
 
2 June 2018 
 
BY EMAIL 
Drug Office, Department of Health 
Room 1856, 18/F., Wu Chung House 
213 Queen’s Road East 
Wanchai 
Hong Kong 
 
Dear Sir/Madam, 
 
Public consultation on regulation of advanced therapy products (the 
“Consultation”) 
 
We refer to the consultation document in relation to the captioned matter issued on 3 
April 2018.   
 
We are a company incorporated in Hong Kong by guarantee, and are formed with 
members and council members who are of background related to regenerative medicine, 
including but not limited to experts and business owners of providers using regenerative 
medicine, academics and scientists, medical practitioners, medical laboratory 
technologist, pharmacist and so forth.   
 
In view of the Consultation, we have gathered the preliminary views from our members 
and other practitioners in the market, which include those who are listed on the 
appendix to this letter.   
 
In essence, the preliminary views of our association after gathering such views are as 
follows: 
 
1. General direction on regulating advanced therapy products (“ATPs”) 

We noted that our respondents basically agree that there should be regulation on the 
manufacturing process of ATPs, so as to ensure such products are safe.  However, 
the regulation should not prohibit the development of businesses which involve the 
use of ATPs.  Otherwise, it would bring adverse impact on the development of 
Hong Kong as an advanced major cell therapies centre in the world.   
 

2. Definition of ATPs and the person(s) whom should be held responsible for the 
manufacturing of ATPs 
We noted that the Consultation has linked the regulation of ATPs with the Pharmacy 
and Poisons Ordinance (“PPO”).  We are generally supportive of this direction.   
 
However, we are of the view that a clearer definition as to what ATPs would be 
fallen into regulation would be required, as we have been informed by our 
respondents that the use of ATPs in practice may or may not be for clinical purpose, 
and hence, there could be difficulties to define whether an ATP should be considered 



 
as a pharmaceutical product under the existing definition of the PPO.   
 
Moreover, we noted that different categories of persons may also be involved in the 
manufacturing of ATPs.  These may involve experienced biotechnological 
scientists, medical laboratory technologists, pharmacists, etc.  Thus, we consider 
that an appropriate criteria should be set out in the new legislation as to the 
requirement for signing off the ATPs before usage or release to the market.    

 
3. Transition period 

Before the implementation of the proposed regulation, it is likely that there are 
already manufacturers of ATPs in the market who would need to meet the 
requirements under the proposed regulation in order to continue their business.   
 
As such, we consider that a sufficiently long transition period should be included in 
the proposed legislation, so that existing manufacturers of ATPs would be able to 
meet such standard after the implementation of the new legislation.   

 
4. Supplementary views 

Since the release of the Consultation, there is only two months for the public to 
reflect their views.  Currently, we are still seeking the views from our members 
and other practitioners in the market, and upon collating the same, we may provide 
our supplementary views to your office on or before 30 June 2018 for your office’s 
consideration.   
- The definitions of ATPs  
- The GMP Lab specifications and Certification 
- The Authorised signing of ATPs  
- The Labeling of ATPs 

 
In the meantime, in order to permit the market practitioners as well as the public to be 
able to consider the Consultation, consider and reflect their views thoroughly, we 
sincerely hope that your office could consider to extend the current consultation period.   
 
Yours faithfully 
For and on behalf of 
Hong Kong Regenerative Medicine Association Limited 
 
 
 
WONG Danny F. 
Chairman and Council Member 
 
Encl 
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5th  July 2018 
 
BY EMAIL 
Drug Office, Department of Health 
Room 1856, 18/F., Wu Chung House 
213 Queen’s Road East 
Wanchai 
Hong Kong 
 
Dear Sir/Madam, 

       
Public consultation on regulation of advanced therapy products (the “Consultation”) 

 
I.  Introduction 
 

A.  Hong Kong to become one of the major ATP Centre in the world 
          Safety is our prime concern. Below please see our suggestions on laboratory 
specifications and staff requirements. Hope the Government of the HKSAR would support and 
not hinder the development of ATPs, so that Hong Kong will become a premiere ATP centre in 
the world. 
 
B.  ATPs to be regulated under separate regulation ordinance 
        Stem cells and immune cells are found inside everyone’s body. Technically speaking, these 
cells are not drugs. We suggested that ATPs could be regulated under a separate regulation 
ordinance, separated from the drug ordinance. 

