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1. Introduction
Investigator's brochure is a summary of the clinical and non-clinical data on the investigational medicinal products, which are relevant for its study on human beings, as a test subject. Investigator's brochure is intended to provide researchers and other participants of the study, information leading to an understanding of and compliance with the Protocol, such as the dose, frequency / periodicity of doses, routes of administration and procedures for monitoring safety. Investigator's brochure provides insight into aspects of health care subjects in the study. Information should be presented in a concise, simple, objective, balanced and devoid of color advertising form that the clinician or potential investigator to understand it and form their own objective assessment of the feasibility of the proposed research on the basis of risk-benefit ratio. In editing the investigator's brochure should attend a medical expert. Investigator's Brochure content must be agreed with the relevant experts of areas where data were obtained are described.

The minimum amount of information that is contained in the investigator's brochure, and its structure is determined by the presentation of this standard. The nature and amount of information available varies depending on the stage of development of the investigational drug. If the investigational drug is on the market, and most practitioners are well known to its pharmacological properties, Investigator's Brochure may be less detailed. According to the decision of the authorized body, instead of investigator's brochure can be benefited with basic information on the medicinal product: package insert or the label. The alternative must contain current, comprehensive and detailed information on all the characteristics of the study medication, which are important for the investigator. If the registered drug study for a new indication for use, the investigator brochure should be designed to reflect the new application. Investigator's brochure should be reviewed at least once a year and, if necessary, supplement in accordance with written procedures sponsor. Depending on the stage of product development and as new information important to the investigator's brochure can be completed and more often. In accordance with the requirements of the standard new information could be so important that prior to its inclusion in the new edition of the investigator's brochure it is necessary to familiarize the researchers, the Ethics Committee and / or the competent authority.
Sponsor is responsible for providing researchers the current edition of investigator's brochure. The researcher is responsible for providing it to the committee on ethics. If the sponsor is a researcher, he is obliged to consider getting a brochure from the manufacturer of the drug. If the investigational drug is provided by the sponsor-investigator, he brings the necessary information to the personnel involved in the study. In cases where the preparation of investigator's brochure is not feasible, an alternative sponsor-investigator presents the information in the record to justify the topic of research.
2. General provisions
1. The structure includes the Investigator's Brochure:

1) Title page
On the title page contains information about the sponsor (name and address), ID of each study drug (number of studies, code, chemical, international non-proprietary name, the trade / brand name of the drug test, if it is consistent with the desire of the sponsor and does not contradict the RK legislation) and revision date investigator's Brochure.

Recommended to specify the number of the current edition investigator's brochure, and the number and date of the previous edition. Annex 1 to this standard is an example of a title page.
2) Grief Privacy
Sponsors include notification to the investigator's brochure for the researchers and the recipient of the document that the investigator brochure should be treated as confidential and intended solely for the information and use of a group of researchers, the commission / committee on ethics and the authorized body.
3. Contents investigator's brochure
Investigator's brochure has the following sections, each of which is accompanied by a list of referenced scientific literature:

1. Contents
An example of the content listed in Annex 2 to this standard.
2. Summary
In the "Summary" - provides information on the physical, chemical, and pharmaceutical properties of the study medication, as well as data on its toxicology, pharmacokinetics, pharmacodynamics and clinical activity in the context of the relevant stage of the clinical study.
3.  Introduction
In a brief introductory section contains the chemical, the international non-proprietary names (as well as the trade / brand name, if registered) study drug, all active substances. Also indicated pharmacological group to which the investigational drug, and the place to which he would be claimed (for example, the benefits of the drug of choice.) Provides evidence for further study of the investigational product and its potential indications for prophylactic, therapeutic or diagnostic use.

This section should provide the general approach to the evaluation of the investigational product.
4. Physical, chemical and pharmaceutical properties and composition of the dosage form.
The description of the components (active and excipients) of study medication (including chemical and / or structural formula), a brief overview of their basic physical, chemical, and pharmaceutical properties.

In order to ensure compliance and adequate precautions in the clinical study indicates the composition of the dosage form, including excipients, and the rationale for the use of this drug for clinical study. Also included instructions for storage and use of the dosage form.

It should indicate any structural similarity to other known drugs.
5. Preclinical studies
1) Introduction
The introduction of a short form of the results of preclinical pharmacodynamic and pharmacokinetic properties, toxicity, carcinogenicity, mutagenicity, teratogenicity and embryotoxicity study medication. Describes the methods used to study and discuss the results with their potential clinical significance in the context of expected medical and possible adverse or unexpected reactions in humans.

The rest of this section provides the following information:

- Used in research animals

- The number and sex of animals in each group

- The conditions of detention and diet feeding

- Unit dose (eg milligrams / kilogram (mg / kg), and others)

- The dose frequency

- Route of administration

- The duration of the course introduction

- The duration of follow-up after administration of the test drug.

For greater clarity, the data should be submitted in the form of tables / lists.

Subsequent sections contain discussion of the most important results of the studies, their extrapolation to man, and the need for evidence in clinical studies. Data should be presented comparing the results of studies in the same animal species using both effective and non-toxic dose of study drug (ie, to determine the therapeutic index). Should indicate how the data are related to dosage, scheduled for testing in humans. In all cases, the comparisons should specify the concentration of the test drug in the blood / tissue, and not the dosage expressed in mg / kg.
2) Pharmacodynamics
This section includes a description of the pharmacodynamic properties of the study drug and its active metabolites on the results of animal studies.

