» CROs

» Research-enabled healthcare systems

They will partner with sponsors to co-develop INDs using rolling submissions 2

Critical nuance for clients
There is currently no formal FDA designation or certification process for QRIs

Implication: QRI status is capability-based, not label-based (yet)

Practical Guidance: How to ldentify QRI-Ready Partners
1) Regulatory Integration Capability (most important)
Proven experience:

» Supporting IND submissions

» Engaging with FDA
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Ability to contribute to:
» CMC strategy
» Nonclinical planning

» Clinical protocol design

2) Early-Phase Development Infrastructure
Phase 1 / first-in-human capability
Integrated clinical + regulatory teams

Ability to support rolling IND workflows

3) Collaboration Readiness
Willingness to:
» Co-develop IND packages
» Engage before submission

» Experience in multi-party development models

Red Flags
» Execution-only sites (no regulatory input)
» No early-phase experience

» Siloed clinical and regulatory teams
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Regulatory Readiness

What sponsors must do differently
1) Early FDA engagement is essential
Sponsors can: engage FDA at any stage of IND development °
Request a pre-IND meeting to:
» Clarify requirements
» Align development plans

» Reduce risk of clinical holds ©

2) Pre-IND meeting = critical gating step
Used to align on:

» Nonclinical requirements

» CMC expectations

» First-in-human study design

Requires: Formal request

Detailed briefing package including:
» CMC
» Nonclinical
» Clinical plan

» Key questions ’
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What TrialBlazer changes
From one-time interaction — continuous engagement
Rolling IND model implies:

» Ongoing FDA feedback

» lterative submission process

From sponsor-led — collaborative model
QRI + sponsor jointly:

» Develop IND strategy

» Prepare regulatory interactions

o u
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Recommended Regulatory Playbook

Step 1: Initiate early engagement
Consider:

» INTERACT meeting (very early)

» Pre-IND meeting

Timing: when sufficient preclinical data supports human testing 8

Step 2: Align sponsor + QRI
Co-develop:

» IND strategy

> regulatory questions

Present unified plan to FDA

Step 3: Use pre-IND strategically
Focus on: Minimum data requirements
Acceptability of:

> Adaptive designs

» Biomarkers

» External controls

Goal: avoid overbuilding (core TrialBlazer objective)
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@ Step 4: Prepare for iterative interaction

Expect:
» Follow-up questions

» Ongoing engagement with FDA 5

Immediate Actions for Clients (Next 90 Days)

Reassess IND strategy for early-stage assets
» Identify 2—3 QRI-ready partners per program
P Initiate earlier FDA engagement than traditional timelines

» Update development timelines and valuation models
Evaluate opportunities for:

» Adaptive trial design

» RWD integration
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Key Takeaways

No formal QRI certification yet — sponsors must assess capability
Earlier regulatory engagement is mandatory
Sponsors should view the pre-IND meeting as one part of a broader, more iterative FDA
engagement strategy under TrialBlazer
Success depends on:
» Tight sponsor—QRI alignment
» Proactive FDA interaction

» Willingness to operate in a more iterative development model

Final Perspective
Operation TrialBlazer represents a fundamental reset of U.S. clinical development:
» Faster timelines
» More flexible evidence frameworks
» Greater reliance on collaboration
» Increased regulatory interaction earlier in development
The organizations that will win are those that:
» Move early
» Partner effectively (especially with QRI-capable institutions)

» Redesign development models around speed, precision, and integration
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1. https://www.hhs.gov/press-room/hhs-launches-clinical-trials-reform-initiative.html

2. https://www.fda.gov/industry/fda-actions-accelerate-and-modernize-early-and-late-stage-clinical-development

3. https://www.beckershospitalreview.com/pharmacy/hhs-launches-operation-trailblazer-to-reclaim-clinical-tri-
al-edge-5-notes/

4. https://pharmaphorum.com/news/hhs-details-plan-regain-uss-edge-clinical-trials

5. https://www.fda.gov/drugs/investigational-new-drug-ind-application/ind-application-procedures-interactions-fda

6. https://www.fda.gov/drugs/cder-small-business-industry-assistance-sbia/small-business-and-industry-assis-
tance-frequently-asked-questions-pre-investigational-new-drug-ind

7. https://drugregulatoryaffairs.in/usfda-pre-ind-meeting/

8. https://legalclarity.org/pre-ind-meeting-with-fda-how-to-request-and-prepare/
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