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ABSTRACT 

This article aims to offer a comparative analysis of regulations guiding vaccine approval processes in the United States, 

European Union, India, Australia, and South Sudan, particularly to understand the regulatory challenges that South Sudan 

faces and highlight possible solutions. The data sources include official regulatory databases of the five countries and 

articles from PubMed, Scopus, and Google Scholar. Inclusion criteria include articles published in English from the year 

2014-2024 that encompass regulatory procedures for countries in scope. The paper starts with a comparison of basic 

regulatory frameworks for vaccine approval in the US, European Union, India, and Australia. The analysis then proceeds 
to explore the regulatory context of South Sudan where major challenges arise from inadequate infrastructure, lack of 

expertise, and resource limitations. These obstacles hinder the fast approval and distribution of vaccines and affect public 

health. To address these deficiencies, the article proposes recommendations, regulatory harmonization, international 

collaboration, and the adoption of streamlined approval pathways. The comparative analysis underscores the critical 

disparities in vaccine regulatory capacity across nations. While developed regions possess well-established systems, South 

Sudan faces substantial hurdles that necessitate targeted interventions. The proposed solutions aim to strengthen South 

Sudan's regulatory framework, ensuring timely access to safe and effective vaccines.. 
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INTRODUCTION 

Vaccines have significantly reduced many childhood 

infectious diseases, such as diphtheria, measles, 

and Haemophilus influenzae type b (Hib)1. Vaccines reduce 

the risks of getting a disease by working with your body’s 

natural defences to build protection2. The parts of the 

infectious organism that the immune system recognizes are 

foreign to the body and are called antigens. Vaccination 

exposes the body to these antigens. Vaccines may contain 
weakened bacteria or viruses, parts of bacteria or viruses, or 

the genetic information for a specific protein that instructs 

the body to produce a small amount of that protein. As a 

result of vaccination, the body’s immune system recognizes 

the antigens from the vaccine are foreign and shouldn’t be 

in the body, but the antigens don’t cause disease in the 

person receiving the vaccine. After receiving the vaccine, if 

the virus or bacteria that cause the disease then enters the 

body in the future, the immune system is prepared and 

responds quickly and forcefully to attack the disease-

causing agent to prevent the person from getting sick with 

the disease1. 

Immunization is key to primary health care, an indisputable 

human right, and one of the best health investments money 

can buy. Vaccines are also critical to the prevention and 

control of infectious disease outbreaks1. The authors have 

compared various regulations guiding vaccine approval 

processes in the United States, European Union, India, 

Australia, and South Sudan 
United States 

The Food and Drug Administration (FDA or USFDA) is a 

United States federal agency. The Department of Health and 

Human Services is responsible for protecting and 

promoting public health3.  

Many centres are established under the Department of 

Health and Human Services to protect and promote health. 

The centres are4: 

1. Center for Biologics Evaluation and Research 

2. Center for Drugs Evaluation and Research 

3. Center for Device and Radiological Health 
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4. Center for Tobacco Products 

5. Center for Veterinary Medicines 

CBER (Center for Biologics Evaluation and Research) is 

responsible for assuring the safety, purity, potency, and 

effectiveness of biologics and related products. Monoclonal 
antibodies and other therapeutic proteins are regulated by 

the CDER (Center for Drug Evaluation and Research) (3). 

CBER's authority resides in the Public Health Service Act 

and in specific sections of the Food Drug and Cosmetic 

Act5. In 1944, Congress compiled a number of statutory 

provisions that existed in various laws into the Public 

Health Service (PHS) Act. The provisions included the 

requirement for biologics to be licensed and authorities 

related to the control of communicable diseases6. 

Section 351 of the Public Health Service Act defines a 

“biological product” as a “virus, therapeutic serum, toxin, 

antitoxin, vaccine, blood, blood component or derivative, 
allergenic product, or analogous product applicable to the 

prevention, treatment, or cure of a disease or condition of 

human beings3. Under Section 361 of the Public Health 

Service Act, FDA can issue regulations to prevent the 

spread of communicable diseases. That not only gives FDA 

authority to regulate biological medical products, but also 

the authority to regulate other products carrying a risk of 

communicable disease6.In 1986, Congress enacted the 

National Childhood Vaccine Injury Act. This Act amended 

the Public Health Service Act to require that certain 

information be made available to patients receiving 
vaccines. It also gave FDA the authority to recall not only 

vaccines, but also other biological products. The National 

Childhood Vaccine Injury Act is a compensation statute. 

This statute provides an alternative to litigation - a 

compensation scheme for people who experience certain 

adverse events after   receiving certain vaccines6. In 1991, 

CDER and CBER executed an interceptor agreement (ICA) 

that attempted to clarify the governing authorities for 

products derived from living material3. 

The following biologic products are regulated by CDER3. 

Monoclonal antibodies for in vivo use.  

Proteins intended for therapeutic use, including cytokines 
(e.g. interferons), enzymes (e.g. thrombolytics), and other 

novel proteins, except for those that are specifically 

assigned to CBER (e.g., vaccines and blood products). This 

category includes therapeutic proteins derived from plants, 

animals, or microorganisms, and recombinant versions of 

these products.  

Immunomodulators (non-vaccine and non-allergenic 

products intended to treat disease by inhibiting or 

modifying a pre-existing immune response).  

Growth factors, cytokines, and monoclonal antibodies 

intended to mobilize, stimulate, decrease or otherwise alter 
the production of hematopoietic cells in vivo. 

The following biologic products are regulated by 

CBER3: 

Cellular products, including products composed of human, 

bacterial or animal cells (such as pancreatic islet cells for 

transplantation), or from physical parts of those cells (such 

as whole cells, cell fragments, or other components 

intended for use as preventative or therapeutic vaccines).  

Gene therapy products. Human gene therapy/gene transfer 

is the administration of nucleic acids, viruses, or genetically 

engineered microorganisms that mediate their effect by 

transcription and/or translation of the transferred genetic 

material, and/or by integrating into the host genome.  
Allergenic extracts used for the diagnosis and treatment of 

allergic diseases and allergen patch tests.  

Antitoxins, antivenins, and venoms  

Blood, blood components, plasma derived products (for 

example, albumin, immunoglobulin, clotting factors, fibrin 

sealants, protein inhibitors), including recombinant and 

transgenic versions of plasma derivatives, (for example 

clotting factors), blood substitutes, plasma volume 

expanders. 

Registration of Biologics in USA:  

A biological product must be licensed under a biologics 

license application (BLA) showing it is safe, pure, and 
potent. Before a biologic may be approved and marketed, 

the biologic must undergo extensive testing and regulatory 

review to determine that the biologic is safe and 

effective3.Development stages of biologics involves 

preclinical development, clinical development (Phase I, 

Phase II, and Phase III) and Biologics License Application 

(BLA). 

1. Preclinical Research (approximately 1 to 3.5 years):  

In vitro and animal studies are conducted in accordance 

with the Good Laboratory Practices (GLP) to establish the 

relative toxicity of biologic over a wide range of doses and 
detect any potential to cause a variety of adverse conditions 

or diseases, including birth defects or cancer. The results of 

the studies are submitted to the FDA by the manufacturer as 

part of an Investigational New Drug Application (IND), 

which is reviewed by the FDA before the clinical 

development. An Investigational New Drug Application 

(IND) is a request from a clinical study sponsor to obtain 

authorization from the Food and Drug Administration 

(FDA) to administer an investigational drug or biological 

product to humans. An IND must include preclinical data, 

chemistry, manufacturing and control information, and an 

investigational plan, and must become effective before such 
trials may begin. An IND automatically becomes effective 

30 days after receipt by the FDA, unless the FDA, within 

the 30-day time period, raises concerns or questions relating 

to one or more proposed clinical trials3,7. 

FDA has provision for the Chemistry, Manufacturing, and 

Controls (CMC) Development and Readiness Pilot (CDRP) 

Program for Center for Biologics Evaluation and Research 

(CBER) - and Center for Drug Evaluation and Research 

(CDER) - regulated products. CBER and CDER are 

continuing to conduct the CDRP to facilitate CMC 

development of selected products under investigational new 
drug (IND) applications with expedited clinical 

development timeframes to help patients get access to these 

products sooner. Sponsors of INDs accepted into the pilot 

will be able to discuss their CMC product development 

strategies and goals with FDA review staff during two 

predesignated Type B meetings. Sponsors will have an 

opportunity for follow-up discussions to address questions 

arising from the meetings or when additional clarifications 
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are needed. This increased communication will help 

sponsors complete CMC activities for their accelerated drug 

development programs to support application submission 

and earlier patient access to these products8. 

