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Regulatory Affairs (RA), also called Government Affairs, is a profession within regulated industries, such as pharmaceuticals, medical devices, energy and banking.
Regulatory Affairs (RA), also called Government Affairs, is a profession within regulated industries, such as pharmaceuticals, medical devices, energy and banking.
History of regulatory affair. Various Regulatory Authority. Role of Regulatory Affairs Department.
Pre-clinical or Non- clinical phase of drug development . Investigational New Drug Application (IND) Importance of IND. Investigator’s Brochure (IB). The Investigator’s Brochure (IB) is a compilation of the clinical and nonclinical data on the investigational product(s) that are relevant to the study of the product(s) in human subjects. A complete and thorough investigator’s brochure should include the following: Title Page
I.  A] Confidentiality Statement
II. Contents of the Investigator’s Brochure
II. A] Table of Contents
II. B] Summary
II. C] Introduction
II. D] Physical, Chemical, and Pharmaceutical Properties and 
        Formulation
II. E] Nonclinical Studies
II. F] Effects in Humans
II. G] Summary of Data and Guidance for the Investigator. Contents of the Investigator’s Brochure: II. A] Table of Contents
II. B] Summary:
Not longer than 2 pages. 
Highlighting significant physical, chemical, pharmaceutical, pharmacological, toxicological, pharmacokinetic, metabolic and clinical information available that is relevant to the state of clinical development of the investigational product. II. D] Physical, Chemical, and Pharmaceutical Properties          
         and Formulation: 
A description of the investigational product substances including the chemical and or structural formulae and the brief summary of the relevant physical, chemical and pharmaceutical properties. 
For safety measures, a description of the formulations to be used including excipients (a substance formulated with the active ingredient of a medication) should be provided and justified if clinically relevant. 
Instructions for the storage and handling of the dosage should be provided.
Structural similarities to other known compounds should be mentioned. Pharmacokinetics and Product Metabolism in Humans 
A summary of information on the pharmacokinetics of the investigational product(s) should be presented, including the following, if available: 
Pharmacokinetics (including metabolism, as appropriate, and absorption, plasma protein binding, distribution and elimination). 
Bioavailability of the investigational product (absolute, where possible, and/or relative) using a reference dosage form. 
Population subgroups (e.g. gender, age, and impaired organ function).
Interactions (e.g. product-product interactions and effects of food). 
Other pharmacokinetic data (e.g. results of population studies performed within clinical trial(s). . Marketing Experience 
The Investigator’s Brochure should identify countries where the investigational product has been approved.Read less
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Regulatory Affairs
 


	2. Introduction
 Regulatory Affairs  (RA), also called Government Affairs,
is a profession within regulated industries, such as
pharmaceuticals, medical devices, energy and banking.
 Regulatory Affairs also has a very specific meaning within
the healthcare industries (pharmaceuticals, medical
devices, Biologics and functional foods)
 Most companies, whether they are major multinational
pharmaceutical corporations or small, innovative
biotechnology companies, have specialist departments of
Regulatory Affairs professionals
 


	3.  The current  Pharmaceutical Industry is well organized,
systematic and compliant to international regulatory
standards for manufacturing of Chemical and Biological
drugs for human and veterinary consumption as well as
medical devices, traditional herbal products and cosmetics.
 Each regulatory system had faced certain circumstances
which led to current well-defined controlled regulatory
framework.
 This has resulted into systematic manufacturing and
marketing of safe, efficacious and qualitative drugs.
 With the growth of industry, the legislations from each region
have become more and more complex and created a need for
regulatory professionals.
 


	4.  Drugs or  pharmaceutical products have several attributes,
which are unique and differentiate them from other
consumer products.
 In most cases, the patients are not equipped with the
specialized knowledge needed to make an independent
assessment of the safety, quality and efficacy of the
medicines.
 Given the asymmetry of information between the
manufacturers, the doctors who prescribe drugs and
patients who ultimately consume them, the need for
regulatory supervision is widely acknowledged amongst
all stakeholders in the interest of public health.
 


