УДК 615.07

Dmitriy Nikolaevich Shevyrev – post graduate of the Far-Eastern Institute of Jurisprudence of the Ministry of Internal Affairs of the Russian Federation (Khabarovsk). E-mail:shevyrevdmitry@gmail.com 
General characteristics of GMP (Good Manufacturing Practice)and some questions about the usage of terminology

The problem of emergence of the illegal pharmaceutical products is generally recognized and relevant for the all developing countries. In this case, the risk of such products increases in proportion to the total pharmaceutical market.The basic ideas of the quality assurance, good manufacturing practices (GMP), quality control and risk management for the quality are interrelated. Abroad are published a lot of literature on the topic of GMP, which was written by former inspectors of the supervising bodies are published, but in Russian there is a lack of such literature, which complicates understanding. This article provides a brief, general description of the system of GMP (Good Manufacturing Practice) for the pharmaceutical industry, in accordance with the international experience and the current legislation of the Russian Federation. An approach to the definition of unsafe medicines in the United States is discussed. This circumstance is the need to optimize the system of preventing the production and trafficking of counterfeit drugs and topical issues of the terminology used in a potentially dangerous drug, in the Russian Federation.
Проблема появления нелегальной фармацевтической продукции общепризнана и актуальна для всех развивающихся стран. При этом, риск появления такой продукции возрастает пропорционально росту объема фармацевтического рынка. Основные идеи обеспечения качества, надлежащей производственной практики (GMP), контроля качества и управления риском для качества взаимосвязаны. За рубежом издается масса литературы на тему GMP, которая написана бывшими инспекторами контролирующих органов, однако, на русском языке ощущается нехватка подобной литературы, что осложняет понимание, а соответственно, и работу с GMP. В данной статье представлена краткая общая характеристика системы GMP (далее – надлежащей производственной практики) на фармацевтическом производстве в соответствии с мировым опытом и действующим законодательством Российской Федерации. Изложен подход к определению небезопасных лекарственных средств в США. Указаны обстоятельства, определяющие необходимость оптимизации системы предупреждения производства и оборота фальсифицированных лекарственных средств, и актуальные вопросы терминологии, применяемой к потенциально опасным лекарственным средствам, в Российской Федерации.

Ключевые слова: фармацевтическая промышленность, поддельные лекарственные средства, надлежащая производственная практика, здоровье населения.
Keywords: pharmaceutical industry, counterfeit drugs, good manufacturing practices, public health.

Global pharmaceutical industry is constantly evolving in a rapidly changing and dynamic environment of the health systems, is no exception and the pharmaceutical industry of the Russian Federation. All the advanced pharmaceutical powers have problems with substandard and counterfeit medicines. Moreover, the risk of such illegal products increases in proportion to the total pharmaceutical market.
Every year on the market there are new drugs. To ensure the quality of new and existing drugs on the market there is a certain regulation of pharmaceutical and legal transactions, which is implemented by regulating the handling of medicines.

The strategic objective of ensuring national security in health and health of the nation is to control the quality, effectiveness and safety of drugs [1]. In accordance with this objective, the President in his message to the Federal Assembly of the Russian Federation in 2009, set a target to protect people from counterfeit medicines [2].
In response to this guidance to prevent trafficking in counterfeit drugs has been recognized as one of the priorities of the Ministry of Interior of Russia [3]. 

However, significant reduction in the level of crimes in this area has not occurred, indicating that ineffective stakeholder opposition.

These circumstances make it necessary to optimize the system of preventing the production and trafficking of counterfeit medicines. Detection and neutralization of an unlawful attempt requires an integrated approach and a high priority for both the law enforcement and the regulatory agencies [4].
In October 2009, the same strategy was approved by the development of pharmaceutical industry in the Russian Federation for the period up to 2020, in which, as one of the main activities is given to ensure drug safety of the Russian Federation [5].
In accordance with the Federal Law "On Circulation of Medicines" in 2014 in the Russian Federation, all industrial production of drugs is required to operate and produce medicines in strict compliance with GMP, which set the national standard GOSTR 52249-2009 "rules of production and quality control of medicinal means" [6], which states that a drug manufacturer must arrange their production so that medicines are guaranteed fit for purpose and the requirements imposed on them and do not pose a risk to consumers because of the breach of security, quality, or performance.

GOSTR 52249-2009 fully regulates the production of drugs for both human and animal. Thus, the state sets uniform standards for the production of medicinal products that meet international standards. 

Terms of GMP (Good Manufacturing Practice) – is a set of requirements to all sides of the pharmaceutical industry, the composition of the air in the shops and the quality of water used in production, set and level equipment to staff uniforms and paint walls.
First control program with the good manufacturing practices appeared in the United States. Similar programs have been developed in the European Union, Australia, Japan, Korea, South Africa and other developed countries. In the European Union regulatory body is EMA / EMEA – European Medicines Agency. His version of the standard is and WHO – World Health Organization.
In order to harmonize the content of GMP requirements United States, Japan and the European Union was created ICH – International Conference on the Standardization of the requirements in the pharmaceutical industry, so there and GMP ICH. There is also the least well-known organization, which occupies the GMP, this PIC / S – the international system of the Pharmaceutical Inspection Cooperation. With such a variety of organizations that develop these standards in the finished cases, they have almost no differences.
In the Russian Federation for the implementation of activities in the pharmaceutical companies actually use the GMP requirements of the European Union with a few differences.

