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Ensuring the quality and safety of drugs3.1

We use standardized operating procedures, comprehensive quality management and traceability systems along the entire 
value chain of PharmaEssentia, from R&D, to clinical trials, to commercial mass production, to patients’ use, with the 
objective to ensure the safety, effectiveness and quality of the product.

Materiality – Management approach on policies
on product quality and safety management 

• Complying with the following international standards: ICH, GLP, GCP, EudraLex Volume 4 
Good Manufacturing Practice (GMP), GDP, and GVP.

• Internally created quality management policies that are in line with international standards such 
as the regulations in the EU or the US.

• Complying with regulations issued by local competent authorities from different countries. For 
example, the European Pharmacopoeia, United States Pharmacopeia, regulations issued by 
the FDA, the Medical Care Act and the Pharmaceutical Affairs Act of Taiwan.

 GRI  103-2  GRI  103-3

• Instilling the concept of Patients Safety and Quality First in every employees’ routine operations.
• Ensuring drug risk management and protect the safety of patients’ use of drugs.

Dedicated responsible units, such as the QA Department and the QC Department, are 
responsible to ensure that pharmacovigilance departments are established and follow quality 
policies in all stages from the manufacturing, to distribution, to supply and to the patients’ use of 
drug.
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• GMP inspections performed by the EMA (EU), TFDA (Taiwan) and FDA (USA).
• Each internal department shall undergo internal quality audit at least once a year.
• Foreign experts are invited to conduct quality audits when necessary and based on requests.
• Clinical trials are reviewed by an external review mechanism to stay in line with the regulations 

regarding health authorities inspections, and trials are regularly reviewed by a third-party unit, 
such as the Institutional Review Board of the experimental hospitals (internal review will be 
handed over to the clinical trial QA Department in the future) .

• Established a Data and Safety Monitoring Board (DSMB) to perform audits and assessments.
• Submitting annual patient safety reports and immediate patient safety reporting to the FDA, 

EMA, TFDA and other units on a yearly basis.

• The QA Department and the QC Department are responsible for maintaining product quality 
and safety. Taking 2020 as an example, PharmaEssentia has allocated about NT$ 56 million to 
invest in quality assurance affairs.

• Pharmaceutical regulatory departments are responsible for compliance with regulatory 
requirements and keeping up with the changes and trends in the international pharmaceutical 
regulations.

• In 2020, the Company established a Pharmacovigilance function and a clinical trial quality 
assurance unit.

• PharmaEssentia uses the internal Quality Manual standard operating procedures and more 
than 4,000 related SOPs, plans and reports to ensure that the drug production and distribution 
cycles are in compliance with relevant laws and regulations.

• Management quality review meetings are held on a quarterly basis to understand the state 
of quality and product manufacturing trends. Conducting reviews and improvements on 
quality issues and taking Corrective Action and Preventive Action (CAPA) depending on the 
seriousness of the situations.

• Regularly performing product quality review to ensure that the existing manufacturing process 
and the materials used can produce products that consistently meet the expected quality.

• Providing basic quality, hygiene and safety education and training for all new employees. 
Regularly holding relevant trainings on good pharmaceutical practices and sending staff 
to participate in relevant courses and seminars held domestically or overseas, to instill the 
concept of good pharmaceutical practices in the routine operations of every employee.

Short-term goals
• To get the certificate of GMP inspections performed by the FDA.
• To introduce e-documents and quality systems (including document systems, education, and 

training systems, change control systems, etc.).
• To strengthen education and trainings and implement good quality operations and 

management.
Medium-term goals
• To pass the routine GMP inspections performed by the EMA (EU), TFDA (Taiwan) and FDA (USA).
• To continue optimizing and improving the quality system (including inviting domestic and foreign 

experts to review and optimize existing systems, such as the optimization of abnormal incident 
handling and investigation systems).

• To establish a QA unit which is responsible for clinical trials and patient safety audits.
• To establish a comprehensive mechanism to familiarize personnel with product safety 

operations.
Long-term goals
• To pass the routine GMP inspections performed by government authorities
• To instill the concept of quality into work routine, with the quality of the products and the 

welfare of the patients as top priority.
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• No critical violations of relevant drug good practices and regulations occurred.
• The whole plant has passed TFDA’s GMP and GDP inspection.
• The entire plant has passed the first GMP commercial production inspection of the EMA.
• Underwent on-site audit by the Institutional Review Board of the experimental hospital, and no 

major violation of laws and regulations has been found.
• No incidents related to product quality that must be reported.
• Submitted the Development Safety Update Report (DSUR) to the competent authorities of 

different countries in accordance with regulations.

Results of the 
evaluation of the 
management 
approach (2019)

Comprehensive quality and safety management and 
standard operating procedures

Assessing and managing the quality and safety risks

Achieving the quality objectives of PharmaEssentia relies on the establishment and 
maintenance of the quality assurance system by all its employees. Therefore, the 
Taichung manufacturing plant has a detailed organization and operation chart. It 
is equipped with sufficient and experienced qualified personnel, and the QA and 
QC Departments are responsible for the management and supervision of process 
quality and safety. PharmaEssentia has an internal Quality Manual and more than 
4,000 related standard operating procedures and specifications, and plans and 
reports, to ensure the quality and safety of our products.

