附件2
2017 Drug Inspection Report（英文版）
Foreword
In 2017, China Food and Drug Administration (hereinafter referred to as CFDA) organized to conduct a total of 751 inspections throughout the year, including pre-approval inspection, generic drug consistency on-site inspection, pharmaceutical GMP follow-up inspection, unannounced inspection, overseas inspections for imported pharmaceuticals, GSP unannounced inspection and GMP observation inspection by foreign organizations.
Overview of Pharmaceutical Inspection Tasks in 2017
	Inspections
	Amount of Inspected Enterprises / Varieties
	Amount of Inspectorates
	Amount of Inspections

	Pre-approval inspection
	52
	47
	168

	Generic drug consistency on-site inspection
	12
	8
	38

	Pharmaceutical GMP follow-up inspection
	428
	296
	1234

	Unannounced inspection for pharmaceuticals
	57
	55
	183

	Overseas inspections for imported pharmaceuticals
	51
	41
	148

	GSP unannounced inspection
	67
	62
	202

	GMP observation inspection by foreign organizations.
	84
	84
	92

	Total
	751
	593
	2065


Section I Pre-approval inspection
In 2017,CFDA carried out the pre-approval inspection and for-cause inspection according to the regulatory documents of Provisions for Drug Registration and Requirements for On-site Verification for Drug Registration, and in addition, it performed the on-site inspection of generic drug quality and efficacy consistency according to CFDA Announcement on Matters Related to the Consistency Evaluation of the Quality and Efficacy of Generic Drugs (2017, No. 100).
I. Basic information of inspection
There were 68 inspection tasks totally in 2017. A total of 168 person-times, 47 inspection teams have been sent out to conduct on-site inspections on 52 varieties; 45 pre-approval on-site inspection reports have been completed, of which 42 passed the inspection, accounting for 93.3%; and 3failed, accounting for 6.7%.
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    Figure 1-1 Diagram of the Number of Pre-approval Inspection Tasks in Recent Five Years
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Figure 1-2 Diagram of Dosage Form Distribution in Pre-approval Inspections in 2017
II. Main findings
In the pre-approval inspections in 2017, such problems in data integrity as untraceable data and untruthful application dossier were not prominent. This is in line with the fact that most of the pre-approval inspection tasks in 2017 have been verified by clinical trial data.However, the pre-market approval GMP compliance problem is relatively common, indicating that the company's quality management system during the drug development process is relatively weak, and there is insufficient attention to the conformity of GMP.  In 2017, the following problems in enterprise’s development process were detected: insufficient implementation of pharmaceutical GMP and deviation and out of specification investigation insufficiency, and process validation being not scientific. The details are as follows:
(I) Insufficient implementation of pharmaceutical GMP in pilotscale experiment or transfer process
At present, most enterprises have realized that quality management is needed during the process of transfer from R&D to production technology, but there are still deficiencies. Some enterprises still do not include this process in the GMP system of pharmaceuticals, and there are phenomena such as unclear responsibilities of personnel, insufficient understanding of production department on the variety and process knowledge, and failure of the R&D department to implement process validation to fully comply with the GMP regulations of pharmaceuticals.
(II) Insufficient investigation of deviation and out of specification results 
There are cases where there are deviations and out of specification results that cannot be investigated in time, or investigations are insufficient and root causes cannot be found. In particular, when abnormal data that deviated from the trend were found in the stability test, no enough attention was paid to it, and the subsequent investigation of reasons became very difficult.
(III) Process validation is not scientific or sufficient
Some enterprises had insufficient preclinical studies on products and processes and had insufficient understanding on the process, and their design of pharmaceutical process validation protocol was unscientific. Deviations in process validation could not be recorded and analyzed in accordance with the GMP requirements of pharmaceuticals, and root causes could not be found and corrective and preventative actions could not be taken. Some enterprises even used three consecutive batches of qualified products as the criteria for the process validation.
III. On-site inspection of the consistency evaluation of quality and efficacy of generic drugs
On November 23, 2017, CFDA initiated inspections of consistency evaluation varieties for the first time of generic drugs. 7 varieties in the first time of on-site inspections were completed on the basis of the completion of the filing review. A total of six inspection teams were sent to conduct inspections on seven development and production units of seven varieties, involving nine sites. At the same time, on-site inspections were also conducted on the domestic originator of five varieties (two enterprises). Specific inspection varieties are shown in the following table:
Table 1-1 Varieties of on-site inspection of domestic originator
	Serial No.
	Inspection varieties
	Specification
	Inspecting enterprises

	1
	Nimodipine tablets
	30mg
	Bayer Pharmaceutical Health Co., Ltd.

	2
	Acarbose tablets
	50mg; 100mg
	

	3
	Risperidone tablets
	1mg; 2mg
	Xi’an Janssen Pharmaceutical Co., Ltd

	4
	Flunarizine hydrochloride capsules
	5mg
	

	5
	Domperidone tablets
	5mg; 10mg
	


Table 1-2 Varieties of on-site inspection of the consistency evaluation of generic drugs
	Serial No.
	Inspection varieties
	Specification
	Inspecting enterprises

	1
	Alfacalcidol tablets
	0.5μg; 0.25μg
	Chongqing Yaopharma Pharmaceutical Limited Liability Company

	2
	Amitriptyline hydrochloride tablets
	25mg
	Hunan Dongting Pharmaceutical Company Limited

	3
	Escitalopram oxalate tablets
	10mg
	Hunan Dongting Pharmaceutical Company Limited

	4
	Amoxicillin capsules
	0.25g
	Zhejiang Conba Bio-Pharmaceutical Co., Ltd.

	5
	Atorvastatin calcium tablets 
	10mg; 20mg
	Beijing Jialin Pharmaceutical Company Limited

	6
	Amlodipine besylate tablet
	 5mg
(ON the basis of C20H25ClN205)
	Jiangsu Yellow River Pharmaceutical Co., Ltd.

	7
	Entecavir dispersible tablets
	0.5mg
	Jiangxi Qingfeng Pharmaceutical Co., Ltd.


Section II Pharmaceutical GMP follow-up inspection
In 2017, the follow-up inspection of pharmaceutical GMP followed the principle of “risk-based and variety-focused”, and adopted various methods such as “double randomization” and “lookback”. Based on of the summarization of the past two years of follow-up inspection experience, a comprehensive analysis was conducted on national sampling, monitoring of adverse reactions and other risk signals to formulate national drug inspection plans, and carry out GMP follow-up inspections as planned.
I. Basic information of inspection
According to the 2017 National Drug Inspection Plan, 465 drug manufacturers were scheduled be subject to GMP follow-up inspections, including 315 enterprises that had high risk and 150 enterprises that had been selected into the “double randomization” plan. Among them, 37 enterprises were not qualified for the on-site inspection because they did not pass the 2010 GMP certification, the drug GMP certificate was recovered, and there was no corresponding drug approval number. Throughout the year, 428 enterprises were given drug GMP follow-up inspections (478 enterprise-times), an increase of 234% from the same period of 2016. Enterprises that did not comply with GMP have been dealt with in accordance with the law.
Table 2-1 Designation of inspectorates
	Total amount of inspections (enterprises)
	Amount of inspectorates
	Person-time(s) of inspectors