It should be noted that in contrast to the quality control procedures by examining random samples of medicines and the other pharmaceutical products, which ensures suitability for the use only within these samples (and possibly batches manufactured in the near future in this party time), GMP standard reflects a holistic approach and regulates and evaluates the actual parameters of production and laboratory testing [7].
In the USA, the current rules and good practices (GMP) are reflected in sections 210 and 211 of the 21th. volume of the Code of Federal Regulations (CFR). And the right to establish performance standards stipulated in the Law on food, medicine and cosmetic products for FDA – Food and Drug Administration [8].
Prior to the implementation of the rules all actions GMP quality control systems were limited only to the withdrawal of those drugs, the discrepancy between the existing requirements which have already been confirmed. Development of the new requirements was due to the need to exclude entry to the sale of substandard drugs. And as a result, American manufacturers were obliged to comply with good manufacturing practice, i.e. GMP, designed to prevent pollution of pharmaceutical products, their inadequate bioavailability or effectiveness.

The GMP rules require from manufacturers the availability of appropriate production equipment, trained personnel, precise control of production processes, proper laboratory control, maintain complete and accurate records and reports, proper research of finished products, and so on. D. Not claiming to be the standard procedures, the rules are rather set threshold, or minimum standards, mandatory for pharmaceutical manufacturing operations.

It is necessary to consider the approach to the definition of unsafe medicines to the population the United States, it is necessary to turn to the United States federal law, according to which the drug produced according to the requirements GMP, including the requirement for quality control and quality management, recognized "substandard." Literally, if the methods, equipment or controls used for its manufacture, processing, packaging, storage, or do not comply with GMP or applied without regard to the requirements of current good manufacturing practices, ensuring compliance of the medication required by law security setting, authenticity and content of active substances as well as the published specifications of quality and purity, which medicine should possess, it is considered substandard.

Transition of the Russian pharmaceutical industry standards GMP, of course, is a very progressive step, but this process, which has some of its problems, is only part of the system to protect citizens from drugs represent a potential hazard to their health. The action of the system to date, mainly, is to identify and retirement of medicines, quality does not meet the requirements. There is information about such facts considered by the Federal Service for Supervision of Health of the Russian Federation and its territorial divisions.

In order to prevent possible harm to the health of the population of the territorial bodies Federal Service of the Russian Federation for control in health care (Roszdravnadzor) decision to suspend the circulation of medicines, the authenticity of which has caused doubt. Decision to remove particular series of fake drug taken only after receipt of the expert organization or the manufacturer of the results of the comparative analysis of the samples of the drug made Roszdravnadzor, the authenticity of which has caused doubt and archival samples of the original manufacturer of the drug. Information about the necessity of withdrawal of these drugs available on the official website Roszdravnadzor and communicated to all the subjects of drugs distribution [9].

In this approach, the system is aimed only at eliminating the threat to public health posed by counterfeit drugs that are already in circulation, while the obvious exception of the need to hit them in the sale, in addition, its effectiveness is questionable in view of the lack of sanctions for violation of the law. 

Note that in the USA there is a unified approach to the definition of a drug that is potentially hazardous to the health of consumers, as opposed to the legislation of the Russian Federation, where there are overlapping terms, which invariably leads to difficulties in enforcement.
Thus, the Federal Law of the Russian Federation dated 12.04.2010 № 61-FZ "On Circulation of Medicines", the following concepts: 

- Falsified drugs is a drug, followed by false information about its composition and (or) the manufacturer; 

- Substandard medicines – a drug that does not match the requirements of pharmaceutical article or in the case of lack of regulatory requirements or regulation; 

- Counterfeit drug – a drug that is in the back with a violation of civil law;

Manufacture of medicinal products is within the scope of the Article 41 of the Constitution of the Russian Federation, according to which the state guarantees the protection of public health. Thus, the Deputy Minister of Health of the Russian Federation, Doctor of Medicine, Professor, T.V. Yakovleva, speaking at the opening of the international conference "Medicrime" October 26, 2011, in his speech at the thesis "Effective fight against counterfeiting of medicines is only possible with a change in legislation," concluded that many of the rights and values given to us from birth and declared to be inalienable and guaranteed lose its meaning without a major - human health, and effective fight against counterfeit medicines and will be possible only when we have made all necessary changes to the legislation, when it is clearly stated criminal responsibility for the manufacture, introduction into circulation and sale of adulterated and counterfeit medicines drugs, including the distortion of information on the effectiveness, time and place of manufacture of medicament. Also, agreed on the need to anticipate and responsibility for the treatment of poor-quality drugs – dilapidated and (or) expired, noting that the treatment of such drugs at least – if not more – dangerous than handling counterfeit drugs [10].

One should agree with the opinion of T.V. Yakovleva about the need for legislative changes aimed at protecting the rights of citizens against the possible harm to health adulterated, counterfeit or substandard drugs. However, to share her opinion with regard to the definitive approach to the most dangerous or less dangerous categories of drugs that are "outside the law", is extremely difficult. Certainly, the legislation should establish a single term for 'drug counterfeiting."

Turning to the history of the origin of the terms, we see that the words of falsification and counterfeiting are of Latin origin. Explanatory Dictionary of D.N. Ushakov, 1940, deals with the falsification (from Lat. Falsification) as forging something [11], A.N.Chudinov in his dictionary of foreign words that are included in the Russian language, 1910, explains the word "counterfeit" (neo-Latin., From Lat. Contra – against, and facere – to do) as a forgery, mainly literary work.

As we can see, these two terms are inherently synonymous, but initially were used in different areas of public relations. All the above categories of medicines, including substandard, they can harm the health of consumers, the statutory terms are in fact only reflect the way in which the offense is committed, that is, how the buyer is misled.
The end user can not assess the real usefulness of drug or its potential danger, it does not matter what will be recognized as a drug that could eventually cause harm. In view of this, the first necessity for the law enforcer must be the single, understandable terms, terms which, the authorities will be to uphold the constitutional foundations of the health of citizens and the population of the Russian Federation will provide affordable, effective and safe medicines.
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