	5.  In the  Indian context, the architecture of drug regulation is
designed as a classic command-and- control system in
which the regulator prescribes standards, distributes
licences and then undertakes inspection to check for
compliance.
 This has a number of positive attributes including clarity in
regulatory standards, which makes it easier to apply and to
spot instances of non-compliance.
 However, such a system also requires considerable
investment of resources, in areas ranging from setting
standards to maintenance of records, conducting
inspections, collecting and testing samples, etc.
 


	6. History
 Medicines are  perhaps as old as mankind and the concepts how
their quality has to be ensured has evolved gradually over the
time.
 For example: A compound preparation called “Mithridatium”
which included 41 individual components and was held as a
remedy for almost all diseases until as late as 1780s.
 It took until 1540 when in England the manufacture of
Mithridatium and other medicines was subjected to supervision
under the Apothecaries Wares, Drugs and Stuffs Act.
• The Act was one of the earliest British statutes on the control
of medicines and it established the appointment of four
inspectors of “Apothecary Wares, Drugs and Stuffs”
 


	7.  The first  Pharmacopoeias as we know them today stared to
appear in Europe from 16th century e.g. the first Spanish
Pharmacopoeia was issued in 1581.
 The standards for the manufacture of Mithridatum were
established in England in The London Pharmacopoeia
only in 1618.
 In the USA, the root of modern pharmaceutical industry
was borne during Mexican- American war 1846-1848.
 The American troops had suffered due to import of
spurious medication for Malaria, Cholera, Dysentery,
Yellow Fever and that had brought federal government into
action for creation of Custom Laboratories.
 


	8. • The first  law which controlled import of medicines was Import
Drugs Act of 1848.
• As per this law, it was mandatory to inspect imported drugs for
quality and purity at the entry of port.
• To define the quality and purity of drug, federal government
recognized United States Pharmacopoeia (USP) as an official
compendium.
• Note that though United States Pharmacopoeia Committee
(USPC) was established in 1820, it was non government body till
Import Drugs Act of 1848.
• The modern medicines regulation started only after breakthrough
progress in the 19th century life sciences, especially in
chemistry, physiology and pharmacology, which laid a solid
foundation for the modern drug research and development and
started to flourish after the second World War.
 


	9.  In 1937  over 100 people in the United States died of
diethylene glycol poisoning following the use of a
sulfanilamide elixir, which used the chemical as a solvent
without any safety testing.
 This facilitated introduction of The Federal Food, Drug and
Cosmetic Act with the premarket notification requirement
for new drugs in 1938.
 The second event that influenced the development of
medicines regulation far more than any event in history was
the thalidomide disaster.
 Thalidomide was a sedative and hypnotic that first went
on sale in Western Germany in 1956.
 


	10. • Between 1958  and 1960 it was introduced in 46 different
countries worldwide resulting in an estimated 10,000
babies being born with phocomelia (rare congenital
deformity in which the hands or feet are attached close to the
trunk, the limbs being grossly underdeveloped or absent) and
other deformities.
• As a result the whole regulatory system was reshaped in
the UK where a Committee on the Safety of Drugs (CSD)
was started in 1963 followed by a voluntary adverse drug
reaction reporting system (Yellow Card Scheme) in
1964.
 


	11.  In the  United States, The Drug Amendments Act of
1962 was passed by Congress requiring the FDA to
approve all new drug applications (NDA) and, for the first
time, demanded that a new drug should be proven to be
effective and safe.
 The FDA was also given the authority to require
compliance with current Good Manufacturing Practices
(GMP), to officially register drug establishments and
implement other requirements.
• Japan, EU and US discussed during the International
Conference of Drug Regulatory Authorities (ICDRA –
organized by WHO every second year) in Paris in 1989.
 


	12. • Need for  the harmonization of requirements relating to the
new innovative drugs and the green light given in Paris led
to the establishment in 1990 of the International
Conference on Harmonization (ICH) of Technical
Requirements for the Registration of Pharmaceuticals for
Human use.
• A collaborative initiative between the EU, Japan and the
United States with observers from WHO, EFTA (European
Free Trade Association ) and Canada.
• ICH harmonization focuses primarily on technical
requirements for new, innovative medicines.
 