Ensuring the safety, effectiveness and quality of drugs is the ultimate goal among all employees of PharmaEssentia. Effective 
quality risk management is an indispensable part of maintaining drug quality and safety. Quality risk management is a 
systematic process for the evaluation, control, communication, and review of quality risks. It must be implemented in the 
entire drug life cycle, including clinical trials, raw material manufacturing, procedures, operations and equipment, product 
distribution, and pharmacovigilance. Only through good risk management can the safety of patients be guaranteed, and the 
risks of patients using drugs can be effectively controlled and reduced.

The risk assessment of clinical trials is performed by the CROs, and the Company implements quality assurance 
and quality management in clinical trials in accordance with internal operating procedures. Before the start of clinical 
trials, PharmaEssentia assesses the degree of risk that may be encountered during the trials process according to the 
characteristics of the trial drug and the difference in the trial design. Then, a case-specific Monitoring Plan and Audit Plan are 
prepared according to the level of risk to implement quality assurance and quality management.

 GRI  102-15
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Quality assurance activities include the issues 
found dur ing the independent  audi t ,  that 
underwent an appropriate evaluation and tracking, 
and the formulation of CAPA to maintain the quality 
of the trial and the safety of the subjects.

Quality management activities include monitoring 
and co-monitoring to ensure that the rights and 
well-being of subjects are protected. Ensuring that 
the reported result data is accurate, complete and 
that can be verified from the original data.

Preparing a case-specific Monitoring Plan and Audit Plan 
according to the level of risk to implement quality assurance 
and quality management.

Assessing the degree of risk that may be encountered during 
the trials process according to the characteristics of the trial 
drug and the differences in the trial designs.

For the risk management on the operations of the 
Taichung manufacturing plant, the risk assessment is 
conducted based on the Procedure for Quality Risk 
Management formulated in accordance with the ICH 
Q9 Quality Risk Management and is based on the 
three risk evaluation factors:  “probability”, “severity” 
and “detectabil ity” of the tools recommended 
by the ICH Q9. For instruments and equipment, 
PharmaEssentia has created the Procedure for Risk 
Assessment of Equipment in accordance with the 
United States Pharmacopeia, and classifies risks 
based on the “GMP impactability” and the “system 
complexity” to reduce product quality damage 
operational risks. Moreover, PharmaEssentia has 
introduced risk management to control the production 
process, environmental control, material supply and 
other matters to minimize quality hazards.

In 2019, the Taichung manufacturing plant held a 
total of 10 cross-departmental risk assessment team 
meetings and discussed the risks that were found in 
the plant during the meetings.

10 meetings

Risk assessment team 
meetings in 2019

6  departments 66
QA, Production, Construction, 

QC, Filling, Material Management
Attendees were present at the risk 
assessment team meetings in 2019
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Figure 9: Flow chart for initiating quality risk management
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List of risk assessment team meetings in 2019

Meeting
Date of 
meeting

Topics of risks assessed
Participating 
departments

No. of 
attendees

1 Feb. 18 Risk assessment on the reconstruction project on the existing API plant.
QA, Production, 
Construction

7 attendees

2 Mar.15
Risk assessment on air conditioning system verification and monitoring 
points in the preparation of the aseptic filling plant.

QA, QC, Filling, 
Construction

7 attendees

3 Apr. 1
Removing the monitoring points of the original risk assessment and 
redefining new monitoring points for routine environmental monitoring.

QA, QC, Filling, 
Construction

7 attendees

4 Apr. 16 Laboratory cross-contamination risk assessment QA, QC 5 attendees

5 Jun. 4
Risk assessment on the production of Ropeginterferon alfa-2b (P1101) in 
the sterile filling plant.

QA, QC, Filling 5 attendees

6 Jun. 5
Risk assessment on whether changing the cleaning frequency in the 
Controlled Non-Classified (CNC) zone of PEG would affect product quality

QA, Production 4 attendees

7 Aug. 12
Assessment on the current air conditioning environmental monitoring 
points according to ISO 14644-1: 2015 Cleanrooms and associated 
controlled environments.

QA, Production, 
Construction

8 attendees

8 Aug. 12
Conducting a risk assessment review on the 2018 restructuring of the 
existing API plant.

QA, Production, 
Construction

5 attendees

9 Sep. 17 Establishing second source of materials.
QA, QC, Production, 
Construction

11 attendees

10 Oct. 8
Assessment on whether to decrease routine environmental monitoring 
points in the plant.

QA, Production, 
Construction

7 attendees

Countermeasures in the plant against the risk of COVID-19 

In response to the COVID-19 outbreak in early 2020, our employees have been actively engaged in related research, and 
conducted risk assessments for plant personnel management and formulated corresponding action plans to avoid impacts 
on product quality.

