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Text
1. Quality control  (State Service of Ukraine on Medicines and Drugs Control)
The State Service of Ukraine on Medicines and Drugs Control is the central executive authority whose activities are directed and coordinated by the Cabinet of Ministers of Ukraine through the Minister of Health of Ukraine. The State Service of Ukraine on Medicines and Drugs Control was formed to ensure implementation of the state policy in the sphere of quality control and safety of medicines, including medical immunobiological medicines, medical equipment and medical products as well as circulation of narcotic drugs, psychotropic substances and  precursors, counteractions to their illicit trafficking.
The Department of quality control of medicines  of the State Service of Ukraine on medicines and Drug Control (hereinafter – the Department) is guided by the Constitution of Ukraine, the laws of Ukraine, resolutions of the Verkhovna Rada of Ukraine, acts of the President of Ukraine, the Cabinet of Ministers of Ukraine, other normative legal acts, Regulation about the State Service on medicines and Drug Control , its orders, the Regulation on the Department of quality control of medicines (hereinafter referred to as the Regulations), as well as documents by the quality management systems of the State  Service of Ukraine on medicines and Drug Control.
The Department in accordance with the Regulation fulfills the following basic functions :

· Participates in the development and discussion of draft regulatory acts on issues  on issues related to competence of the Department.

· Prepares the decision (order) of the State Service for prohibition (stopping) the production, sale (trade), storage and use of medicines that do not correspond the requirements specified by regulations and regulatory documents, including those for which notifications of unforeseen side effects have been received. reactions and / or death of a person as a result of the use of a set or series of medicines for investigation their causes.

· Provides monitoring of the activities of territorial bodies of the State Service within the competence of the Department in respect of compliance with the requirements of the Ukrainian legislation on the quality assurance of medicinal products, including legislation on administrative violations.

· Develops and improves the mechanism of interaction with the territorial bodies of the State Service on matters concerning the competence of the Department.

· It ensures the state control over the quality of medicines for ensuring the quality and safety of medicines, including those procured for state and local budgets, at all stages of treatment.

· Together with other structural divisions, the State Service prepares materials and participates in the organization of ongoing training seminars for inspectors, laboratory staff, wholesale suppliers of medicines, distributors, pharmacists, on issues falling within the competence of the Department.

· Ensures the implementation of state control of medicinal products upon their importation into the customs territory of Ukraine.

· Within the competence of the Department, the Department develops and makes suggestions for improving the mechanism of interaction with manufacturers (representations of foreign manufacturers) of medicines for the prompt detection of low-quality, counterfeit and unregistered medicines.

· Summarizes and prepares materials for meetings of the college, meetings, seminars, on the state of quality control of medicines in circulation.

· Carries out an analysis of indicators of the work of territorial bodies of the State Service on matters that fall within the competence of the Department.

· Controls the activities of territorial bodies of the State Service and its subordinate laboratories within the competence of the Department, concerning the quality assurance of medicinal products, including legislation on administrative offenses.
· Develops forms of work accounting and reporting of territorial bodies of the State Medical Service, as well as laboratories for the quality control of medicinal products, on issues falling within the competence of the Department.

· Organizes and conducts work on the recognition in accordance with the established procedure of laboratories authorized by the State Service for the performance of work on the quality control of medicinal products.

· Provides analysis and generalization of documents on urgent communications from territorial bodies of the State Service on detected inadequate, counterfeit and unregistered medicinal products, as well as medicines that do not meet the requirements set by the regulatory documents, and prepares newsletters to the territorial bodies of the State Service on the detection of inferior drugs found on the territory of Ukraine. 
· Carries out monitoring of the use by the territorial bodies of the State Service to take measures to withdraw from the circulation of inadequate, counterfeit, unregistered medicinal products, as well as medicines which do not meet the requirements established by the normative documents, within the competence of the department.

· Ensures the implementation of state control over compliance with the requirements of ensuring the quality and safety of medicines during their treatment.

· Organizes and ensures, in accordance with established procedure, the selection of medical products for the purpose of carrying out state control over their quality.

