Appendix 1

Pharmaceutical excipients

Chapter I General Provisions
Article 1 Pharmaceutical excipients in this appendix mainly refer to excipients and additives used in the production of pharmaceuticals and the preparation of prescriptions; they are substances, other than active ingredients or precursors, that have undergone reasonable safety assessments and are generally included in pharmaceutical preparations.
Pharmaceutical excipient manufacturers (hereinafter referred to as "enterprises") shall establish a pharmaceutical excipient quality management system. This system shall cover all key factors affecting the quality of pharmaceutical excipients, as well as all organized and planned activities to ensure that the quality of pharmaceutical excipients meets pharmaceutical requirements and intended uses.
Article 2  This appendix serves as an important basis for enterprises to establish a quality management system for pharmaceutical excipients and outlines the fundamental requirements for pharmaceutical excipient production management and quality control. This appendix aims to minimize the risks of contamination, cross-contamination, confusion, and errors during the production of pharmaceutical excipients, ensuring the continuous and stable production of pharmaceutical excipients that meet pharmaceutical requirements and intended uses.
Article 3 Enterprises shall strictly implement this appendix , adhere to honesty and trustworthiness, prohibit any false or deceptive behavior, and truthfully record information in the production quality management process to ensure that the information is true, accurate, complete and traceable.

Chapter Two: Quality Management
Section 1 Principles
Article 4 Enterprises should establish a quality management system that meets the requirements for pharmaceutical excipient quality management , clarify quality policies and quality objectives , and systematically implement the requirements for the safety, functionality and stability of pharmaceutical excipients throughout the entire process of pharmaceutical excipient production, quality control and product release, storage and shipment , so as to ensure that the pharmaceutical excipients produced meet pharmaceutical requirements and intended uses.
Article 5 Senior management should ensure the achievement of established quality objectives, and personnel at different levels , as well as suppliers and distributors, should participate and assume their respective responsibilities.
Article 6  Quality risk management is a systematic process of assessing, controlling, communicating, and reviewing quality risks throughout the entire product lifecycle, using both proactive and retrospective methods. Quality risks should be assessed based on scientific knowledge and experience to ensure product quality. The methods, measures, forms, and documentation used in the quality risk management process should be appropriate to the level of risk involved.

Section 2 Self-Inspection and Management Review
Article 7  Enterprises should establish self-inspection and management review procedures, and clarify the methods and standards for self-inspection and management review.
Article 8  Enterprises shall conduct an independent, systematic and comprehensive self-inspection at least once a year, generate a self-inspection report, assess whether the enterprise's quality management system complies with the requirements of this appendix , whether it can be effectively implemented and maintained , and propose necessary corrective and preventive measures.
Article 9. Senior management personnel of an enterprise shall organize a quality management system management review at least once a year to evaluate the suitability, effectiveness, and adequacy of the system and ensure its consistency with the enterprise's quality policy. The management review shall ensure that the quality management system achieves its intended objectives and evaluate management and performance in the following areas, including but not limited to: self-inspection, quality audits and supplier audits , complaints, returns and recalls , changes and deviations , nonconformities , quality risk trend analysis, assessment and control , maintenance , validation and verification , corrective and preventive actions , and risk management.
Article 10 If an enterprise uses external personnel to conduct independent quality audits, it shall establish relevant management procedures and clearly define the qualification requirements, selection principles and approval procedures in the procedures. 

