
NORMATIVE INSTRUCTION – IN NO. 338 OF 29 NOVEMBER 2024   

Establishes, in accordance with Anvisa Collegiate 
Board ResoluƟon RDC no. 945 of 29 November 
2024, the list of Equivalent Foreign Regulatory 
AuthoriƟes (EFRAs) and details the criteria to 
adopt the opƟmized analysis procedure through 
regulatory reliance, as well as through risk and 
complexity assessment of applicaƟons for DDCM, 
DEEC, substanƟal alteraƟons in the 
invesƟgaƟonal product, and substanƟal 
amendments to the clinical protocol.  

 

The Collegiate Board of Directors of the Brazilian Health Regulatory Agency, in the use of the 
aƩribuƟons vested in it under ArƟcle 7, item III, and ArƟcle 15, items III and IV, of Law no. 9,782 
of 26 January 1999, and considering the provisions of ArƟcle 187, item VII, and Paragraphs 1 and 
3 of the Internal RegulaƟon approved by Collegiate Board ResoluƟon – RDC no. 585 of 10 
December 2021, adopts the following NormaƟve InstrucƟon, as decided upon in a meeƟng held 
on 27 November 2024, and I, the Director-President, determine its publicaƟon.  

 

CHAPTER I  

INITIAL PROVISIONS  

ArƟcle 1. This NormaƟve InstrucƟon establishes, in accordance with Collegiate Board ResoluƟon 
RDC no. 945 of 29 November 2024, the categories of risk and complexity of clinical trials, the 
complexity of invesƟgaƟonal products, the idenƟficaƟon of Equivalent Foreign Regulatory 
AuthoriƟes, and the opƟmized analysis procedure for Medicinal Product Clinical Development 
Dossier (DDCM, in Portuguese), Specific Clinical Trial Dossier (DEEC, in Portuguese), substanƟal 
alteraƟons in the invesƟgaƟonal product, and substanƟal amendments.  

ArƟcle 2. The opƟmized analysis procedure is applicable to primary peƟƟons for DDCM and DEEC 
and to secondary peƟƟons for substanƟal alteraƟons in the invesƟgaƟonal product, and 
substanƟal amendments to the clinical protocol.  

ArƟcle 3. For the purposes of this NormaƟve InstrucƟon, the following definiƟons are applicable:  

I – Equivalent Foreign Regulatory Authority (EFRA): foreign regulatory authority or internaƟonal 
enƟty with regulatory pracƟces aligned with Anvisa’s, which may be considered by Anvisa in 
regulatory reliance pracƟce;  

II – Low-Risk Clinical Trial Category: Phase 3 clinical trials with medicinal products or therapies 
with known safety profile, which represent a minimum addiƟonal risk to the safety of clinical 
trial parƟcipants, compared to the usual medical pracƟce, in the following situaƟons:  

a) medicinal product used as established in the markeƟng authorizaƟon in Brazil or approved by 
an EFRA, without substanƟal alteraƟons;  



b) new therapeuƟc indicaƟon and/ or target populaƟon and/ or dosage regimen, supported by 
robust scienƟfic literature evidence based on meta-analysis, systemaƟc reviews of scienƟfic 
arƟcles published in an indexed journals including informaƟon on the safety and efficacy of the 
medicinal product or API;  

c) fixed-dose combinaƟons with acƟve pharmaceuƟcal ingredients granted markeƟng 
authorizaƟon and already used concomitantly in medical pracƟce, in the same indicaƟon applied 
for, target populaƟon, and dosage regimen (without clinically significant pharmacokineƟc 
interacƟons and/ or clinically significant pharmacodynamics);  

III – Moderate-Risk Clinical Trial Category: clinical trials with medicinal products or therapies 
with known safety profile, or with approved DDCM, with substanƟal alteraƟons, represenƟng 
addiƟonal medium risk to the safety of clinical trial parƟcipants, compared to the usual medical 
pracƟce, in the following situaƟons:  

a) new therapeuƟc indicaƟon and/ or target populaƟon and/ or dosage regimen;  

b) new pharmaceuƟcal form and/ or concentraƟon;  

c) new administraƟon route;  

d) biosimilar products;  

e) medicinal product granted markeƟng authorizaƟon in Brazil or approved by an EFRA, altered 
to be used in the clinical trial;  

f) fixed-dose combinaƟons with acƟve pharmaceuƟcal ingredients granted markeƟng 
authorizaƟon and already used concomitantly in medical pracƟce, in the same indicaƟon applied 
for, target populaƟon, and dosage regimen (with clinically significant pharmacokineƟc and/ or 
pharmacodynamic interacƟons);  