 
Clinical development (approximately 3.5 to 6 years)3: 

a. Phase I consists of safety and pharmacology testing in 

approximately 20 to 80 human subjects, healthy volunteers, 

or stable patients, and includes studies to evaluate the 

metabolic and pharmacologic action of the product in 

humans that is the absorption, distribution, metabolism, and 

excretion (ADME) studies. 

b. Phase II includes efficacy and dose-range testing in a 

limited patient population (usually 100 to 200 patients) 

afflicted with a specific disease or condition for which the 

product is intended for use. During this Phase further safety 

testing, evaluation of effectiveness, and determination of 
optimal dose levels, dose schedules, and routes of 

administration is performed. If Phase II studies yield 

satisfactory results Phase III studies can be commenced.  

c. Phase III includes larger scale, multi-center, comparative 

clinical trials conducted with patients afflicted by a target 

disease, to provide enough data for a valid statistical test of 

safety and effectiveness required by the FDA and to provide 

an adequate basis for product labelling. When results from 

Phase II or Phase III show special promise in the treatment 

of a serious or immediately life-threatening disease or 

condition for which existing therapeutic options are non-
existent, limited, or of minimal value, the FDA may allow 

the sponsor to make the new drug available to a larger 

number of patients through the regulated mechanism of a 

Treatment Investigational New Drug Application (IND) 

during Phase II, Phase III, or after all clinical trials have 

been completed. Although INDs may enrol and collect a 

substantial amount of data from tens of thousands of 

patients, they are not granted in all cases. Upon completion 

of Phase III trials, the sponsor assembles the statistically 

analysed data from all phases of development, along with 

the chemistry and manufacturing and pre-clinical data and 

the proposed labelling, among other things, into a single 
large document, the BLA. 

Biological License Application (BLA):  

The Biologics License Application (BLA) is a request for 

permission to introduce or deliver for introduction, a 

biologic product into interstate commerce (21 CFR 601.2). 

The BLA is regulated under 21 CFR 600 – 680. A BLA is 

submitted by any legal person or entity who is engaged in 

the manufacture or an applicant for a license who takes 

responsibility for compliance with product and 

establishment standards. The process of application is 

initiated on day 1 by taking a decision to file a BLA. Form 
356h specifies the requirements for a BLA9,10. 

Form 356h includes11: 

Applicant information 

Product information 

Application information 

Preclinical studies 

Clinical studies 

Labelling 

Establishment information 

Certification 

Applicant’s responsible official 

FDA Review of BLA: 

Meetings must be planned on the 45th day during the 
application submission process. A period of 60 days will be 

provided to the manufacturer to file the BLA with the 

necessary required dossier documents and to schedule the 

inspection period. FDA will determine whether an applicant 

qualifies for priority or standard review. FDA will inform 

the applicant within day 60 if it is designated with priority 

review. In case of a standard review, it will be informed 

within day 74. If the FDA finds any potential issue in the 

vaccine product, it will notify the manufacturer on Day 

7510. The manufacturer should involve in mid-cycle 

meetings along with the Vaccines and Related Biological 

Products Advisory Committee (VRBPAC) in order to 
minimize the risk involved in the vaccine product and report 

the necessary corrective action to the FDA. The inspection 

will be done during this review period and the complete 

review will be documented. Complete action will be taken 

for compliance checking of the vaccine product. The 

application will be circulated for approval and approved. 

This whole process takes about10-12 months10. The FDA 

scrutinizes data from all phases of development (including 

an IND) to confirm that the manufacturer has complied with 

regulations and that the biologic is safe and effective for the 

specific use or indication under study. The FDA may refuse 
to accept the BLA for filing and substantive review if 

certain administrative and content criteria are not satisfied. 

Even after accepting the submission for review, the FDA 

may also require additional testing or information before 

approval of BLA3. 

Advisory review panels: 

FDA seeks the input of its Vaccines and Related Biological 

Products Advisory Committee (VRBPAC). This committee 

is comprised of a panel of outside, independent, technical 

experts from various scientific and public health disciplines 

that provide input on scientific data and its public health 

significance in a public forum. The FDA will consider, but 
is not bound by, the input received from the VRBPAC when 

determining whether to approve a vaccine12. An advisory 

review panel will be established for each designated 

category of biological product. The members of a panel will 

be qualified experts, appointed by the Commissioner, and 

will include persons from lists submitted by organizations 

representing professional, consumer, and industry interests. 

Such persons will represent a wide divergence of 

responsible medical and scientific opinion. The 

Commissioner shall designate the chairman of each panel, 

and summary minutes of all meetings shall be made3. 
Advisory review panel report to the Commissioner3: 

An advisory review panel shall submit to the Commissioner 

of Food and Drugs a report containing the panel’s 

conclusions and recommendations with respect to the 

biological products falling within the category covered by 

the panel. Included within this report shall be:  
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1. A statement that designates those biological products 

determined by the panel to be safe and effective and not 

misbranded.  

2. A statement that designates those biological products 

determined by the panel to be unsafe or ineffective, or to be 
misbranded. The statement shall include the panel’s reasons 

for each such determination.  

3. A statement that designates those biological products 

determined by the panel not to fall within either paragraph 

1 or 2 of this section on the basis of the panel’s conclusion 

that the available data are insufficient to classify such 

biological products, and for which further testing is 

therefore required. 

Proposed rule3,13: 

After reviewing the conclusions and recommendations of 

the advisory review panel, the Commissioner of Food and 

Drugs shall publish in the federal register a proposed rule 
also called a “notice of proposed rulemaking” or “NPRM”. 

The proposed rule explains what the FDA intend to require 

or intend to do, as well as the basis (e.g., scientific and 

policy reasons) and asks for public comment.  Comments 

are generally submitted via the Federal Government’s 

electronic docket site. These kinds of Federal 

Register notices ask for public comment on broad issues or 

questions and seek data or other information. The 

information provided by the public comments helps to 

formulate a specific policy to be put forth in a subsequent 

proposed rule. 
The proposed rule contains the following statements: 

1. A statement designating the biological products in the 

category under review that are determined by the 

Commissioner of Food and Drugs to be safe and effective 

and not misbranded. 

2. A statement designating the biological products in the 

category under review that are determined by the 

Commissioner of Food and Drugs to be unsafe or 

ineffective, or to be misbranded, together with the reasons, 

therefore. All licenses for such products shall be proposed 

to be revoked.  

3. A statement designating the biological products not 
included in either of the above two statements on the basis 

of the Commissioner of Food and Drugs determination that 

the available data are insufficient to classify such biological 

products licenses for such products may be proposed to be 

revoked or to remain in effect on an interim basis. 

Final rule3,13: 

After reviewing the public comments, the Commissioner of 

Food and Drugs shall publish in the federal register a final 

rule on the matters covered in the proposed order. 

Complete response letter to the applicant3: 

Complete response letter  
The Food and Drug Administration will send the biologics 

license applicant a complete response letter if the agency 

determines that it will not approve the biologics license 

application or supplement in its present form.  

Description of specific deficiencies  

A complete response letter will describe all of the 

deficiencies that the agency has identified in a biologics 

license application 

Inadequate data  

If FDA determines, after a biologics license application is 

filed, that the data submitted are inadequate to support 

approval, the agency might issue a complete response letter 

without first conducting required inspections, testing 
submitted product lots, and/or reviewing proposed product 

labelling.  

Recommendation of actions for approval  

When possible, a complete response letter will recommend 

actions that the applicant might take to place its biologics 

license application in condition for approval.  

Applicant actions  

After receiving a complete response letter, the biologics 

license applicant must take either of the following actions:  

Resubmission  

Resubmit the application, addressing all deficiencies 

identified in the complete response letter.  
Withdrawal  

Withdraw the application. A decision to withdraw the 

application or supplement is without prejudice to a 

subsequent submission.  

