
 

 

Hong Kong Science and Technology Parks Corporation 
8/F, Bio-Informatics Centre 
2 Science Park West Avenue 

Science Park, Shatin, N.T. 
Hong Kong  

  
31 May 2018 

Drug Office 
Department of Health 
Room 1856, 18/F, Wu Chung House 
213 Queen’s Road East 
Wanchai 
Hong Kong  
 
 
Dear Sir/Madam, 
  

Response to the Consultation Document dated April 2018,  
on the regulation of advanced therapy products 

 
Hong Kong Science & Technology Parks Corporation (HKSTP) is pleased to provide input on 
the proposed regulatory framework for advanced therapy products (ATPs).  
  
The HKSTP welcomes the framework proposed by the government to regulate ATPs produced in 
Hong Kong.  The regulation proposed by the Department of Health (DH) will enable stem cell or 
cell processing-related practices to be conducted in Hong Kong with clear regulatory guidelines. 
Please refer to Attachment 1 on the commentary from the Biomedical Technology Cluster of 
HKSTP.  
  
HKSTP will continue to support DH and to facilitate the growth of biomedical technology in 
Hong Kong.   
  
Please let us know if you have any questions.  Thank you. 
  
Best regards, 
 

 
 
Daniel Lee, PhD 
Head of BioMedical Technology Cluster 
Hong Kong Science and Technology Parks Corporation 
 

Tel: 2629-6857 
Email:  daniel.lee@hkstp.org  

mailto:daniel.lee@hkstp.org


 

 

Attachment 1: 
Commentary on the Consultation Document – Regulation of Advanced Therapy Products 
  
The HKSTP is a statutory body that plays a pivotal role in nurturing innovation and technology 
development in Hong Kong, with biomedical technology as one of the main foci.  There has been 
a sustained growth in the biomedical technology sector in recent years fueled by the incentives and 
commitment of the government to develop innovation and technology while biomedical 
technology is identified as a key area of success for Hong Kong.  This is accompanied by the new 
pre-revenue IPO listing in Hong Kong, as well as China’s announcement of Hong Kong as the 
international anchor for innovation and technology of the Greater Bay Area.  There are now more 
than 100 biomedical technology companies located at HKSTP, with business scopes spreading 
across stem cell and regenerative medicine, molecular diagnosis and genomic medicine, medical 
devices, cosmetics, food sciences, as well as Chinese and Western medicines.   
 
HKSTP also aims to nurture talents and develop a sustainable ecosystem for innovation and 
technology industries in Hong Kong.  We understand the problems and challenges faced by 
biomedical technology companies, and over the past few years, we have been in contact with the 
FDA, EMA, CFDA, as well as the Department of Health (DH), in facilitating communication 
among the industry and regulatory agencies in particular on advanced therapeutic products that 
have unclear regulatory guidelines.  
 
In response to the Consultation Document: 
  
1) The HKSTP supports DH to establishing regulations for ATPs intended for use in humans as 

pharmaceutical products, including ATPs made for cell therapy, stem cell and regenerative 
medicine, gene therapy and gene editing, all of which are new technologies and hence there is 
little regulation of these medical products in Hong Kong or most parts of the world.  

 
2) We welcome and support having a regulatory framework for ATPs for Hong Kong, that aims 

to achieve the highest safety standards to provide safe and efficacious treatments to the 
patients.  The regulation for ATPs in Hong Kong should be in par with the strictest standards 
around the world, reflecting the quality standard that Hong Kong is abiding to.  In time, the 
regulatory framework in Hong Kong could radiate to Southeast Asia and the whole of East 
Asia as the reference standard. 

  
We have summarized the following key comments and suggestions in regard to the proposed 
regulatory framework and for monitoring its implementation, for DH’s consideration:  
  
1) Autologous material for homologous use is not regulated in the proposed framework.  

However, the injection of adipose tissue has inherent risks and involves an operational process 
for manipulating the fat, damaging the 3D structure of the tissue.  Thus, the adipose tissue 
would have been subjected to manipulation and handling procedures beyond that of “minimal 
manipulation”.  Hence, we would recommend that preparation of cells from adipose tissues 
should be regulated as other drug products and be prepared under GMP conditions.  