	428
	296
	1234


Table 2-2 Inspection distribution
	Category
	Amount of actual inspections
enterprise - time(s)

	High risk enterprises
	⑴The enterprises that the conclusion of the last follow-up inspection was not passing，or showed the presence of critical defects or more than three major defects，or the warning letter was sent during the last follow-up inspection.⑵ The enterprises that the pre-approval inspection found it was necessary to carry out follow-up inspections，⑶High risk defects was found by the overseas drug regulatory administration inspection⑷The enterprises notified by CFDA to be included in the 2015 unannounced inspection
	114

	
	Vaccine bioproduct manufacturing enterprises
	39

	
	Blood product manufacturers
	26

	
	In 2016, failed in the national sampling and many problems were detected during the sampling.
	27

	
	Adverse reaction monitoring found ADR or warning events
	8

	
	Specific inspection
	123

	Enterprises subject to double random inspections
	Narcotic drugs, psychotropic drugs and precursor pharmaceuticals manufacturing enterprises
	15

	
	Chinese herbal medicines and herbal pieces prepared for decoction
	48

	
	Provincial certified enterprise in 2016
	30

	
	Herbal extract
	15

	
	Biochemicals
	17

	
	TCM injection
	16

	Total
	Unit: enterprise - time(s)
	478

	
	Unit: enterprise(s)
	428


In 2017, there were 37 enterprises that did not pass the GMP inspection requirements, accounting for 8.6%, and about 108 enterprises were issued withe warning letter, accounting for 25%. Of the 37 companies that did not meet the inspection requirements. The distribution was as follows:
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Figure 2-1 2017 Distribution of enterprises that did not meet the GMP requirements of follow-up inspections
Legend: The reasons for the non-compliance of inspections included serious violations of GMP, suspected illegal activities, and unstable product quality etc. Different handling measures could be adopted for non-compliance due to different reasons.
II. Main findings
(I) Overall situation
The inspections on 428 drug manufacturers identified a total of 4339 defects, including 3,512 defects involving the general rule of GMP for pharmaceuticals, 224 defects involving the computer system appendices, 200 defects involving the appendices for sterile drugs, and 116 the defects involving the TCM decocting pieces.
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Figure 2-2 Distribution of defect items in GMP follow-up inspections
According to Figure 2-2, the defects found in the Quality Control and Quality Assurance section are the most prominent, with a total of 1,205 defects, accounting for 28%, followed by document management, accounting for 16% of the total, and then by equipment defects (ranking the third), accounting for 10%. The clauses that corresponded to non-conformity items proposed based on the defects were analyzed, and the clauses that corresponded to defects items that were submitted for more than 20 times were sorted out; they are shown below:
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Figure 2-3 Distribution of non-conformity items detected in drug GMP follow-up inspection
Legend: “计” represents the appendix of the computer system, “无” represents the appendix of sterile drugs
The clause that corresponded to the most defects was Article 223 (Drug Testing), followed by Article 27 (Personnel Training), by Article 266 (Product Quality Review) (ranking third), by Article 175 (batch record) (ranking fourth), and by Article 250 (deviation investigation and preventive measures) (ranking fifth).
On the whole, the current defects in China’s pharmaceutical manufacturing enterprises are relatively concentrated on the following items: quality control and quality assurance, document management, equipment, materials and products, qualification and validation, computer system appendix, premises and facilities, sterile drug appendix, organization and personnel, production management, appendix of TCM decocting pieces, qualification and validation appendix, sampling appendix and quality management, accounted for 95% of the total and the defects in the first eight items accounted for 80%. Some common problems included: 
1. The drug inspection procedures did not meet the requirements, some analysis methods were not verified, the management of reference products, standard substance and strains for inspection was not standardized, the relevant inspection records were not sufficiently controlled, the records were incomplete, and the traceability was poor;
2. The training management failed to meet the requirements, the training plan and the training protocol were not well-targeted, the training effects on some personnel were poor, and some of the work contents were not covered in the training;
3. The product quality review regulations were unreasonable, the review did not cover all the crucial information, the review data were inconsistent, and the abnormalities found during review were not coped with corresponding measures;
4. The batch record information was incomplete, the traceability was poor, and sometimes the recording was not standardized and untimely;
5. The deviation management system could not operate effectively, no investigation was carried out for some deviations, and the investigations of some deviations was insufficient;
6. There was no description on some operations in the technological procedure or the description was unclear, and for some of the information, the technological procedure was not revised in time after the change;
7. The material management was not standardized, the relevant sign and record information were incomplete, the traceability was poor, and the storage environment failed to meet the requirements;
8. In terms of the appendixes of the computer system, the main defects included the unreasonable permission setting, the insufficiency of electronic data management, and the incomplete audit follow-up functions;
9. In terms of the appendix of sterile drugs, the problems concerning the culture medium simulated filling test and the monitoring of the clean area were relatively concentrated, including the unscientific operation in the medium simulated filling test as well as the failure of the clean area monitoring records to be included in the batch production records, etc.
The main problems that lead to non-conformity were analyzed through the defect analysis of the enterprise that failed to meet the requirements of inspections:
1. There were serious data integrity problems: the detection after system time was modified, the key data were non-traceable, the original records, original maps, raw data, and computation processes were missing, the contents of original records of inspection were inconsistent, the integration parameters were maliciously modified, the maps were indiscriminately used, the production and inspection records were managed in disorder, the records were written prematurely, and no authority management and effective control were exercised on the the analytical instrument's computer system;
2. The quality management system could not operate effectively and compromised by systemic problems. For example the qualifications and quantity of personnel did not match the production requirements, no effective identification and investigation of deviations and out of s results, deviation processing system, and change control system would be out of control;
3. The material quality control did not meet the requirements. For example, no effective infrared identification according to the Chinese Pharmacopoeia (2015 edition) and inconsistency in materials account;
4. Excipients were added to prescriptions without the registration and approval and the production was initiated after the key process parameters were modified without authorization;
5. The sub-packaging breached the regulations on the outsourcing of TCM decocting pieces;
6. The product quality was not controllable;
7. The actual production process was inconsistent with the registration application.
(II) Inspection of vaccine biological product manufacturing enterprises
In 2017, complete-coverage inspections were conducted on vaccine manufacturers. Except for 1 enterprise that did not receive the inspections due to relocation, production suspension and planned cancellation of GMP certificates, the remaining 39 enterprises were inspected. 
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Figure 2-4 Distribution diagram of defects in vaccine manufacturers
In the defect distribution of vaccine manufacturing enterprises, the defects are mainly found on quality control and quality assurance, document management, sterile drug appendix, qualification and validation, equipment, materials and products, organization and personnel, and production management. The relatively prominent problems found during the inspection are as follows:
1. There are certain deficiencies in the implementation of process validation, and the critical quality attributes, critical  process parameters, and scope of the product were not determined;
2. The aseptic process simulation test did not consider the worst conditions;  failed tostart the simulation from the first step of aseptic operation;
3. Some enterprises used a bottle of stock solution for the preparation of multiple batches of finished products, and there were risks of contamination as the bottles were opened for several times.
4. The specifications for adjuvant could not reflect the performance of the adjuvant, and the adjuvant preparation process and performance were not verified;
5. The uniformity validation of the preparation and subpackaging of semi-finished products had the problem of insufficient sampling;
6. Some enterprises recruited temporary personnel to perform quality control work due to the seasonality of product production;
7. Some enterprises failed to strictly implement the 2015 version of the Pharmacopoeia; for example, the no genome -wide sequencing was performed on the main attenuated vaccine seeds; 
8. Some enterprises did not completeannual quality review, and they did not include unqualified batches of examination, approval and issuance as well as the batches of withdrawals into statistical analysis.
 (III) Inspections of blood product manufacturers
In 2017, complete-coverage inspections were conducted on blood product manufacturing enterprises. Except for one enterprise that was not subject to inspection due to the withdrawn of GMP certificates for pharmaceuticals, the remaining 26 blood product manufacturers were subject to followed up inspections. 
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Figure 2-5 Distribution diagram of defects in blood product manufacturers
In the defect distribution of blood product manufacturing enterprises, the defects are mainly found in quality control and quality assurance, document management, equipment, sterile drug appendix, materials and products, blood product appendix, computer system appendix, and qualification and validation. The relatively prominent problems found during the inspection are as follows:
1. For some enterprises, the aluminum ion content during the product’s term of validity was on the rise, and the enterprises did not initiate relevant investigations nor carried out a thorough investigation;
2. Some enterprises had ethanol recovery, but the related studies were deficient;
3. The annual quality review report failed to guide subsequent improvement and upgrading.
(IV) Inspection of four categories of specific products
In accordance with the 2017 inspection plan, four categories of products, including the propyl gallate product series, citicoline sodium, vinpocetine injection, and Danshen injection, were inspected. A total of 1,243 defects were detected, among which 365 defects (including 4 critical defects, 31 major defects, and 330 general defects) were in the inspection on propyl gallate product series, 59 defects (including 6 major defects and 53 general defects) were detected in the inspection on citicoline sodium, 486 defects  (including 38 major defects and 448 general defects) were detected in the injection on the Dashen injection and 333 defects (including 26 major defects and 307 general defects) were detected in the inspection on Vinpocetine Injection, with the specific distribution as follows:
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Figure 2-6 Distribution and arrangement diagram of defects in manufacturers of four categories of products
The distribution of defects in the above four categories of products was basically consistent with that of defects in the overall inspection. During the inspection process, the inspectorates selected products with higher risk for inspection based on the principle of risk according to the fact some enterprises did not manufacture the corresponding products recently. The inspections found that the problems of the enterprises in deviation handling, change control, validation scientificity, equipment maintenance, record integrity, data management standardization, annual product quality review etc. were relatively prominent. The critical defects included systematic problems in the quality management system, the conformity of quality control of critical materials with requirements, manufacturing after the unauthorized changes in prescriptions, and the presence of risks of major pollution and cross-contamination.
(V) Double random inspections
In 2017, 141 enterprises were subject to double random inspections, a total of 1283 defects were found in the inspection, including 8 critical defects, 122 major defects and 1153 general defects. The specific distribution is as follows:
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Figure 2-7 Distribution and arrangement diagram of defects found in the “double random” inspections

