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DEFINITION OF THE ROLE AND THE BASIC FUNCTIONS OF THE SUPERVISING PERSONNEL AT FORMATION AND SUPPORT OF FUNCTIONING OF THE QUALITY MANAGEMENT SYSTEM AT THE ENTERPRISE FOR MANUFACTURE OF MEDICAL PRODUCTS

In article requirements of national edition of guidelines for GMP, ICH Q10 and standard ISO 9001 to a role and the basic functions of the supervising personnel in implementation and functioning of the quality management system of the enterprise for manufacture of medical products (pharmaceutical quality system) are analyzed. Recommendations about performance of requirements, and also about rational distribution of duties among the top management for pharmaceutical quality system are formulated.
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PROBLEM STATEMENT
An important role of top management in the planning, development, implementation, operation and support continuous improvement of the Quality Management System (QMS) highlights in every way the ISO 9000, the relevant requirements branch standards and professional publications [1-5, 10]. Standard ISO 9000:2005 [9, paragraph 0.2] states that "Leaders establish unity of purpose and direction of the organization. They should create and maintain the internal environment in which people can become fully involved in achieving the organization's objectives". 

Through leadership and actions, top management can create an environment where people are fully involved and in which a quality management system can operate effectively. The quality management principles can be used by top management as the basis of its role, which is as follows [9, п. 2.6]:

a) to establish and maintain the quality policy and quality objectives of the organization;

b) to promote the quality policy and quality objectives throughout the organization to increase awareness, motivation and involvement;

c) to ensure focus on customer requirements throughout the organization;

d) to ensure that appropriate processes are implemented to enable requirements of customers and other interested parties to be fulfilled and quality objectives to be achieved;

e) to ensure that an effective and efficient quality management system is established, implemented and maintained to achieve these quality objectives;

f) to ensure the availability of necessary resources;

g) to review the quality management system periodically;

h) to decide on actions regarding the quality policy and quality objectives;

i) to decide on actions for improvement of the quality management system.
Profile branch standards also focused on importance of leadership in establishing quality management systems. For example, a national guideline CT-Н MОЗУ 42-4.0:2013 "Medicinal Products. Good Manufacturing Practice" (hereinafter - Guidelines) highlights the role of the management of drug manufacturing (DM) [6, p. 1.5]: "Senior management has the ultimate responsibility to ensure an effective Pharmaceutical Quality System (PQS) is in place, adequately resourced and that roles, responsibilities, and authorities are defined, communicated and implemented throughout the organization. Senior management’s leadership and active participation in the PQS is essential. This leadership should ensure the support and commitment of staff at all levels and sites within the organization to the Pharmaceutical Quality System". It should be noted that these provisions of Guidelines complete correlation between the relevant provisions of ISO 9000 and ISO 9001.
The project of implementation of QMS (PQS) involves the guidance of a wide range of activities. Some of them prior to this project is not carried out or performed on a much smaller scale. At the same time, compliance with all prescribed standards function directly by senior management is crucial when the QMS implementing and further development of this system. However, for many domestic enterprises issue is the proper distribution and responsibilities among the leadership in implementing of PQS. This is due to insufficient knowledge of the quality management, incorrect interpretation of the relevant regulations and incorrect understanding of the importance of the inclusion of the entire senior management to development, implementing and continuous improvement of the system.
ANALYSIS OF RECENT RESEARCH AND PUBLICATIONS
In the specialized literature there are publications that highlight the general stages of QMS formation in pharmaceutical companies and participate in these projects the senior management of the organization. Some publications are considered certain aspects of senior management in the routine functioning of QMS, emphasizes the significant role of systematic review of QMS by management and the importance of initiating action with continuous improvement of QMS [2-5, 10]. The main functions of senior management regarding of QMS also highlighted in a number of normative documents [6-8, 11]. However, we have not found publications that contain detailed interpretations of normative requirements for DM management activities concerning of the design, implementation and improvement of PQS.
EMPHASIZING OF UNSOLVED EARLIER ASPECTS
OF THE COMMON ISSUE
As shown above, the responsibilities of senior management of any organization when implementing and maintaining QMS is wide enough. Weighty part of these responsibilities must be carried out systematically and requires considerable time (for example, the procedure of QMS review, formulation of a quality objectives, development of measures to improve the system, etc.). Therefore, a clear definition of responsibilities is crucially important, because these duties are added, and do not replace of all other numerous functions of head. In this case, the GMP is not defined opportunity to distribution of responsibilities of DM senior management for the formation and support of PQS, while standard ISO 9001 involves the appointment of an authorized management representative on these issues (5.5.2 of ISO 9001:2008). On the other hand, the current in Ukraine guideline "Licensing Terms for producing medicines, wholesale, retail medicines" for business entities engaged in commercial production of pharmaceuticals provide for mandatory presence of authorized person which besides the main function (granting permission for release of medicines) also imposed obligations for functioning of quality assurance system, although these duties are not detailed.
From the correct distribution of duties and responsibilities among key stakeholders of the implementation and support of PQS directly depends the success of this project. Thus, research on determining of role and functions of DM management and the organization of activity of the management representative concerning quality management must admit important and necessary.