Failure to take action  

a. FDA may consider a biologics license applicant's failure 

to either resubmit or withdraw the application or 

supplement within 1 year after issuance of a complete 

response letter to be a request by the applicant to withdraw 

the application unless the applicant has requested an 

extension of time to resubmit the application. FDA will 
grant any reasonable request for such an extension. FDA 

may consider an applicant's failure to resubmit the 

application within the extended time period or request an 

additional extension to be a request by the applicant to 

withdraw the application.  

a. If the FDA considers an applicant's failure to take action 

to be a request to withdraw the application, the agency will 

notify the applicant in writing. The applicant will have 30 

days from the date of the notification to explain why the 

application should not be withdrawn and to request an 

extension of time in which to resubmit the application or 

supplement. FDA will grant any reasonable request for an 
extension. If the applicant does not respond to the 

notification within 30 days, the application or supplement 

will be deemed to be withdrawn. 

Review of Proposed and Final Rules13: 

Once the FDA completes a proposed or final rule, but before 

it is published in the Federal Register, it may be reviewed 

by other parts of the federal government.  The FDA are part 

of the Department of Health and Human Services (HHS), 

so the Office of the Secretary of HHS or other HHS sister 

agencies may review a draft rule before it is published.  In 

addition, the FDA may also consult with non-HHS agencies 
when working on a rulemaking that has a broader impact. 

If proposed or final rules are deemed "significant" pursuant 

to Executive Order 12866, the Office of Management and 

Budget’s (OMB) and Office of Information and Regulatory 

Affairs (OIRA) must review them and coordinate review 

with other Federal agencies that have an interest in the 

issues.  The FDA works with OIRA to obtain appropriate 

clearances.  



Page: 9 3 6   

A Comparative Study Of The Regulatory Approval Process Of Vaccines In The United States, European Union, India, Australia, And 

South Sudan. 

IJDDT, Volume 16 Issue 1s, 2026 

 
 

 

Federal Register13: 

If the applicant provides all the necessary information and 

if the FDA decide to issue a final rule, the final rule is 

published in the Federal Register. The final rule explains the 

regulatory requirements (also known as the "codified" 
portion), the impact of these requirements on industry or the 

public and responds to the comments on the proposed 

rule.  These regulatory requirements, or codified portion of 

the final rule, also are published under Title 21 of Code of 

Federal Regulations. 

Code of Federal Regulations14: 

The Code of Federal Regulations (CFR) annual edition is 

the codification of the general and permanent rules 

published in the Federal Register by the departments and 

agencies of the Federal Government. It is divided into 50 

titles that represent broad areas subject to Federal 

regulation. The 50 subject matter titles contain one or more 
individual volumes, which are updated once each calendar 

year, on a staggered basis. The annual update cycle is as 

follows: titles 1-16 are revised as of January 1; titles 17-27 

are revised as of April 1; titles 28-41 are revised as of July 

1; and titles 42-50 are revised as of October 1. Each title is 

divided into chapters, which usually bear the name of the 

issuing agency. 

The CFR applicable for biologics is as follows: 

Title 21- Food and Drugs 

Chapter I - Food and Drug Administration, Department of 

Health and Human Services  
Subchapter F - Biologics (Parts 600 - 680) 

Evaluation Fee15: 

The applicant or sponsor or manufacturer must pay a fee of 

$4,310,002 to the FDA for the evaluation of approval of 

BLA for registration of vaccine in the market. 

Mode of filling application16: 

The Food and Drug Administration (FDA) Electronic 

Submissions Gateway (ESG) is an Agency-wide solution 

for accepting most electronic regulatory submissions. 

Submissions can be sent to the FDA Electronic Submissions 

Gateway (ESG) via a web interface also known as 

WebTrader or by a gateway-to-gateway connection known 
as AS2. 

European Union 

European Medicines Agency (EMA) is a decentralised 

agency of the European Union (EU). The Agency is 

responsible for the scientific evaluation, supervision and 

safety monitoring of medicines developed by 

pharmaceutical companies for use in the EU. EMA protects 

public and animal health in the EU Member States, as well 

as the countries of the European Economic Area (EEA), by 

ensuring that all medicines available on the EU market are 

safe, effective and of high quality17. 
EMA has seven scientific committees that evaluate 

medicines along their lifecycle from early stages of 

development, through marketing authorisation to safety 

monitoring once they are on the market. In addition, the 

Agency has several working parties and related groups, 

which the committees can consult on scientific issues 

relating to their particular field of expertise. These bodies 

are composed of European experts made available 

by national competent authorities of the EU Member 

States, which work closely with EMA in the European 

medicines’ regulatory network18. 

Committee for Medicinal Products for Human 

Use (CHMP) 

Pharmacovigilance Risk Assessment 

Committee (PRAC) 

Committee for Medicinal Products for Veterinary 

Use (CVMP) 

Committee for Orphan Medicinal 

Products (COMP) 

Committee on Herbal Medicinal 

Products (HMPC) 

Committee for Advanced Therapies (CAT) 

Paediatric Committee (PDCO) 

The CHMP consults its working parties on scientific issues 

relating to their particular field of expertise, and delegates 
certain tasks to them in the context of the scientific 

evaluation of marketing authorisation applications or 

drafting and revision of scientific guidance documents. 

Working parties can be supported by operational expert 

groups (OEGs), temporary drafting groups (tDGs) 

and European specialised expert communities (ESECs)19. 

The Biologics Working Party (BWP) is a working party of 

the Committee for Medicinal Products for Human Use 

(CHMP). The BWP provides recommendations to the 

European Medicines Agency's (EMA) scientific 

committees on all matters related to the quality aspects of 
medicines with biological or biotechnological active 

substances19. 

EMA Biologics Approval process: 

Pre-submission meeting20,21 

About 6 to 7 months before submitting an application, 

medicine developers can meet with EMA to ensure that 

their application complies with legal and regulatory 

requirements. This means that the application includes all 

the different aspects required by EU legislation (Directive 

2001/83/EC) and needed to demonstrate that a medicine 

works as intended. 
These meetings involve a range of EMA staff responsible 

for various areas such as quality, safety and efficacy, risk 

management or paediatric aspects, who will follow the 

application throughout the assessment. 

EMA encourages developers to request such pre-

submission meetings as they aim to increase the quality of 

the applications and avoid unnecessary delays. 

Pre-submission meetings are not for assessment of benefits 

and risks of a product and do not guarantee the approval of 

marketing authorization. 

Assessment process20 

EMA’s Committee for Medicinal Products for Human 
Use (CHMP) assesses applications submitted by medicine 

developers and recommends whether a medicine should be 

granted marketing authorisation. The committee is 

composed of one member and an alternate from each EU 

Member State, as well as from Iceland and Norway. It also 

has up to five co-opted members which are EU experts in 

https://www.ema.europa.eu/en/committees/committee-medicinal-products-human-use-chmp
https://www.ema.europa.eu/en/committees/committee-medicinal-products-human-use-chmp
https://www.ema.europa.eu/en/committees/pharmacovigilance-risk-assessment-committee-prac
https://www.ema.europa.eu/en/committees/pharmacovigilance-risk-assessment-committee-prac
https://www.ema.europa.eu/en/committees/committee-veterinary-medicinal-products-cvmp
https://www.ema.europa.eu/en/committees/committee-veterinary-medicinal-products-cvmp
https://www.ema.europa.eu/en/committees/committee-orphan-medicinal-products-comp
https://www.ema.europa.eu/en/committees/committee-orphan-medicinal-products-comp
https://www.ema.europa.eu/en/committees/committee-herbal-medicinal-products-hmpc
https://www.ema.europa.eu/en/committees/committee-herbal-medicinal-products-hmpc
https://www.ema.europa.eu/en/committees/committee-advanced-therapies-cat
https://www.ema.europa.eu/en/committees/paediatric-committee-pdco
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relevant fields such as statistics and quality of medicines, 

nominated by the committee. When conducting an 

assessment, the CHMP members are each supported by a 

team of assessors in the national agencies, who have a range 

of expertise and will look at the various aspects of the 
medicine, such as its safety, quality and the way it works. 