IV – High-Risk Clinical Trial Category: clinical trials with new medicinal products or therapies, 
represenƟng high risk to the safety of clinical trial parƟcipants, in the following situaƟons:  

a) new medicinal products;  

b) fixed-dose combinaƟons with one or more acƟve pharmaceuƟcal ingredients not granted 
markeƟng authorizaƟon;  

c) combinaƟons of acƟve pharmaceuƟcal ingredients granted markeƟng authorizaƟon 
considering a new therapeuƟc indicaƟon;  

V – Specific Clinical Trial Dossier (DEEC, in Portuguese): set of documents to be submiƩed to 
Anvisa with the purpose of obtaining informaƟon related to the clinical trials to be conducted in 
Brazil and that are part of the Experimental Medicinal Product Development Plan;  

VI – Medicinal Product Clinical Development Dossier (DDCM, in Portuguese): set of documents 
to be submiƩed to Anvisa with the purpose of assessing the stages inherent to the development 
of an experimental medicinal product with a view to obtaining informaƟon to support markeƟng 
authorizaƟon or post-markeƟng authorizaƟon alteraƟons in that product;  

VII – Clinical trial: any intervenƟonal clinical study with humans aiming at finding or confirming 
clinical and/ or pharmacological effects and/ or any other pharmacodynamic effects of the 
experimental medicinal product and/ or idenƟfying any adverse reacƟon to the experimental 



medicinal product and/ or studying absorpƟon, distribuƟon, metabolism, and excreƟon of the 
experimental medicinal product to verify its safety and/ or efficacy;  

VIII – Complex clinical trial: unconvenƟonal clinical trial meaning it has elements, characterisƟcs, 
methods, or their combinaƟon, including new approaches, which provide complexity to its 
design, conducƟon, analyses, or reports, as in the following cases:  

a) trials that study mulƟple therapies or mulƟple indicaƟons in a single clinical trial, called master 
protocols (Basket trials, Umbrella trials, Plaƞorm trials);  

b) new designs of adapƟve trials that allow alteraƟons planned in the study protocol to occur in 
pre-specified moments during the life cycle of a trial;  

c) Phase 1 clinical trials, where the experimental medicinal product is being used for the first 
Ɵme in humans (First in Human – FIH);  

d) Phase 1, 2, and 3 clinical trials integrated in a single protocol;  

e) clinical trials with interim analyses;  

f) pragmaƟc clinical trials or clinical trials with real world data (RWD);  

g) clinical trials with vulnerable populaƟons, such as children, pregnant women, and lactaƟng 
women.  

IX – PragmaƟc clinical trial: type of clinical trial designed to compare an intervenƟon and a 
comparator in parƟcipants more similar to those affected by the condiƟons in rouƟne clinical 
pracƟce environments.  

X – InvesƟgaƟonal product: product used as experimental medicinal product, acƟve comparator, 
or placebo, or any other product to be used in a clinical trial;  

XI – Complex invesƟgaƟonal product: product that involves formulaƟons and/ or pharmaceuƟcal 
inputs or acƟve substances with physico-chemical or biological characterisƟcs that provide 
complexity, as in the following cases:  

a) acƟve substances or complex acƟve pharmaceuƟcal inputs, including monoclonal anƟbodies 
(mAbs), conjugated anƟbodies or fracƟons of conjugated anƟbodies, hormones, substances 
derived from recombinant DNA (rDNA) technology, mRNAs, blood coagulaƟon factors, products 
derived from human Ɵssues, polymeric compounds, complex mixtures of natural origin (herbal 
medicines), syntheƟc nucleoƟdes, pepƟdes or oligopepƟdes, syntheƟc substances of high 
molecular weight, enzymaƟc products;  

b) complex pharmaceuƟcal forms, including liposomes, microspheres, nanocrystals, polymeric 
parƟcles, nanosuspensions and nanoemulsions, injectable implants;  

c) combinaƟon of medicinal products with medical devices, such as injecƟon pens, filled 
syringes, and other devices;  

d) biosimilar products;  

e) prophylacƟc and therapeuƟc vaccines.  

XII – Reliance: act through which Anvisa may consider and give significant weight to the analyses 
carried out by a reliable Equivalent Foreign Regulatory Authority (EFRA), as single or 
complementary reference, to support its decisions.  



 

CHAPTER II  

APPLICATION OF THE OPTIMIZED ANALYSIS PROCEDURE  

ArƟcle 4. The opƟmized analysis procedure may be applied based on regulatory reliance 
pracƟces and based on the risk assessment supported by the Experimental Medicinal Product 
use experience.  

Sole paragraph. For an adequate idenƟficaƟon of the situaƟons where the opƟmized analysis 
procedure may be applied, the sponsor shall fill up a specific form of peƟƟon characterizaƟon 
made available by Anvisa.  