 
C. Hong Kong registered medical doctors have autonomy in ATP applications 
1. Hong Kong registered medical doctors can have the rights to apply through the Department 

of Health to import and export ATPs. 
2. Hong Kong registered medical doctors can use ATPs produced safely from laboratories in 

Hong Kong. 
3. Hong Kong registered medical doctors can have autonomy in ATP applications. 
4. Records well kept. 

 
D. Laboratory staff and related staff can apply for work visa easily in a short time 

 
E. Tax incentives 
1. Tax incentives for investors 
2. Tax incentives for related medical doctors, laboratory staff and related staff 
3. Tax incentives for attending conferences, workshops, training 
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II. Proposed Production Criteria for Advanced Therapy Products 

A. Scope 
 
1.  Unlike conventional medicinal products, which are manufactured using chemical and physical 

techniques capable of high degree of consistency, production of Advanced Therapy Products 
(ATPs include Gene therapy products, Somatic cell therapy products, & Tissue engineered 
products Ref: consultation document, regulation of ATPs, DoH Apr 2018; Pharmaceutical 
Inspection Convention PE-009-13 2017) involved specific considerations arising from the 
processes such as isolation, cultivation and preservation of cells. These processes may display 
inherent variability, and the range and nature of the by-products may be variable. 

 
2.   Another important aspect is that the production of sterile cell products is subjected to special 

aseptic requirements in order to minimize risks of microbiological, particulate and pyrogen 
contamination.  We have taken note of these issues in this class of material. 

 

3.  We believe that the production and processes should be performed in current Good 
Manufacturing Practice (cGMP) facility and in accordance to Pharmaceutical Inspection Co-
operation Scheme (PIC/S) standards. 

 

4.  In particular, Quality Risk Management (QRM) principles should be used to develop the control 
strategy across all stages of production in the following areas: 

 

B. Premise Requirements 
 

1. Clean Area 
 

a. Clean Areas for ATPs production are classified according to the required characteristics 
of the specific ATP involved 

b. Each production operation requires an appropriate environmental cleanliness level in the 
operation state in order to reduce the risks of contamination 

c. Four grades (Grade A-D) can be distinguished. For ATPs production, Grade B, C, and D 
would be involved. 

d. Grade B clean area would be used for aseptic preparation. 
e. Grade C and Grade D clean areas are designed for carrying out less critical processes. 
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f. The maximum number of airborne particles per m3 at rest and in operation is 
recommended as follow according to EN ISO 14644-1: 

g. SOP should be in place for staff changing and washing to minimize contaminants carry 
through into the clean area. 

h. In clean area, all exposed surfaces should be smooth and unbroken in order to minimize 
accumulation of particles and micro-organisms; and to allow repeated applications of 
cleaning reagents. 

i. False ceilings should be sealed to prevent contamination from the space above them. 
j. Pipes and ducts should be installed so that they don’t create unsealed openings which 

will be difficult for cleaning 
k. Changing rooms should be designed as airlocks. 
l. Glove sleeve system is recommended.   

 
2. Personnel in Clean area 

 
a. Only minimum number of personnel required should be present in clean areas, particularly 

important during aseptic processing.  
b. Access control is required. 
c. Inspections should be conducted outside of the clean area 
d. Staff engaged in the culture of microorganisms in the QC lab should not enter clean area. 
e. Wristwatches, make-up and jewelry should not be worn into the clean area. 
f. Headgear, face mask, non-powdered plastic gloves, sterilized footwear should be worn.  
g. Outdoor clothing should not be brought into the changing rooms leading to grade B area. 

 
 
3. Airflow in Clean area 

 
a. Filtered air supply required 
b. Should maintain a positive pressure and air flow relative to the surrounding areas of lower 

grades. 
c. Adjacent rooms of different grades should have a differential pressure of 10-15 pascal. 

 
 

4. Equipment in Clean area 
 

a. Water distribution system should be designed, constructed and maintained so as to ensure 
a high quality water source. 

b. All equipment in clean area such as air filtration systems, air vent, and water distribution 
system should be subjected to validation and planned maintenance. 
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5. Sanitation in Clean area 

 
a. Clean area should be thoroughly cleaned in accordance to SOP. 
b. More than one type of disinfectant should be employed. Disinfectants should be pre-

sterilized prior to use. 
c. Fumigation of inaccessible places inside clean area will be useful for reducing 

microbiological and spores contamination. 
d. Monitoring should be undertaken regularly to detect any resistant strains development. 
e. Drainage systems must be designed so that effluents can be neutralized and 

decontaminated to minimize risk of cross-contamination. 
 
6. Areas for Starting & Terminally Sterilized Products 

 
a. Handling of sterile starting materials should be done in a grade B environment. 
b. Preparation of terminally sterilized products should be done in at least a grade D 

environment. 
 