On the whole, defects in the quality control and quality assurance parts ranked first in the inspections on manufacturing enterprises of different categories of products. According to the different types of manufacturing enterprises, there were certain differences in the defect non-conformity. The distribution of defects found in double-random inspections on provincial certification enterprises, Chinese herbal extract manufacturing enterprises, and traditional Chinese medicine injection manufacturing enterprises was basically consistent with the overall distribution of defects. In inspections of biochemical drug manufacturers, the defects of non-conformity with the requirements of the appendix of biochemical drugs ranked second, and the defects were mainly the deficiency in supply chain management and measures to avoid cross-contamination. The inspections on the manufacturing enterprises of narcotic drugs, psychotropic drugs and precursor chemicals found the non-conformity with the Administrative Measures for the Production of Narcotic Drugs and Psychotropic Drugs. The main problems were mainly found in the control of special drugs, including the control of the remaining samples, and the unqualified products during the production. Among the clauses that corresponded the non-conformity items found in the inspections of TCM decocting pieces, the clause that ranked No. 2 was appendix of TCM decocting pieces, and the main problems included the inspection of purchased medicinal materials, sample retention, medicinal material maintenance, personnel quality, and operational standardization.
Section III Unannounced inspection for pharmaceuticals
In accordance with the Measures for Unannounced Inspection of Drugs and Medical Device, in 2017 the CFDA carried out unannounced inspections and relevant extended inspections on drug manufacturers.
I. Basic information
In 2017, CFDA carried out 57 drug GMP unannounced inspections. They involved 21 provinces (municipalities) including Jilin, Sichuan, and Fujian, including 5 biological product manufacturers (including blood products), 14 general chemical drug manufacturers, 28 manufacturers of TCM drug products, 7 manufacturers of TCM decocting pieces, and 3 domestic manufacturers of TCM extracts.
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Figure 3-1 Distribution of dosage forms in drug unannounced inspections
Of the 57 unannounced inspections conducted in 2017, the manufacturers of TCM drug product accounted the highest proportion, accounting for 49% of all. TCM decocting pieces accounted for about 12%, general chemical drug products accounted for about 25%, and biological products accounted for about 9%. A total of 39 companies were detected with problems in unannounced inspections throughout the year, accounting for about 68% of the total, and 27 companies that had critical defeats have been withdrawn the GMP certificates by the provincial administration or dealt with in accordance with the law.
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Figure 3-2 Distribution of serious problems in drug unannounced inspections
The 2017 unannounced inspections focused more on the inspections of TCM product manufacturing enterprises, and 30 inspections involving 129 person-times were dispatched for the organization of unannounced inspections of 38 enterprises of TCM drug product, TCM decocting pieces and TCM extracts. Among them, 16 enterprises were found to have problems in the exploratory research and tests, and 12 enterprises were reported by complaint letters and visits. There were 8 enterprises that carried out extended inspections on inspection-detected problems, and 2 enterprises were subject to higher risk. The unannounced inspections on 38 TCM manufacturing enterprises, a total of 29 did not meet the relevant requirements. Among them, 21 enterprises were withdrawn GMP certificates for pharmaceuticals, 7 enterprises met the requirements, and 2 enterprises had no relevant production qualifications.
II. Main findings
(I) Major problems found in TCM product manufacturers
1. Manufacturing enterprises of Chinese patent medicines
(1) Failure to conform to the prescription standards for the feeding
The inspections found that, the manufacturing enterprises in breach with the regulations lowered the requirement to such an extent that the final products satisfied the legal specifications without the consideration of the drug safety, effectiveness and patient’s rights and interests; failed to conform to the prescription standards for the feeding deliberately. For examples:
● In Hubei kangyuan pharmaceutical co. LTD, the formula of production and feeding of a batch of deerhorn glue was the upper layer of foam when the camel skin was decocted, and then the glue obtained from the buckskin decoction, but no deerhorn was seen in the production prescriptions. The formula of production and feeding of a batch of tortoise shell glue was mainly based on a single miscellaneous skin glue and a variety of miscellaneous skin glue, then some unqualified glue was added, and finally about 5% of turtle shell glue was added.
● In Jilin xinhui pharmaceutical co. LTD, the actual feeding amount of 437 batches of Huoxiangzhengqi liquid licorice extract was only 18% of the standard feeding amount, and the actual feeding amount of patchouli oil was only 28% of the standard feeding amount.
(2) Violation of the legal preparation methods and unauthorized changes to the process.
The problems found in the unannounced inspections in 2017 were: the extraction some of Chinese crude drugs that should be extracted in the prescription failed to be based on the standards in order to reduce production costs or use unqualified raw medicinal materials; instead, direct feeding was performed after the smashing. The examples are as follows:
● The prescription of Yancongning tablets consists of five medicinal materials, among which phellodendron bark needed separate decoction - water decoction for three times; after combination and concentration, ethanol was added to let them stand and filtered, and finally ethanol was recovered and concentrated. Due to the reasons for reducing the cost of raw materials and lowering the cost of process production, the phellodendron bark was directly smashed and fed into the preparation process, and the unannounced inspection found that three enterprises had the above problems.
● As for the Qingrejiedu tablets, the detection index of jasminoidin content (≥0.6mg/tablet) was increased in the third supplement of the Chinese Pharmacopoeia (2010 edition). Some enterprises failed to pass the test on cape jasmine fruit fed in the production,so in addition to normal production, each batch of product preparation process also needed the separate addition of the original powder of cape jasmine fruit to ensure that the jasminoidin content of the final product met the requirements as shown in the inspection.
(3) To cope with supervision and inspection, relevant record files were fabricated.
The unannounced inspections in 2017 found that multiple enterprises had two or even three sets of material accounts, material warehousing and ex-warehousing records, and production batch records.
●Hubei kangyuan pharmaceutical co. LTD had three sets of internal accounts, a real set for internal use for the enterprise, a second set as the “low yield” accounts set up to cope with the unqualified situation in the sampling for the expected relieve of punishment, and a third set as the “high yield” account to respond to market feedback of relatively low price.
● There were two sets of material account and batch production records in Anhui jiren pharmaceutical co. LTD , a set used to respond to supervision and inspection, with the prescription and production process completely consistent with the registration standards, and the other set as the actual batch production record, which was inconsistent with the registration standards.
2. Manufacturing enterprises of TCM decocting pieces
In 2017, the unannounced inspections on TCM decocting pieces were mainly directed to the direct subpackaging and sales of purchased TCM decocting pieces, the non-complying inspections on the purchased TCM decocting pieces or the  processed products, as well as problems in dyeing and weight gain. The inspection found that in response to the supervision and inspection, some enterprises had the behaviors of fabricating batch production records and batch inspection records.
(1) Direct packaging and sales of purchased decocting pieces.
● All the decocting pieces in the finished product warehouse of TCM decocting pieces of Bozhou haomen TCM decocting pieces co. LTD had no material warehouse card. The storekeeper only set up the finished product warehousing and classification account after sales. The saffron product retention record showed that, since October 2016, the enterprise had produced 3 batches of saffron (161101, 161201, 170201), but the enterprise was unable to provide batch production records for the three batches.
● The yellow rice wine was needed by Anguo lulutong TCM decocting pieces co. LTD as a supplementary material for the production of prepared rehmannia root, solomonseal rhizome, wine-prepared desert cistanche, wine-prepared fructus corni, and wine-prepared glossy privet fruit. The above varieties had normal production since 2016, but the enterprise’s 2017 Excipient Total Account and Classification Detail of the yellow rice wine for production used in 2017 were inconsistent with the physical presence on the site, and the enteprise failed to provide VAT invoices for sales of rice wine by the supply units.