The CHMP also works with other EMA committees during 

the assessment. These include the: 

Committee for Advanced Therapies 

Pharmacovigilance Risk Assessment Committee  

Paediatric Committee 

Committee for Orphan Medicinal Products 

Peer review: 

For each application, two committee members known 

as rapporteur and co-rapporteur from different countries 

are appointed to lead the assessment. They are appointed 

according to objective criteria to make best use of the 
available expertise in the EU. 

The role of the rapporteur and co-rapporteur is to conduct 

the scientific evaluation of the medicine independently 

from each other. They each form an assessment team with 

assessors from their national agency and sometimes from 

other national agencies. In their assessment reports, each 

team summarises the data from the application, presents its 

judgments of the medicine’s effects and its views on any 

uncertainties and limitations of the data. They also identify 

questions that will have to be answered by the applicant. 

The two separate assessments take into account regulatory 
requirements, relevant scientific guidelines and experience 

in the evaluation of similar medicines.  

In addition to the rapporteur and co-rapporteur, 

the CHMP also appoints one or more peer reviewers from 

amongst the CHMP members. Their role is to look at the 

way the two assessments are performed and ensure that the 

scientific argumentation is sound, clear and robust. The 

initial assessment and the comments received from peer 

reviewers and other committee members are then discussed 

during a plenary meeting of the CHMP.  

Request for additional information: 

During the evaluation, the CHMP raises questions on the 
evidence provided in the application and asks the applicant 

to provide clarifications or additional analyses to address 

these questions. Responses must be provided within an 

agreed timeframe. 

The CHMP can raise objections or concerns which can 

relate to any aspect of the medicine. If unresolved, major 

objections preclude marketing authorisation. 

Additional expertise: 

The CHMP can request the support of and ask specific 

questions to its working parties which have expertise in a 

particular field such as biostatistics, or a therapeutic area 
such as cancer. The members of EMA’s working parties 

have an in-depth knowledge of the latest scientific 

developments in their field of expertise. The committee can 

also call upon external experts through its scientific 

advisory groups or ad-hoc expert groups. These groups, 

which include healthcare professionals and patients, are 

asked to respond to specific questions on the potential use 

and value of the medicine in clinical practice.  

Final recommendation20 

The final CHMP recommendation is reached by a formal 

vote. Ideally, the CHMP will come to a consensus and 

unanimously recommend either the approval or refusal of 

the marketing authorisation. However, when a final 
recommendation by consensus cannot be reached, the 

committee’s final recommendation will represent the 

majority view. 

European Public Assessment Report (EPA)20 

EMA provides a high level of transparency about its 

medicine assessment by publishing of meeting agendas and 

minutes, reports describing how the medicine was assessed 

and the clinical study results submitted by medicine 

developers in their applications. 

The list of new medicines that are being evaluated by 

the CHMP is available on the EMA website and updated 

every month. 
Once a decision has been taken on the authorisation or 

refusal of a marketing authorisation, EMA publishes a 

comprehensive set of documents called the European public 

assessment report (EPAR). This includes the 

public CHMP assessment report, which describes in detail 

the data assessed and why the CHMP recommended 

authorising or refusing authorisation. 

Types of marketing authorizations:  

The Regulation (EC) No 726/2004 provides the basis for 

Centralised Procedure and Directive 2001/83/EC is for 

National Procedures. 
There are four types of marketing procedures in EU. They 

are: 

Centralised Procedure 

Mutual Recognition Procedure 

Decentralised Procedure 

National Procedure 

Centralised Procedure22-23: 

Under the centralised authorisation procedure, 

pharmaceutical companies submit a single marketing 

authorization application to EMA. 

This allows the marketing authorization holder to market 

the vaccine and makes it available to patients and healthcare 
professionals throughout the EU on the basis of 

a single marketing authorisation. 

For medicinal products which fall within the mandatory 

scope of the centralised procedure in accordance with the 

Annex to Regulation (EC) No 726/2004, the application is 

submitted to the EMA. 

EMA's Committee for Medicinal products for Human 

Use (CHMP) carry out a scientific assessment of the 

application and give a recommendation on whether the 

vaccine should be marketed or not. 

However, under EU law EMA has no authority to actually 
permit marketing in the different EU countries. 

The European Commission is the authorising body for 

all centrally authorised product, who takes a legally 

binding decision based on EMA's recommendation. This 

decision is issued within 67 days of receipt of EMA’s 

recommendation.  

Once granted by the European Commission, the 

centralised marketing authorisation is valid in all EU 
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Member States as well as in the European Economic Area 

(EEA) countries Iceland, Liechtenstein and Norway. 

The centralised procedure is compulsory for: 

human medicines containing a new active substance to 

treat: 
human immunodeficiency virus (HIV) or acquired immune 

deficiency syndrome (AIDS); 

cancer; 

diabetes; 

neurodegenerative diseases; 

auto-immune and other immune dysfunctions; 

viral diseases; 

medicines derived from biotechnology processes, such as 

genetic engineering; 

advanced-therapy medicines, such as gene-therapy, somatic 

cell-therapy or tissue-engineered medicines; 

orphan medicines (medicines for rare diseases); 
veterinary medicines for use as growth or yield enhancers. 

Mutual Recognition Procedure23: 

This procedure is based on the mutual recognition by 

concerned Member State(s) of a national marketing 

authorisation granted by the reference Member State.  

The concerned Member State refers to the reference 

Member State that issued the national marketing 

authorisation on which the mutual recognition procedure is 

based.  

At the end of the mutual recognition procedure, a national 

marketing authorisation will be issued in the concerned 
Member State(s). The harmonisation is maintained through 

the procedures of Regulation (EC) No 1234/2008 for the 

examination of variations and the use of the decentralised 

and mutual recognition procedures for extensions and 

renewals. 

Decentralised Procedure23: 

For medicinal products not falling within the mandatory 

scope of the centralised procedure, the applicant may 

request one or more concerned Member State(s) to approve 

a draft assessment report, summary of product 

characteristics (SmPC), labelling and package leaflet as 

proposed by the chosen reference Member State. An 
application is submitted to the competent authorities of the 

Reference Member State and the Concerned Member 

State(s), together with the information and particulars 

referred to in Articles 8, 10, 10a, 10b, 10c, and 11 of 

Directive 2001/83/EC. The applicant must give an 

assurance that the dossier, including the proposed SmPC, 

labelling and package leaflet, is identical as submitted in all 

Member States concerned (reference Member State and 

concerned Member State). Differences in proposed 

prescription status and names of the medicinal product are 

acceptable, in line with national rules in force. At the end of 
the decentralised procedure with a positive agreement, a 

national marketing authorisation will be issued in the 

Reference Member State and the Concerned Member State. 

The harmonisation is maintained through the procedures of 

Regulation (EC) No 1234/2008 for the examination of 

variations and the use of the decentralised and mutual 

recognition procedures for extensions. 

National Procedure23-24: 

The competent authorities of the Member States are 

responsible for granting marketing authorisations for 

medicinal products which are placed on their markets. They 

may also be responsible for other activities related 

to medicinal products, such as authorisation of clinical 
trials. They also supply thousands of European experts who 

serve as members of EMA's scientific committees, working 

parties or in assessment teams supporting their members. In 

order to obtain a national marketing authorisation, an 

application must be submitted to the competent authority of 

the Member State. In cases where national authorisations 

are requested for the same medicinal product in more than 

one Member State and the marketing authorisation holder 

has received a marketing authorisation in a Member State, 

the applicant/marketing authorisation holder must submit 

an application in the Member States concerned using the 

procedure of mutual recognition. If no marketing 
authorisation has been granted in the Union, the applicant 

may make use of a decentralised procedure and submit an 

application in all the Member States where it intends to 

obtain a marketing authorisation at the same time and 

choose one of them as a reference Member State.  

Timeline for approval of vaccine in EU25: 

Applicants should always submit an eligibility request 

using the specific form accompanied by a justification. 

When: 18 to 7 months before submission of marketing 

authorisation application. 

To notify the Agency of the intended submission date, 
applicants should send the pre-submission request form. 

When: 7 months before submission of marketing 

authorisation application. 

The Committee for Medicinal Products for Human 

Use (CHMP) and the Pharmacovigilance Risk Assessment 

Committee (PRAC) appoint (co-)rapporteurs to conduct the 

scientific assessment. 

