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ABSTRACT

Background: The Food and Drug Administration (FDA), the European Medicines Agency (EMA), and the Ministry of Food and
Drug Safety (MFDS) have been implementing the expedited programs that promote the innovative approval of new medications
to be used for serious diseases. The authors comprehensively investigated, analyzed, and compared the regulations and guidelines
associated with the expedited programs. Methods: The expedited programs for innovative drug development and approval were
searched from the homepages of FDA, EMA and MFDS. The detailed information on the regulations and guidelines associated
with the programs was comprehensively extracted from various electronic repositories of each regulatory authority. The informa-
tion on each program was analyzed, categorized, and compared from the points of benefits, applicability with scientific rationale,
application procedure, and maintenance. Results: FDA’s programs include Fast Track Designation, Breakthrough Therapy Des-
ignation, Priority Review Designation, and Accelerated Approval. EMA’s regulation implements PRIority MEdicines (PRIME),
Accelerated Assessment, Marketing Authorization under Exceptional Circumstances (MAEC), and Conditional Marketing Autho-
rization (CMA). MFDS has a single Expedited Program. These programs are broadly categorized into those that 1) facilitate early
and proactive communication with regulatory authorities, 2) shorten the review time after submitting a marketing application,
and 3) temporarily approve a marketing authorization under certain conditions. Conclusion: Each expedited program requires
a different level and amount of safety and efficacy evidence to be submitted to each regulatory authority. This article will likely
provide the comprehensive information on which program provides scientific and regulatory advantages to be taken for innova-
tive medication development.

KEYWORDS: Accelerated approval, breakthrough therapy, fast track, marketing authorization under exceptional circumstances,
priority review
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Table 1. Rules, regulations and guidelines associated with the innovative drug development and approval in the United States, the European
Union, and the Republic of Korea

Region Category Titles and Sections
United States Rules and Code of Federal Regulation Title 21
(FDA) regulations Part 312. Subpart E. Drugs intended to treat life-threatening and severely-debilitating illnesses

Part 314. Subpart H. Accelerated approval of new drugs for serious or life-threatening illnesses
Part 601. Subpart E. Accelerated approval of biological products for serious or life-threatening illnesses

Federal Food Drug and Cosmetic Act. Section 506 (a)
Added by FDA Safety Innovation Act. Section 902. Breakthrough therapies.
Federal Food Drug and Cosmetic Act. Section 506 (b)
Added by FDA Modernization Act. Section 112. Expediting study and approval of fast track drugs
Federal Food Drug and Cosmetic Act. Section 506 (c)
Added by FDA Safety Innovation Act. Section 901. Enhancement of accelerated patient access to new
medical treatments

Prescription User Fee Act

Guidances for Expedited Programs for Serious Conditions — Drugs and Biologics

industry Expedited Programs for Regenerative Medicine Therapies for Serious Conditions
European Union Rules and Directive No 2001/83/EC. Annex I
(EMA) regulations  eoylation (EC) No 141/2000, No 726/2004. Article 14(8), No 726/2004. Article 14(9)

Commission Regulation (EC) No 507/2006. Article 11
Decision No 1082/2013/EU

Guidelines Guideline on procedures for the granting of a marketing authorization under exceptional circumstances,

pursuant to article 14(8) of regulation (EC) No 726/2004

Guideline on the scientific application and the practical arrangements necessary to implement the
procedure for accelerated assessment pursuant to Article 14(9) of Regulation (EC) No 726/2004

Guideline on the scientific application and the practical arrangements necessary to implement
Commission Regulation (EC) No 507/2006 on the conditional marketing authorisation for medicinal
products for human use falling within the scope of Regulation (EC) No 726/2004

European Medicines Agency Guidance for applicants seeking access to PRIME scheme

Republic of Rules and Pharmaceutical Affairs Act (Amendment 2024)
Korea (MFDS)  regulations Article 35 (Conditional Permission)
Article 35-4 (Designation of Drugs Subject to Accelerated Examination)

Regulation on Safety of Pharmaceuticals, etc. (Amendment 2024)
Article 39-2 (Application for Conditional Approval of Items, etc.)
Article 40-2 (Designation of Priority Review)

Regulation on Pharmaceutical Approvals, Notifications and Reviews (Amendment 2023)
Article 58 (Expedited Review Etc)

Regulation on Review and Authorization of Biological Products (Amendment 2021)
Article 41 (Fast Tract Review Process)

Guidelines Guideline on the application criteria for the fast track review of pharmaceuticals (2021)

Complainant Guide
Instructions for the Conditional Permission of Drug Products
Considerations on the Request of a Fast Track Review Designation of Medicinal Products
Casebook of the Expedite Review in Major Foreign Countries

EMA, European Medicines Agency; FDA, Food and Drug Administration; MFDS, Ministry of Food and Drug Safety
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Table 2. Expedite programs for the innovative drug development and approval in the United States, the European Union, and the Republic of Korea