● A TCM decocting pieces manufacturing enterprise affiliated to Wushan medical company suspended the production after the expiration date of the Drug Production License and transferred the plant. However, the relevant personnel of the enterprise continued the direct purchasing of TCM decocting pieces and the direct repackaging, and indiscriminately used the production batch number before the production suspension, and engaged the marketing through its superior pharmaceutical company.
(2) Failure to follow the standards for the full inspection of purchased or sold traditional Chinese medicines and TCM decocting pieces.
● Failure to provide registration records for the corresponding medicinal material testing equipment.
● Absence of references for the medicinal material testing and capillary columns for drug testing, and no detection capability for corresponding item, but a full inspection report was still issued.
(3) Batch production records were untrue.
● The use log of the main production equipment could not be provided, the used amount of the specific medicinal materials in batch production records showed a difference of 5 times from the amount used for the requisition list, and some of the batches of production adjuvants had inconsistent batch production records before and after.
● The employee’s signature in the batch record was untrue.
3. Production records of TCM extracts
In 2017, two low-priced Huoxiangzhengqi liquid production enterprises were selected for unannounced inspections. At the same time, the inspections were extended to three glycyrrhiza extract and patchouli oil production factories of TCM extracts. It was found that the enterprises still had different forms of violations with the Notice of the CFDA on Strengthening the Supervision and Administration of Extraction and Extracts in the Production of Traditional Chinese Medicines (SYJYHJ (2014) No. 135). The specific problems are as follows:
● On January 26, 2016, Sichuan hebang xudong pharmaceutical co. LTD filed the glycyrrhiza extract and patchouli oil for recording according to the regulations. At the same time, since February 2016, it began to conduct the extraction of glycyrrhiza extract and patchouli oil privately. The enterprise also maliciously fabricated the bills of the relevant Chinese medicine extract manufacturing enterprises, and privately made the special seals of the ex-warehousing of Chinese medicine extract manufacturing companies, and made up the relevant material account and batch production records to cope with supervision and inspection.
●Guangzhou tongde pharmaceutical co. LTD, although recorded by provincial department, it had no main production device for the manufacturing of patchouli oil; instead, it purchased crude liquid from the medicinal material production base and added a refining process to the unqualified patchouli oil to obtain the product after the refining by its TCM extraction workshop and then market the final products.
(II) Major problems found in chemical manufacturers
In 2017, a total of 14 general chemical manufacturers were subject to unannounced inspections and it turned out that 7 of them had problems. The main problems were mainly found in the following aspects.
1.The production violated the registered and approved process
● Illegal purchasing of crude raw materials for the production of drug substance of the company. The enterprise could not provide the records on the source of the starting materials used to trace the production of drug substance, and could not provide relevant records used to trace the drug production and quality management process. The drug substance was released and sold without any recording on materials, production, and inspection, and key personnel failed to perform their duties.
2.The original data of inspection could not be traced and the data integrity was compromised.
● For example, the audit tracing on HPLC was started on December 13, 2015, but the system log before December 13, 2015 was deleted. The computer system time used by the device could be modified, and records of the system time modified in 2016 and 2017 appeared in the system log; modification in the system time could be found in the related substance detection mapping material detection maps.
● Some of the out of specification investigation and treatment measures were not thorough. For example, although no abnormality was mentioned when the out of specification result investigation described the inspection and sampling process, the release could be done only after the qualification by re-sampling and reinspection.
3. Drug production using unqualified raw materials
●Buying and using drug substances that were not in conformity with the 2015 edition of the Chinese Pharmacopoeia for the production and marketing of tablets; counterfeiting and changing of the label of drug substance manufacturing enterprise, and counterfeiting the inspection report of drug substance manufacturing enterprises; changing the inspection samples and retained samples, and the in-coming inspection results of some drug substances being not true; the key management personnel of the enterprise could not perform their duties according to regulations, and were directly involved in the implementation of illegal activities.
(III) Major problems found in biological product manufacturers
In 2017, a total of 5 biological product manufacturers were subject to unannounced inspection and it turned out that three of them had problems. The main problems were mainly found in the following aspects.
1. Process control data or product result data is not true 
● As for the 9 batches of Human Albumin used by Guangzhou danxia biopharmaceutical co. LTD to declare production and registration, the 3-month and 6-month long-term stability and 6-month acceleration test showed that, most of the actual aluminum ion detection results were higher than the 200 μg /L, a criterion specified in the Chinese Pharmacopoeia. The continuous stability investigation after the marketing of this biological product showed that, the aluminum ion detection results were inconsistent with the report, the actual inspection results did not meet the standards, and problems such as modification of sample name, deletion of detection records and re-detection were found in the enterprise.
●Hangzhou puji pharmaceutical technology development co. LTD forged intermediate product and finished product test data, plasma microbial limit detection data for pig whole blood separation, pig blood refrigerated van transport temperature record, purified water system validation microbiological limit test data, cultivation room temperature monitoring data of culture medium simulated filling test, air monitoring data of clean area, the freeze-drying process batch production records of marketing batches, etc., and concealed the relevant data of the real cause for the unqualified products and falsified the time of the QC laboratory computer system.
2. The actual production process and the product registration process were inconsistent
The behavior of repeated activation operation in the catalyst activation working procedure of the actual production process of the product was inconsistent with the registered and approved process.
3. The use of raw materials, intermediates and semi-finished products that did not meet quality standards for feeding
The use of microbiologically unqualified plasma for trial batch feeding and production; the use of intermediates unqualified in the ethanol residues, bacterial endotoxins, coagulation activity, microbial limits, purity and barium chloride residues as well as semi-finished products unqualified in pH value, protein concentration and enzyme activity failure for the feeding.
4. No relevant research was conducted in the production process and batch changes
In the catalyst purification process, the ultrafiltration membrane with a molecular weight of 6000 was changed into the ultrafiltration membrane package with a molecular weight of 10,000, and no validation data supported this change; the ultrafiltration was repeated in the ultrafiltration process of the catalyst and no relevant validation studies were performed; in the main gel purification and refining working procedure, the filter element was changed, the filter element was changed to the filter cake, the material of the sterilization and filtration working procedure was changed from PVDF to PES, and no relevant validation research was conducted or the validation data were insufficient; the batch volume of the solution was changed from 20,000 to 40,000 bottles, and no relevant validation research was conducted.
5. Problems in aluminum adjuvant quality control
Not test the effect of aluminum hydroxide adjuvant on antigen adsorption, and did not study the effect of aluminum hydroxide adjuvant on product quality. Aluminum hydroxide, as the most important excipient (adjuvant), was not subject to effective quality control.
Section IV Overseas inspections for imported pharmaceuticals
I. Basic information of inspection