	13. Various Regulatory Authority
Country  Name of Regulatory Authority
USA Food and Drug Administration (FDA)
UK Medicines and Healthcare Products Regulatory Agency (MHRA)
Australia Therapeutic Goods Administration (TGA)
India Central Drug Standard Control Organization (CDSCO)
Canada Health Canada
Europe European Medicines Agency (EMEA)
Denmark Danish Medicines Agency
Costa Rica Ministry of Health
New Zealand Medsafe - Medicines and Medical Devices Safety Authority
Sweden Medical Products Agency (MPA)
Netherlands Medicines Evaluation Board
 


	14. Country Name of  Regulatory Authority
Ireland Irish Medicines Board
Italy Italian Pharmaceutical Agency
Nigeria National Agency for Food and Drug Administration and
Control (NAFDAC)
Singapore Centre for Pharmaceutical Administration Health Sciences
Authority
Japan Ministry of Health, Labour & Welfare (MHLW)
Thailand Ministry of Public Health
China State Food and Drug Administration
Germany Federal Institute for Drugs and Medical Devices
Malaysia National Pharmaceutical Control Bureau, Ministry of Health
Pakistan Drugs Control Organization, Ministry of Health
 


	15. International Organizations
• World  Health Organization (WHO)
• Pan American Health Organization (PAHO)
• World Trade Organization (WTO)
• International Conference on Harmonization (ICH)
• World Intellectual Property Organization (WIPO)
 


	16.  Responsible for  obtaining approval for new pharmaceutical
products and ensuring that approval is maintained for as
long as the company wants to keep the product on the
market.
 Serves as the interface between the regulatory authority
and the project team.
 Is the channel of communication with the regulatory
authority as the project proceeds, aiming to ensure that the
project plan correctly anticipates what the regulatory
authority will require before approving the product.
Role of Regulatory Affairs Department
 


	17.  Keep abreast  of current legislation, guidelines and other
regulatory intelligence.
 Plays an important role in giving advice to the project team
on how best to interpret the rules.
 Reviews all documentation from a regulatory perspective,
ensuring that it is clear, consistent and complete, and that
its conclusions are stated clearly.
 Drafts the core prescribing information that is the basis for
global approval, and will later provide the platform for
marketing.
 Provide input when legislative changes are being discussed
and proposed.
 



	19. Role of Regulatory  Affairs Professionals
 To act as liaison with regulatory agencies.
 Preparation of organized and Ensure adherence and
compliance with all the applicable CGMP, ICH, GCP, GLP
guidelines regulations and laws.
 Providing expertise and regulatory intelligence in translating
regulatory requirements into practical, workable plans.
 Impart training to R & D, Pilot Plant ADL on current
regulatory requirements.
 Monitor progress to all registration submissions.
 


	20.  Response to  queries as they arise and ensure that
registration/approval are granted without delay.
 Handle regulatory and costumer inspections, review audit
reports and compliance.
 Arranges consultations and meetings between the firms and
government regulatory agencies.
 Formulate regulatory submission strategies.
 Compliance of company product’s with current regulations.
 



	22. Drug Development Teams
•  Most pharmaceutical and biotechnology firms employ drug
development project teams to guide the processes involved
in early drug discovery phase, through the various drug
development stages and finally making the drug candidate
into a therapeutic product.
• The drug development team includes a diverse group of
individuals with different philosophies and approaches to
the development process.
• All team members must work closely together to ensure
that a drug is both safe and efficacious.
 


	23. The responsibilities of  these project teams include:
1. Reviewing research results from experiments conducted
by any of the various scientific disciplines.
2. Integrating new research results with previously generated
data.
3. Planning research studies to further characterize a drug
candidate.
4. Preparing a detailed drug development plan, including
designation of key points or development milestones,
generating a timeline for completion, and defining the
critical path.
 