Successful pre-submission meetings along with the 

information in the guidance enables applicants to submit 

applications in line with legal and regulatory requirements. 

This speeds up the validation process. 

When: 6 to 7 months before submission of marketing 
authorisation application 

Applicants should re-confirm the submission date initially 

communicated to EMA, or inform EMA of any delays or 

cancellations. 

When: 2-3 months before submission of marketing 

authorisation application. 

Applicants should use the electronic common technical 

document (eCTD) format and submit the application 

through the e-Submission gateway or web client. 

EMA performs a technical validation of the applications it 

receives. The objective is to make sure all essential 
regulatory elements required for scientific assessment are 

included in the application prior to the start of the 

procedure. If EMA needs additional information to 

complete its validation of the application, it will ask the 

applicant to supply this by a deadline. 

The Committee for Medicinal Products for Human 

Use (CHMP) evaluates marketing authorisation 

applications submitted, with input from 
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the Pharmacovigilance Risk Assessment 

Committee (PRAC) on aspects of the risk-management 

plan. This takes up to 210 active days. 

After the evaluation, the CHMP issues a scientific opinion 

on whether the medicine may be authorised or not. EMA 
sends this opinion to the European Commission, which 

issues the marketing authorisation. 

EMA then publishes a summary of the committee's opinion. 

The European Commission is the authorising body for all 

centrally authorised products, who takes a legally binding 

decision based on EMA's recommendation. 

Once granted by the European Commission, the 

centralised marketing authorisation is valid in all EU 

Member States as well as in the European Economic Area 

(EEA) countries Iceland, Liechtenstein and Norway. 

When: Within 67 days of receipt of CHMP opinion. 

Approval fee for vaccine in EU26: 

A fee of EUR 865 200 shall apply to an application for 

marketing authorisation for a medicinal product pursuant to 

Article 8(3) of Directive 2001/83/EC where the applicant 

claims a new active substance. That fee shall cover all 

strengths, all pharmaceutical forms, and all presentations 

submitted in that application. The remuneration shall be 

EUR 272 200 for the rapporteur, EUR 237 100 for the co-

rapporteur, and EUR 25 500 for the Pharmacovigilance 

Risk Assessment Committee (PRAC) rapporteur. 

Mode of filling application27: 

The EMA e-Submission Gateway enables applicants to 
submit via a secure Internet connection all eCTD format 

applications related to the authorization and maintenance of 

medicinal products. It is based on the ESTRI (Electronic 

Standards for the Transfer of Regulatory Information) 

gateway standard, which defines a secure data exchange 

service for regulatory information. 

India 

The Central Drugs Standard Control Organisation 

(CDSCO) under the Directorate General of Health Services, 

Ministry of Health & Family Welfare, Government of India 

is the National Regulatory Authority (NRA) of India. 

CDSCO is led by the Drug Controller General of India28,29. 
The Drugs & Cosmetics Act, of 1940, and Rules 1945 have 

entrusted various responsibilities to central & state 

regulators for the regulation of drugs & cosmetics. It 

envisages uniform implementation of the provisions of the 

Act & Rules made for ensuring the safety, rights, and well-

being of the patients by regulating the drugs and 

cosmetics28. 

Under the Drugs and Cosmetics Act, CDSCO is responsible 

for the approval of drugs, laying down the standards for 

drugs, control over the quality of imported drugs in the 

country, and coordination of the activities of State Drug 
Control Organizations by providing expert advice with a 

view of bring about the uniformity in the enforcement of the 

Drugs and Cosmetics Act. 

Under the New Drugs and Clinical Trials Rules, 2019, 

CDSCO is responsible for the conduct of clinical trials29. 

Development process for vaccine29,30: 

Preclinical Stage  

Once the vaccine is developed, to evaluate its safety, 

efficacy, and capacity to elicit an immune response it is 

tested on animals to check whether these have any positive 

cellular response. Pre-clinical studies can also be conducted 

using cell-culturing or tissue–culturing techniques. The 
outcomes of this stage aid in selecting a safe dose for the 

upcoming phase. The researchers can also decide the safest 

dose and route of administration of the vaccine to humans. 

Clinical Stage 

Once completed, for obtaining permission to conduct 

clinical trials for vaccines, Form CT-04 (according to 

NDCT, 2019) is employed. The sponsor submits an 

application that includes a summary of the laboratory 

reports, production and testing procedures, and the intended 

study. The clinical protocol then needs to be approved by an 

institutional review board on behalf of the institution 

hosting the clinical research. The approval for conducting 
clinical studies is granted in Form CT-06, and the 

vaccination is tested in three stages.  

Ethics Committee 

An ethics committee is a committee comprising seven 

members, where according to the Central Licensing 

Authority, each member undergoes regular training and 

development programs. These members come from various 

backgrounds, including medical and non-medical, 

scientific, and non-scientific areas. To make sure that the 

proposed clinical trial adheres to ethical standards that are 

recognized globally and locally, the ethics committee 
examines as well as monitors the studies carefully. Once the 

research or the trial is completed the body even takes part 

in the follow-up and surveillance actions of the studies. Its 

primary duty is to safeguard the rights, safety, and well-

being of the human participants involved in the study. The 

ultimate objective is to support and encourage high ethical 

standards in medical research for reduced adverse events. 

The registration of the clinical trials approval granted by the 

ethics committee is acceptable for a period of 3 years. For 

re-registration purposes as well as post-approval changes 

there is a need for the involvement of the ethics committees 

in India. Minimum 3 months prior to expiry, the re-
registration application needs to be filled. 

Regulatory authorities responsible for the registration of 

vaccines28-29: 

Ministry of Health and Family Welfare (MoHFW) 

Indian Council of Medical Research (ICMR) 

CDSCO 

Drug Technical Advisory Board (DTAB) 

Central Licensing Approval Authority (CLAA) 

National Immunization Technical Advisory Group 

(NITAG) 

The MoHFW is accountable for the national 
implementation of multiple initiatives in the sectors of 

health and family welfare, combating and preventing of 

major contagious infections. It also provides technical 

assistance to the states in controlling and preventing 

outbreaks of seasonal diseases and epidemics. 

The top organization in charge of formulating, 

coordinating, and promoting biomedical research is the 

Indian Council of Medical Research (ICMR). Approvals 
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must adhere to ICMR’s good clinical practice (GCP) and 

ethical standards. 

CDSCO along with state regulators, is jointly responsible 

for the grant of licenses of certain specialized categories of 

critical drugs such as blood and blood products, I. V. Fluids, 
Vaccine, and Sera. 

The DCGI is advised by the Drug Technical Advisory 

Board (DTAB) and the Drug Consultative Committee. The 

DTAB approves the inclusion of vaccines in the 

immunization programs.  

Central Licensing Approval Authority is responsible for 

achieving uniformity in the application of the Drugs and 

Cosmetics Act, and oversee approving new drugs, 

conducting clinical trials in the nation, establishing drug 

standards, monitoring the quality of imported drugs, 

coordinating the activities of state drug control 

organizations, and offering expert advice. 
National Immunization Technical Advisory Groups 

(NITAGs) enhance decision-making and the quality of the 

available evidence of immunization schedule. NITAGs 

offer independent technical advice to national policymakers 

and program managers to support decisions regarding 

immunization policy and programs that are grounded in 

data and relevant to local conditions. 

Vaccine Approval Process in India29-31:The applicant or 

sponsor or manufacturer who intends to conduct a clinical 

study on the vaccine submits an application to the CDSCO 

under Form CT-04 and parallelly consults the Ethics 
Committee which ensures the proposed clinical trial 

adheres to ethical standards. 

Within a time of 4 weeks, the application is assessed by 

CDSCO and is passed to the Subject Expert Committee 

(SEC). Any queries or suggestions by the SEC are shared 

with the applicant by CDSCO. CDSCO has constituted 

various Subject Expert Committees (SEC) to advise the 

Drugs Controller General (India) and to make 

recommendations on the proposals to conduct clinical trials, 

grant marketing approvals, post-approval changes, and 

various aspects relating to safety, and immunogenicity. The 

applicant has a timeline of 4 weeks to respond to the 
committee's queries. 

