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Comparison of Good Manufacturing 

Practice Compliance Requirements – 

European Union, United States and India
ABSTRACT
The intentions of the current study are to 
expedite the compliance requirements 
to support the regulatory approval of 
selected pharmaceuticals in the United 
States, the European Union and India. The 
literature search is done using different 
resources, such as regulatory authority 
websites, pharmaceutical review 
articles, journals and public domains. 
To ensure the quality, all pharmaceutical 
manufacturers are required to establish 
and implement effective a quality 
management system. Whereas the 
regulated markets like the European 
Union and the United States have well-
established guidance compared to 
emerging markets like India on good 
manufacturing practice compliance, to 
assess the effectiveness of these quality 
management systems, inspections are 
carried out on manufacturing units. 
The foremost objective of the study is 
to distinguish the type of application or 
licence which triggers the inspection and 
the consequence of the inspection, as well 
as to provide the information observed 
during inspection by the agency.

Key words: Good Manufacturing 
Practice, Inspection & Compliance.

Introduction
Pharmaceutical companies throughout 
the world are moving towards becoming 
more and more competitive, while 
regulatory agencies are being established 
in various countries across the globe. 
Regulatory authorities and organisations 
are responsible for the effective drug 
regulation required to ensure the safety, 
efficacy and quality of drugs, as well as 
the accuracy and appropriateness of the 
drug information accessible to the public. 
So, quality auditing should be done 
by the regulatory authorities to make 
sure that products are manufactured 
according to the standards. Regulatory 
bodies provide strategic, tactical and 
operational direction and support for 
working within regulations to expedite 
the development and delivery of safe 
and effective healthcare products to 
individuals around the world.1

In our study we are listing the following:

Good Manufacturing Practice 
Good manufacturing practice (GMP) is 
a system for ensuring that products are 
consistently produced and controlled 
according to quality standards. It is 
designed to curtail the risks involved 
in any pharmaceutical production that 
cannot be eliminated through testing of 
the final product.2

Purpose of GMP Inspections
To ensure quality, all pharmaceutical 
manufacturers are required to establish 
and implement an effective QMS system. 
To assess the effectiveness of these QMS 
systems and to ensure GMP is followed, 
self-inspection and other regulatory 
audits must be performed.2

Depending on the criticality of the issue, 
a warning letter will be issued to the firm 
if it fails to comply with GMP regulations3

For example, on July 13, 2015, the FDA 
issued a warning letter to XYZ Company.
Reasons:

• Failure to record activities at the time 
they are performed and destruction 
of original records

• Failure to train employees on their 
particular operations and related 
GMP practices.

Data Source
The literature search was done using 
different resources such as pharmaceutical 
review articles, public domains, journals 
and regulatory authority websites

The literature review obtained: 
• Guidelines and/or regulation 

documents from the regulatory 

authorities 
• ICH guidance documents 
• PIC/S guidance documents
• Review articles

Discussion
A list of licences triggers the inspection to 
support regulatory approval in different 
countries, including India, the US and the 
EU.

Conclusion
Good manufacturing practice (GMP) is 
a production and testing practice that 
helps to ensure inbuilt quality product. 
Many countries have legislated that 
pharmaceutical companies must follow 
GMP procedures, and have created their 
own GMP guidelines that correspond 
with their legislation. The basic concepts 
of all of these guidelines remain more 
or less similar to the ultimate goals of 
safeguarding the health of the patient 
as well as producing good quality 
medicines. The quality objective can be 
achieved only through careful planning 
and implementation of quality assurance 
systems and practical implementation of 
GMP, and through inspections at periodic 
intervals according to the agency. The 
effective implementation of GMP requires 
extensive care and knowledge about the 
different components of GMP that should 
be incorporated from the inception of 
the manufacturing building and product 
development, through to production. 
The type and time of inspection during 
approval of the manufacturing unit 
licence and consequence of inspections 
related to GMP in EU, US and India are 
compiled.
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Product category : Medicinal products

Country of filing : EU

Regulating agency : EMA

Regulating ministry : Science Medicines Health

List of licences triggering inspection[9]

Agency 
Type of 

application

Type of 

inspection

Fees for 

inspection
Time of inspection

EMA or 

competent 

authority

Manufacturing 

unit license

• Routine 

inspection

• Triggered 

inspection

• Inspection 

under risk-

based 

compliance 

£1936

£582 + 

£1936

• When assessing an 

application for 

manufacturing 

licence

• When manufacturing 

unit breaches GMP 

guidelines

• Inspection of systems 

used in the 

manufacture 

EMA or 

competent 

authority

Marketing 

authorisation

and import

Product-related 

inspection

£792 + 

£1936

When assessing an 

application for MAA

If the site is located in the EEA, the competent authority of the member state where the site 

is located carries out the inspection.

For sites located in countries outside the EEA, the responsible authority for inspection (the 

supervisory authority) is the authority in whose territory the importing site is located. If the 

supervisory authority is not able to carry out the inspection for any reason, it can be 

delegated to another EEA competent authority.