	24. 5. Monitoring the  status of research studies to ensure that
they are being conducted according to the timeline and
critical path in the development plan and, if appropriate,
modifying the plan as new information becomes available.
6. Comparing research results and development status and
timelines with drug candidates under development by
competitors.
7. Conducting appropriate market surveys to ensure that the
development of a drug candidate is economically justified
and continues to meet a medical need.
8. Reporting the status of the drug development program to
management and making recommendations on the
continued development of the drug candidate.
 


	25. Drug development teams  consist of following group of
teams:
1. Discovery/development team:
 The discovery and development groups are comprised of
the basic scientists and chemists who created the new
molecule.
 This group synthesizes drug substances for “drug-
screening,” pharmacology, and toxicology studies, and
also prepares clinical supplies.
 


	26. 2. Nonclinical pharmacology  and toxicology team:
 This group studies the drug product in animal models for
efficacy and safety in order to identify potential efficacy and
safety issues in humans.
 It is critical for the clinical and development groups to
work closely with the lexicologists in the design of animal
studies to ensure their relevance to the clinical
environment
 


	27. 3. Clinical research  team:
 Clinical research has the ultimate responsibility for testing
drug products in humans: the monitoring of drug safety
rests squarely on the shoulders of clinical research.
 Clinical trials must be science-based with proper statistical
methodologies and have clinically relevant end points.
 Clinical research interacts directly with the FDA and is
responsible for the generation of study reports with input
from biostatisticians and regulatory affairs.
 Clinical research can also generate the publications
necessary for the marketing of any drug product.
 


	28. 4. Regulatory affairs  team:
 The regulatory affairs department is the interface with the
FDA.
 It is their responsibility to ensure compliance with the rules
and regulations established by the Federal Food Drug and
Cosmetic Act and its amendments.
 


	29. 5. Marketing team:
  The marketing group has the ultimate responsibility for
marketing and selling the drug.
 As a result, they need product, labeling that differentiates
their drug from those already marketed.
 Marketing has to provide creative concepts for the
prescribing physician, the patient, and the company's
senior management.
 They also have to make sure that, budget goals arc met. It
is not uncommon for the marketing group to have
differences of opinion from both the clinical and regulatory
groups within their own company, as well as with the
FDA.
 


	30. 6. Legal team:
  In order for a drug to be financially successful, patent
protection is a key element.
 The legal group must submit patents at the appropriate
time and do all in its power to avoid lawsuits from
potential competitors.
 The legal group also ensures that neither the FDA nor the
other organization or company will challenge advertising
and promotional materials.
7. Management team:
 They co-ordinate with all the respective teams and
responsible for successful completion of project in a time
bound manner.
 


	31. Pre-clinical or Non-  clinical phase of drug development
 Pre-clinical Drug Development involves pharmacological and
toxicological assessment of the potential new drug in animal
models in order to establish its safety and efficacy before the
administration to human volunteers in clinical trial phase.
 Pharmacological and toxicological assessment of the potential
drug candidate is carried out by both in-vitro and in-vivo
methods and in accordance with the guidelines of good
laboratory practice (GLP).
 Cell lines or isolated tissues are used as in-vitro models and both
rodent and non rodent animals such as mice, rat, guinea pig,
dog, monkey etc are used as animal models for in-vivo testing.
 Such preclinical studies can be take up to 2 years to complete.
 


	32. Pre-clinical drug development  involves following major
type of studies
1. Pharmacological studies:
i) Pharmacokinetic profile study:
 It deals with study of ADME. Generally, ADME studies
are conducted in two species, usually rats and dogs,
repeated with different dose levels in males & females.
 The main task of pharmacokinetic studies is to find an
optimal dose level and to provide information about the
dose-effect relationship.
 


	33. ii) Pharmacodynamic profle  study: Pharmacodynamic studies
deal more specifically with followings-
a) Primary pharmacodynamic (PD) study: Study
Physiological effects of drug
b) Secondary pharmacodynamic study: Study Mechanism
of drug action and effects of the relevant compound which
are not related to its desired therapeutic target.
c) Safety pharmacology studies: Safety pharmacology
studies are conducted to identify possible undesirable
pharmacodynamic effects of a compound on selected
physiological functions which may have an impact on
human safety.
 