In 2017, a total of 148 inspectors from 41 inspectorates were dispatched to complete overseas inspections for 51 categories of imported pharmaceuticals.
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Figure 4-1. Overseas inspection tasks from 2011 to 2016
In 2017, there were many types of dosage forms for overseas inspections; in addition, the efforts of extended examinations on chemical drug products were intensified. The annual tasks covered 36 chemical products, including injections, solid drug products, and powder aerosols, etc; 14 vaccines, blood products, and therapeutic biological products; and 1 botanical drugs.
The overseas inspection tasks in 2017 covered the products at the declaration production, re-registration, supplementary application phases, and those which are normally imported and sold. The inspections were mainly concentrated in Europe and North America, and the number of inspections in India and Thailand etc. showed an increasing trend.
II. Main findings
Of the 51 varieties that were subject to on-site inspections on overseas production, 9 failed to pass inspections. According to the different stages of the product (pre-market review or post-market), they have been processed separately.Of the 8 varieties that have not been inspected on-site, the enterprises of 6 varieties took the initiative to take risk-control measures,and the rest are included in the inspection plan of next year.
A total of 665 defects were found on the site, including 27 critical defects and 140 major defects. The problems were mainly found in quality control and quality assurance, document management, and sterile drug management. Critical defects mainly included inconsistent production process, no timely reporting of major changes to Chinese organizations, the problem with the authenticity of the registration application materials, production plant facilities, equipment and production operation practices failing to effectively reduce the risk of product contamination or mixing, and the failure of exercising effective control on unqualified products.
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Figure 4-2. Summarization and analysis of defects found in 2017 overseas inspections
According to the statistics of the defect frequency, the defects in the part of quality control and quality assurance were the most, with a total of 164 items (24.7%), followed by those in the document management part, with a total of 72 items (accounting for 10.8%), and 61 items were found in the part of sterile drug appendix (accounting for 9.2%). Common problems included:
1.The deviation management system could not operate effectively, no investigation was carried out for some deviations, and the investigations of some deviations was insufficient;
2.The sampling operation and records of the drug testing did not meet the requirements; the data of the purified water production process were not monitored and validated; the testing data and environmental monitoring data were not conductive to the data saving of trend analysis methods.
3. The informations in the batch records are not sufficient, such as the amount and whereabouts of the remaining sterilized rubber plugs and aluminum caps after filling were recorded.
4. The annual retrospective report was incomplete; for example, there was no regulation on deviation-correcting line and the warning line for the corrective analysis.
5. The content of the technological procedure of the production was not complete, such as: lack of some of the process parameters (emulsification temperature, shear speed, etc., the longest time limit for tunnel sterilization oven, nitrogen pressure, etc.).
6. The problems of non-scientific validation of medium simulated filling in the sterile drug appendix were more prominent, such as unreasonable validation frequency, the worst condition not including the maximum allowable number of people in production lines, and storage time after tank sterilization.
In the overseas inspection in 2017, the major problems that prevented the enterprises from passing the inspection included:
1. Actual production process, production sites, inspection items, etc. were inconsistent with the registration and application, or major changes were implemented without being reported to Chinese organizations. For example, during the preparation of injection oil phase, the actual filtration method and filter materials were inconsistent with the registered and declared materials; the products released and exported to China were not tested in terms of the related substance test and content uniformity according to the import registration standards; the process prescriptions were changed; the actual production plants and the production address were inconsistent with the manufacturing factory and production address labeled on the imported drug registration certificate.
2. Presence of serious problems in data reliability. For example, in multiple batches of release detection maps, the materials copied and forged using the information strips at different speeds and at different times served as materials submitted for registration and review; on-site inspections could not provide original inspection records; the pilot batch numbers of the prescription-screened samples were  inconsistent with those of relevant intermediate products and finished product inspection, and there was an inconsistency in the pilot preparation records, particle assay, releasing rate determination (finished product), and assay (naked tablet) of the same batch of samples.
3. The production plant facilities, equipment and production operation practices failed effectively reduce the risk of product contamination or mixing. For example, the filling production line set for the hydro-acupuncture therapy was located at the same workshop for the powder injection production line (the production line had hormone products), they also shared the same air purification system, the enterprise did not conduct risk assessments nor took effective protective measures to avoid the contamination of hormonal products on other products. Filling operators needed to manually press the rubber plug into the aluminum cover, and then place it in the corresponding cavity of the filled triple-chamber bag. There were many places of sewage and garbage in the factory area. Insufficient measures were taken to prevent mosquitoes in the general production area and the factory was annually under a high temperature (up to 45 °C), without cooling measures adopted, and the doors and windows could not be closed. The screen windows were damaged in many places, and many mosquitoes and insects were found on the production site. the feeding took place under the conditions of exposure or the materials were transferred, and there was no local protection.
4. The product quality was not controllable. For example, an on-site inspection was initiated because the import test of bacterial endotoxin project item found an unqualified result, the enterprise performed a re-determination on the item and did not meet the requirements, but still no investigation was carried out on the out-of-limit results, and no risk evaluation was performed on the product-related batches of the products and the used drug substance; the failure to perform full inspection according to the Chinese Pharmacopoeia.
Section V GSP inspection
In order to further strengthen the quality supervision of drug circulation links and standardize the order of the pharmaceutical market, CFDA organized follow-up inspections of drug wholesalers and inspections on retail pharmacies.
I. Basic information of inspection
(I)  Overview
In accordance with the 2017 Drug GSP Follow-up Inspection Plan, CFDA organized follow-up inspections on a total of 55 drug wholesalers throughout the year, covering 20 provinces (autonomous regions and municipalities) including Guangdong, Sichuan and Hubei. In order to carry out the Centralized Rectification of the Drug Quality and Safety of Drugs in Pharmacies and Clinics in Urban-Rural Interfaces and in Rural Areas, CFDA also organized unannounced inspections on 12 retailing pharmacies in Liaoning, Hunan and Guizhou provinces. Compared with the 2016 inspection tasks, the inspection tasks this year increased by 34%. The inspection details were as follows:
Table 5-1 Number of tasks of GSP unannounced inspections in 2016 and 2017
	Year
	Number of inspected enterprises
	Number of dispatches inspectors (man-time)