If all the queries are resolved the application is forwarded 

to the Technical Expert Committee for further review and 

then to the Apex Committee. The application passes to both 

the committees within 6 weeks. 

The final approval is given by the Drug Controller General 

of India (DCGI) within 45 days. A No Objection Certificate 

is issued. The application is screened at Indian Council of 

Medical Research (ICMR). Finally, the permission to 

conduct a clinical trial of the vaccine is granted in Form CT-

06. Once the clinical trials are performed and results are 
deemed satisfactory, the applicant submits Form CT-21 to 

CDSCO. CDSCO consults CLAA to issue the central 

license for the manufacture, distribution, and sale of the 

vaccine. The DTAB approves the inclusion of vaccines in 

the immunization programs. CLAA approves the vaccines 

and the permission to manufacture the vaccine for 

distribution and sale is issued by CDSCO in Form CT-23. 

Fees32: 

The fee payable for registration and approval of vaccines is 

enlisted on New Drugs and Clinical Trial Rules, 2019. 

  

Table 1: Fee structure in India 

S.No Subject Fee in National 

Rupee (INR) 

1. Application for 
permission to conduct 

clinical trial 

 

 Phase I 3,00,000 

 Phase II 2,00,000 

 Phase III 2,00,000 

 Phase IV 2,00,000 

2. Application for 

permission to 

manufacture new drug for 

sale or distribution 

5,00,000 

 

Mode of filling applications31: 

All applications regarding the conduct of clinical trials, 

marketing approvals, and post-approval changes must be 
filed electronically on the SUGAM portal. 

Australia 

Therapeutics Goods Administration (TGA) is medicines 

and therapeutic regulatory agency of Australian 

government. responsible for evaluating, assessing and 

monitoring products that are defined as therapeutic goods. 

We regulate medicines, medical devices and biologicals to 

help Australians stay healthy and safe. As a part of health 

department, TGA regulates quality, safety, supply, and 

advertising of medicine, blood product and other 

therapeutics32,33. 
Divisions and their support branches34: 

Health Products Regulation Group (HPRG) includes 

the Therapeutic IC Goods Administration (TGA) and 

the Office of Drug Control (ODC). 

Regulatory Legal Services Division: This division provides 

a range of legal and freedom of information (FOI) services 

to support the regulatory functions of the HPRG. This 

includes advising Portfolio Ministers, Ministers’ offices, 

and the HPRG Executive. 

Legislation, Advice, and FOI Branch 

Dispute Resolution, Compliance, and Commercial Branch 

Medicines Regulation Division 
Prescription Medicines Authorisation Branch 

Complementary and Over-the-counter Medicines Branch 

Scientific Evaluation Branch 

Pharmacovigilance Branch 

International Regulatory Branch 

Medical Devices and Product Quality Division 

Medical Devices Authorisations Branch 

Medical Devices Surveillance Branch 

Laboratories Branch 

Manufacturing Quality Branch 

Regulatory Practice and Support Division 
Office of Drug Control 

Digital Branch 

Vaping Implementation and Enforcement Branch 
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Regulatory Compliance Branch 

Regulatory Engagement Branch 

Any substance that has a therapeutic effect comes under the 

Therapeutics Goods Act 1989 and Therapeutics Regulation 

199033. 
The Advisory Committee on Vaccines (ACV) is an 

independent committee appointed by the Australian 

Government Minister of Health. It consists of expertise in 

science, medicine, and public health. ACV ensures that the 

assessments of vaccines are as robust as possible. This 

committee is established under Regulation 39F of the TGR 

1990, and members are appointed by the Minister of Health. 

ACV was established in January 2017, with the 

consolidation of the previous functions of the Advisory 

Committee on Prescription Medicines (ACPM)32-33. 

Vaccine approval process in Australia35-36: 

Classification of biologic 
All biologicals must be classified before they can be 

included on the Australian Register of Therapeutic Goods 

(ARTG).  

Before classifying your biological, check that your product: 

meets the definition of a biological 

Examples include: 

human cell or tissue-based products 

products that comprise or contain live animal cells, tissues 

or organs 

conditioned serum 

combination products (e.g. cell therapy and medical device) 
immunotherapy products 

autologous human cells and tissue products  

faecal microbiota transplant (FMT) products 

is regulated as a biological 

is not excluded from regulation 

Examples include: 

fresh viable organs  

fresh hematopoietic progenitor cells  

assisted reproductive technologies  

eligible autologous human cells and tissue products 

The following are regulated as a therapeutic good, but not 

as biological: 
prescription biological medicines: vaccines, plasma 

derivatives, recombinant products  

labile blood and blood components  

hematopoietic progenitor cells used for hematopoietic 

reconstitution (non-fresh transplants) 

Risk-based classification of biologics: 

Class 1 biologicals are low risk and have an appropriate 

level of external governance and clinical oversight 

Example: 

must be included on the ARTG, following a declaration of 

compliance 
does not require manufacturers to hold a GMP 

manufacturing license or certificate 

does not require pre-market assessment of supporting data. 

Class 2 biologicals are low risk 

Example : have been subjected to only minimal 

manipulation 

are only for homologous use. 

Class 3 biologicals are medium risk 

Example: 

or homologous use but have been prepared using more than 

minimal manipulation 

for non-homologous use, regardless of whether they have 

been prepared using minimal manipulation or more than 
minimal manipulation 

Class 4 biologicals are high risk. 

Example: 

Live animal cell, tissue or organ 

pluripotent stem cells 

biologicals derived from pluripotent stem cells. 

Request for advice: 

If the applicant or manufacturer is unclear about the 

classification of their biologic, TGA provides advice to help 

them classify their product. The applicant submits a form 

seeking TGA advice. The purpose of this form is to guide 

the applicant through the classification of biologicals and 
capture sufficient information about the product. 

Pre-submission meeting 

Pre-submission meetings are highly recommended for all 

Class 3 & 4 biologicals, including for CTA applications. A 

meeting request is required to be submitted by the applicant. 

A pre-submission meeting can help both the applicant and 

TGA to: 

obtain a common understanding of the therapeutic good 

and: 

what supporting documentation is needed to evaluate the 

application 
any issues to resolve before submitting applications 

plan for the submission and to manage both timeframes and 

resources 

Register as a TGA client 

The applicant needs to obtain access to TGA Business 

Services and register both: 

applicant details 

all manufacturers - including: 

all testing facilities you use for donor infectious disease 

testing 

all microbiology testing facilities 

sterilisation and/or irradiation facilities 
any packaging facilities. 

Submission 

The applicant is required to complete and submit the 

biologicals application form through TGA Business 

Services. Along with this supporting documentation and 

evaluation fee is paid. 

Preliminary assessment 

During the preliminary assessment the TGA determines 

whether the below have been met in relation to the 

application: 

The application is made in accordance with the form 
approved for that class of biological. 

The prescribed application fee for that class of biological 

has been paid. 

The application has been delivered to us. 

The application is accompanied by the information required 

in the dossier. 

The outcome of the preliminary assessment is notified 

within 30 working days. 
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Where gaps in the supporting information are identified, the 

applicant is given the opportunity to supply the additional 

information. Where there is a significant delay in supplying 

the additional information a mutual stop clock may be 

applied. 
The evaluation process starts - the clock starts (day 1) the 

day after TGA notifies regarding the incomplete or 

additional information. 

First round of evaluation 

During the first round of evaluation, TGA reviews 

submissions to ensure that: 

the quality, safety, and efficacy of the biological have been 

satisfactorily established for the proposed use(s) 

the presentation of the biological is acceptable 

the biological conforms to all applicable standards 

all the manufacturers of the biological are nominated as 

manufacturers of the biological in the application 
other matters (if any) that the Secretary considers relevant. 

It takes approximately 100 days for first round of 

evaluation. 

First round of requests for information from the applicant 

If additional information is needed, the TGA will: 

consolidate the questions from each of the evaluation areas 

prepare a request for information letter, under section 32JA 

of the Therapeutic Goods Act 1989 

stop the clock until response received from applicant 

Generally, a response period of 6 weeks (30 working days) 

is allotted. 
Second round of evaluation 

During the second round of evaluation, 

restart the clock once the requested information has been 

received 

evaluate the additional information (20 working days) 

Second round of request for information from the applicant 

For biological applications it is common that further 

substantial questions will remain after the second round of 

assessment. 