It systematizes and generalizes the information database on issues of low-quality, falsified, unregistered medical products, as well as medicines that do not meet the requirements set by the regulatory documents, which were prohibited by the decisions (orders) of the State Service.

He considers complaints, requests for public information, appeals of citizens, business entities, producers, representations of foreign companies in Ukraine on issues falling within the competence of the Department.

Provides information on complaints related to the quality of medicines.

Interacts in accordance with the established procedure with the regulatory authorities in the sphere of circulation of medicines of foreign states and international organizations (regulators in the field of treatment of medicines of the CIS, EMA, PIC / S, WHO, etc.) on issues falling within the competence of the Department.

Participates in the coordination and fulfillment of obligations stipulated by international treaties, conventions, agreements, memorandums and other international documents on matters that fall within the competence of the Department.

Prepares newsletters to the territorial bodies of the State Service regarding the detected by the regulatory authorities in the sphere of circulation of medicines of foreign countries and international organizations inappropriate and counterfeit medicines.

Provides information exchange with law enforcement agencies on detected and forbidden decisions (orders) counterfeit medicines, as well as on other issues, issues containing signs of a crime.

Prepares letters on cancellation of decisions (orders) of the State Service on the basis of positive results of additional studies to control their quality.

Interacts in accordance with the established procedure with other executive authorities, subsidiary bodies and services established by the President of Ukraine, local self-government bodies, relevant bodies of foreign states and international organizations, trade unions and employers’ organizations, as well as enterprises, institutions, organizations, on issues related to competence of the Department.

 

Within its competence, it participates in preparing reports on the results of the state quality control of medicinal products to the Cabinet of Ministers of Ukraine, the Ministry of Health of Ukraine and other executive authorities (upon request).

Prepares proposals for the formulation of state policy in the field of attestation of laboratories for quality control and safety of medicines, improvement of the quality control system for medicinal products, participates in the implementation of the specified state policy.

Conducts a survey of laboratories of various forms of ownership with the aim of their possible further industry certification.

Within the competence of the Department, it verifies compliance with the requirements of the legislation on the quality of medicinal products by the business entities during their storage, sale and medical use.

 

Provides control over the timely receipt of documents from the territorial bodies of the State Service  concerning confirming plans of inspections of business entities regarding the quality control of medicinal products.

Works in accordance with the Law of Ukraine “On the Basic Principles of State Supervision (Control) in the Sphere of Economic Activity”, with approval by the territorial bodies of the State Service for conducting unscheduled inspections of quality, business entities engaged in production (in pharmacy conditions), wholesale, retail trade in medicinal products and use of medicines.

Analyzes the conclusions of expert institutions regarding the criticality of detected mismatches concerning medicines in order to solve the issue of their further circulation. .

In the case of the establishment of signs of administrative offenses, during inspections of business entities, draw up protocols and impose administrative penalties.

Formation of plans of inspections of business entities in accordance with the Law of Ukraine “On the Basic Principles of State Supervision (Control) in the Sphere of Economic Activity”

 Works on copies of registration medicines certificates, quality control methods (including the text of the marking to the registration certificate), instructions on the use of medicinal products (instructions for medical use) provided in accordance with the established procedure State Enterprise “State Expert Center of the Ministry of Health of Ukraine “And / or the holders of registration certificates, their representatives, to the State Service, and makes their placement in the EAIS.

Practicing treatment of business entities regarding the original package of packaging of medicinal products and places them in the   (ЄАІС) EAIS.

2. Quality control (industrial manufacturing)

Quality control (QC) is a process through which a business seeks to ensure that product quality is maintained or improved. Quality control requires the business to create an environment in which both management and employees strive for perfection. This is done by training personnel, creating benchmarks for product quality and testing products to check for statistically significant variations.

A major aspect of quality control is the establishment of well-defined controls. These controls help standardize both production and reactions to quality issues. Limiting room for error by specifying which production activities are to be completed by which personnel reduces the chance that employees will be involved in tasks for which they do not have adequate training.