Designations Approvals
United States ((FDA) Fast Track Accelerated Approval
Breakthrough Therapy
Priority Review
European Union (EMA) PRIority MEdicines (PRIME) Marketing Authorisation under Exceptional

Accelerated Assessment

Circumstances (MAEC)
Conditional Marketing Authorisation (CMA)

Republic of Korea (MFDS)
Expedited Review**

Accelerated Examination*

Conditional Permission*
Conditional Approval***

EMA, European Medicines Agency; FDA, Food and Drug Administration; MFDS, Ministry of Food and Drug Safety

*In accordance with the Pharmaceutical Affairs Act (Amendment 2024)

**In accordance with the Regulation on Pharmaceutical Approvals, Notifications and Reviews (Amendment 2023)
***In accordance with the Regulation on Safety of Pharmaceuticals, etc. (Amendment 2024)

Table 3. Comparison of the expedited programs that provide the innovative drug development and approval among the United States, the

European Union, and the Republic of Korea

FDA EMA MFDS
Intensive regulatory ~ Fast Track PRIority MEdicines (PRIME) Accelerated Examination
guidance Breakthrough Therapy
Conditional approval Accelerated Approval Marketing Authorisation under Exceptional Conditional Permission

Circumstances (MAEC)
Conditional Marketing Authorisation (CMA)

Shorter review clock  Priority Review

Accelerated Assessment

Accelerated Examination

EMA, European Medicines Agency; FDA, Food and Drug Administration; MAA, marketing authorisation application; MFDS, Ministry of Food

and Drug Safety
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Table 4. Expedite programs that provide intensive regulatory guidance for innovative drug development and approval in the United States, the
European Union, and the Republic of Korea

FDA

EMA MFDS

Program

Fast Track Breakthrough Therapy

PRIME Accelerated Examination

Features/Benefits ¢ Actions to expedite

« All Fast Track designation
development and review features
* Rolling review « Intensive guidance on an
efficient drug development,
beginning as early as Phase 1
* Organizational commitment

involving senior managers

* Early appointment of and * Intensive guidance on the
initial kick-off meeting with a  program and data preparation
CHMP/CAT Rapporteur « Iterative scientific advice

* Assigning an dedicated contact over the entire development
point of EMA

« Iterative scientific advice on
the overall development plan

* Dedicated toolbox for quality

data package development

pathway

» Approved based on the data
collected up to therapeutic
exploratory study

* Approvable based on a
surrogate or an intermediate
endpoint

Qualifying
criteria

* Drug products intended to
treat a serious condition AND
nonclinical or clinical data
demonstrating the potential to
address unmet medical need

* OR designated as a qualified
infectious disease product

a serious condition

* AND preliminary clinical
evidence demonstrating
substantial improvement
on a clinically significant
endpoint(s) over available

* Drug product intended to treat « Medicinal product for target

* Drug intended to treat a
serious condition without
effective therapy or to do with
improved effectiveness

¢ Or orphan drug

* Or innovative biotherapeutic
for bioterrorism or pandemic

conditions with an unmet
medical need

» Demonstrating the potential
to address the unmet medical
need

* Available data supporting

therapies the potential for a major infectious disease
therapeutic advantage to
patients
Time of request « With IND or after * With IND or after » At gaining compelling non- ¢ At gaining preliminary clinical

* Ideally, no later than the pre- < Ideally, no later than the end-

BLA or pre-NDA meeting of-phase 2 meeting

clinical data in a relevant data that confirm clinically
model with early evidence of  meaningful efficacy from
promising activity (proof of
principle)

* And completing first-in-human
studies indicating adequate
exposure for the desired
pharmacotherapeutic effects

and tolerability

target disease.

Guidelines

* Expedited Programs for Serious Conditions - Drugs and
Biologics (2014)

* Expedited Programs for Regenerative Medicine Therapies for
Serious Conditions (2019)

* EMA Guidance for applicants ¢ Guideline on the application
seeking access to PRIME criteria for the fast track
scheme (2023) review of pharmaceuticals

(2021)

BLA, Biologics License Applications; EMA, European Medicines Agency; FDA, Food and Drug Administration; IND, Investigational New Drug;
MFDS, Ministry of Food and Drug Safety; PRIME, PRIority MEdicines; NDA, New Drug Application
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Table 5. Expedite programs that provide the conditional approval for innovative drug development and approval in the United States, the

European Union, and the Republic of Korea

FDA

EMA MFDS

Program

Accelerated Approval

MAEC CMA Conditional Permission

Features/Benefits ¢ Approval based on an effect

on a surrogate endpoint or an

intermediate clinical endpoint

that is reasonably likely to

predict a drug’s clinical benefit

* MA based on less
comprehensive clinical data
than normally required,

* Valid for 1 year, renewable  * Approval on the condition of
annually submitting clinical trial data

» Convertible to a standard MA  within a specified period to
after fulfilling the imposed corroborate the safety and
obligations with complete efficacy, subject to opinion of
data confirming the benefits the Central Pharmaceutical
continue to outweigh the risks  Affairs Council

- Data proving efficacy on
clinical endpoints

- Data proving efficacy, using
surrogate endpoints in terms
of pharmacoepidemiology,
pharmacotherapy,
pathophysiology, and the like

MA without comprehensive
clinical data to be collected in
a decent timeframe.