A response period of 6 weeks (30 working days) is allotted. 

Third round of evaluation 

For any issues still outstanding following evaluation of the 
responses, TGA Works closely with the applicant to resolve 

them during the review and decision phase. 

Evaluate the information in 20 working days. 

Expert Advisory Review 

The TGA delegate will review the evaluation reports and 

where required, may seek advice from the Advisory 

Committee on Biologicals (ACB). This process can take up 

to 2-3 months. 

The delegate will consider any outstanding issues from the 

evaluation process. The request includes: 

an overview of the application including key findings from 
the evaluation reports 

outstanding issues identified by the delegate 

an account of the risks and benefits relevant to the proposed 

product and proposed indication(s) 

a specific request for advice on any aspect of the 

application's characteristics, findings, or risk/benefit 

considerations 

ACB evaluates the information in 40-60 working days, 

depending on the complexity of the dossier. 

Decision 

When making the decision, on whether to include a 

biological on the ARTG, the delegate will review all 
documentation associated with the application. Once the 

decision is made, TGA will send a written notification of 

the decision to the applicant. 

If the decision is: 

to include biological on the ARTG, the decision letter will 

outline any specific conditions that apply to biological. The 

applicant must comply with all imposed conditions. 

not to include the biological on the ARTG, the decision 

letter will outline the reasons for the decision and 

information on the applicant’s rights to seek a review of the 

decision. 

The timeframe for taking the decision on approval or 
rejection is 20 working days. 

Date of effect of inclusion 

The inclusion of biological in ARTG will commence on the 

day specified in the certificate of inclusion. The biological 

cannot be lawfully imported, exported or supplied by the 

applicant prior to this date. 

 

Table 2: Fee structure in Australia37 

Sponsoring biologics Fee 

Class 1 biological – application fee for 

inclusion in ARTG 

$1,289 

Class 2 biological – evaluation fee for 

inclusion in ARTG 

$85,772 

Class 3 biological – evaluation fee for 

inclusion in ARTG 

$171,659 

Class 4 biological – evaluation fee for 
inclusion in ARTG 

$278,904 

Mode of filling application in Australia38: 

The TGA primarily uses electronic submission for 

applications. Their preferred method is through their online 

portal, known as the TGA Business Services (TBS) portal. 

The TGA Business Services site allows the industry to 

manage some therapeutic goods registration applications, 

and view and cancel their current entries on the Australian 

Register of Therapeutic Goods (ARTG).  

South Sudan 

The regulatory authority in South Sudan, under the MoH, is 

the South Sudan Drug and Food Control Authority. The 
main objective of the authority is to exercise general 

supervision, control, and coordination over all matters 

relating to the pharmaceutical industry and to be the 

principal instrument of Government in the implementation 

of all policies relating to drugs, poisons, chemicals, 

cosmetics, and foods meant for human or animal use39. 

The ministry has a website where it shares necessary 

information. However, being a young country that just 

recently gained independence, most of the sectors in the 

MoH and MRA thereof, has not been well established. The 

website exists but with very limited information. However, 

South Sudan joined the East African Community after its 
independence and is set to get a lot of benefits from the 

region’s MRH website that already exists39. 
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African Medicines Regulatory Initiative40-42: 

The African Medicines Regulatory Initiative (AMRH) was 

established in 2009 as part of the Pharmaceutical 

Manufacturing Plan for Africa (PMPA) to address weak, 

outdated, and fragmented regulatory systems on the African 
continent and provide an enabling environment for 

facilitating access to good quality, safe, and efficacious 

medical products, and health technologies. It is led by the 

African Union Development Agency-NEPAD (AUDA-

NEPAD) and was established in collaboration with the 

National Regulatory Agencies (NRAs), Regional Economic 

Communities (RECs), the African Union Commission 

(AUC), Pan African Parliament (PAP), the World Health 

Organization (WHO), the Bill and Melinda Gates 

Foundation (BMGF), the World Bank and other 

development partners. 

The initiative which works through regional economic 
communities (RECs), has established expert working 

groups and/or technical working groups and steering 

committees at regional levels supported technically and 

strategically by the AMRH Technical Committees and a 

Steering Committee, at the continental level.  

The African Medicines Regulators Conference (AMRC) 

serves as the AMRH Assembly and serves as a platform for 

sharing best practices on regulatory matters and a 

mechanism for generating technical information to guide 

decision-making processes. 

 

 
Figure 1: AMRC Organization 

 

Source: EAC-MRH REC project [Internet]. Nepad.org. 

[cited 2025 Feb 21]. Available from: 

https://amrh.nepad.org/amrh-recs/eac-mrh-rec-project 

In 2012, the East African Community Medicines 

Regulatory Harmonization (MRH) program was 

successfully launched and is under implementation. EAC 

was the first to develop harmonized registration guidelines, 

the common technical dossier (CTD), GMP, and the quality 

management system (QMS) compendia. These harmonized 

guidelines were launched in January 2015 and have been 
used for several national registrations as well as EAC joint 

dossier assessments. As a result, a compendium was 

published for use by all the EAC Partner States. The AMRH 

Monitoring and Evaluation (M&E) Framework has also 

been piloted among EAC Member States. The analysis is 

currently underway. 

The main objective is to: 

Implement an agreed Common Technical Document (CTD) 

for registration of medicines in EAC Partner States; 
Implement a common information management system for 

medicines registration in each of the EAC Partner States’ 

National Medicines Regulatory Authority (NMRA) which 

is linked in all Partner States and EAC Secretariat; 

Implement a quality management system in each of the 

EAC Partner States’ NMRA; 

Build regional and national capacity to implement 

medicines regulatory harmonization in the EAC region; 

Create a platform for information sharing on the 

harmonized medicines registration system to key 

stakeholders at national and regional levels; and 

Implement a framework for mutual recognition of 
medicines registration based in accordance with Article 118 

of the Treaty for the establishment of the East African 

Community. 

Vaccines approval process43: 

 
Figure 2: Vaccine approval process in South Sudan 

 

Source: TMDA [Internet]. Tmda.go.tz. [cited 2025 Feb 21]. 

Available from: https://www.tmda.go.tz/pages/east-african-

community-mrh-project 

Role of WHO in the development of vaccines in South 

Sudan (44): 
The African Vaccine Regulatory Forum (AVAREF) was 

established by the World Health Organization (WHO) in 

2006 as a platform for building ethics and regulatory 

capacity for clinical trials in Africa and promoting the 

harmonization of ethics and regulatory processes on the 

continent. 

Since 2006, AVAREF has convened annual meetings to 

review clinical trial applications for vaccines against many 

diseases. 

While AVAREF’s initial focus was on vaccine clinical trials, 

its new mandate includes improving and harmonizing ethics 

and regulatory processes for clinical trials of vaccines as 
well as medical products and devices, in line with its 2018-

2020 strategic plan. In addition, in 2019, AVAREF became 
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one of the Continental Technical Committees of the African 

Medicines Regulatory Harmonisation (AMRH) Initiative. 

Once the new governance structure is implemented, 

AVAREF will play a significant role in supporting the 

African Medicine Agency to become better established. 
AVAREF works to ensure collaboration between key 

stakeholders across the continent—including donors, health 

professionals, and regional economic blocs—by promoting 

joint reviews and the sharing of work and expertise. 

 

 

Role of WHO in the approval of vaccines in South 

Sudan45: 

National regulatory authorities (NRAs) are mandated to 

protect and promote public health by ensuring the timely 

availability of safe, effective, and quality medical products 

in line with international standards. World Health 
Organization (WHO) promotes information and work-

sharing arrangements based on this principle of 

collaboration and reliance on the work products of trusted 

authorities and institutions to inform regulatory decision-

making. The facilitated regulatory pathways described 

cover marketing authorization (registration), and post-

registration maintenance. 

The regulatory pathways available to facilitate marketing 

authorization in WHO Member States and product sponsors 

are: 

collaborative registration procedure for WHO-prequalified 
products;  

collaborative registration procedure for products approved 

by reference authorities “stringent regulatory authorities”; 

collaboration within regional economic communities in the 

context of regional harmonization; and  

bilateral agreements between NRAs (confidentiality, 
unilateral or mutual recognition).  