	34. 2. Toxicological studies:  Toxicology defines the preclinical
part of the safety assessment during drug development. By
conducting toxicity studies, possible hazards and risks are
identified.
i) Acute toxicity (Single dose) and chronic toxicity
(Repeated-dose) study:
 Acute toxicity is usually assessed by administration of a
single high dose of the test drug to rodents. Both rat and
mice (male and female) are usually employed.
 The single dose is administered by at least two routes,
one of which should be the proposed route to be used in
human beings
 


	35. ii) Reproductive toxicity  study:
 These studies evaluate male and female fertility, embryo and fetal
death, parturition and the newborn, the lactation process, care of
the young, and the potential teratogenicity of the drug candidate.
 Historically, these reproductive parameters have been evaluated in
three types of studies, generally referred to as segment I, segment II,
and segment III.
 Segment I, evaluates fertility and general reproductive performance
in rats.
 Segment II, commonly conducted in rats and rabbits, determines
the embryo toxicity or teratogenic effects of the drug candidate.
 Segment III, designated the perinatal and postnatal study and
normally conducted only in rats, assesses the effects of the drug
candidate on late fetal development, labor and delivery, lactation,
neonatal viability, and growth of the newborn.
 


	36. iii) Genotoxicity /  Mutagenicity Study:
 Mutagenicity study aim to determine whether the proposed
drug is capable of inducing DNA damage, either by
inducing alterations in chromosomal structure or by
promoting changes in nucleotide base sequence.
iv) Carcinogenicity study:
 Long-term carcinogenicity study is carried out, particularly
if the drug is used for administration over prolonged period
(≥ 6 months). In such type of study animal is observed for
the development of tumors.
 


	37. v) Immuno-toxicity study:
  Ability of the drug compound to induce immune response or
sensitivity is studied.
 Immuno-toxicity which may be investigated during repeated dose
toxicity studies.
 It identifies adverse effects of drugs on the immune system as
immuno suppression which can lead to infectious diseases or
malignancies, hypersensitivity or autoimmune reactions to self
antigens.
vi) Toxico-kinetic studies:
 Toxico-kinetic studies may be an integral part of nonclinical toxicity
studies or may be conducted as separate, supportive studies.
 In general, toxico-kinetic studies should be performed according to
GLP regulations in conjunction with drug safety studies.
 


	38. Investigational New Drug  Application (IND)
 An IND is an submission to the Food and Drug
Administration (FDA) requesting permission to initiate a
clinical study of a new drug product.
 After the successful completion of preclinical research,
Drug developer or sponsor, must submit an
Investigational New Drug (IND) application to respective
regulatory authority such as FDA in US, Central Drugs
Standard Control Organisation (CDSCO) in India etc in
order to start clinical research.
 The IND filing is the formal process by which a sponsor
requests approval for testing of a drug in human subjects.
 


	39. Importance of IND:
  An IND is required anytime I want to conduct a clinical trail
of an unapproved drug.
 An IND would be required to conduct a clinical trail if the
drug is a new chemical entity, not approved for the
indication under investigation in a new dosage form.
 Being administered at a new dosage level, in combination
with another drug and the combination is not approved.
 All clinical studies where the drug is administered to
human subjects regardless whether the drug will be
commercially developed, require an IND.
 


	40. In the IND  application, following things are must
included:
 Animal study data and toxicity data
 Manufacturing information
 Clinical protocols (study plans) for studies to be conducted
 Data from any prior human research Information about the
investigator
 Any additional data
 After submitting IND, respective regulatory authority reviewed all
the data and if satisfied, they grant the sponsor to begin clinical
trial.
 It will take 30 -60 days after IND submission to get approval for
clinical trial from the FDA.
 