For plant personnel:

• Diversion of operation personnel to avoid cross-
contamination

• Conducting a survey of employees’ personal travel 
history to formulate management measures

• Strictly requiring employees to take temperature, wear 
masks, and disinfect hands alcohol when entering the 
office.

For external personnel: 

• Reducing nonessential visits. Visitors are restricted 
to the office area to prevent visitors from entering the 
production area.

Conference participation: 

• Prioritizing video conferences to avoid group gathering 
and cross contamination

Contingency measures for plant management
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Quality review and continual improvement

In order to maintain the long-term stability of drug quality 
and safety, to be in line with GMP, and to maintain the 
effective quality management system, PharmaEssentia 
conducts regular internal audits and occasional external 
audits to review the effectiveness of the quality management 
system and GMP compliance. PharmaEssentia has created 
the Procedure for Product Quality Review and regularly 
performs product quality review to ensure that the existing 
manufacturing process and the materials used can produce 
products that consistently meet the expected quality. 
PharmaEssentia also holds Quality Management Review 
meetings on a quarterly basis, and reviews and makes 
improvements on matters regarding to quality, based on the 
conclusion of those meetings. Then PharmaEssentia takes 
CAPAs based on the seriousness of the matters to ensure 
the stability and consistency of product manufacturing 
processes and product quality and use this as a basis for 
process improvement and optimization.

Internal GMP/GDP quality training

As we believe that our personnel are an essential requirement for maintaining quality operation and management, we attach 
great importance to the quality education and training of employees. In 2019, our quality training focused on GDP-related 
operations, and in 2020, we are focusing on FDA regulations. In addition to internal trainings, PharmaEssentia also assigns 
employees to participate in external trainings organized by related societies/associations, such as the Taiwan Parenteral Drug 
Association (TPDA) and the Taiwan Product Quality Research Institute (TPQRI), or sends employees to participate in training 
courses in international institutions. At the same time, the Company also hires senior foreign consultants to visit the plant 
every year and update the plant employees with knowledge on GMP or related regulations. Through these continued training 
courses, we aim to help all PharmaEssentia employees understand that quality is closely related to them, and to instill the 
concept of quality management into their routine operations.

18  Lessons

720  participants

of 2019 GMP trainings (annual plan)

59  Lessons

718  participants

of 2019 other GMP trainings (not in annual plan)

70  Lessons

869  participants

of 2019 CAPA trainings

36  Lessons

48  participants

of 2019 external trainings

Focuses on 

GDP
The focus of 2019 GMP trainings

Related US

FDA  trainings

The goals of 2020 GMP trainings

• Conducting internal audits at least once every month
• Each department undergo internal audits at least 

once a year
• For non-conformities in the audit, a CAPA plan must 

be proposed and related tasks completed within the 
corresponding prescribed date according to the level 
of deficiencies.

Internal audits

• Undergoing governmental GMP inspection every 2-3 
years.

• The first protein biopharmaceutical plant in Taiwan to 
obtain an EMA certification.

• The short-, medium- and long-term goals areto pass 
the regular GMP inspections.

External audits
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Drug traceability and recall

Effective trace mechanisms can not only ensure the safety of patients’ medication, but it also reduce the risk of counterfeit, 
prohibited and substandard drugs entering the supply chain. Moreover, they also identify and effectively recalls drugs with 
quality potential risk to provide patients with more safety and protection in a timely manner. We also hold mock drug recall 
every year to ensure the accuracy and proficiency of recall operations.

When to start Recall procedure Report to competent authorities

When the product has known or 
possible manufacturing defects, 
deterioration, counterfeits or any 
other serious quality problems.

The Company initiates the recall 
procedure in accordance with the 
Procedure for Return and Recall 
and proposes the “Recovery Plan 
Application Form” to initiate actions.

According to the hazard level of drugs, 
we remove the drugs from the user-end 
within a certain period, properly dispose of 
the recovered product, and notify the local 
competent authority.

List of 2019 GMP trainings

2019 Sustainability Report

Example

List of 2019 GMP trainings

Month Training topic No. of participants

April PharmaEssentia warehousing operations and related regulations 3 

April Dispensing process of Ropeginterferon alfa-2b (P1101) in the filling plant 22 

May Plant power system architecture 7 

May Introduction of GDP 12 

June Plant cleaning and disinfection 34 

June Sterility test 85 

July Audit observations related to GDP 16 

August Visual inspection related to filling process (GMP Training) 80 

September Discussion on warning letters 86 

September Process characterization and Scale-down model for purification process 26 

September Description of factory compressed air system architecture 7 

September Gel Permeation Chromatography (GPC) 29 

October GMP Training: Principles of Bioassay detection 25 

November GMP Training: WFI System operation, maintenance and management 88 

November Regulations regarding GDP <Case study on PIC/S GDP quality of storage and transportation> 89 

December GMP Training: Labeling and packaging process 6 

December GMP Training: Introduction to QMS 14 

December GMP Training: CTD structure and content 91 

Total 720 