C. Processing  

Processes and production of ATPs should be designed to prevent contamination. Contamination is 
possible during the event of cell culture. SOPs should be in place and focused to prevent 
contamination, rather than focused on detection and removal. 

 
1. Obtaining autologous or allogenic materials 

 
a. Infected autologous and donor materials should be excluded. 
b. For allogenic NK cell therapy, donor selection can affect the clinical outcome; genotyping 

should be performed for proper selection. 
c. Special care must be applied to cell pooling 

 

2. Cell Expansion 

a. The source, origin and suitability of starting materials should be defined according to the 
specific type of ATP to be produced. 

b. Such materials include cryoprotectants, media, feeder cells, ficoll separation reagents, 
culture media, buffers, serum, enzymes, cytokines, and growth factors. If possible, GMP-
grade culture reagents should be used. 
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c. Culture conditions should be carefully optimized for each type of ATP and should be 
clearly defined on SOPs. 

d. During the culture of ATPs, control strategies based on QRM principles should be taken 
into account.  

e. For clinical grade ATPs, prolonged culture duration should be avoided. 
f. Culture media and reagents are designed to promote cell growth, robust steps should be 

in place to avoid unwanted bioburden. 
g. Reduction of bioburden may sometimes require the use of antibiotics. The use of 

antibiotics should be very carefully controlled. 
 

3. Monitoring of Genomic Instability 

a. Extensive cell propagation may induce genomic instability, and therefore should be 
avoided.  

b. Karyotyping and DNA Microarray or Next Generation Sequencing genetic tests should be 
in place to ensure genetic stability of the cultured ATPs. 

 

4. Cryopreservation and Retrieval 

a. Careful attention should be paid to specific requirements at any cryopreservation stages. 
b. Gradient rate of temperature change during freezing into liquid nitrogen should be 

employed. 
c. Thawing of cryopreserved ATPs from liquid nitrogen should be performed as quickly as 

possible to allow maximum retrieval. 
d. Cell banks should be stored and used in such a way as to minimize risks of contamination 

or alteration.  
e. Cell banks should be stored in liquid nitrogen in sealed containers.  Liquid nitrogen levels 

should be monitored regularly. 
f. The type of storage chamber, placement and retrieval processes should minimize risk of 

cross-contamination. 
 

D. Quality Control  
 

1. Particle monitoring 
 

a. Gradient rate of temperature change during freezing into liquid nitrogen should be 
employed. 

b. Clean air device should be routinely monitored in operation. 
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c. Airborne particle monitoring system such as independent particle counter should be in 
place. 

d. Monitoring locations will be based on the classification of rooms 
 

2. Sterilization 
 

a. Heat stable articles entering clean area should be autoclaved. 
b. Heat labile articles should enter through air lock with interlocked doors where they are 

subjected to effective surface sanitization procedure. 
c. Culture media should be sterilized in situ. 
d. Sterilization record should be kept for each sterilization run. 
e. Samples taken for sterility testing should be representative of the whole batch. 

 
 
3. Characterization of final ATP products 
 

a. Efficacy of any new procedure or alteration of existing procedures should be validated. 
b. Immune-selected cells should be characterized. For example, NK cells should, at least, 

exemplify the canonical CD3-/CD56+ phenotype.  
c. Potent functional activities of the isolated ATP should be tested. 
d. Viability of the isolated ATP should be tested. 
e. The yield/purity of the isolated ATP should be tested 
f. In-process control testing should be performed at appropriate stages of ATP production 

to ensure quality of finished products. 
 
4. Standards prior to release of ATP should be clearly stated on the Certificate of Analysis 

(CoA): 
 

a. Source of material: peripheral blood, cord blood, Wharton’s Jelly 
b. Identification of the ATP type: NK cells, Mesenchymal Stem cells 
c. Number of cells per lot 
d. Lot number 
e. Date of cryopreservation 
f. Percentage of Cell Viability per lot 
g. Results on the following serology blood tests should be non-detectable prior to release of 

product: 
VDRL 
HIV 1 & 2 Antibodies 
Hepatitis B surface antigen 
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Hepatitis C antibody 
Cytomegalovirus IgM antibody 
HTLV 1 & 2 Antibodies 
HIV p24 Antigen 

h. Results on bacterial culture, fungal and mycoplasma tests should be negative prior to 
release.   

i. Sterility tests should be performed on anti-biotic free cell culture and cell banks. 
j. Result on Endotoxin level is recommended to be less than 0.05 EU/ml  