Chapter Three: Organization and Personnel
Article 11  Enterprises should establish management organizations that are appropriate for the production management and quality control of pharmaceutical excipients, clearly define the responsibilities of each department and have an organizational chart.
Article 12  Enterprises shall establish an independent quality management department to fulfill the responsibilities of quality assurance and quality control. The quality management department shall participate in all quality-related activities and be responsible for reviewing all documents related to this appendix . Personnel in the quality management department shall generally not delegate responsibilities to personnel in other departments, except for authorized sampling duties.
Article 13 Enterprises shall be equipped with a sufficient number of management personnel and operators with appropriate qualifications. Personnel at all levels shall have educational backgrounds or work experience commensurate with their duties and shall undergo training and assessment to meet the needs of pharmaceutical excipient production.
Article 14  Key personnel should be full-time employees of the company and should include at least the company's head, production manager, and quality manager. The quality manager and production manager positions should not be held concurrently. It must be ensured that the quality manager performs their duties independently, free from interference from the company's head or other personnel.
(i) The person in charge of the enterprise is the main person responsible for product quality and shall be responsible for providing the necessary resources, making reasonable plans, organizing and coordinating, and ensuring that the quality management department can independently perform its duties.
(II) The person in charge of production management should have at least two years of practical experience in the production and quality management of pharmaceutical excipients or related products, and should have received professional knowledge training related to the products being produced . Generally, they should have a college degree or above in a related field (or an intermediate professional technical title) . Their main responsibilities include:
1. Ensure that pharmaceutical excipients are produced and stored in accordance with the registered processes to guarantee their quality ;
2. Ensure strict adherence to all operating procedures related to production operations ;
3. Ensure that batch production records and batch packaging records are reviewed by designated personnel and submitted to the quality management department ;
4. Ensure the maintenance and upkeep of the factory buildings and equipment to keep them in good operating condition ;
5. Ensure that all necessary verification work is completed ;
6. Ensure that production-related personnel receive the necessary pre-job training and continuing training, and adjust the training content according to actual needs.
(III) The person in charge of quality management should have at least three years of practical experience in the production and quality management of pharmaceutical excipients or related products, and should have received professional knowledge training related to the products produced . Generally, they should have a college degree or above in a related field (or an intermediate professional technical title) . Their main responsibilities include:
1. Ensure that pharmaceutical excipients meet the quality requirements specified in the registration documents ;
2. Ensure that the batch records are reviewed before product release and assume responsibility for product release, ensuring that the production and inspection of each batch of released products comply with relevant regulations, registration requirements and quality standards ;
3. Ensure that all necessary inspections are completed ;
4. Approve quality standards, sampling methods, testing methods, and other quality management operating procedures ;
5. Review and approve all quality-related changes ;
6. Ensure that all significant deviations and test results exceeding standards have been investigated and dealt with promptly ;
7. Supervise the maintenance of the plant and equipment to ensure they are in good working order ;
8. Ensure that all necessary verification or validation work is completed, and review and approve verification or validation plans and reports ;
9. Ensure self-inspection is completed ;
10. Evaluate and approve material suppliers ;
11. Ensure that all complaints related to product quality have been investigated and handled promptly and correctly ;
12. Ensure the completion of the product's ongoing stability assessment plan and provide stability assessment data ;
13. Ensure the completion of product quality review and analysis ;
14. Ensure that quality control and quality assurance personnel have received the necessary pre-job training and continuing training, and adjust the training content according to actual needs.
Article 15  Enterprises should establish and implement training procedures. All personnel involved in the production and quality of pharmaceutical excipients should receive regular training, and the content of the training should be appropriate to the requirements of their positions. Training should include relevant professional and technical knowledge, operating procedures, hygiene knowledge, relevant laws and regulations, and this appendix , etc. Training records should be kept. Personnel entering clean areas should receive specialized training in hygiene and microbiology.
Article 16  Enterprises should manage the health of their employees and establish health records. Personnel who directly handle pharmaceutical excipients should undergo a health check before starting work and at least once a year thereafter. All personnel should maintain good hygiene habits and proactively report to their supervisors if their health condition may adversely affect the product.
Article 17 Enterprises should establish and implement hygiene operating procedures for personnel, which should include at least the following requirements:
(i) Enterprises shall take appropriate measures to prevent personnel with wounds on their skin, infectious diseases or other diseases that may contaminate pharmaceutical excipients from engaging in production that involves direct contact with pharmaceutical excipients.
(ii) All personnel entering the production area shall change clothes in accordance with regulations. The materials, styles and wearing methods of work clothes shall be appropriate to the work performed and the cleanliness level requirements.
(iii) Personnel who come into direct contact with pharmaceutical excipients and personnel entering clean areas shall not wear makeup or jewelry.
(iv) Smoking and eating shall be prohibited in production and storage areas, and the storage of non-production items such as food, beverages, cigarettes and personal items shall be prohibited.

Chapter Four: Factory Buildings and Facilities
Article 18 Enterprises should comprehensively consider site selection and layout based on factory buildings and production safety measures. Production and storage areas should have an area and space commensurate with the production scale. Enterprises should maintain a clean production environment; factory floors, roads, and transportation should not cause pollution to the production of pharmaceutical excipients and should meet the following requirements:
(i) The design and installation of factory buildings and facilities shall effectively prevent the entry of insects or other animals. Appropriate measures shall be taken to prevent unauthorized personnel from entering. Measures shall be in place to prevent cross-contamination when production personnel and materials enter and leave the production workshop.
(ii) The factory buildings, facilities and equipment used for the production, packaging, inspection and storage of pharmaceutical excipients shall be easy to clean, operate and maintain.
(iii) The production area should have sufficient space to ensure the orderly storage of equipment, materials, intermediates , products awaiting packaging, and finished products, avoiding confusion or cross-contamination between different products or materials, and preventing omissions or errors in production or quality control operations. The layout and design of the site should facilitate effective cleaning and maintenance without having any adverse impact on product quality.
(iv) Enterprises shall design, lay out, and use factory buildings, production facilities, and equipment reasonably according to the product characteristics, process flow, and uses of pharmaceutical excipients. The cleanliness level and environmental control requirements of the production area shall be determined with reference to the cleanliness level of the pharmaceutical product. The inner surfaces (walls, floors, ceilings) of the clean area shall be smooth, free of cracks, have tight joints, and be free of particulate matter shedding to prevent dust accumulation, facilitate effective cleaning, and be disinfected when necessary.
(v) Enterprises shall configure air purification systems according to the characteristics of pharmaceutical excipients, production operation requirements and external environmental conditions to ensure effective ventilation in the production area and temperature and humidity control, so as to ensure that the production environment of pharmaceutical excipients meets the requirements.
of not less than 10 Pascals between clean and non-clean areas, and between different cleanliness levels . If necessary, an appropriate pressure gradient should also be maintained between different areas (operating rooms) of the same cleanliness level. Clean areas should be monitored according to the cleanliness levels and monitoring requirements in the Appendix to the Good Manufacturing Practice for Sterile Drugs.
(vi) Drainage facilities should be of appropriate size, and drainage facilities in clean areas should be equipped with devices to prevent backflow and should be cleaned and disinfected regularly. Open drains should be avoided as much as possible . If unavoidable, open drains should be shallow to facilitate cleaning and disinfection.
(vii) The storage area shall have sufficient space to ensure the orderly storage of various materials and products, including raw materials, intermediates, products awaiting packaging, and finished products, whether they are pending inspection, qualified, unqualified, returned, or recalled. The storage area shall be able to meet the storage conditions (such as temperature and humidity, and protection from light) and safe storage requirements of the materials or products, and shall be inspected and monitored.
(viii) The factory shall be equipped with necessary dust prevention and dust collection facilities in accordance with the process requirements.
(ix) All areas shall have adequate lighting and emergency lighting as required.
Article 19  The design of a quality control laboratory should ensure that it is suitable for its intended use and can avoid confusion and cross-contamination. It should have sufficient area for sample handling, retention of samples and storage of stability test samples, as well as record keeping.