	41. Investigator’s Brochure (IB)
  The Investigator’s Brochure (IB) is a compilation of the clinical and
nonclinical data on the investigational product(s) that are relevant
to the study of the product(s) in human subjects.
 An Investigator’s Brochure is a collection of clinical and non-clinical
data about the investigational products that are the focus of the
study.
 The purpose of an Investigator’s Brochure is to provide Investigators
and other crucial people involved in the trial with enough
information to help their understanding of the reasons for and
compliance with the key features of a clinical trial protocol including
dose, dose frequency, methods of administration and safety
monitoring procedures.
 


	42.  Owing to  the importance of the IB in maintaining the safety of
human subjects in clinical trials, and as part of their guidance
on Good Clinical Practice (GCP).
 The U.S. Food and Drug Administration (FDA) has written
regulatory codes and guidances for authoring the IB,
and the International Conference on Harmonisation (ICH) has
prepared a detailed guidance for the authoring of the IB in
the European Union (EU), Japan and the United States (US).
 An Investigator’s Brochure should be reviewed every year and
revised as necessary in accordance with a Sponsor’s written
instructions.
 


	43.  If new  information is important enough, the Investigators and
Human Research Ethics Committee (HREC) need to be informed
before it is included in the updated Investigator's Brochure.
 The Sponsor ensures that an up-to-date Investigator’s Brochure is
made available to Investigators.
 While the Investigators are responsible for providing an updated
copy of the Investigator’s Brochure to the relevant Institutional
Review Boards (IRBs) and Independent Ethics Committees
(IECs).
 If an investigational product is provided by a Sponsor-Investigator,
detailed background information about the trial protocol which
contains current information described in the outline should be
included.
 


	44. A complete and  thorough investigator’s
brochure should include the following:
I. Title Page
I. A] Confidentiality Statement
II. Contents of the Investigator’s Brochure
II. A] Table of Contents
II. B] Summary
II. C] Introduction
II. D] Physical, Chemical, and Pharmaceutical Properties and
Formulation
II. E] Nonclinical Studies
II. F] Effects in Humans
II. G] Summary of Data and Guidance for the Investigator
 


	45. I. Title Page
•  This should provide the sponsor's name, the identity of each
investigational product (i.e., research number, chemical or approved
generic name, and trade name(s) where legally permissible and desired
by the sponsor), and the release date.
I. A] Confidentiality Statement:
A statement which reminds Investigators and other recipients to treat
the Investigator’s Brochure as a confidential document and an
important resource for the Investigators team and the Institutional
Review Boards (IRBs) and Independent Ethics Committee (IEC).
 


	46. II. Contents of  the Investigator’s
Brochure
II. A] Table of Contents
II. B] Summary:
• Not longer than 2 pages.
• Highlighting significant physical, chemical, pharmaceutical,
pharmacological, toxicological, pharmacokinetic, metabolic
and clinical information available that is relevant to the state
of clinical development of the investigational product.
 


	47. II. C] Introduction:
•  An introduction which includes a chemical name (generic and
trade names), all active ingredients, the investigational
product’s pharmacological class and expected position within
this class, the rationale for performing research with the
investigational product and the anticipated prophylactic,
therapeutic or diagnostic indications.
• The general approach to follow when evaluating an
investigational product.
 


	48. II. D] Physical,  Chemical, and Pharmaceutical Properties
and Formulation:
• A description of the investigational product substances including
the chemical and or structural formulae and the brief summary
of the relevant physical, chemical and pharmaceutical
properties.
• For safety measures, a description of the formulations to be used
including excipients (a substance formulated with the active
ingredient of a medication) should be provided and justified if
clinically relevant.
• Instructions for the storage and handling of the dosage should
be provided.
• Structural similarities to other known compounds should be
mentioned.
 


	49. II. E] Nonclinical  Studies:
• Results of the relevant pharmacology, toxicology, pharmacokinetic
and investigational product metabolism studies should be provided
in a summary form.
• The summary should address the methodology used, the results,
and discussion of the relevance of findings on the investigated
therapeutic, and possible unfavorable and unintended effects in
humans.
• Information Provided May Include the Following, as
Appropriate, if Known/Available:
1. Species tested 2. Number and sex of animals in each group
3. Unit dose (milligram/kilogram) 4. Dose interval
5. Route of administration 6. Duration of dosing
7. Information on systemic distribution 8. Duration of post-exposure
follow-up 9. Results, including the following aspects
 


	50. • Non-Clinical Pharmacology
•  A summary of the pharmacological aspects of the
investigational product, and, where appropriate, its
significant metabolites studied in animals, should be
included.
• The summary should incorporate studies that assess
potential therapeutic activity (efficacy models, receptor
binding and specificity) as well as those that assess safety
(special studies to assess pharmacological actions other than
the intended therapeutic effects).
 