[Ref:  Chapter 3, Area 1 (To provide a definition for “Advanced Therapy Products”), & 

Annex D, Proposed Definitions of ATP to be included in PPO – Somatic Cell Therapy Product] 

 



 

 

2) Cell processing is a new industry, and the handling of cells is different from that of drugs, be it 
chemical or biological drugs.  Therefore, previous regulation experience based on other drug 
forms such as chemical drugs do not necessarily apply to cell processing that demands a 
completely different skill sets albeit some general concepts of GMP prevail.   
 
Currently, the GMP Guideline is accepted as the way to regulate manufacturing facilities for 
the production of ATPs, therefore companies are required to comply with the GMP Guideline 
when hiring the 3 key personnel to be eligible as a licensed GMP ATP manufacturer:   

a) an authorized person for pharmaceutical manufacturer (“AP”),  

b) an authorized person for secondary packaging manufacturers (Quality Assurance “QA” 
Officer), and  

c) a Head of production or quality control (“QC”).  
 
As the technology is only recently developed, such program did not exist in the pharmacy 
school training program, and hence, there is a lack of experienced personnel to be AP for cell 
processing in Hong Kong.  While senior pharmacists can be trained in a year or so and new 
programs can be in place in the academia, the cell therapy and regenerative medicine 
treatments are ready and patients would demand to have such new treatment solutions.  In the 
interim, to facilitate such advanced therapy products to serving the public, we recommend to: 
  

i) allow overseas experts who are qualified and experienced APs specifically in cell 
processing to serve in Hong Kong as APs for GMP facilities, even on a part-time basis, 
alongside a full-time “AP-to-be” (less experienced in cell processing).  This way, both 
professional demand and training may be satisfied by this slight modification in 
allowing part-time appointment of a truly experienced ATP AP to be on board.  This 
also avoids any risk incurred from having an inexperienced professional as AP.  

ii) actively engage the medical and pharmacy schools of the 2 universities in training and 
providing access for pharmacists to perform audits on ATP manufacturing setup, 
process and product quality, building up the talent pool. 

iii) define the required qualifications for the process person and the quality person, 
including specific parameters in academic degree in a field of study, relevant practice 
experiences, and regulatory experiences, etc., in order to provide clarity on the 
eligibility requirements to be qualified as one of those categories of personnel. 

 
These measures are recommended in consideration of ascertaining Hong Kong to maintaining 
a high GMP standard for cell processing, while providing relevant professional development 
for cell therapy talents in Hong Kong. 
  

3) The Document does not clearly express the feasibility of using human embryonic stem cells 
(hESCs) as ATP.  Many countries including the UK follow the “14-day rule” that such cells 
are not suitable for research after 14 days.  Therefore, it is advisable to add an ethics 
committee for ATP product registration, for performing ethical evaluation for such products.  
 



 

 

4) Currently, umbilical cord blood cannot be sold in Hong Kong, whereas umbilical cord blood 
plasma can be useful products (reagents) for scientific research.  It is recommended to loosen 
the guideline, allowing some form of commercial activity so as to maximize such resources.  

  
5) In view of the time likely to be needed for re-certifying a GMP facility, it is recommended to 

have a longer certified period for each facility.  It is also advisable for the monitoring of GMP 
licensure and long-term pharmacovigilance to be conducted by DH.  

  
6) The government should ensure DH having adequate manpower to carry out all relevant works.  

  
7) We anticipate that more and more cell banks / biobanks for bone marrows and induced 

pluripotent stem cells (iPSCs) to be established.  In the Consultation Document, relevant 
regulation for the cell bank management is not mentioned.  We recommend that in the long 
run, these cell banks / biobanks can be consolidated into a central bank, as big data, for a 
statutory body such as DH or the Hospital Authority (HA) to advise and monitor these banks.  

  
8) We would like to suggest setting up a professional evaluation committee comprised of experts, 

for making recommendations for the monitoring, inspection and certification of GMP 
facilities, and making recommendations on ATP application and production processes. 

 
It is important that members in this proposed committee, appointed by DH, should be world 
renowned professionals that have abundant experience related to advanced therapies, such as 
in cellular therapy and regenerative medicine.   
 
The role of this proposed committee is to make professional recommendations to DH which 
remains as the decision maker, and the committee chair can be a DH personnel.  This 
arrangement may be similar to that of the Center of Excellence in Regulatory Science and 
Innovation (CERSI) in the USA (https://regulatoryscience.georgetown.edu/cersi).  
 
