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4. Interessi finanziari     facoltativo 
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Clinical Trials Regulation 
(CTR) and  Clinical Trials 

Information System 
(CTIS) 

Clinical trials with 
radiopharmaceuticals in 

Italy under CTR 

Relevant issues

• Clinical trials with alpha 
radionuclide emitters

• IMPD-Q only application
• Exposure to ionising 

radiation in clinical trials



Clinical Trials Regulation (CTR) and  Clinical Trials Information 
System (CTIS) 
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• 31 January 2022: Regulation repealed the Clinical Trials Directive (EC) No. 
2001/20/EC and national implementing legislation in the EU Member States 

– Go live of the CTIS

• 3 years of transitional period: more than 5,000 clinical trials were transitioned to the 
CTR through submission to the CTIS 

– 3672 EUCT applications submitted in Italy (last update 01/08/25)

– 1617 EUCT transitional application in Italy

• 31 January 2025:  Clinical Trials 
Regulation becomes fully applicable
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Monitoring the European clinical trials environment 5 A deliverable of the ACT EU Priority Action 2 – April-June 2025
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https://www.aifa.gov.it/en/map
pa-dei-centri-di-
sperimentazione-clinica
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Clinical trials with radiopharmaceuticals in Italy under CTR 
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Since 31 January 2022 AIFA received 134 EUCT IN and 
AMS applications with radiopharmaceuticals :

• 43 EUCT Transitional applications with 
radiopharmaceuticals

• 64 new EUCT applications 
• 27 IMPD-Q only

• 74 EUCT clinical trials authorised under CTR 
Data update 01/08/2025
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Phase I and I/II  
~ 20 %

Clinical Trial Phase

Data update 01/08/2025
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Medical conditions and radionuclides

Diagnostic
• 68-Ga
• 18-F
• 99m-Tc
• 89-Zr
• 64-Cu
• 11-C
• 124-I

Therapeutic
• 223-Ra
• 131-I
• 177-Lu
• 225-Ac
• 224-Ra

Data update 01/08/2025
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Clinical trials with alpha radionuclide emitters
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Pros
• High Cell-Killing Potency
• Localized Damage
• Targeted Treatment
• Potential for Survival Benefits

Cons
• Limited Range in Tissue
• Daughter Isotope Redistribution
• Production and Handling Challenges

• Lack of Eur. Ph. monograph
• Problems with dectection and 

quantification
• Limited Availability
• Potential for Toxicity
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7 new EUCT applications 
with non-auhtorised α-
radionuclide emitters:

• 3 applications authorised 
(2 FIH, 1 PHASE II)

• 4 applications withdrawn 
after RFI or Part I 
conclusion not acceptable



Clinical trials with alpha radionuclide emitters
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Incomplete dossier:
• Details of 225-Ac manufacturing 

and control
• Characterization of radiotoxic 

impurities
• Insufficinet radiochemical purity
• Clinical and Non-clinical safety 

data
• Dosimetric assessment

7 new EUCT applications 
with non-auhtorised α-
radionuclide emitters:

• 3 applications authorised 
(2 FIH, 1 PHASE II)

• 4 applications withdrawn 
after RFI or Part I 
conclusion not acceptable



Missing sections in the IMPD

Sperimentazioni cliniche con Radiofarmaci

Chemical Precursor

Radionuclide precursors 

Radiolabelled drug substance

Radiolabelled drug product

Different Product 
Owner (PO) 



IMPD-Q only application
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CLINICAL TRIALS REGULATION (EU) NO 536/2014 QUESTIONS & ANSWERS VERSION 7.1 - March 2025 
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Exposure to ionising radiation in clinical trials

Sperimentazioni cliniche con Radiofarmaci

CLINICAL TRIALS REGULATION (EU) NO 536/2014 QUESTIONS & ANSWERS VERSION 7.1 - March 2025 



reg.eu.sperimentazioni@aifa.gov.it 
CTR@aifa.gov.it

https://www.aifa.gov.it/en/regolamento-europeo-sperimentazioni-
cliniche 

https://www.aifa.gov.it/en/centro-coordinamento-comitati-etici
https://accelerating-clinical-trials.europa.eu/index_en

Grazie per l’attenzione!

mailto:reg.eu.sperimentazioni@aifa.gov.it
mailto:CTR@aifa.gov.it
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