If there is a mutual recognition agreement (MRA) in place between the countries where the 

site is located and the European Community, the results of GMP inspections carried out by 

the MRA partner authority are normally recognised by the EU authorities.[10]

Types and reasons for inspection

1. Routine inspection  When assessing an application for manufacturing 

licence

2. Triggered inspection  When manufacturing unit breaches GMP guidelines

3. Inspection under risk-

based compliance

 Inspection on systems used in the manufacture

Inspection outcome[10]

• Critical deficiency

• Major deficiency

• Other deficiency

US

Product category : Chemical / biological / medical device

Country of filing : US

Regulating agency : USFDA/CDER/CBER/CDRH

Regulating ministry : Department of Health and Human Services

List of licences triggering inspection[7]

Agency 
Type of 

application
Type of inspection Time of inspection

USFDA
Manufacturing 

licence

Pre-approval 

inspection

Routine inspection

Post-approval 

inspection

Full inspection

Abbreviated 

inspection

After applying for 

manufacturing licence and risk-

based methodology

USFDA NDA

Pre-approval 

inspection

Routine inspection

Post-approval 

inspection

After making new drug 

application

USFDA ANDA
Pre-approval 

inspection

After applying for abbreviated 

new drug application.

Routine inspection

Post-approval 

inspection

Types and reasons for inspection[7]

1. Pre-approval inspection  First time an establishment is named in an 

application submitted to agency

 First application filed by applicant 

 New molecular entity in finished formulations

2. Routine inspection  Inspections for grant / renewal of licences 

inspections for issuance / revalidation of COPPs 

scheme for use in international commerce only

3. Post-approval inspection  Product-specific soon after approval

4. Full inspection  When: previous inspection findings warrant initial 

establishment inspection; history of significant 

changes since last inspection

5. Abbreviated inspection  Permitted when: good history with no major changes 

to operations and no pattern of recalls and problems

Inspection outcome[8]

• No action indicated (NAI)

• Voluntary action indicated (VAI)

• Official action indicated (OAI)

EU           US
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Finalised establishment inspection report with cover sheet, attachments, and exhibits 

within 30 business days of the last day of the inspection

India

Product category : Chemical / biological / medical device

Country of filing : India

Regulating agency : CDSCO/SLA

Regulating ministry : Ministry of Health & Family Welfare

List of licences triggering inspection

Agency 
Type of 

application

Output 

licence[4]

Type of 

inspection[5]
Time of inspection

SLA
Manufacturing 

unit licence

Form-25

(chemicals)

Form-28

(biological)

Pre-approval 

inspection

Routine inspection

Surprise 

inspection

After applying for 

licence for 

manufacturing unit

CDSCO

Licence for 

manufacturing 

of product

Form-46 (FF)

Form-46A

(API)

Routine inspection

Follow-up

inspection

After applying for 

product manufacturing 

licence

Types and reasons for inspection

1. Pre-approval inspection  First time an establishment is named in an application 

submitted to agency

 First application filed by applicant 

 New molecular entity in finished formulations

2. Routine inspection  Inspections for grant/renewal of licences 

3. Follow-up inspection  Compliance verification inspection to authenticate the 

results of corrective actions

4. Surprise inspection or 

unannounced inspection

 Surprise inspection will occur without any prior 

notification

General points to be consider during inspection

Manufacturing inspection on following

Organisation and personnel

• Responsibilities of quality control unit

• Personnel qualification

• Personnel responsibilities

Building and facilities

• Design and construction features

• Lightning

• Ventilation, air filtration, air heating and cooling

• Plumbing

• Sewage and refuse

• Washing and toilet facilities

• Sanitation

• Maintenance

Equipment

• Equipment design, size and location.

• Equipment construction

• Equipment cleaning and maintenance

• Automatic, mechanical and electronic equipment

• Filters

Control of components and drug product containers and closures

• Receipt and storage of untested components, drug product containers, and closures

• Testing and approval or rejection of components, drug product containers, and closures

• Use of approved components, drug product containers, and closures

• Retesting of approved components, drug product containers, and closures

• Rejected components, drug product containers, and closures

• Drug product containers and closures

Production and process controls

• Written procedures; deviations

• Charge-in of components

• Calculation of yield

• Equipment identification

• Sampling and testing of in-process materials and drug products

• Time limitations on production

• Control of microbiological contamination

• Reprocessing

Packing labelling control

• Materials examination and usage criteria

• Labelling issuance method 

• Packing and labelling operations

• Drug product inspection

• Expiration dating procedure

Holding and distribution

• Warehousing procedure

• Distribution procedures

Laboratory controls

• Testing and release for distribution

• Stability testing

• Special testing requirements

• Reserve samples

• Laboratory animals
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• Penicillin contamination

Records and reports

• Equipment cleaning and use log

• Component, drug product container, closure, and labelling records

• Master production and control records

• Batch production and control records

• Production record review

• Laboratory records

• Distribution records

• Complaint files

Returned and salvaged drug products

• Returned drug products

• Drug product salvaging

Compilation of GMP compliance (inspection) requirements

Country EU US India

Regulatory agency EMA USFDA CDSCO

Regulations Directive 2003/94/EC 21 CFR, PART 210 & 211,820 Schedule-M, Schedule-M III

Dosage forms 

covered

Chemical, biological, medical 

devices

Chemical, biological, medical 

devices

Chemical, biological, medical 

devices

Classification of 

inspection

• Routine inspection

• Triggered inspection

• Inspection under risk-based 

compliance

• Product-related inspection

• Pre-approval inspection

• Routine inspection

• Post-approval inspection

• Full inspection

• Abbreviated inspection

• Pre-approval inspection

• Routine inspection

• Surprise inspection

• Follow-up inspection

Inspection done by EMA/competent authority 
CDER/CBER/

CDRH
SLA/CDSCO

Inspection fee £1936 - 1500rs

Inspection report Inspection report Establishment inspection report -

Classification of 

observations

Critical

Major

Minor/others

No action indicated (NAI)

Voluntary action indicated (VAI)

Official action indicated (OAI)

-

Consequences EUDRA GMP

• Warning letter

• Import alert

• Site close out

Clarification letter
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