	2016
	50
	77

	2017
	67
	202

	Total
	117
	206
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Figure 5-1 Number of tasks of GSP unannounced inspections in 2016 and 2017
(II) Inspection principles and inspection scope
In accordance with the principle of risk management and control, the drug wholesales enterprises which provided varieties of high safety risks, had high requirements for variety storage conditions, had unqualified results in national drug sampling, and were complained of and reported, were selected for the drug GSP follow-up inspections; the “double-random” approaches were adopted in the inspection, and 55 wholesales enterprises of different types were randomly selected from national drug wholesales enterprises, and 12 retailing pharmacies were selected among the pharmacies in urban-rural interfaces and in rural areas for inspections. See the following table:
Table 5-2 Inspection scope of drug GSP
	Category
	Number of enterprises

	Operation of narcotic drugs and psychoactive drugs (including compound preparations)
	15

	Business scope included biological products and cold-chain drugs
	15

	Newly-established enterprises
	15

	Unqualified national drug sampling 
	5

	complained of and reported
	5

	Retailing pharmacies in urban-rural interfaces and in rural areas
	12

	Total
	67


(III) Inspection results
According to the Guiding Principles for On-site Inspection of Good Supply Practice, 29 operating enterprises severely violated the Good Supply Practice, and the results were judged as not passing the inspection.
1. Wholesale enterprises engaged in the operation of narcotic drugs and psychoactive drugs (including compound preparations): 3 failed to pass the inspections, accounting for 20% of the 15 enterprises inspected.
2. The scope included the wholesales enterprises selling biological products and cold-chain medicines: 1 company was in the state of business suspension, no conclusion was drawn from the inspection, and 6 failed to pass the inspections, accounting for 40% of the 15 enterprises inspected.
3. Newly-established wholesales enterprises: 5 failed to pass the inspections, accounting for 33.3% of the 15 enterprises inspected.
4. Wholesales enterprises unqualified in the national drug sampling: 2 failed to pass the inspections, accounting for 40% of the 5 enterprises inspected.
5. Wholesales enterprises that were complained of and reported: 3 (of which 1 was within GSP certification publicity period) failed to pass the inspection, accounting for 60% of the 5 enterprises inspected.
6. Retailing pharmacies in urban-rural interfaces and in rural areas: 10 failed to pass the inspections, accounting for 83.3% of the 12 enterprises inspected.
In summary, 19 drug wholesales enterprises failed to pass the follow-up inspection, and the rate of failure was 34.5%. 10 enterprises failed to pass the unannounced inspection of retailing pharmacies in urban-rural interfaces and in rural areas, and the rate of failure was 83.3%. Compared with the inspections in 2016, the failure rate of wholesales companies dropped significantly. Enterprises that  fail to pass the inspection have been dealt with in accordance with the law.
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Figure 5-2 Failure rate of inspections of drug wholesales enterprises in 2016 and 2017
II. Main findings
(I) Inspections on drug wholesales company 
A total of 436 defects were found in the inspection on the drug wholesales enterprises throughout the year, including 58 critical defects, 330 major defects and 48 general defects. The distribution of various types of defects is shown below.
Figure 5-3 Distribution of critical defects in drug wholesales enterprises
The critical defects in drug wholesales enterprises were mainly distributed in the general rule, procurement, computer system, and sales etc.The major defects of drug wholesales enterprises were mainly in the aspects of organization and quality management responsibilities, storage and maintenance, facilities and equipment, calibration and validation.The general defects of drug wholesales enterprises were mainly distributed in storage and maintenance, facilities and equipment, procurement, personnel and training.
1. Inspections on wholesale enterprises engaged in the operation of narcotic drugs and psychoactive drugs (including compound preparations).
15 enterprises in this category had a total of 115 defects, including 10 critical defects, distributed in the general rule, computer systems, and quality management system, which accounted for 8.7% of all defects, with 90 major defects and 15 general defects. 
The defects found in inspections on this type of enterprises were more often found in the aspects of organization and quality management responsibilities, calibration and validation, facilities and equipment, procurement, computer systems, personnel and training. During the on-site inspections, the inspectorates conducted targeted inspections on the conformity of operating enterprises with GSP, targeted inspections were performed on the operation of drugs subject to special management and even extended inspections were conducted on the downstream. Inspections found that most enterprises did well in the operation of special drugs and no abuse occurred. However, there were still some problems, such as: no handling of mailing certificates before the mailing of narcotic drugs and psychotropic drugs; failure to provide transportation certificates for special drugs and so on.
2. Inspections of wholesales enterprises with a business scope including biological products and cold-chain drugs
15 enterprises in this category had a total of 115 defects, including 14 critical defects, distributed in the general rule, computer systems, and procurement, which accounted for 12.2% of all defects, with 94 major defects and 7 general defects. 
The defects found in inspections on this type of enterprises were more often found in the aspects of organization and quality management responsibilities, facilities and equipment, calibration and validation, storage and maintenance, computer systems, personnel and training. As such companies are engaged in the sales of refrigerated and frozen pharmaceuticals, the inspectorates paid special attention to their cold chain conditions. The common problems of enterprises are as follows: Cold storage facilities and equipment did not meet requirements; the validation was not in conformity with the regulations; the  operation training for cold storage of pharmaceuticals and transportation personnel was insufficient; some temperature and humidity records were missing; after the temperature and humidity of the cold storage were out of limit, alarms and short messages could not be promptly sent; the temperature data of refrigerated drugs could not be recorded.
3. Inspections on the newly established drug wholesales enterprises.
15 enterprises in this category had a total of 132 defects, including 21 critical defects, distributed in the general rule, procurement, and sales which accounted for 15.9% of all defects, with 95 major defects and 16 general defects. 
The defects found in inspections on such enterprises were more often found in storage and maintenance, facilities and equipment, organization and quality management responsibilities, personnel and training, and procurement. There were more problems in the newly established enterprises than in the former two types of enterprises. The proportion of critical defects was on the rise. There were serious problems in some enterprises. For example, there were 30 defects in Shenze county pharmaceutical company yongji wholesale department, including 9 critical defects, which violated Announcement of CFDA on Remediating Illegal Distribution Behaviors in Drug Circulation Field (2016 No.94)No.1-10; Chongqing enkang medicine co. LTD had 9 defects, including 4 critical defects, which violated No. 94 Notice No. 1, No. 4, No. 5 and No. 10 items. The newly established wholesales companies had the following common problems: they failed to store the drugs according to the temperature requirements of the packaging; they failed to effectively monitor and control the temperature and humidity of the warehouse; the stacking did not meet the requirements; the pharmaceuticals and non-pharmaceuticals were not stored separately; the temperature and humidity monitoring data could not be reasonably backed up; quality management personnel was part-time or not in post.
4. Inspections of wholesales enterprises unqualified in the national drug sampling.