Chapter 5 Equipment
Article 20  The design, selection, installation, modification and maintenance of equipment should be in accordance with its intended use, and should minimize the risk of pollution, cross-contamination, confusion and error, and be easy to operate, clean and maintain, as well as disinfect or sterilize when necessary.
Article 21 Production equipment must not adversely affect materials and products . Surfaces of production equipment that come into direct contact with materials and products must be smooth, clean, easy to clean and maintain or sterilize, corrosion-resistant, and must not chemically react with materials and products, nor exhibit adsorption or adhesion , nor release substances into materials and products , and must meet the following requirements:
(i) Enterprises shall establish and implement procedures for the use, cleaning, maintenance and repair of key equipment used in the production, packaging, inspection and storage of pharmaceutical excipients. Key equipment and testing instruments shall have usage logs, which shall include the usage, cleaning, maintenance and repair status, as well as the date, time, product name, specifications and batch number produced and inspected.
used for recording and control , such as weighing instruments, measuring tools, and meters, for production and inspection in accordance with operating procedures and calibration plans , and keep relevant records.
coolant required for equipment operation and raw materials, packaging materials, intermediates , products to be packaged or finished products. If it is unavoidable, the lubricant or coolant used shall not contaminate the pharmaceutical excipients , and food-grade or equivalent lubricants shall be used as much as possible.
Article 22  The design, installation, operation, and maintenance of process water treatment equipment and its delivery system shall ensure that the process water meets the established quality standards. The quality of both process water and raw water shall be monitored regularly, and corresponding records shall be kept.
Process water used in production should meet the product's process requirements. Generally, process water should at least meet drinking water quality standards.
[bookmark: _Hlk181277164][bookmark: OLE_LINK3]When pharmaceutical excipients are used in the production of non-terminally sterilized drugs, the process water used for the final separation and purification of the pharmaceutical excipients shall be monitored. The monitoring items shall include microbial limits, and whether bacterial endotoxin monitoring is required shall be determined based on the intended use of the pharmaceutical excipients .
Gases that come into direct contact with materials should meet process requirements and should be degreased, dehydrated, and sterilized and filtered if necessary.
Article 23 When using computerized systems or other complex equipment, the following requirements shall be met:
(a) The system and procedures can prove that the performance of the equipment and software meets the set requirements.
(ii) Procedures for the regular inspection and calibration of equipment shall be established and followed.
(iii) A backup system with retained procedures and records.
(iv) Ensure that only authorized personnel can modify the control procedures, and that any modifications are verified and recorded.
(v) The extent to which the computerized system is validated is determined through risk assessment .

Chapter Six Materials and Products
Article 24  Enterprises should establish operating procedures for materials and products to ensure the correct receipt, storage, distribution, use and shipment of materials and products, and to prevent contamination, cross-contamination, confusion and errors.
Materials and products used in the production of pharmaceutical excipients must meet the relevant quality standards. Enterprises must inspect materials according to these standards and review suppliers' inspection reports to ensure that the specifications and quality of the materials meet the quality requirements for pharmaceutical excipient production and to ensure traceability of origin . Enterprises may outsource some testing items for materials or products to third-party companies or institutions, but must evaluate these third-party companies or institutions and manage them as suppliers.
Article 25 Enterprises should establish management procedures, receiving standards, and records for material receiving and product warehousing. Upon receiving materials, the enterprise should promptly register the material name, batch number, and other relevant information, retain relevant important documents, and at least meet the following requirements:
(a) All incoming materials shall be inspected in accordance with the material receiving procedure to ensure that they are consistent with the order and to confirm that the supplier has been approved by the quality management department.
(ii) Incoming materials shall be correctly labeled. After sampling (or passing inspection), they may be stored together with existing inventory (such as solvents or materials in storage tanks) and used only after release. There shall be operating procedures to prevent materials from being mistakenly placed in existing inventory.
The materials used in the production of pharmaceutical excipients should be traceable and queryable using batch numbering systems or other means. Large quantities of materials and solvents that are difficult to separate precisely by batch number should be numbered upon entry into the warehouse. For materials used in continuous production, a certain quantity of materials should be clearly defined as a batch and given a specific batch number.
(iv) Materials shall be managed as pending inspection in a timely manner after being received and put into storage, until they are released; finished products shall be managed as pending inspection before release.
(v) Any problems that may affect the quality of materials and products should be reported to the quality management department in a timely manner and investigated and recorded. Affected materials and products should be subject to appropriate isolation measures.
(vi) Finished products and key materials that affect the quality of finished products shall be clearly identified so that they can be traced.
(vii) Materials shall be inspected or otherwise verified based on risk assessment to ensure that their specifications and quality meet the quality requirements for pharmaceutical excipient production. Process auxiliaries, hazardous or highly toxic materials, or other special materials may be exempt from inspection, but an inspection report from the supplier must be obtained, showing that these materials meet the prescribed quality standards, and their containers, labels, and batch numbers must be visually inspected for confirmation. Exemption from inspection shall be based on a thorough assessment, with reasons explained and recorded.
Article 26  Enterprises should establish management procedures and records for the storage of materials and products , and ensure that storage conditions meet at least the following requirements:
(i ) Materials and products with special requirements for temperature, humidity, or other conditions shall be stored in accordance with the prescribed conditions. Solid and liquid materials shall be stored separately or effectively isolated , and care shall be taken to avoid contaminating other materials with volatile materials. The storage of flammable, explosive, and other hazardous materials shall be strictly in accordance with relevant national regulations.
(ii) The storage process shall be inspected regularly, and the storage conditions shall be monitored and recorded.
(iii) Materials and intermediates shall be labeled with an expiration date or retest date and stored in accordance with the expiration date or retest date. If any special circumstances that adversely affect quality are found during the storage period, a retest and evaluation shall be conducted.
Article 27  Only materials that have been approved and released by the quality management department may be used.
Article 28  Enterprises should establish a management system to determine the inspection status of materials and products. Materials , intermediates , products awaiting packaging, and finished products that are pending inspection, qualified, or unqualified should be stored properly and have clear status markings. Unqualified materials, intermediates , products awaiting packaging, and finished products should have clear and conspicuous markings and be stored in an independent area or isolated by other effective means to prevent them from entering the production process or being released.
Article 29 The label of the finished product shall be clear and unambiguous, comply with the requirements of relevant laws and regulations, and shall include the standardized name, specifications, registration number, batch number, production date , expiration date or re-inspection period, name and address of the manufacturer, etc. If there are special requirements for storage conditions (such as protection from light and heat insulation), these shall be clearly indicated in a prominent position on the packaging or label.
Article 30 Enterprises should establish management procedures for non-conforming materials, intermediates, products awaiting packaging, and finished products. Handling operations should be approved by the quality management manager and recorded.
Article 31  Animal tissues or plants used in the production of pharmaceutical gelatin or other pharmaceutical excipients must be documented or recorded as free from contamination by pathogens, heavy metals, or other harmful substances. This may involve requiring suppliers to provide animal health certificates from health and quarantine departments or other quarantine and inspection documentation. Enterprises should assess relevant risks and, if necessary, increase testing items to prevent contamination by harmful substances .
Article 32  Enterprises that use microbial strains to produce pharmaceutical excipients should establish management systems for strain identification, storage, use, preservation, rejuvenation, and screening, and keep corresponding records.

