Minutes of meeting between Registrar of Medicines and Pharmaceutical Industry held on 4 September 2008


MINUTES OF THE MEETING BETWEEN

THE OFFICE OF THE REGISTRAR OF MEDICINES:  MEDICINES REGULATORY AFFAIRS AND THE PHARMACEUTICAL INDUSTRY

ON 4 SEPTEMBER 2008, FROM 12:00 TO 14:00, 

IN IMPILO 1, HTI BUILDING, PRINSLOO STREET, PRETORIA
OPENING AND WELCOME

Ms Mandisa Hela (MH) introduced herself as The Registrar of Medicines and mentioned that she is also responsible for Policy and Access.  She welcomed everybody to the meeting and thanked people for attending.
The reason for the meeting is the shortage of medicines in the country in both public and private sectors, against a backdrop of a number of reports that the manufacturing capacity in the country is shrinking.  The question is asked whether we have the capacity to satisfy our own needs.
Pharmaceuticals have been identified as a key area in the industrial policy driven by the DTI.  This places the industry in the spotlight.

Serious cGMP problems have been identified, especially at generic manufacturers.  One of the reasons given by industry for these problems is that it is expensive to comply with PIC/S standards.  MH emphasised that it is not PIC/S standards; it is the South African cGMP standards which all parties had agreed to.  The cGMP guidelines were published for comment (already in 2004), and implemented in 2006.  She emphasised that the standards will under no circumstances be sacrificed.

MH further stated that she has never in her approximately 30 years as a pharmacist received as many recall letters as in recent months.

The problems identified are not only a health issue, but a trade issue as well.  She has therefore invited the DTI to address the trade issues.

MH mentioned that they (the DTI) will present their findings and will then allow a discussion to strategise.  She also stated that they have been mandated by the MCC and DoH to engage with industry.

CURRENT GOOD MANUFACTURING PRACTICE (cGMP)

Act 101 of 1965 was amended in 2003 and the requirement for licensing of manufacturers and wholesalers were introduced with the amendments.  The licensing requirements were implemented in 2004 and the first licences were issued in 2004.
The previous SA Guide to GMP dated back to 1998.  MCC identified the need to upgrade the guidelines.  MCC/MRA and Industry decided jointly to strive for PIC/S membership.  It was decided to adapt and adopt the PIC/S guidelines.  Twelve workshops were held from Jan 2004 to Jan 2005 where the PIC/S GMP guideline and SA Guide to GMP were compared, and the amendments to the SA Guide to bring it in line with the PIC/S Guide were debated and agreed on.  Industry comments were taken into account and the new SA Guide to GMP was published in November 2005.  It was agreed that industry would need 6 months for implementation of the updated SA Guide to GMP and inspections commenced in June 2006 against the new SA Guide to GMP.
The inspections identified three major areas of non-compliance i.e. HVAC, Self-inspections & Contract audits and Validation.  A conference was held in February 2006 to address the cGMP requirements specifically in regard of these aspects of the GMP guide.

The current GMP status of the Manufacturing Pharmaceutical Industry is as follows:

	Type
	Total number
	Compliant
	Under review

	MNC
	8
	8
	0

	Generic
	32
	16
	16

	Closed
	4 (Generic)
	
	


MH mentioned that she has heard that it is expensive to comply with the updated standards, especially for the smaller companies and for that reason she had asked DTI if they can assist in any way with providing guidance to companies to enable them to apply for funding from Government.
PRESENTATIONS BY THE DTI
Andre Kudlinsky and colleague presented the DTI’s new economic incentives.  See attached presentations.
MH posed the following questions and invited comment from the floor:

1. Were we realistic in saying 6 months is sufficient to comply with the updated standards?

2. If not, what timeframe would be sufficient?

3. If we think the guidelines are too stringent – should they be changed?

Comments from the floor:  

· The incentives mentioned by DTI are encouraging.  The timeframe is however a key concern in terms of the number of contractors available to assist.
· The pricing regulations could have an impact on a decision to upgrade a facility.  The Single Exit Price (SEP) and fixed annual price increase could make a company think twice before investing in an upgrade.

· The updated SA Guide to GMP has been in place from June 2006.  Some companies invested heavily to ensure compliance – by now companies should be compliant otherwise how much grace should then be given to those who didn’t invest.

MH noted the comments and cautioned that we should be pragmatic.  If the MCC/MRA closed down most facilities, it could have a detrimental impact on the affordability of, and access to, medicines.  There are also risks involved in importing all medicines.  The reason for the meeting is to come up with a reasonable timeline, to engage and decide together.  Problems with shortages of medicines were experienced when plants closed for upgrades.  Next year the MCC/MRA will look at complementary medicines manufacturers as well and it should be noted that the same standards will apply.
More comments from the floor:

· South Africa seems to be mesmerised by the prices of medicines, which have come down.  On the one hand there is the philosophy of low prices, but on the other hand there are expectations of high quality, safety and efficacy – are these compatible?  The speaker further cautioned that one shouldn’t only think of cGMP in terms of guidelines.  Capacity and trained people are required to implement requirements such as equipment qualification, stability testing and validation.  Finding suitably qualified people should be addressed.