Quality control involves testing of units and determining if they are within the specifications for the final product. The purpose of the testing is to determine any needs for corrective actions in the manufacturing process. Good quality control helps companies meet consumer demands for better products.

Quality testing involves each step of the manufacturing process. Employees often begin with the testing of raw materials, pull samples from along the manufacturing line and test the finished product. Testing at the various stages of manufacturing helps identify where a production problem is occurring and the remedial steps it requires to prevent it in the future.

The quality control used in a business is highly dependent on the product or industry. In food and drug manufacturing, quality control includes ensuring the product does not make a consumer sick, so the company performs chemical and microbiological testing of samples from the production line. Because the appearance of prepared food affects consumer perception, the manufacturers may prepare the product according to its package directions for visual inspection.
Quality Control System should guarantee:

· drugs are developed and tested in compliance with the requirements of GMP;

· manufacturing operations and methods of control are being documented and meet the requirements of GMP;

· all incoming raw materials, auxiliary and packaging materials, intermediate products and production processes are subject to the strict input control;

· finished goods are produced in compliance with the requirements of GMP and verified in accordance with the approved ICC;

· a manufactory company carries out activities that ensure the quality of the finished products during the shelf-life;

· regular self-inspections and audits evaluate the effectiveness of quality assurance at all levels.

Quality control is the part of Good Manufacturing Practices which is associated with sampling, specifications and testing. This work is connected with the organization of procedures, documentation, and authorizing the release of the drugs batches. This work is connected with the procedures to ensure that all necessary tests are indeed held. Thanks to this control the materials will not be allowed to be used, and the products will not be sold until the quality is confirmed to be satisfactory.
Department of Quality Control is an independent structural unit of a company which includes analytical and microbiological laboratories.
The main tasks performed by the analytical laboratory:

· incoming inspection of each batch of the ctive pharmaceutical ingredients (API’s);

· incoming inspection of each series of auxiliaries;

· incoming inspection of materials for primary packaging (PVC film, aluminum foil);

· incoming inspection of printed packaging and packaging materials;

· input control of organic solvents and raw materials for the synthesis of API’s;

· control intermediates of finished drugs (SFS);

· control of chemical intermediates in the production of organic products (HPOP);

· control of the regenerated solvents;

· control of the finished product manufacturing site SFS;

· control of the finished product area HPOP;

· control of residues of API’s in washings from the equipment;

· control of waste production;

· hygiene research of the workplace air. 

The main tasks performed by the microbiology lab:

· incoming inspection of each series of API’s (active pharmaceutical ingredients);

· incoming inspection of each series of auxiliaries;

· incoming inspection of materials for primary packaging (PVC film, aluminum foil);

· control of drinking water and purified water;

· control of disinfectants and antiseptics;

· control of the finished product manufacturing site SFS;

· control of the finished product area HPOP;

· monitoring of the air of industrial premises (rooms of class D cleanness);

· control of microbiological purity of the surfaces of industrial premises;

· control of microbiological purity of process equipment;

· control of microbiological purity of clothing of personnel;

· control of microbiological purity of the hands of personnel;

· control of microbiological purity of compressed air at the site PGLS;

· development of the methods for new drugs control;

· validation of microbiological techniques.

Laboratory of the quality control department should be equipped with the modern equipment and measuring instruments required for quality control of medicinal products according to the scope of accreditation. But any equipment without the high-class specialists is nothing.  

In addition, each batch of the finished product is certified for compliance with the requirements of the registration dossier by the authorized person of a company.

The incoming quality control by pharmacies

 The Order of MoH No. 677 requires pharmacies to have an authorized employee in order to perform the incoming quality control of the medicinal products. The authorized employee is charged with preparing an incoming control opinion and maintaining the registry of the medicinal products delivered to the entity. This registry contains the information from the delivery notes, i.e. basically the accounting information that has nothing to do with quality control. Incoming quality control of medicinal products in pharmacies is a pure formality and does not facilitate the process of ensuring quality and safety of medicinal products. In EU, no pharmacy has authorized employees for incoming quality control. According to the EU, the responsibility for the quality of medicinal product is on the side of a manufacturer/ marketing authorization holder (if it is not the same entity). In fact, incoming control is the quality-based acceptance of products. 
3. Quality control (extemporaneous compounding)
In the compounding activity of medicines and herbal products, overall control is essential to ensure that the consumer receives products of quality. The good practices outlined in these guidelines should be considered as general guides; whenever necessary, they may be adapted to meet individual needs, provided the established standards of product quality are still achieved.