Chapter Seven Confirmation and Verification
Article 33 Enterprises shall determine the validation or verification work required to demonstrate that key processes affecting product quality can be effectively controlled. The test items, scope, extent, and frequency of validation or verification shall be determined through risk assessment.
Enterprises should establish and verify documents and records, and be able to demonstrate through these documents and records that the following predetermined objectives have been achieved:
(a) The plant, facilities and equipment shall be properly commissioned and validated, and documentary evidence shall be provided to prove that they are in accordance with their intended use and meet the requirements of this appendix .
(ii) Process validation shall demonstrate that a manufacturing process or system can consistently produce products that meet the intended use when the specified process parameters are followed. Attention should be paid to the critical quality attributes of pharmaceutical excipients, reaction processes that have a significant impact on the quality of pharmaceutical excipients, sampling, intermediate testing requirements, and process parameters.
(iii) Cleaning validation should be able to demonstrate the effectiveness of the cleaning procedures for major equipment and containers with data.
Article 34  Plants, facilities, key production equipment, key computerized systems, and key testing instruments must be validated, and production, operation, and testing must be carried out using validated or verified production processes, operating procedures, and testing methods. Validation or verification must be conducted for initial production, site relocation, or changes that affect product quality.
[bookmark: OLE_LINK7]Article 35  Validation and verification are not one-off events. Critical production processes and operating procedures should have revalidation cycles determined based on risk to ensure they achieve the expected results. When the validation status has not changed significantly, a retrospective analysis can be performed to meet the requirements for revalidation or re-verification.
Article 36  Data and materials obtained during the validation and verification process should be archived in document form. Validation documents should include the overall validation plan, validation protocol, and validation report. The validation protocol or report should clearly describe the object being validated, the system, the items to be validated, the acceptance criteria, result evaluation, references, recommendations, deviations, and result approval procedures.

Chapter 8 Document Management
Section 1 Principles
Article 37  Quality management system documents include quality policy, quality objectives, related management and operating procedures, quality standards and records, etc.
Article 38  Enterprises shall establish and implement document management operating procedures. The drafting, revision, review, approval, distribution, replacement or revocation, copying, storage and destruction of documents shall be managed in accordance with the operating procedures and meet the following requirements:
(i) Documents related to this appendix shall be reviewed and approved by the quality management department and shall be reviewed and revised regularly .
(ii) Documents shall be marked with their title, type, purpose, document number, version number, and change history , and shall be distributed by the designated department . All changes to documents and the reasons for the changes shall be recorded.
(iii) The approval and distribution of documents shall be controlled to ensure that all documents used in the entire production process are the current version; they shall be managed in accordance with regulations to prevent the misuse of old versions of documents, and revoked or old versions of documents shall not appear at the work site except for being kept on file for future reference.
(iv) The text of the document shall be accurate, clear and easy to understand, and shall use a uniform format.
(v) Enterprises shall classify, store, and archive documents according to their type for easy access . Important documents such as quality standards, process specifications, operating procedures, stability studies, confirmations, verifications, and changes shall be kept permanently.
Article 39  Records should be filled out promptly, contain truthful information, be legible, easy to read, and not easily erased, and at least meet the following requirements:
(i) Enterprises shall establish record management operating procedures, stipulating management requirements for the filling, review, filing, and destruction of records.
(ii) Records shall be kept clean and shall not be torn or arbitrarily altered. Any changes to the records shall be signed and dated, and the original information shall remain clearly legible. If necessary, the reason for the change shall be explained.
(iii) All production, control, inspection, shipment, sales and investigation records shall be kept; batch production and batch inspection records shall be kept for at least one year after the expiration or re-inspection period.
(iv) If an electronic data processing system is used to record data, there should be operating procedures for the system; the accuracy of the records should be verified. Only authorized personnel may input or modify data, and any modifications should be recorded.
(v) Electronic signatures that comply with national laws and regulations may be used for the review and approval of electronic data .

