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Regulation of Advanced Therapy Products 

Department of Health, Hong Kong 

To whom it may concern, 

This comment has been prepared in response to the proposed introduction of regulatory 

controls for Advanced Therapy Products (ATPs) by the Hong Kong Government.  The 

Consultation Document “Regulation of Advanced Therapy Products” has been reviewed and 

is considered a positive and necessary step for patient safety and well-being, and for the 

integrity of medical practice in Hong Kong.  The development of a regulatory framework that 

encourages the development of innovative therapies, while maintaining standards of product 

safety and efficacy, is of utmost importance.  The proposed regulations are built upon solid 

foundations and are largely appropriate to the management of potential risks associated with 

ATPs. 

The proposed regulations very closely reflect the recent adoption of similar regulations in 

Australia (Australian Regulatory Guidelines for Biologicals -ARGB) which were developed by 

the Therapeutic Goods Administration (TGA) in accordance with European guidelines 

(including those for Human Cell-Based Medicinal Products, Minimum Quality and Non-Clinical 

Data for Certification of Advanced Therapy Medicinal Products and Human Cell-Based 

Medicinal Products).  The regenerative technology company I founded, Orthocell Ltd, has 

worked closely with regulators during the development and regulatory approval of two ATPs; 

a world-first autologous tenocyte product, Ortho-ATI™, and an autologous chondrocyte 

product, Ortho-ACI™.  Ortho-ACI™ recently became the first cellular therapy product included 

upon the Australian Register of Therapeutic Goods (ARTG No. 289402).  In December 2016, 

MACI, an autologous chondrocyte product manufactured by Vericel Corp became the first 

autologous cellular product approved by the US FDA.  Recent ATPs approved worldwide range 

from fibroblasts for use in cosmetic applications through to life-saving immunotherapy 

products.  It is apparent that advanced therapy products are a rapidly developing area of 

human medicine and the adoption of a risk-based approach is appropriate and commendable. 

Upon review of the proposed regulations, I believe that the measures suggested are in 

agreement with the regulatory approaches undertaken in other relevant jurisdictions such as 

Australia, Europe and Singapore.  The proposed regulations will facilitate significant control 

over the manufacture and supply of ATPs and the risks of these types of products have been 

appropriately considered.  I respectfully recommend, however, that further consideration 

should be given to the regulatory control of products currently listed as being exempt from the 

proposed regulations.  The proposed regulations recommend exemptions for “cells or tissues 

that have been subject to minimal manipulation only and are intended for homologous use are 

usually considered as “low-risk” cell and tissue therapies and regulated under a separate 

regulatory framework.” 
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The ARGB regulations were first introduced in May 2013, but the TGA has only recently moved 

to finalise introduction of regulatory controls for autologous human cell and tissue products 

previously deemed exempt from Biologicals regulations.  These types of products fall under 

the criteria of minimally manipulated products and defined as exempt from the ATP regulations.  

I recommend that consideration be given to all types of autologous therapies in the 

development of the ATP regulations. 

 

The Australian definition of therapeutic goods are those “that are represented in any way to 

be, or that are, whether because of the way in which the goods are presented or for any other 

reason, likely to be taken to be: for therapeutic use”.  Thus, any product provided to patients 

to provide a therapeutic benefit is clearly a therapeutic good and must be regulated as such.  

 

I note that there are serious public health risks associated with the proposed exempt therapies 

including; 

 Where products are not homologous,  the risk of ectopic tissue formation or localised 

adverse reaction is significant.  

 Minimal manipulation does not obviate the risks of any handling, and there remains 

issues of  

o line clearance / contamination with material from other patients in the clinical 

setting 

o bio-containment and cleaning measures to prevent microbial contamination 

o storage of the ‘product’ prior to use (temperature and time restrictions and the 

impact of storage) 

 Although the definition of minimally manipulated may be met, this in no way absolves 

the potential of the product to alter the biological characteristics of the sample/cells, for 

example: 

o Centrifugation – carries risks of line clearance failure, improper separation, 

cellular damage etc 

o Trimming, cutting or milling – carries risks of aseptic handling, appropriateness 

of trimming - contaminant tissues, drying/tissue damage during handling 

o Flushing or washing – carries risks of quality and suitability of materials used 

for flushing etc 

 Absence of safety data and efficacy data 

 Sufficient ‘supervision’ by the registered professional.  Supervision can cover a broad 

spectrum of control from a ‘figurehead’ through to the registered professionals actually 

preparing and delivering the therapy.  Without regulation it is difficult to assure that the 

product preparation and delivery is adequately controlled by the registered 

professional. 

 Published clinical studies for these therapies are, at best, inconsistent with respect to 

the safety and efficacy of these treatments, especially where the products are 

manufactured and supplied without regulatory control to assure consistency and 

quality. 

 

 

It is my belief that regulators should exercise caution in exempting any therapeutic products 

from regulatory controls.  Indeed, exemption under the guise of minimal manipulation and/or 



point-of care (delivered within a single surgical procedure by registered professionals) 

scenarios facilitates the treatment of patients with unproven and unregulated products.  It is 

essential that patient safety be maintained in the delivery of any therapy, and regardless how 

that therapy is supplied (i.e. exemptions from regulation, special access schemes or clinical 

trials). Demonstration of product safety, efficacy and the implementation of controls such as 

those recommended; GCP, GLP, GMP, pharmacovigilance and adverse event reporting 

should apply to all types of therapeutic products.  

Failure to require the quality, safety and efficacy of any product for human use through 

regulation equates to accepting the foreseeable and potentially unfavourable consequences 

for patients, and the integrity of medical practice in Hong Kong.  As the Chief Scientific Officer 

of a company that manufactures high quality cellular therapies, I consider this to be an 

unacceptable risk and encourage the Hong Kong Government to make the most of this 

opportunity to rectify this discrepancy. 

Yours sincerely 

[Anonymised] Zheng
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