FORMULATION OF THE OBJECTS OF THE ARTICLE 
The aim of research was the analysis of the requirements of the national edition of the GMP Guidelines, ICH Q10 provisions and ISO 9001 standard requirements for the role and main functions of key personnel concerning of QMS (PQS) implementation and operation and the formulation of recommendations for the execution of the relevant requirements ISO 9001 and GMP and regulation activities of senior management for aspects of quality management. 
STATEMENT OF BASIC MATERIAL OF THE RESEARCH
Analyzing the requirements of standard ISO 9001:2008, we are identified range of main duties that have to rely on the senior management of the organization regarding the development, implementation and continual improvement of the QMS [8, р. 5]: 
a) communicating to the organization the importance of meeting customer as well as statutory and regulatory requirements,

b) establishing the quality policy,

c) ensuring that quality objectives are established,

d) conducting management reviews,

e) ensuring the availability of resources.

Managing of QMS functioning from the standpoint of ISO 9001 should be organized on the feedback basis: from planning (formulation of business policy, setting goals and objectives, shared responsibility and authority) – to monitoring, verification, analyzing and evaluation of system processes for development and taking corrective and preventive action to continuous improvement (PDCA Cycle). 
Therefore, ISO 9001 requires from the head of organization to ensure establishment of quality objectives, including those required on satisfaction of requirements for products for the relevant departments and levels of the organization, and to provide of responsibility and determine the authority for make communication within the organization [8, p. 5.2-5.4]. Standard provides of mandatory QMS review by senior management for continuing suitability, adequacy and efficiency of the system. This review shall include assessing opportunities for improvement and the need for changes to the quality management system, including the quality policy and quality objectives [8, p. 5.6]. 
Listed requirements regarding management actions in process of QMS implementation, and the designing stage and developing these duties included managing all the scope of work as stipulated in the stages of system creating: 
· involved in the design of QMS process model (organization of the team to determine the QMS processes, conditions and order of their interaction, regulation of processes and document management); 
· initiation of staff training programs on quality management;

· setting goals and objectives for internal auditors, involved in audits procedures, control of audits and attestation of auditors;
· establishing of procedures for systematic monitoring and reviewing the effectiveness of the implemented system; 
· debugging of systematic procedures performed for identifying the causes of nonconformities and developing of corrective and preventive actions, etc.
Quite concretely ISO 9001 regulates the distribution of responsibilities between the manager and his representative for the functioning of the QMS. [8, p. 5.5.2]. Top management shall appoint a member of the organization’s management (management representative, MR) who, irrespective of other responsibilities, shall have responsibility and authority that includes:

a) ensuring that processes needed for the QMS are established, implemented and maintained,

b) reporting to top management on the performance of the QMS and any need for improvement, and

c) ensuring the promotion of awareness of customer requirements throughout the organization.
The responsibility of a management representative can include liaison with external parties on matters relating to the QMS (such as communicating with customers/consumers about complaints). Thus, the MR should be responsible for adjustment of a coordinated interaction of QMS processes, manage their monitoring and assessment, prepare a summary report for higher manager about the effectiveness of all QMS processes and System in general, and to inform him about necessity to make changes for eliminate or minimized of nonconformities and for continuous improvement QMS and final products. In some organizations such MR called "head of QMS", although this is not correct, because for the QMS functioning ultimately must comply only the first head.
For the analysis of sectoral requirements for management responsibilities in comparison with the relevant requirements of ISO 9001, we analyzed the provisions of the Guidelines СТ-Н МОЗУ 42-4.0:2013 [6] and СТ-Н МОЗУ 42-4.3:2011 (ICH Q10) [7]. The most detailed of these requirements are set out in the national edition of ICH Q10 [7, p. 2.1], which states clearly that senior management has the ultimate responsibility to ensure an effective pharmaceutical quality system is in place to achieve the quality objectives, and that roles, responsibilities, and authorities are defined, communicated and implemented throughout the company. Management of DM should [7, p. 2.1]:

(1) participate in the design, implementation, monitoring and maintenance of an effective pharmaceutical quality system;

(2) demonstrate strong and visible support for the PQS and ensure its implementation throughout their organisation;

(3) ensure a timely and effective communication and escalation process exists to raise quality issues to the appropriate levels of management;

(4) define individual and collective roles, responsibilities, authorities and inter-relationships of all organisational units related to the PQS. Ensure these interactions are communicated and understood at all levels of the organisation. An independent quality unit/structure with authority to fulfill certain PQS responsibilities is required by regional regulations;

(5) conduct management reviews of process performance and product quality and of the PQS;

(6) advocate continual improvement;