5 enterprises in this category had a total of 36 defects, including 4 critical defects, distributed in the general rule, procurement and computer systems, which accounted for 11.1% of all defects, with 29 major defects and 3 general defects. 
The defects found in inspections on this type of enterprises were more often found in the aspects of organization and quality management responsibilities, storage and maintenance, and facilities and equipment. There were common problems in the enterprise as follows: no job responsibilities established for the position; the contents of the drug quality file were incomplete; the quality management department failed to perform inspection and management sufficiently; some positions were not assigned with permission to operate on the computer system; different drug were mixed and stacked; the temperature and humidity record backup did not meet the requirements; the temperature and humidity monitoring facilities and equipment did not meet the specification requirements.
5.Inspections on the drug wholesales enterprises complained of and reported.
5 enterprises in this category had a total of 38 defects, including 9 critical defectsdistributed in the general rule, quality management system file,  computer system and sales, which accounted for 23.7% of all defects, with 22 major defects and 7 general defects. 
The defects found in inspections on such enterprises were more often found in storage and maintenance, general rule, organization and quality management responsibilities. The critical defects of such enterprises were higher than those of other enterprises, and they mainly existed in the general part. The common problems in the enterprises were as follows: suspected illegal business practices; falsification and cheating; drug flow, temperature and humidity monitoring data and computer system data could not be traced; failure to store drugs at the required temperature; no effective monitoring of temperature and humidity; presence of external personnel for part-time work; quality responsible person did not perform their duties independently.  
(II) Inspections on retailing pharmacies in urban-rural interfaces and in rural areas
12 enterprises in this category had a total of 91 defects, including 31 critical defects, distributed in the general rule, procurement and acceptance check, and sales which accounted for 34.1% of all defects, with 50 major defects and 10 general defects. 
The defects found by inspections on such companies were more often found in display and storage, procurement and acceptance check, and general rules. The failure rate of passing the inspections of the retailing pharmacies in urban-rural interfaces and in rural areas was 83.3%, and the proportion of critical defects was the highest. There were common problems in the enterprise as follows: Failed to provide the accompanying documents and invoices of the purchased drugs, so the source of the drug could not be traced; there were no labeled production enterprises, no outer package, no place of production or production lot number of the TCM decocting pieces; over-range marketing of drugs, and alleged purchasing of drugs from illegal channels; there was no partitioned display between the prescription drugs and over-the-counter drugs, and prescription drugs were sold on shelves; illegal sales of mifepristone tablets; prescriptions were faked and computer systems automatically generated prescriptions.
In summary,since the announcement of 2016 No.94, drug regulatory authorities at all levels conducted multiple rounds of unannounced inspections and follow-up inspections (unannounced forms) on drug distribution companies to strictly crack down on illegal activities and violations in the circulation field, and the situation of pharmaceutical operations was significantly improving. In 2016, CFDA carried out unannounced inspection on 50 drug wholesales enterprises, of which 38 had critical defects and the inspection pass rate was only 24%. This year, 55 wholesales enterprises were inspected, of which 19 had critical defects, and the inspection pass rate was 65.5%, and the business practices of the enterprises were increasingly standardized.As inspections continue to scale up, awareness of compliance in the pharmaceutical circulation industry was gradually increasing, and illegal violations were gradually reduced. The inspections have promoted virtuous competition and healthy and orderly development in the industry, providing strong guarantees for people’s medication safety.
Section VI GMP observation inspection by foreign organizations
According to notifications from foreign drug regulatory and inspection agencies, , CFDA observed the on-site inspections on the drug manufacturing enterprises in China performed by foreign drug regulatory agencies to grasp the product export and production quality management of pharmaceutical production enterprises in China, grasp the inspections by major international organizations and foreign drug regulatory agencies, assess and analyze risk signals, and provide reference for drug inspections.
I. Basic information of inspection
The CFDA organized a total of 84 foreign observations and inspections in 2017, involving 81 enterprises, covering 23 provinces (cities) including Zhejiang and Guangdong etc, of which Zhejiang, Guangdong, Beijing, Hebei, Jiangsu, and Shandong accounted for 60% of the total, which was basically the same with last year.
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Figure 6-1 Distribution of foreign drug inspections in various provinces (cities) in 2017
Inspection agencies involved in 2017 inspections and observations included 15 international organizations or foreign drug regulatory agencies such as the US Food and Drug Administration (US FDA), the World Health Organization (WHO), the European Directorate for the Quality of. Medicines & HealthCare (EDQM), the Behörde für Gesundheit und Verbraucherschutz (BGV),  Brazilian Health Regulatory Agency (Anvisa), Indian Central Drugs Standard Control Organization (CDSCO), British Medicines and Health Products Administration (MHRA), Italian Medicines Agency (AIFA), Thai Food and Drug Administration, Dutch Health Care Inspectorate (IGZ), United Nations Children’s Fund  (UNICEF), European Medicines Agency (EMA), Tanzania Food and Drug Administration, Russian State Institute of Drugs and Good Practices” (FSI “SID & GP”) and Colombia Food and Drug Administration. Among them, 9 pharmaceutical companies were found to have critical defects and did not pass the on-site inspections by foreign regulatory/inspection agencies (accounting for about 11%).
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Figure 6-2 Distribution of foreign drug inspections in 2017
Compared with 2016, the overall failure rate was similar (11%). Of the nine companies that failed to pass the inspections, most of the critical defects were related to data integrity issues (including repeated testing until the qualified results were obtained, data deletion, selective use of data, test sample injection, failing to record timely, untruthful records, loss of data and records, insufficient file record control, etc.), some enterprises involved the problems of incorrect inspection methods, systematic defects in the quality management system, intentional concealment of intermediates for the synthesis of amoxicillin, etc. In general, the data integrity problem was more prominent, which was also the main reason for the increase in the failure rate of domestic enterprises to pass foreign inspections in 2017.For enterprises that have not passed inspections, local governments have been required to strengthen daily supervision and supervise the company's continuous compliance. At the same time, as a risk signal, problems discovered during observation and inspection are also considered for follow-up inspection in the next year.
The inspections and observations in 2017 involved a total of 170 products, including 98 drug substances, 26 oral solid preparations, 33 injections, 10 biological products, and 3 other products. In 84 inspections, 46 of them involved drug substance, accounting for about 55% of the total number of inspections; 15 involved injections, accounting for 18%; 13 involved oral solid preparations, accounting for about 15%; 8 involved biological products, accounting for 10%.
Table 6-1 Distribution of drug types inspected by different inspection agencies
	Inspection agencies
	WHO
	EDQM
	US FDA
	German BGV
	Brazilian
ANVISA
	Other organizations
	Total