	51. • Pharmacokinetics and  Product Metabolism in Animals
• A summary of the pharmacokinetics and biological
transformation and disposition of the investigational product
in all species studied should be given.
• The discussion of the findings should address the absorption
and the local and systemic bioavailability of the
investigational product and its metabolites and their
relationship to the pharmacological and toxicological findings
in animal species.
 


	52. • Toxicology
• A  summary of the toxicological effects found in relevant studies
conducted in different animal species should be described under
the following headings where appropriate:
• Single dose
• Repeated dose
• Carcinogenicity (the ability to produce cancer)
• Special studies (irritancy and sensitisation)
• Reproductive toxicity
• Genotoxicity (mutagenicity)
 


	53. II. F] Effects  in Humans:
• Introduction
• A thorough discussion of the known effects of the
investigational product(s) in humans should be provided,
including information on pharmacokinetics, metabolism,
pharmacodynamics, dose response, safety, efficacy, and other
pharmacological activities.
• Where possible, a summary of each completed clinical trial
should be provided.
• Information should also be provided regarding results of any
use of the investigational product(s) other than from in
clinical trials, such as from experience during marketing.
 


	54. A. Pharmacokinetics and  Product Metabolism in Humans
• A summary of information on the pharmacokinetics of the
investigational product(s) should be presented, including the
following, if available:
• Pharmacokinetics (including metabolism, as appropriate, and
absorption, plasma protein binding, distribution and elimination).
• Bioavailability of the investigational product (absolute, where
possible, and/or relative) using a reference dosage form.
• Population subgroups (e.g. gender, age, and impaired organ
function).
• Interactions (e.g. product-product interactions and effects of food).
• Other pharmacokinetic data (e.g. results of population studies
performed within clinical trial(s).
 


	55. B. Safety and  Efficacy
• A summary of information should be provided about the
investigational product/product’s (including metabolites,
where appropriate) safety, pharmacodynamics, efficacy and
dose response that were obtained from preceding trials in
humans (healthy participants and/or patients). The
implications of this information should be discussed.
• In cases where a number of clinical trials have been
completed, the use of summaries of safety and efficacy across
multiple trials by indications in subgroups may provide a
clear presentation of the data.
 


	56. • Tabular summaries  of adverse drug reactions for all the
clinical trials (including those for all the studied indications)
would be useful.
• Important differences in adverse drug reaction
patterns/incidences across indications or subgroups should
be discussed.
• The Investigator’s Brochure should provide a description of
the possible risks and adverse drug reactions to be
anticipated on the basis of prior experiences with the product
under investigation and with related products.
• A description should also be provided of the precautions or
special monitoring to be done as part of the investigational
use of the product(s).
 


	57. C. Marketing Experience
•  The Investigator’s Brochure should identify countries where
the investigational product has been approved and
marketed.
• Any important information arising from the marketed use
should be summarised (e.g. formulations, dosages, routes of
administration, and adverse product reactions).
• Should identify all the countries where the investigational
product did not receive approval/registration for marketing or
was withdrawn from marketing/registration.
 


	58. II. G] Summary  of Data and Guidance for the Investigator:
• Provide an overall discussion of the nonclinical and clinical
data and should summaries the information from various
sources on different aspects of the investigational product(s),
wherever possible.
• The Investigator can be provided with the most detailed
interpretation of the available data and with an assessment of
the implications of the information for future clinical trials.
• Where appropriate, the published reports on related products
should be discussed to help the Investigator to anticipate
adverse drug reactions or other problems in clinical trials.
 


	59. Thank you
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