· It is acknowledged that there is a requirement to upgrade facilities.  Manufacturers are however at the moment faced with a margin squeeze in terms of the SEP and unexpected increases in the price of e.g. penicillin, especially from China.  Manufacturers are no longer making margins out of basic products and will need more time to upgrade.  When a plant is upgraded certain sections have to be closed at a time.  It is suggested that the smaller companies, or perhaps the 16 companies under discussion, get together and work out a project plan for upgrading.
· The Rand volatility acts as a disincentive to spend more money.

MH replied that she heard the proposal that the focus should be on the 16 companies who don’t comply, but she did not want to do that.  If agreement is reached on a new timeline, it must be honoured by everybody.

MH further mentioned that it should be established if we have sufficient capacity in the country to meet the needs of John and Jill Citizen.  It has been the experience to date that if there is a supply problem in one place due to lack of compliance with GMP, there is a lack of willingness from other sources to assist.
MH concluded that industry should discuss incentives with DTI and that the DoH will have an open door policy.

MARKETING CODE
MH mentioned that the Portfolio Committee agreed that the Marketing Code should be enforceable.  The details will be in regulations and guidelines.  She thanked industry for the work put into the draft Marketing Code.  She mentioned that the MRA has gone through the draft document and they have identified some issues that need to be addressed.  She handed over to Dr Joey Gouws (JG).
JG mentioned that the following points in the proposed Marketing Code require clarification:

· The proposed Code excludes veterinary medicines and complementary medicines.  The Act doesn’t exclude these categories of medicines and they should preferably be incorporated in the proposed Code.
· Reference to legislation - the text in the Code is very general and refers e.g. to “Minimum requirements”.  More detail is required to prevent misunderstandings.

· The spirit of the Code seems to support any efficacy claim with substantiation or reference, which is not in line with the Act.
· Use of the words “safe” and “natural”:

· MCC registers safety, efficacy and quality.  If a product is registered it means the relative safety has been proven.

· Natural doesn’t translate to “Safe”.

· Clinical trials – the text in the proposed Code is confusing in terms of registered medicines.

· Quotations – the text is confusing and could be interpreted that unregistered indications are allowed.

JG thanked industry for the effort in putting the proposed Code together and opened the floor for discussion and comments.
Comments from the floor:

· A proposed Marketing Code for veterinary medicines was submitted to the Department of Agriculture and Department of Health in April 2004.  MH asked that a copy be submitted to The Registrar of Medicines (electronical copy and hard copy).

· The steering committee who drafted the Marketing Code decided not to include complementary medicines until these were regulated.  It was proposed that the Code be phased in, and that the categories identified by JG be included in a next phase.  MH said she will talk to lawyers to establish if a phased approach would be possible.

· SMASA volunteered to assist to pull complementary medicines into the Code asap, and asked if schedule 2 advertising could be addressed at the same time.  MH replied that schedule 2 advertising will be addressed in due course.

· Industry identified certain legislative gaps while working on the Marketing Code, e.g. there are no regulations for Section 18A.  Proposals were given in terms of information to be included in the regulations to close the legislative gaps.  MH replied that attention is being given to Section 18A.  She further requested engagement on any additional gaps that have been identified when the regulations are published for comment.

ELECTRONIC DOCUMENT MANAGEMENT SYSTEM (EDMS)
Ms Estelle Taute (ET) presented a high level overview of the EDMS project that is being implemented in the MCC/MRA (see attached slides for details).
It is expected that the EDMS Project will provide the following within the scope of the configuration contract:

· Conformance to local regulatory requirements;

· Conformance to international regulatory standards;

· Conformance to Government IT standards;

· Ability to perform search and retrieval operations on the information stored in the system;

· Ability to perform workflow management in-house;

· Provide web-enabled centralised control;

· Provide necessary tools to perform publication of updated information on website (the website will be user friendly with search facilities);

· Provide ability to maintain security/control via digital signatures (industry will be able to access certain parts of the system if they have licences);

· Ability to deliver version and iteration control;

· Provide a clear archiving strategy.

Major Indicators for the project are:

· Local Industry acceptance will be key with particular attention to security and compatibility of IT systems;

· Electronic process will satisfy environmental & archiving concerns;

· Different Databases integration at MRA;

· Project Management and transparent timeline management (it is envisaged that an e-mail will be sent to applicants when their applications move through the system, i.e. they will be able to track their applications; the MRA management will also be able to see where holdups occur in the system);

· Knowledge Management (Management reporting, supervision and efficiency);
· Format cross indexing (MBR1 → MRF1 → eCTD);
· Work in progress; workshops, seminars to follow with all stakeholders;
· Pilot planned: February 2009.
SCHEDULES
JG mentioned that the schedules to Act 101 of 1965 will be published in the Government Gazette on 5 September 2008.  It will consolidate the old schedules and all the new additions and amendments since 2004, e.g.:
· Newly developed entities;

· New designer drugs with abuse potential;

· Rescheduling based on new information; and 

· Improved descriptions.

CLOSURE

MH thanked everybody for attending.  The Medicines Bill is on the agenda for the National Assembly on 23 September 2008.  She asked for comments on the regulations.
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