WHO reliance practices in the regulation of medical 

products46: 

Reliance is when one regulatory authority (the "relying 

authority") takes into account and trusts the assessments 

made by another regulatory authority or qualified institution 

(the "relied-upon authority") when reaching its own 

decision. This is done to streamline approvals and make the 

best use of resources. Why is Reliance Important? 

Efficiency: It avoids duplication of effort, saving time and 

resources. 

Harmonization: Promotes consistency in standards and 
practices across different regions. 

Capacity Building: Allows relying authorities to focus on 

areas where they have more expertise. 

Faster Access: Can speed up the availability of medical 

products to patients. 

The key concept of reliance: 

1. Independent decisions: based on the Agency’s review and 

inspection. 

2. Leveraging regulatory work: performed by other 

authorities to reduce their workload, with independent 

decision-making.

 

Table 3: Comparison of regulatory requirements for approval of vaccines 

Requirement

s 

Country 

 United States European 

Union 

India Australia South 

Sudan 

Regulatory 

Agency 

Food and 

Drug 

Administratio

n (FDA) 

European 

Medicines 

Agency 

(EMA) 

Central Drugs 

Standard 

Control 

Organisation 

(CDSCO) 

Therapeutic 

Goods 

Administrati

on (TGA) 

South 

Sudan 

Drug and 

Food 

Control 

Authority 

Regulatory 

Ministry 

Department 

of Health and 
Human 

Services  

Varies by 

member 
state 

Ministry of 

Health and 
Family 

Welfare  

Department 

of Health 
and Aged 

Care 

Ministry 

of Health 

Acts  Food, Drugs 

and Cosmetic 

Act and 

Public Health 

Service Act  

- Drugs & 

Cosmetics 

Act, of 1940, 

and Rules 

1945 and 

New Drugs 

and Clinical 

Trials Rules, 

2019 

Therapeutic

s Goods Act 

1989  

African 

Vaccine 

Regulator

y Forum  
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Regulation 21 CFR 600-

680 

Regulation 

(EC) No 

726/2004 

(Centralised 

Procedure), 

Directive 
2001/83/EC 

(National 

Procedures) 

- Therapeutic

s Regulation 

1990 

WHO  

Advisory 

Committee 

Vaccines and 

Related 

Biological 

Products 

Advisory 

Committee  

Biologics 

Working 

Party  

Drug 

Technical 

Advisory 

Board 

(DTAB), 

National 

Immunization 

Technical 

Advisory 

Group 
(NITAG) 

Advisory 

Committee 

on 

Biologicals  

- 

Forms Biologics 

License 

Application 

(Form 365h)  

Marketing 

Authorisatio

n 

Application 

CT-04 and 

CT-21 

Biologicals 

application 

form 

- 

Evaluation 

Fee 

$4,310,002 

(FY2024) 

EUR 865 

200 

(FY2024)  

INR 

14,00,000 

Class 1- 

$1,289 

Class 2- 

$85,772 

Class 3- 

$171,659 

Class 4- 

$278,904 

- 

Timeline 200-220 days 210 days 
(centralised 

procedure) 

100-120 days 200-220 
days 

- 

Mode of 

filing 

application 

FDA 

Electronic 

Submissions 

Gateway 

(ESG) (using 

WebTrader or 

AS2) 

EMA 

eSubmissio

n Gateway  

SUGAM 

portal 

TGA 

Business 

Services  

Physical 

submissio

n 

Format of 

filing 

eCTD eCTD eCTD NeeS 

(transitional, 

eCTD 

(preferred) 

Traditiona

l format 

 

Challenges in South Sudan47-49: 

As one of the world’s youngest countries, South Sudan’s 

healthcare system is still in development, and the 

integration of comprehensive pharmaceutical regulations is 

essential for a safe and reliable healthcare environment. In 

South Sudan, the establishment and enforcement of a robust 

regulatory framework is important due to the unique 

challenges the nation faces. 

These regulations are not only important for protecting 

consumer health but also for the growth of a sustainable 

healthcare sector. These will serve as a foundation upon 

which local and international pharmaceutical companies 

can operate. 

The implementation of pharmaceutical regulations in South 

Sudan is faced with numerous challenges. One of the most 

pressing issues is the limited resources available for 

regulatory bodies. The allocation of budgetary funds to 

health-related initiatives has fallen short, leaving agencies 

lacking essential laboratory equipment for drug testing, 

insufficient cold chain storage facilities, and outdated IT 

systems for data. Management. These deficiencies lead to 

delays in drug approvals and impact their ability to monitor 



Page: 9 4 6   

A Comparative Study Of The Regulatory Approval Process Of Vaccines In The United States, European Union, India, Australia, And 

South Sudan. 

IJDDT, Volume 16 Issue 1s, 2026 

 
 

 

and evaluate the pharmaceutical landscape, thereby 

compromising public health and safety. 

The absence of clear, tailored guidelines for biologics 

creates uncertainty and can hinder the application process. 

This makes it difficult for manufacturers to know what data 
is required and how to present it. 

The nation faces a critical shortage of qualified 

professionals with the necessary skills and knowledge to 

assess drug safety and efficacy. This can lead to insufficient 

evaluation of complex drug dossiers and oversight in the 

distribution and use of pharmaceuticals, making it 

challenging to uphold regulations that are meant to protect 

the population. 

Due to these issues, the ease with which counterfeit drugs 

enter the market is high and can be attributed to inadequate 

regulatory enforcement and a lack of public awareness 

regarding the dangers posed by these products.  
These challenges collectively impact the effectiveness of 

pharmaceutical regulations in South Sudan, threatening 

both public health and the integrity of the pharmaceutical 

industry. 

Proposed solutions: 

Addressing these challenges requires a multi-pronged 

approach, including increased government funding for 

health, investment in training and education for healthcare 

professionals, strengthening of border controls, and public 

awareness campaigns about counterfeit drugs.  

Implement transparent budgeting and procurement 
processes to ensure that allocated funds are used effectively 

to acquire necessary equipment, and infrastructure, and hire 

qualified staff. 

Strengthen border controls and customs inspections to 

prevent the entry of counterfeit drugs. Implement track-

and-trace systems to monitor the movement of medicines 

throughout the supply chain. 

Implement a phased approach to strengthening 

pharmaceutical regulation, starting with building core 

regulatory functions such as drug registration and quality 

control, followed by expanding capacity for post-marketing 

surveillance and regulation of clinical trials. 
International collaboration is pivotal in enhancing 

pharmaceutical regulations in South Sudan, particularly 

amidst the country’s ongoing efforts to develop a robust 

regulatory framework. Engaging with global organizations 

such as the World Health Organization (WHO) facilitates 

access to best practices and guidelines that are imperative 

for effective drug regulation. These partnerships ensure that 

local regulatory bodies are not only informed but also 

equipped to implement standards that meet international 

benchmarks. 

WHO also offers initiatives that include training programs 
(drug evaluation. GMP inspection), workshops, and 

capacity-building activities, which are essential for 

strengthening the skills of local regulatory personnel. As 

regulatory professionals become more adept, they can 

better facilitate the approval process for new drugs, 

ensuring that safe and effective medications reach the 

market more expediently. 

Moreover, aligning local regulations with international 

standards not only fosters local confidence in the 

pharmaceutical system but also improves investor 

attraction. Companies are more likely to engage in 

partnerships and investments in an environment where 
regulations are consistent with global practices. 

Establish a system for monitoring and evaluating the 

effectiveness of these interventions, using key indicators 

such as the number of trained professionals, the number of 

drug approvals, the number of counterfeit drug incidents 

reported, and public awareness levels. 

 

CONCLUSION: 

The comparison of regulatory guidelines across five 

countries has highlighted a marked contrast in vaccine 

approval regulations, with South Sudan facing significant 

challenges due to limited infrastructure and resources. 
However, by implementing the proposed recommendations, 

including strengthening regulatory capacity and fostering 

international collaboration, South Sudan can make 

substantial strides toward establishing a robust vaccine 

regulatory framework, ultimately improving public health 

outcomes for its population. 
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