Section 2 Process Specifications
Article 40  Pharmaceutical excipients must have a manufacturing process approved by the company . The development of the manufacturing process should be based on the process applied for and registered.
Article 41  Process specifications shall not be altered arbitrarily. If alterations are necessary, they must be revised, reviewed, and approved in accordance with relevant document management regulations. The content of a process specification should at least include:
(a) Name of pharmaceutical excipient: product name and product code.
(ii) List of materials used (including materials used in the production process but not appearing in the finished product): Specify the designated name and material code of each material , accurately describe the amount or ratio of materials used, including the unit of measurement. If the batch size is not fixed, a scientific assessment should be conducted to determine the appropriate batch size range.
(iii) Production operation requirements: Description of the production site and equipment used; methods or corresponding operating procedures for the preparation of key equipment (such as cleaning, assembly, calibration, sterilization, etc.); detailed description of production steps and process parameters; all intermediate control methods and standards; storage requirements for intermediates and products to be packaged , including containers, labels and special storage conditions; precautions that need to be explained.
(iv) Packaging operation requirements: a list of packaging materials, instructions on packaging operation steps, and precautions that need to be explained.

Section 3 Batch Records
Article 42 Each batch of products should have a corresponding batch production record, which can trace the production history of the batch and information related to the quality of the batch, and should at least meet the following requirements:
(i) Batch production records shall be prepared in accordance with the relevant contents of the currently approved process specifications . The design of the records shall avoid errors in filling them out. Each page of the batch production record shall indicate product information, such as the product name, specifications, and batch number.
(ii) Original blank batch production records shall be reviewed and approved by the production management manager and the quality management manager. During the production process, critical operations shall be recorded and verified in a timely manner.
(iii) The batch record shall include:
1. The start and end dates and times of production and intermediate processes ;
2. The serial numbers of the main equipment and production lines used ;
3. The name, serial number, or batch number of each batch of materials or intermediates ;
other unit of measurement) of materials used in the production process ;
5. Results from intermediate controls or laboratory controls ;
6. Cleaning records of each process operation area before and after use ;
7. Explanation of the actual yield or output of key production steps , and the percentage of theoretical yield ;
8. Record labeling and attach all physical samples using labels whenever possible ;
9. Detailed description of packaging materials, containers, or seals ;
10. A detailed description of the sampling process ;
11. Signatures of personnel who operate, review, and supervise key production steps ;
12. Deviation investigation record or number ;
13. Finished product inspection record ;
14. When pharmaceutical excipients are produced using aseptic techniques, records of environmental monitoring at key points in the aseptic operation area should be maintained.

Chapter Nine Production Management
Section 1 Principles
Article 43  Pharmaceutical excipients production shall be carried out in accordance with approved process specifications and operating procedures and relevant records shall be kept to ensure that pharmaceutical excipients meet the prescribed quality standards.
Article 44  Enterprises should establish a site clearance management procedure. A site clearance process should be conducted after each production run to ensure that no materials, products, or documents related to the current production run and potentially affecting subsequent production are left on equipment and in the workplace . The site clearance status from the previous run should be confirmed before the next production run begins.

Section 2 Production Process Control
Article 45  Enterprises should establish operating procedures for classifying product production batches, and the classification of production batches should ensure product traceability and quality consistency. Each batch of products should be assigned a unique batch number.
Article 46  Enterprises should prepare materials in accordance with process specifications . Materials that require manual weighing should be weighed accurately according to the formula and independently verified by others, with verification records kept . Enterprises using automatic weighing or batching systems should ensure the accuracy of the system.
Article 47  Before production starts, it should be confirmed that the materials, production environment, and equipment meet the requirements, and production should be carried out in accordance with the process specifications .
Article 48 Enterprises should clearly stipulate in their process specifications that unqualified intermediates must not proceed to the next process. Enterprises should strengthen control over all factors affecting product quality during production, and may employ methods such as intermediate inspection or process parameter control to ensure product quality meets standard requirements. Sampling and testing during the process should be conducted according to written instructions and records should be maintained.
The process specifications should also stipulate the completion time and intervals for each process step in the production of pharmaceutical excipients. In addition, the maximum interval between cleaning, drying, sterilization, and use of equipment, containers, packaging materials, and other items that come into direct contact with the product should also be specified.
Article 49 Batch mixing refers to the process of combining pharmaceutical excipient intermediates or finished products that meet the same quality standard to obtain a homogeneous product. Unqualified batches must not be mixed with other qualified batches.
Each batch of products to be mixed shall be produced in accordance with the prescribed process, inspected separately, and meet the corresponding quality standards.
The mixing process must be controlled to ensure the homogeneity of the final batch and reproducibility between batches. Mixed batches must be inspected to confirm their compliance with quality standards. Each mixed batch must be assigned a unique batch number, and the expiration or retest period for the mixed batch must be determined based on the production date of the earliest batch involved in the mixing , taking into account product stability . The mixing process must be controlled and fully documented, traceable to each individual batch involved in the mixing , and sampling procedures must be followed to ensure that samples taken from the mixture are representative of that batch.
Article 50 The recovery of materials and solvents shall meet the following requirements :
The recycled solvents used in the same or different process steps shall be subject to the standards for the use of recycled solvents or the standards for mixing with other solvents .
(ii) For mother liquor that needs to be reused repeatedly and filtrate containing recyclable pharmaceutical excipients, reactants or intermediates, feeding standards shall be formulated and comply with.
(iii) The recovered mother liquor and solvent shall have complete and traceable records.
(iv) A scientific and reasonable number of recycling cycles should be established.
Article 51 Pharmaceutical excipients may be reworked or reprocessed based on the results of risk assessment, but the rework and reprocessing procedures shall be followed. Rework or reprocessing is prohibited without the approval of the quality management department.
To ensure that reworked products meet the established standards, specifications, and characteristics, the quality of the reworked materials must be assessed and fully documented. Sufficient investigation, assessment, and documentation must demonstrate that the quality of the reworked product is at least equivalent to other qualified products, and that the cause of the expected non-compliance of the reworked pharmaceutical excipient is not a process defect. It is not permissible to rely solely on final inspection to determine whether reworked products meet standards; the rework or reprocessing process must be investigated and assessed.
Products that have undergone rework or reprocessing should be assigned separate batch numbers to distinguish them from products produced normally. Reworked or reprocessed products must not be mixed with other batches.
The quality management department should assess the impact of rework or reprocessing on product quality, and conduct additional inspections and stability studies when necessary . Special attention should be paid to using appropriate analytical methods to compare and analyze impurities in reworked or reprocessed batches with those produced according to the established process.