	Drug types
	Drug substance
	18
	16
	26
	11
	5
	22
	98

	
	Oral solid preparations
	2
	0
	6
	6
	1
	11
	26

	
	Injection
	6
	0
	9
	1
	4
	13
	33

	
	Biological products
	5
	0
	0
	0
	1
	4
	10

	
	Others
	0
	1
	2
	0
	0
	0
	3

	
	Total
	31
	17
	43
	18
	11
	50
	170



Figure 6-3 Distribution of different dosage forms
II. Main findings
(I) Analysis on overall situation
1071 defects were found in the foreign observation and inspection in 2017, and the analysis on the defect items according to the main body of 2010 version of China GMP: the defects in six categories of quality control and quality assurance, document management, equipment, premisesand facilities, qualification and validation and materials and products accounted for 88% of all. Compared with 2016, the rank of the defects in the part of “premises and facilities” increased from No. 6 to No. 4, the proportion increased from 9.1% to 11.0%, showing a growing trend, and the distribution of other defects was basically the same.

Figure 6-4 Arrangement diagram of defects found in foreign drug inspections and observations in 2017
In foreign drug GMP inspections, the defects in the part of “Quality Control and Quality Assurance” accounted for 27.9% of the total number of defects, which ranked first. A total of 299 defects were proposed. The main problems were mainly found on deviation handing and CAPA, management of computerized analytical instrument of laboratories, change control, product quality review, out of specification/out of trend results handing, microbiological test management, test-related material management, sampling, and non-compliance of laboratory with the control procedures. The defects found in the part of “document management” ranked the second, the main problems were found in the four aspects: record integrity and traceability, document integrity, file life cycle management, and record operation. The defects in the part of “equipment” ranked the third, and the main problems involved the use and cleaning of equipment, maintenance and repair, calibration, design and pattern selection, installation and modification, and water production system management. The defects in the part of “premises and facilities” were mainly found on measures to reduce contamination and cross-contamination, life cycle management of plant facilities, environmental control, and personnel access control. The main issues in the part of “qualification and validation” included validation scientificality, validation management, and validation effectiveness. The defects in the part of “materials and products” were mainly found on five aspects: material and product identification, supplier management, material procedure management, release management, and compliance of materials and product standards.
(II) Distribution of defects in some foreign drug regulatory/inspection agencies
Although there were certain differences in the focus of inspections by drug regulatory/inspection agencies on pharmaceutical manufacturing enterprises , the distribution of defects was basically consistent with the analysis of defects observed in foreign inspections in 2017.


Figure 6-5 Defect distributions of WHO, EDQM, US FDA, and Germany BGV inspections
Similar to the overall inspection defect distribution, the number of the defects found by WHO, EDQM, US FDA and Germany BGV in six parts: quality control and quality assurance, document management, equipment, materials and products, qualification and validation, and premises and facilities, were relatively high.
(Note:The English version of this report is for reference only)
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