 
 

5. Traceability and Documentation 
 

a. Traceability of material source all the way to the ATP recipients should be clearly 
documented. 

b. System for traceability of adverse events should be in place. 
c. The number of cell passages between the cell banks and the finished products should be 

documented.  
d. Once containers are removed from the cell bank management system, the containers 

should not be returned to stock. 
e. Cryocontainers should be clearly labelled and a stock inventory must be kept. The storage 

temperature should be digitally recorded continuously. 
f. Production site and Lab Controlled Document system should be set up with the following 

Standard Operating Procedures in place: 
 

i. Control of Documents 
ii. Training and Competency 
iii. Equipment Management 
iv. System monitoring and recording of refrigerators and freezer temperature, liquid 

nitrogen level, percentage of CO2 in incubators 
v. Supply receipt and inventory 
vi. Reagent management 
vii. Samples collection and handling 
viii. Retention of materials and document records 
ix. Method validation 
x. Quality control 
xi. Proficiency testing 
xii. Result reporting 
xiii. Corrective action and occurrence management 
xiv. Emergency eyewash and Shower equipment 
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xv. Organization function and structure 
xvi. Management and personnel documents 
xvii. Internal and external assessments 
xviii. Quality monitoring and process improvement 
xix. Supplier Qualification 
xx. Clinical waste management 
xxi. Chemical waste management 
xxii. Emergency action plan 

 
 
 
 

E. Personnel 
 

1. Health Condition of Personnel 
 

a. Personnel involved in the production of ATPs should be instructed to have periodic health 
checks 

b. Where necessary, personnel engaged in production, maintenance, testing, and 
inspections should be vaccinated with specific vaccines, and have regular health check. 

c. Any changes in health status of personnel should be documented. Those staff should be 
precluded in the production area. 

d. To minimize the risk of cross-contamination, restrictions on the movement of personnel 
should be controlled based on the QRM principles. 
 
 

2. Competency and Training 
 

a. Personnel involved in the production of ATPs should be instructed to have periodic health 
checks 

b. All personnel employed in clean area should receive regular training in disciplines relevant 
to proper manufacturing of sterile products, with reference to hygiene and basic elements 
of microbiology 

c. Lab reports included in the CoA/package insert (refer to lab tests recommended on section 
of Quality Control: 4g and 4h) would require registered MLT (part I) to sign off. 

d. Personnel handling the master cell bank or personnel processing the ATPs should have 
obtained local or overseas qualifications (postgraduate degree) from stem cell institutes; 
or should have at least three years of relevant experience in aseptic stem cell culture 
techniques. 
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e. Guidelines and standards of practice in ATP processing should be compatible to the latest 
international development and practice.  

f. Recommend HKSAR government to establish local qualification or certification courses 
including hands-on training to personnel to be involved in ATP production. 

 
 

F. Conclusion 
 

1. We believe that the production and processing of ATPs are best to be performed in current 
Good Manufacturing Practice (cGMP) facility and in accordance to Pharmaceutical Inspection 
Co-operation Scheme (PIC/S) standards. The standards should apply to both the premises 
and the actual production of the ATPs. 

 
 

2. We recommend that autologous and allogenic ATPs from primary human cells are uniquely 
produced for designated individuals, rather than manufactured as batches.  

 
3. We suggest that ATPs should only be minimally manipulated, so that they will not need to be 

classified as truly medicinal products as defined in EC regulation 2007. 
 
 

4. It is challenging to produce guidance documents at a matching rate against the advancement 
of ATPs.  We believe that based on the high standard requirements on premises, processing, 
quality control, and personnel competency we suggested in previous sections, it is only 
rational to allow ATPs available for clinical applications in Hong Kong. 

 
 

5. As stated in the introduction, we believe that the spectrum of ATPs clinical applications can 
be driven by Hong Kong registered medical doctors, as their experience will allow them to 
professionally evaluate the associated risks and benefits in target recipients.  

 
 

6. We suggested that good documentation systems are required. Traceability of the source of 
materials, conditions on premise and production, all safety and efficacy lab tests conducted 
prior to release, adverse events during applications and patients’ follow-up measures, is 
particularly important to assure the quality of ATPs productions and applications in Hong 
Kong. 
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If you have any problems, please contact our council member Dr. Kenneth Lee  / Dr. Cornelia Man 
90318315 
 
 
Yours faithfully 
For and on behalf of 
Hong Kong Regenerative Medicine Association Limited 
 
 
 
WONG Danny F. 
Chairman and Council Member 
 
Encl 
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