For example, overseas leaders in the industry such as: 

    Dr Jacqueline Barry (of Cell and Gene Therapy Catapult, UK), and  

    Prof Marc Turner (of the Scottish National Blood Transfusion Service, Scotland),  

and local experts such as: 

Dr Anthony Tak Cheung Chan (clinical oncologist, CUHK), 

Dr Anthony C. F. Chan (ex-Chief Technology Officer, BioCell),  

Dr Barbara Chan (cartilage tissue engineer, HKU), 

Prof Francis Chan (medical school dean, CUHK) 

Prof Tak-Wah Mak (discoverer of T-cell receptor and pioneer in immunotherapy, Canada/HK), 

Dr Hung-Fat Tse (cardiologist, HKU), and 

Prof Rocky Tuan (vice chancellor and president, CUHK) 

are recommended and can be considered to be solicited as panel members overseeing a 
particular advanced therapeutic product. 

  
  

https://regulatoryscience.georgetown.edu/cersi


 

 

Our other comments by different categories are listed below as well: 
 
On medical devices:  
 
1) It may not be necessary to stringently regulate a medical device that merely combines with 

minimally manipulated cells.  For example, a medical device physically combined with cord 
blood stem cells may only serve as a delivery device.  While devices involved in the process of 
producing cell products should be stringently regulated and be housed in a GMP environment, 
other application devices may not need to be regulated under such stringency.  The usual CE 
mark and other ISO qualifications may suffice.  

[Ref:  Chapter 3, Area 1 (To provide a definition for “Advanced Therapy Products”)] 

 
2) The proposed definition of “Combined Advanced Therapy Product” is unclear.  The definition 

of “an integral part of the product” may need clarifications. 

[Ref:  Annex D, Proposed Definitions of ATP to be included in PPO – Combined Advanced Therapy 

Product, in relation to Chapter 3, Area 1 (To provide a definition for “Advanced Therapy Products”)] 

 

3) It is recommended to invite medical device experts to be members of the “Task Force on 
Regulation of Advanced Therapeutic Products in Hong Kong”, so as to solicit the views on 
combined ATP from the medical device industry.  

 
On cells: 
  
1) With regard to “minimal manipulation”, a footnote is noted in the Consultation Document:  

[Ref:  Chapter 2, footnote 4 on page 9 – in relation to para. 2.2, Risk-based Approach] 

“Manipulations of cells or tissues that do not alter the biological characteristics, physiological functions 

or structural properties of the cells or tissues are usually considered as minimal manipulations.”  

  

However, the above explanation may not be clear to everyone whether various processes are 
considered “minimal manipulation” or “substantial / more than minimal manipulation”. 
 
To enhance understanding of how to distinguish them, we suggest giving examples such as the 
following: 

  
i) Stromal vascular fraction (SVF) -- 
 

The original relevant characteristics of adipose tissue relating to its utility for providing 
cushioning and support generally include its bulk and lipid storage capacity.  A manufacturer 
collects adipose tissue by liposuction and processes the adipose tissue (e.g. enzymatically 
digests, mechanically disrupts, etc.) to isolate its cellular components, commonly referred to 
as SVF, which is considered a potential source of adipose-derived stromal/stem cells and is 
used for cosmetics purposes (eg. facial filling).    
  

So, in the example above, the SVF (an ATP) would be considered more than minimally 
manipulated because the processing would break down and eliminate the adipocytes and 
surrounding structural components that provide cushioning and support, thereby altering 



 

 

the original relevant characteristics of the ATP relating to its utility for reconstruction, repair 
or replacement.  

  
ii) Skin -- 
 

(a) A manufacturer processes skin by removing the epidermis and then grinding the dermis 
into particles.   
 

This ATP would be considered more than minimally manipulated because the processing 
alters the original relevant characteristics of skin related to its utility as a protective covering.   

  
(b)  A manufacturer processes skin to remove epidermis, then freeze-dries and packages the 

remaining connective tissues as de-cellularized dermis.   
 

This ATP would be considered minimally manipulated because the processing does not 
alter the original relevant characteristics of the ATP relating to its utility to serve as a 
protective covering.  

  
iii) Bone -- 
 

(a) A manufacturer grinds bone to form bone chips and particles.   
 

This ATP would generally be considered minimally manipulated because the processing 
does not alter the bone’s original relevant characteristics relating to its utility to support 

bodily structures.    
  