Section 3 Clean Production and Pollution Control Management
Article 52  Enterprises should take measures to prevent pollution and cross-contamination during the production process , and at least meet the following requirements:
(i) Equipment cleaning shall be carried out using verified or known effective cleaning and decontamination operating procedures; where necessary, residues on equipment surfaces that come into direct contact with materials shall be tested.
(ii) Products that need to be exposed during the production process should be placed in a clean environment. When necessary, the production environment should be monitored to avoid microbial contamination or quality changes caused by exposure to heat, air and light.
(iii) Materials entering the clean area shall be delivered through a buffer room (or other buffer facility), and the surface of the material packaging shall be cleaned. If materials enter through pipes or are transferred between different clean areas through closed pipes, the inner walls shall be smooth to prevent foreign objects from falling off. The measures taken shall be verified to meet the requirements.
(iv) When multiple batches, models, specifications or user products are produced simultaneously in the same area, isolation or other effective measures to prevent confusion, errors, contamination and cross-contamination shall be taken.
If the same equipment is used to produce multiple varieties, the rationale for sharing the equipment should be explained, and measures should be taken to prevent cross-contamination.
(v) If an enterprise uses methods such as heating or radiation to reduce microbial contamination of non-sterile pharmaceutical excipients, the excipients must meet the prescribed microbial limit standards before sterilization, and the sterilization process must be under control. The sterilization method used should be validated to prove that it meets the set requirements. The final sterilization of pharmaceutical excipient products should not replace the microbial control of the process.
(vi) During production and cleaning, fragile, easily flaking, or easily moldy utensils should be avoided . Equipment or parts that are difficult to clean should be dedicated to a specific purpose. When using screens, measures should be taken to prevent contamination caused by screen breakage.
(vii) When the same equipment is used to continuously produce the same pharmaceutical excipient or to produce several batches in stages, the equipment should be cleaned at appropriate intervals to prevent the accumulation of contaminants (such as degradation products and microorganisms). If there are residues that affect the quality of the pharmaceutical excipient, the equipment should be thoroughly cleaned before changing batches. Before changing the production of a different product on non-dedicated equipment, the equipment should be thoroughly cleaned. The selection of cleaning agents should be clearly specified and the reasons explained.

Section 4 Production Marking
Article 53  The markings used on containers, equipment, or facilities shall be clear and legible, and the marking format shall be approved by the relevant department of the enterprise and meet the following requirements:
(i) The containers, main equipment and necessary operating rooms or related records used shall be labeled with the name, specifications and batch number of the product or material being produced, and if necessary, the production process shall also be labeled.
(ii) Storage containers and their associated branch pipes and inlet/outlet pipes shall be labeled.
(iii) Production equipment shall have clear status markings indicating the equipment number and contents (such as name, specifications, batch number); if there are no contents, the cleanliness status shall be indicated. 

Section 5 Product Packaging and Transportation
Article 54  Packaging materials that come into direct contact with pharmaceutical excipients must not adversely affect the quality of the excipients. The packaging of pharmaceutical excipients should be airtight or sealed and meet their intended requirements.
Article 55 The packaging process shall ensure that the quality and purity of pharmaceutical excipients are not affected, and that all packaging containers are correctly labeled. Measures shall be in place to prevent errors or confusion in packaging and labeling operations.
Article 56  The transportation and storage conditions for pharmaceutical excipients should meet the requirements for quality assurance. Where necessary, the transportation and storage conditions should be verified. For bulk transportation, records of the cleaning of the transport containers should be maintained.

