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UPDATE  

Telix Pharmaceuticals TLX:ASX – FDA knockback TLX250-CDx (Zircaix®) 

Assessment: Is This a Normal FDA Knock-Back? 

Yes, it is relatively standard "knock-back" from the FDA in the form of a Complete Response Letter 
(CRL). CRLs are a common part of the FDA approval process for new drugs and biologics, issued when 
an application is deemed incomplete but not outright rejected. They provide a pathway for approval 
once deficiencies are addressed, rather than requiring a full resubmission from scratch. Statistically, 
CRLs are frequent: Between 2020 and 2024, 74% of CRLs cited quality or manufacturing (CMC) 
deficiencies, making this the most common reason for such letters, especially for complex products 
like radiopharmaceuticals. Overall, around 40-50% of original New Drug Applications (NDAs) or 
Biologics License Applications (BLAs) receive a CRL on the first review cycle, with manufacturing 
issues often resolvable through targeted fixes like additional data or process validations. 

 In Telix's case, the CRL for TLX250-CDx (Zircaix®) focuses solely on CMC comparability between 
Phase 3 trial material and commercial-scale production, which aligns with typical scaling challenges 
in radiopharmaceuticals—products that involve short-lived isotopes and intricate supply chains. This 
isn't unusual for a first-in-class imaging agent like Zircaix, and the absence of clinical concerns further 
supports that it's not a severe setback. 

That said, while "normal," it introduces delays and uncertainty, as CRL resolutions can take 3-12 
months depending on the complexity. Telix's situation is compounded by this being their second 
CRL in 2025 (the first for TLX101-CDx in April), which could signal broader manufacturing 
hurdles. 
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Positives 

 No Safety or EƯicacy Issues Raised: The FDA explicitly did not question the clinical data, safety 
profile, or eƯectiveness from the Phase 3 ZIRCON trial. This is a major green flag, as clinical 
deficiencies are harder and costlier to resolve than CMC ones, and it keeps the product's Breakthrough 
Therapy and Priority Review designations intact—aƯirming its potential to address an unmet need in 
kidney cancer imaging. 

 Resolvable Nature of Concerns: CMC issues like manufacturing comparability are often technical and 
addressable through data submission, process tweaks, or supplier audits. Telix's CEO described the 
matters as "readily addressable" and tied to the product's complex supply chain, with immediate 
remediation planned, including a Type A FDA meeting for clarification. Many companies successfully 
resubmit after similar CRLs within 6 months. 

 Continued Patient Access and Financial Stability: The Expanded Access Program (EAP) remains open 
for patients, ensuring ongoing availability. Telix reaƯirmed its 2025 revenue guidance (US$770–800m 
per prior forecasts), as it excludes unapproved products like Zircaix—indicating no immediate financial 
hit. 

 Strategic Positioning Intact: As a first-in-class PET imaging agent for clear cell renal cell carcinoma, 
Zircaix still represents a near-term catalyst once approved, with analysts like Bell Potter viewing it 
positively pre-CRL despite the delay. 

Red Flags 

 Recurring Manufacturing Challenges: This is Telix's second CRL in 2025, following one in April for 
TLX101-CDx (Pixclara™ for glioma imaging), which also required additional data (potentially 
confirmatory or CMC-related). Both involve imaging agents, suggesting possible systemic issues in 
Telix's CMC processes, third-party suppliers, or handling of radiopharmaceutical complexities. The FDA 
issued Form 483 notices (deficiency observations) to two third-party partners for Zircaix, which could 
prolong remediation if inspections are needed. 

 Timeline and Revenue Uncertainty: The original 1Q2026 launch target is now at risk, with resolution 
potentially taking 6-12 months based on typical CMC fixes. This could push revenue contributions into 
late 2026 or beyond, impacting FY26 projections (previously excluding new products but now 
introducing downside risk). The exact resubmission timeline is unclear pending the FDA meeting. 

 Mixed Analyst Sentiment and Market Reaction Potential: Pre-CRL, brokers like Morgan Stanley 
flagged risks such as margin pressures and SEC issues, while others saw Zircaix as a catalyst. The delay 
could pressure the stock, especially in a volatile biotech sector where manufacturing snags erode 
investor confidence. 

 Supply Chain Complexity: As noted by Telix, radiopharmaceuticals like Zircaix involve novel isotopes 
and intricate logistics, which may invite stricter FDA scrutiny. If third-party remediations drag on, it 
could highlight vulnerabilities in Telix's outsourced model. 

In summary, this CRL is par for the course in FDA reviews and leans toward the milder end due to its CMC 
focus, but the pattern of multiple CRLs warrants caution. Telix's proactive response is encouraging, and 
approval seems likely post-fixes, but investors should monitor the upcoming FDA meeting and 
remediation updates for clearer timelines. 

 