 

SecƟon I  

Based on regulatory reliance pracƟces  

ArƟcle 5. For the applicaƟon of the opƟmized analysis procedure based on regulatory reliance 
pracƟces, the versions of the InvesƟgaƟonal Medicinal Product Dossier (IMPD), the clinical 
protocol, or the substanƟal amendment to the clinical protocol submiƩed to Anvisa must be the 
same versions approved by at least one of the following EFRAs:  

1 – European Medicines Agency (EMA) and its member countries;  

2 – Health Canada (HC);  

3 – Swiss Agency for TherapeuƟc Products (Swissmedic);  

4 – United Kingdom Medicines and Healthcare Products Regulatory Agency (MHRA);  

5 – US Food and Drug AdministraƟon (FDA);  

6 – Japan PharmaceuƟcals and Medical Devices Agency (PMDA).  

Sole paragraph. Exclusion or inclusion of new EFRAs shall be decided upon by Anvisa Collegiate 
Board (DICOL, in Portuguese).  

ArƟcle 6. Among the documents required to submit each type of peƟƟon, in accordance with 
Collegiate Board ResoluƟon – RDC no. 945 of 29 November 2024, the opƟmized analysis 
procedure based on regulatory reliance pracƟces may be applied to the following documents:  

I – invesƟgator’s brochure, except in the cases of complex clinical trials, prophylacƟc and 
therapeuƟcal vaccines, and biosimilar products;  

II – AcƟve PharmaceuƟcal Input Dossier and InvesƟgaƟonal Medicinal Product Dossier;  

III – clinical trial protocol, except in the cases of complex clinical trials, prophylacƟc and 
therapeuƟcal vaccines, and biosimilar products.  

ArƟcle 7. The peƟƟon for opƟmized analysis procedure based on regulatory reliance pracƟces 
may be submiƩed by the sponsor at any Ɵme, via secondary peƟƟon, before the correspondent 
peƟƟon analysis starts.  



Paragraph 1. If the requirements to apply the opƟmized analysis procedure based on regulatory 
reliance pracƟces are complied with, the status of the secondary peƟƟon shall be updated to 
“Approved”.  

Paragraph 2. In case of non-compliance with the requirements to apply the opƟmized analysis 
procedure based on regulatory reliance pracƟces, the status of the secondary peƟƟon shall be 
updated to “Not approved”, and the full analysis of all documents related to the peƟƟon shall 
be carried out, as provided for in Collegiate Board ResoluƟon – RDC no. 945 of 29 November 
2024.  

Paragraph 3. In the case described in Paragraph 2, a leƩer shall be sent to the company with the 
respecƟve jusƟficaƟon.  

 

SecƟon II  

Based on the risk assessment supported by the Experimental Medicinal Product use 
experience  

ArƟcle 8. Among the documents required to submit each type of peƟƟon, in accordance with 
Collegiate Board ResoluƟon – RDC no. 945 of 29 November 2024, the opƟmized analysis 
procedure based on risk assessment may be applied to the following documents:  

I – invesƟgator’s brochure, in the case of risk categories as defined in item II, leƩers “a” and “c” 
of ArƟcle 3;  

II – InvesƟgaƟonal Medicinal Product Dossier, in the case of low-risk clinical trials categories and 
item III, leƩer “a” of ArƟcle 3.  

Sole paragraph. For the purposes of the provisions in the capƟon of this arƟcle, in the cases of 
medicinal products granted markeƟng authorizaƟon in Brazil or approved by an EFRA, medicinal 
products altered to be used in clinical trials, and fixed-dose combinaƟons with acƟve 
pharmaceuƟcal ingredients granted markeƟng authorizaƟon and already used concomitantly in 
medical pracƟce, in the same indicaƟon applied for, target populaƟon, and dosage regimen 
(without clinically significant pharmacokineƟc interacƟons and/ or clinically significant 
pharmacodynamics), the IMPD informaƟon related to the alteraƟons made shall be analyzed.  

 

CHAPTER III  

FINAL PROVISIONS  

ArƟcle 9. AdopƟon of the opƟmized analysis procedure as established in this NormaƟve 
InstrucƟon does not bar Anvisa from reassessing peƟƟons, at any Ɵme, through ordinary 
analysis.  

ArƟcle 10. Anvisa is exclusively responsible for the decisions on peƟƟons submiƩed through the 
opƟmized analysis procedure based on regulatory reliance pracƟces, and such decisions are not 
bound to decisions and condiƟons approved by the EFRA.  

ArƟcle 11. Failure to comply with the provisions contained in this NormaƟve InstrucƟon 
consƟtutes a health infracƟon, in accordance with Law no. 6,437 of 20 August 1977, without 
prejudice to the applicable civil, administraƟve, and criminal liabiliƟes.  



ArƟcle 12. This NormaƟve InstrucƟon enters into force 30 days aŌer its publicaƟon.  

 

ANTONIO BARRA TORRES 

Director-President  

 

 