Chapter 10 Quality Control and Quality Assurance
Article 57  A quality control laboratory should include a corresponding organizational structure, document system, and facilities and equipment for sampling and testing to ensure that materials undergo necessary testing before release and finished products undergo full testing before release to confirm that their quality meets the requirements.
Article 58  The responsibility of a quality control laboratory is to sample, inspect, and verify materials and products in accordance with legal requirements and the methods and procedures stipulated in the company's internal quality control standards to determine whether these materials and products meet quality standards. Sampling and inspection personnel must receive specialized operational training and pass an examination.
Article 59. The documentation of the quality control laboratory shall comply with the principles of Chapter VIII . The quality management department shall maintain complete records of inspections conducted to ensure that products meet legal requirements or the company's internal quality control standards . These records shall meet the following requirements:
(a) A detailed description of the sample, including its name, batch number /number or other unique code and the sampling time.
(ii) Index number (or description) for each test method .
(iii) Detection of raw data, including graphs, tables and instrument detection spectra.
(iv) Calculations related to testing.
(v) Test results and conclusions compared with standards.
(vi) The signature of the inspector and the date of inspection .
Article 60  Quality control laboratories should be equipped with a certain number of quality management and inspection personnel, and have facilities, instruments, and equipment appropriate to the scale, variety, and testing requirements of pharmaceutical excipient production. Quality control laboratories must strictly adhere to relevant laboratory management regulations.
Article 61 Quality control laboratories should establish at least the following documents: quality standards, sampling procedures, and testing procedures. Sampling methods should be scientific and reasonable to ensure the representativeness of the samples, and detailed sampling procedures and records should be maintained.
Quality control laboratories shall have written procedures for the procurement and preparation of reagents and test solutions. Purchased reagents and test solutions shall be labeled with their name, concentration, and expiration date. Records of test solution preparation shall be kept, including the name, preparation time, and quantity of materials used. Volumetric analysis solutions shall be calibrated according to legal standards, and calibration records shall be kept. To ensure that materials and products meet relevant standard requirements, the testing plan shall include quality standards, sampling procedures, and testing procedures.
The quality control laboratory shall conduct risk assessments to identify impurities and determine control limits for impurities ; it shall develop and validate testing procedures to ensure that each batch of products meets the requirements.
The sampling process should not increase the risk of contamination. Samples should be handled carefully and their integrity preserved.
Article 62  The quality management department shall establish separate operating procedures for the approval and release of materials and products, clearly define the standards and responsibilities for approval and release, and keep corresponding records.
Article 63 All products shall be reviewed by the quality management department and released only after being signed and approved by the person in charge of quality management or his/her authorized personnel . Unqualified products shall not be released from the factory.
Article 64  Quality control laboratories should establish operating procedures for investigating test results that exceed standards. Any test result exceeding the standard should be fully investigated and recorded in accordance with the operating procedures.
Article 65 Enterprises should establish sample retention management procedures based on the characteristics of their products and materials. Retained samples should be representative of the sampled batch of product or material; the sample container should be labeled with the sample name, batch number, sampling date , sampler, and other information; retained samples should be kept until one year after the expiration date or retest period. The quantity of retained samples should be sufficient for at least two full inspections.
Article 66  Enterprises should determine the circumstances, methods, and content of stability studies based on relevant technical guidelines and the material characteristics of pharmaceutical excipients. Stability studies of pharmaceutical excipients should be documented and recorded. The results of stability studies should be evaluated and trend analyzed. The expiration date or retesting period should be determined based on scientific data. Testing should be conducted periodically according to the stability study plan . The plan typically includes the following:
The number of batches, the number of samples, and the interval between investigations each year .
(ii) Storage conditions of the samples for stability study.
testing methods used in the stability study .
(iv) Packaging and storage time of stability test samples. The packaging and packaging materials of stability test samples should be the same as or similar to those of marketed products, and the storage time should be the same as that of marketed products.
Article 67  Suppliers of materials used in production (manufacturers and distributors) must possess legal qualifications. Enterprises should establish operational procedures for the evaluation and approval of material suppliers, clearly defining the supplier's qualifications, selection principles, quality assessment methods, evaluation standards, and material supplier approval procedures, and must at least meet the following requirements:
(i) The quality management department shall conduct quality assessments of all production material suppliers. The assessment shall include at least the supplier’s qualification certificates, quality standards, inspection reports, and the company’s inspection data and reports on material samples.
(ii) The quality management department shall distribute an approved list of qualified suppliers to the materials management department. The list shall include at least the material name, specifications, quality standards, name and address of the manufacturer, and name of the distributor (if any), and shall be updated in a timely manner.
(iii) Material suppliers should remain relatively stable. The quality management department should sign quality agreements with major material suppliers, clearly defining the quality responsibilities of both parties. Enterprises should conduct regular on-site quality audits of major material suppliers, and reports should be prepared for these audits.
(iv) When changing material suppliers, a quality assessment of the new supplier should be conducted; if the main material supplier is changed, relevant verification and stability studies of the product are also required.
Article 68  Common changes during the production of pharmaceutical excipients include changes in production site , raw materials and formulation , production process and process control , quality standards , product packaging, and other changes that may affect the quality of pharmaceutical excipients and their intended use .
Enterprises should establish change management procedures to study, classify, and record changes (such as changes to raw materials, quality standards, product packaging, equipment, and production processes). The procedures should include the application, evaluation, review, approval, and implementation of changes, with corresponding records. The quality management department should be responsible for final approval of changes. Changes to critical operations should be supported by verification results.
Enterprises shall, in accordance with relevant requirements, conduct corresponding research, evaluation, and management of changes occurring during the production process of pharmaceutical excipients. When changes occur that may affect the quality and stability of pharmaceutical excipients, the impact of the changes on the quality and stability of the excipients must be assessed, and the need for supplementary research shall be determined based on the assessment results. Necessary communication regarding the impact of changes shall be conducted internally and between enterprises. When changes may affect the formulation, the marketing authorization holder shall be notified promptly in accordance with relevant agreements and other requirements. If necessary, approval from the drug regulatory authority shall also be obtained.
Article 69 Enterprises should establish operating procedures for handling deviations, specifying the reporting, recording, investigation, and handling of deviations, as well as the corrective actions taken, and maintain corresponding records. Enterprises should classify deviations according to their nature, scope, and potential impact on product quality (e.g., major, minor). The assessment of major deviations should also consider whether additional product testing is required and the impact on the product's shelf life or retest period . If necessary, stability studies should be conducted on products involving major deviations.
Article 70  Enterprises should establish a corrective and preventive action system to investigate and take corrective and preventive actions regarding product quality- related complaints, recalls, deviations, self-inspection or external audit results, process performance, and quality monitoring trends. The depth and form of the investigation should be commensurate with the level of risk.
Article 71 Enterprises should establish complaint management procedures, stipulating the procedures for complaint registration, evaluation, investigation, and handling, and specifying the measures to be taken when complaints arise due to potential product defects, which should at least meet the following requirements:
(i) All complaints shall be registered and reviewed. For complaints related to product quality defects, all details of the complaint shall be recorded in detail and an investigation shall be conducted. At the same time, it shall be considered whether it is necessary to take risk control measures such as recalling products from the market.
(ii) Complaint investigations and handling shall be recorded, and the information of the relevant batch of products investigated shall be noted.
(iii) Complaint records should be reviewed and analyzed regularly to identify problems that require attention, recurrence, or may require product recall from the market, and appropriate measures should be taken.