Under certain specific
obligations

To reassess the benefit/risk
within a time period specified
Product supplied on
prescription only in certain
cases and only under strict
medical supervision

Package leaflet and medical
information to state the
particulars are as yet
inadequate

* Approved based on the data
collected up to therapeutic
exploratory study

Qualifying
criteria

* Drug product treating a serious® Medicinal product with

condition

AND generally providing a
meaningful advantage over
available therapies

AND demonstrating an effect
on a surrogate endpoint that

is reasonably likely to predict
clinical benefit or on a clinical

endpoint that can be measured *

earlier than IMM that is

reasonably likely to predict an

effect on IMM or other clinical

benefit

» Medicinal product intended
inability to provide for a public health emergency,
comprehensive efficacy and or for seriously debilitating
safety data due to rarity of the or life-threatening diseases,
indication including orphan medicines.
Inability to provide * Positive benefit-risk balance
comprehensive information ¢ Potential for submitting

due to the present state of comprehensive data post MA
scientific knowledge * Fulfilling unmet medical need
Inability to collect such * Benefit of immediate
information because of availability of the product to
medical ethics patients greater than the risk
due to insufficient data

* Drug used to treat serious
major diseases or rare diseases

* Or innovative biotherapeutic
for bioterrorism, pandemic
infectious disease

Time of request

* To discuss the possibility with

the review division during
development, supporting the
use of the planned endpoint
as a basis for approval, and
discussing the confirmatory
trials to usually be already
underway at the time of
approval

In advance of MAA * At the time of the application ¢ At gaining preliminary clinical
for MA data that confirm clinically

* Recommending to notify the =~ meaningful efficacy from
intention 6-7 months before target disease.

submission

Guideline

Expedited Programs for
Serious Conditions - Drugs
and Biologics (2014)
Expedited Programs for
Regenerative Medicine
Therapies for Serious
Conditions (2019)

* Guideline on the scientific
application and the practical
arrangements necessary to
implement Commission
Regulation (EC) No 507/2006
on the CMA for medicinal
products for human use falling
within the scope of Regulation
(EC) No 726/2004 (2016)

Guideline on procedures for
the granting of a MAEC,
pursuant to article 14 (8) of
regulation (EC) No 726/2004
(2005)

» Complainant Guide:
Instructions for the
Conditional Permission of
Drug Products (2022)

CMA, Conditional Marketing Authorisation; EMA, European Medicines Agency; FDA, Food and Drug Administration; IMM, irreversible
morbidity or mortality; MAEC, Marketing Authorisation under Exceptional Circumstances; MFDS, Ministry of Food and Drug Safety
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Table 6. Expedite programs that shorten the review clock for innovative drug development and approval in the United States, the European

Union, and the Republic of Korea

FDA EMA MFDS
Program Priority Review Accelerated Assessment Accelerated Examination
Features/ Benefits < Shorter clock for review of * MAA evaluation with reduced * NDA review with reduced timeframe
marketing application (6 months timeframe to 150 days from standard  to 90 days from standard 120 days
compared with the 10-month 210 days * NDA review prior to other medicinal

standard review)

* Based on epidemiological data about  products
the disease from published literature
or registries.

Qualifying criteria * Treats a serious condition AND, if
approved, providing a significant
improvement in safety or
effectiveness

* OR proposing a labeling change
pursuant to a report on a pediatric
study under 505A

* Medicinal product of major public ~ * Drug to treat a serious major disease
health interest from the viewpoint of  or a rare disease
therapeutic innovation. * New drugs developed by an innovative
* For prevention, diagnosis or pharmaceutical enterprise
treatment of conditions with
unmet medical need
* Addressing a major public health

* OR designated as a qualified interest
infectious disease product
* OR submitted with a priority
review voucher
Time of request ¢ At the submission of original BLA, ¢ At least 2-3 months before * New drugs developed by an innovative
NDA, or efficacy supplement submitting MAA pharmaceutical enterprise - at the
* Recommending to request a pre- submission of NDA
submission meeting 6-7 months * Other than the above - at gaining
before submission preliminary clinical data that confirm
clinically meaningful efficacy from
target disease
Guideline * Expedited Programs for Serious * Guideline on the scientific * Guideline on the application
Conditions - Drugs and Biologics application and the practical criteria for the fast track review of
(2014) arrangements necessary to pharmaceuticals (2021)

» Expedited Programs for
Regenerative Medicine Therapies
for Serious Conditions (2019)

implement the procedure for
accelerated assessment pursuant to
article 14(9) of regulation (EC) No
726/2004 (2016)

BLA, Biologics License Application; EMA, European Medicines Agency; FDA, Food and Drug Administration; MAA, Marketing Authorisation
Application; MFDS, Ministry of Food and Drug Safety; NDA, New Drug Application
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