(7) commit appropriate resources.
However, unlike ISO 9001, such responsibilities as management review (functional characteristics of processes, product quality and PQS), supporting continuous improvement and the provision of appropriate resources is expected to perform an independent authorized department / subdivision [7, p. 2.1 b) 5)-7)]. Directly to senior management responsibilities entrusted developing the quality policy that defines the overall intentions and direction of the company related to quality and ensure that the quality policy should be communicated to and understood by personnel at all levels in the company [7, pp. 2.2-2.3]. Management should provide the appropriate resources and training to achieve the quality objectives [7, p. 2.3 d)]. 
May be noted that the requirements for the provision of the necessary resources contained in [7, p. 2.1 b) 7)] slightly contrary to paragraph [7, p. 2.3 d)]. Also in paragraph 2.4 clearly states that management should determine and provide adequate and appropriate resources (human, financial, materials, facilities and equipment) to implement and maintain the PQS and continually improve its effectiveness. Management should ensure that resources are appropriately applied to a specific product, process or site.
In paragraph "Management review" [7, p. 2.6] states that senior management should be responsible for pharmaceutical quality system governance through management review to ensure its continuing suitability and effectiveness. Management should assess the conclusions of periodic reviews of process performance and product quality and of the PQS. Analyzing the above provisions on special division that has to fulfill of management review [7, p. 2.1 b) 5)] and the wording of p. 2.6, we can conclude that ICH Q10 guideline provides a systematic review of the functional procedure and characteristics of processes, product quality and PQS by an independent authorized subdivision, but evaluate the findings of periodic reviews should directly the supervisor of DM. We think it is quite logical.
Establishing performance indicators (indexes of effectiveness) used to monitoring of the PQS, information and regular further actions is required by ICH Q10, but not personalized. Note: in ISO 9001 responsibilities for establishing indexes of effectiveness and monitoring of QMS processes are not personalized too, but information of management relating to operation of the QMS and about of needs to improve are entrusted to MR [8, p. 5.5.2].

Important remark: the ISO 9001 does not require the QMS efficiency, it is only require its effectiveness, while guideline ICH Q10 is requires efficiency of the PQS. 
The important note: standard ISO 9001 does not demand to reach efficiency of the QMS, it is a question only of its effectiveness (productivity), whereas ICH Q10 demands effective quality management system for the pharmaceutical industry (PQS). The difference of terms is obvious and, in our opinion, principled. We adhere to that point of view that PQS first of all should be effectiveness that is capable is stable and is guaranteed to reach objects in view on products quality. 

CONCLUSIONS AND PROSPECTS FOR FURTHER RESEARCH
Considering the above-stated, it is possible to draw following conclusions:

1) for realisation of the project of development and implementation of the PQS it is necessary to pay much attention to the clear and unambiguous division of responsibilities and powers among all participants, and especially - among the top leadership;
2) regarding requirements of ISO 9001 and provisions of the sectoral guidelines we can recommend to distribute the main responsibilities for implementation and functioning support of the PQS to of the General Manager of DM (policy formulation, participation in setting of the quality objectives, review the results of systematic monitoring of the products quality and PQS, initiating of improve actions, resources allocation etc), as well as the designated representative of senior management in quality (control of creating and maintenance of PQS processes, making the overall evaluation of the PQS effectiveness (including supervision of the work of internal auditors, validation teams, experts of risks for products quality, etc.), reporting to senior management about of PQS and for need of changes to its improve, the interaction with other parties on issues of products quality);

3) Considering that the steering (key) DM personnel is production manager and head of quality control department, RM can be chosen from among them. However, in our opinion, a more logical appointment is the head the quality control department. Appointment of heads of other departments or persons who is not from the management staff is not contrary to the requirements and can not be allowed;

4) RM can combine those duties with the duties of the Qualified Person who has authorization to realization of drugs, but it must be independence from the manufacturing divisions of the enterprise;
5) RM may lead some non-manufacturing PQS processes (e.g. "Internal audits", "Documents management" etc.), as well as being head of department of quality management (assurance) and supervise activities related to validation, qualification, change management, risks to quality analyzing, etc.
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ОПРЕДЕЛЕНИЕ РОЛИ И ОСНОВНЫХ ФУНКЦИЙ РУКОВОДЯЩЕГО ПЕРСОНАЛА ПРИ ФОРМИРОВАНИИ И ПОДДЕРЖКЕ ФУНКЦИОНИРОВАНИЯ СИСТЕМЫ УПРАВЛЕНИЯ КАЧЕСТВОМ НА ПРЕДПРИЯТИЯХ С ПРОИЗВОДСТВА ЛЕКАРСТВЕННЫХ СРЕДСТВ

АННОТАЦИЯ

В статье проанализированы требования национальной редакции руководства по GMP, ICH Q10 и стандарта ISO 9001 к роли и основным функциям руководящего персонала в процессе внедрения и функционирования системы управления качеством предприятия по производству лекарственных средств (фармацевтической системы качества). Сформулированы рекомендации по выполнению требований, а также по рациональному распределению обязанностей среди высшего руководства касательно фармацевтической системы качества.
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