The non-sterile compounding supervisor must establish a quality assurance program to ensure the clear definition, application and verification of all activities that will affect the quality of compounded non-sterile preparations and the protection of personnel.
The quality assurance program is intended to generate information showing that the organization’s personnel, facilities and equipment attain and maintain the conditions required for quality compounding of non-sterile preparations and that non-sterile preparations are being compounded in compliance with established procedures. This information is made available to and is used by personnel and other responsible individuals.
The verifications required by the quality assurance program help personnel to acquire data and identify trends, which in turn allow corrective and preventive actions to be taken, if necessary.
The quality assurance program for each pharmacy will vary depending on the level of requirements (A, B, or C), facilities and equipment needed, personnel involved, and extent of compounding. Each verification carried out according to the quality assurance program needs to be documented.  

Quality Assurance of equipment and compounding areas
 Equipment that supports compounding activities, especially refrigerators, and air sampling devices when required, must be certified with respect to its installation and operation and must be calibrated before being put into service and thereafter as recommended by the manufacturer.
A regular maintenance plan must be established, taking into account the manufacturer’s recommendations for each device. If no manufacturer’s recommendations are available, maintenance activities must be performed at least once a year by a qualified technician. The maintenance report must be saved in the general maintenance log.
Temperature readings
If an integrated recording device (e.g., refrigerator, freezer,) is used to review temperatures 24 hours a day, compounding personnel must check the temperature log of equipment at least once a day and must take corrective actions in case of substantial variance with respect to specified parameters.
When a thermometer is used as a verification instrument, the temperature must be read at least twice a day (at specified but different times of day; e.g., morning and night). The non-sterile compounding supervisor must record and retain proof of calibration of the thermometer.
Temperature readings will include the actual temperature, the minimum temperature and the maximum temperature.
If a computerized temperature monitoring system is used, the system must offer features to record and store temperature readings at the same frequency as specified above (at a minimum). The system must also trigger an alarm if the temperature readings deviate from the acceptable range.
Refrigerator and freezer temperature readings must be recorded on a form stored in the general maintenance log, unless the units are equipped with a continuous temperature recorder. In the latter situation, the data recorded by this device must also be verified and stored.
Temperature probes must be maintained and calibrated at least once a year or in accordance with the manufacturer’s instructions. Calibration of these instruments must be noted in the general maintenance log.

Quality Assurance of Personnel and Processes
Compounding personnel need to be trained/certified and their work routinely observed to ensure compliance with procedures/standards and maintenance of competency. More frequent observations may be needed in cases such as return from extended leaves or in the case of contamination.

Quality assurance of compounded non-sterile preparations
The non-sterile compounding supervisor must establish a quality assurance program to ensure that preparations are compounded in compliance with established procedures.
The program must monitor, among other things,
• the presence of a master formulation record for each compounded non-sterile preparation;
• compliance of the preparation with the prescription issued;
• compliance of labels affixed to containers with legislation and regulations;
• compliance with required documentation in the compounded non-sterile preparations record for individual patients and the batch compounded non-sterile preparations record, ensuring the performance of all verification steps required during and after compounding.

Documentation of quality control activities
Written documentation related to the quality assurance program must be verified, analyzed and signed by the non-sterile compounding supervisor and retained for a period as designated by federal/provincial/territorial regulations.
The non-sterile compounding supervisor must
• investigate missing documentation, situations of non-compliance (where action is required) and deviations from protocols;
• take corrective and preventive actions; and,
• document all findings and corrective actions.
All completed documentation concerning the quality assurance program for personnel involved in the compounding of non-sterile preparations must be retained and made accessible