Chapter 11 Product Shipment and Recall
Article 72 Each batch of products shall have a shipping record. Based on the shipping record, the sales of each batch of products shall be traceable, and if necessary, all products shall be able to be recalled in a timely manner. The shipping record shall include: product name, specifications, batch number, quantity, receiving unit and address, contact information, shipping date, shipment volume, and mode of transport.
Article 73 Enterprises shall establish operating procedures for receiving, storing, inspecting, and disposing of returned pharmaceutical excipients, and keep corresponding records. The records shall include at least the following information: name of pharmaceutical excipient, batch number, quantity returned, returning unit, reason for return and date of return, and final disposal opinion. Returns of the same product and batch number from different channels shall be recorded, stored, and processed separately.
The quality management department is responsible for approving the disposal of returned pharmaceutical excipients (e.g., resale , downgrading, reprocessing, rework, or destruction). Returned pharmaceutical excipients may only be considered for resale after the quality management department has assessed and confirmed the integrity of the packaging and compliance with required storage or transportation conditions , and after sampling inspection of the returned products confirms compliance with regulations . The process and results of return processing should be properly documented.
Article 74  Enterprises should establish recall operating procedures to ensure the effectiveness of recall work. These procedures should specify the responsibilities of personnel involved in the recall, the recall process, and the disposal of recalled products . Enterprises should designate a specific person to organize and coordinate the recall work and allocate sufficient personnel. Recalls should be able to be initiated at any time and implemented rapidly. The progress of the recall should be documented, and a final report should be submitted.

Chapter Twelve Contract Management
Article 75  Enterprises should sign a quality agreement with the drug marketing authorization holder as part of the contract. The quality agreement should clearly specify the product name, specifications, quality standards, and the responsibilities of both parties.
Article 76  Enterprises should establish contract review procedures, promptly evaluate and update the relevant content of quality agreements, and ensure the accuracy and effectiveness of contracts.
Article 77 Enterprises should accept and cooperate with the drug marketing authorization holder's review, and provide information and analysis of the pharmaceutical excipients used by the drug marketing authorization holder during the review period .

Chapter Thirteen Appendix  but
Article 78  Pharmaceutical excipients that have been used in food and pharmaceuticals for a long time and whose safety, functionality and stability have been recognized should be subject to production quality management in accordance with this appendix , and should be released only after ensuring that they meet at least the corresponding quality standards.
Article 79  The following terms in this appendix have the following meanings:
(a) Products
This includes intermediates, products awaiting packaging, and finished products of pharmaceutical excipients.
( ii ) Finished products
This refers to products that have completed all production operations and final packaging.
( iii ) Reprocessing
the products to be packaged that do not meet quality standards produced in a certain production process are reprocessed using different production processes to meet the predetermined quality standards.
(iv) Rework
products, products to be packaged , or finished products that do not meet quality standards produced in a certain production process are returned to the previous process for reprocessing using the same production process to meet the predetermined quality standards.
( v ) Re-inspection period
The date on which a pharmaceutical excipient needs to be retested after a certain period of storage, in order to prove its safety, functionality, stability and suitability for its intended use.
( vi ) Senior Management Personnel
Personnel at the highest level within an enterprise who command and control the enterprise and have the power and responsibility to mobilize resources.
( vii ) Process control
Also known as intermediate control, it refers to the various checks performed during production to monitor the process and make adjustments as necessary, in order to ensure that the product meets relevant standards. Environmental or equipment control can be considered part of process control.
( viii ) Test results exceed standards
All situations in which test results exceed legal standards and enterprise-defined standards.
( ix ) Clean Area
For rooms (areas) where the amount of dust particles and microorganisms in the environment needs to be controlled, the building structure, equipment and use of such rooms should be able to reduce the introduction, generation and retention of pollutants in the area.
(x) Materials
This refers to the raw materials and packaging materials used in the production of pharmaceutical excipients.
( xi ) Raw materials
In pharmaceutical excipient production, these are the materials, reagents, and solvents used to produce intermediates or pharmaceutical excipients.
( xii ) Intermediates
This refers to a product that has completed some processing steps but still requires further processing to become a finished product.
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