Described as follows:

a) the study of the specific activity and mechanism of action (efficacy in experimental pathology, the ligand-receptor interaction, the specificity of action);

b) The nature and severity of the pharmacological effects, the speed of development, duration, reversibility, and dose-response relationship, the therapeutic index

c) tests designed to assess the safety (special experiments to study the pharmacological action beyond the planned clinical indications).

In studying the pharmacodynamics study drug are set not only by its specific, and the possible side effects associated with the pharmacological activity. The action of the investigational product to healthy and diseased body can vary, it is a study of its pharmacodynamic properties should be conducted on models relevant abnormalities.
3) Pharmacokinetics
This section describes the features of absorption and the local and systemic bioavailability, the relationship with the proteins of plasma lipoproteins, distribution, with the volume of distribution, organotropnost, metabolic pathways (biotrasformatsiya, conjugation) and elimination pathway of study medication. You must specify biodustupnost (absolute, relative), the maximum concentration of the test drug in plasma Cmax and the time during which it achieved Tmax, the effect on the activity of liver enzymes, plasma half-life and tissue. Especially changes in the pharmacokinetics (linear and non-linear) with increasing doses of the investigational product.

Should conduct a correlation between the pharmacokinetic parameters and the results of pharmacodynamic and toxicological experimental studies.

This section can be described experimental results of drug interaction study drug with other drugs.
4) Toxicology
This section describes the toxic properties of the investigational product, studied in different animal species. When toxicology studies in experimental animals should be estab nature and severity of the possible harmful effects of the investigational product. Toxicological studies conducted in two directions: to the systemic toxicity study and the study of specific types of toxicity (carcinogenicity, mutagenicity, embryotoxicity, teratogenicity, immunoreactivity, including allergenicity).

These studies allow us to determine systemic toxicity:

- Portable and toxic doses

- The most sensitive to the test drug organ system, the nature and extent of the pathological changes in them, and to determine the reversibility of damage caused

- The dependence of the toxic effect of the dose and duration of use issleduemomogo drug.

The study of systemic toxicity issleduemomogo drug is divided into two stages:

a) the study of the "acute" toxicity in single or a split at short intervals throughout the day

b) the study of the "chronic" toxicity with prolonged administration (duration of administration is intended course of clinical use).

These studies investigated the toxic properties of the drug is described as follows:

- Single dose toxicity

- Toxicity with repeated administration

- Ames

- Effects on immunoreactivity (local irritating and allergenic effect)

- Reproductive toxicity (embryotoxicity, fetotoxicity)

- Genotoxicity (mutagenicity, teratogenicity).

In each case, please describe the nature, frequency, intensity, severity, dose-dependent, the rate of development, duration, and reversibility of toxic effects. It should be pointed tolerated doses, minimum and maximum toxic dose, and lethal.

If the dosage form contains adjuvants, unlawful for use in medical Pratik, each of these substances examined separately.

With a combination of several pharmacologically active substances in a single dosage form, the toxicity of the combination study in general, and each ingredient separately, unless it has been previously approved for use in medical practice.
6. Clinical studies
1) Introduction
This section details the results of studies of the investigational medicinal product in humans, including data on the pharmacodynamics, pharmacokinetics, dose response of action, efficacy and safety. Should briefly describe each completed clinical study on the investigational product. Contains information on the investigational medicinal product, obtained as a result of clinical studies and post-registration based on the generalized use of the drug.
2)  The pharmacokinetics of the investigational medicinal product in humans
Information available on the pharmacokinetics of the following sections:

- Absorption, plasma protein binding, distribution, metabolism and excretion

- Bioavailability (absolute, if possible, and / or relative) using a particular dosage form as a comparison

- Pharmacokinetics in different groups of subjects (depending on gender, age, or disorders of the organs)

- Interaction with other drugs and food

- Other data on the pharmacokinetics (eg, the results of clinical trials in pharmacokinetic studies in different groups).
3) Safety and efficacy
Presented by:

- Security

- Pharmacodynamics

- The effectiveness and dose-dependent action of study drug (and its metabolites, if at all)

- Information received in the course of the clinical trials (involving healthy volunteers and / or patients). The interpretation of these data. If part of the clinical trial has been completed, is required to submit all reports of generalized research on the effectiveness and safety of a drug for selected indications in different groups of subjects. Also provided summary tables of adverse events in all clinical studies for all indications studied. You must specify the substantial differences in the nature and frequency of adverse events between the various indications as well as between different groups of subjects.

In the investigator's brochure describes the risks and expected adverse reactions, which are based on the experiences of both the study of study drug, and similar drugs with him.

Required to describe the precautions and recommended methods of examination, which should be used when using the drug for research purposes.
4) Post-registration experience
This section identifies the country in which the study drug is commercially available or has been registered. All information received in the course of post-registration of the investigational medicinal product is submitted in summary form, indicating the dosage form, dosage, route of administration, adverse side effects and outcomes. Shall indicate the country in which the applicant had been denied registration or study drug was withdrawn from circulation.
7. Conclusions and recommendations for researchers

This section presents a discussion of pre-clinical, clinical data and summarize information from different sources on different properties of this drug. Thus, the researcher provided the most informative interpretation of existing data, and the conclusions on the significance of this information for future clinical studies.

Highlights the published work on similar products, if any. This allowed the researchers to be prepared for adverse reactions or other problems that may arise during clinical trials.

The main purpose of this section is to help the researcher to have a clear understanding of the risks and adverse reactions, as well as special tests, methods of observation and precautions that may be needed in the clinical study. This view is based on the available information about the physical, chemical, pharmaceutical, pharmacological, toxicological and clinical properties of the investigational product. Clinical researcher also provides guidance on the diagnosis and treatment of possible overdose and adverse reactions, which are based on previous clinical experience and pharmacological properties of the investigational product.