(b) A manufacturer exposes bone to acid at elevated temperature to demineralize bone and 

dissolve collagen in order to form a gel.   
 

This ATP would generally be considered more than minimally manipulated because the 
processing alters the bone’s original relevant characteristics relating to its utility to 
support the body and protect internal structures… 

  
2) With regard to homologous use: 

[Ref:  Chapter 2, footnote 5 on page 9 – in relation to para. 2.2, Risk-based Approach] 

Sources of hematopoietic stem/progenitor cells (HPCs) include cord blood, peripheral blood, 
and bone marrow, and the basic functions of HPCs include forming and replenishing the 
lymphohematopoietic system.  It would be helpful to show more information in the proposed 
framework whether the use of HPCs is considered homologous use or not.   
 
For example: 
 

i) HPCs from mobilized peripheral blood are intended for transplantation into a person with 
a disorder that affects the hematopoietic system, which is inherited, acquired, or the result 
of myeloablative treatment.  
 

This would be considered homologous use because the peripheral blood product performs 
the same basic function of reconstituting the hematopoietic system in the recipient.  
  

ii) HPCs from bone marrow are intended for infusion into an artery with a balloon catheter 
for the purpose of limiting ventricular remodeling following acute myocardial infarction.  



 

 

 

This would be considered non-homologous use because limiting ventricular remodeling is 
not a basic function of bone marrow.  
 

iii) HPCs from cord blood are intended for intravenous infusion to treat cerebral palsy 
purportedly through the repair of damaged tissue in the brain through paracrine signaling 
or differentiation into neuronal cells.   
 

This would be considered non-homologous use because there is insufficient evidence to 
support that repair of neurologic tissue through paracrine signaling or differentiation into 

neuronal cells is a basic function of these cells in the donor.  
  
On genes: 
 
1) With regard to preparation processes involving virus:  

[Ref:  Chapter 4, para. 4.7 on page 19, and Chapter 2, para 2.2-2.5 on page 9, Risk-based Approach] 

The Document described that all processes on cells and tissues would be subject to regulation.  
However it is not clear whether the proposed framework would cover the preparation and/or 
manufacturing of ATP involving virus, such as preparing DNA for packaging into viral 
vectors in which the prepared DNA would ultimately end up as part of the ATP.   
 
In view of the nature of virus being able to mutate quickly, it is recommended that the use of 
virus in ATP would be considered high risk and should be performed in a GMP facility, and 
that the preparation process involving virus be covered in the regulation.   
 

2) About ATP for cosmetic purpose: 

[Ref:  Chapter 4, para. 4.7 on page 19, and Annex C (definition of ATP and scope of regulation in 

different jurisdictions), footnote 9 on page 27 – in relation to Chapter 2, para 2.2-2.5 on page 9-10] 

Gene therapy products can be intended for cosmetic purposes, rather than for therapeutic 
purposes.  However, it seems that the proposed regulation is only applicable to therapeutics.  
We would like to recommend that ATPs intended for cosmetic purposes be regulated as well. 
  

On clinical trial of ATPs: 
 
It is suggested to publish a specific guideline on the pre-clinical and clinical studies of ATPs to 
assess the ADME (absorption, distribution, metabolism, and excretion), safety, toxicology, 
interaction with surrounding tissues/cells/molecules and dose selection in in vitro, in vivo and 
human settings. 
 

[Ref:  Chapter 2, para. 2.9 on page 11, Chapter 3, para. 3.10 on page 15, and Chapter 4, para. 4.4 on 

page 20] 

  
On adverse events of ATPs: 
 
1) The Consultation Document indicates that adverse events should be reported and regulated.  

We would like to point out that it would also be important for someone to analyze and review 
the adverse events after collecting the data, and that it would be helpful for DH to clarify who 
would be responsible for conducting the analysis and review. 



 

 

 
2) Long-term pharmacovigilance and follow-up activities are necessary.  It would be helpful for 

DH to provide guidance on the reporting of adverse events and on the implementation of 
necessary risk minimization measures --- for example, a centralized monitoring centre, a shared 
database/report of potential or incurring adverse events, and a regular training/education 
program. 

 
[Ref:  Chapter 3, para. 3.18 on page 17, and Chapter 4, para. 4.10 on page 20] 

 
On forms and documentations for application and reporting: 
 
It would be helpful to provide standard templates such as ethical assessment application form, 
clinical trials application form, for manufacturers and doctors to use.  
 


