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10 April 2013 
 

Dr Jane Cook 
Office of Product Review 
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PO Box 100 
WODEN ACT 2606 

By email: ews.consultation@tga.gov.au  

 
Dear Dr Jane Cook, 

Medicines Australia Submission on the Early Warning System Consultation 

Medicines Australia welcomes the opportunity to respond to The Trans-Tasman early warning system: how the 

process will work in Australia and New Zealand discussion paper.  Medicines Australia is the peak organisation 

representing the research-based pharmaceutical industry in Australia.  Medicines Australia supports the policy 

objectives of the early warning system and looks forward to working with the Therapeutic Goods Administration 

(TGA) to develop and deliver a system that is responsive, engaging, sustainable and consistent with international 

best practice.   

The discussion paper was considered in detail by our expert industry representatives who sit on the 

Pharmacovigilance Expert Advisory Group (PV EAG) and the Regulatory Affairs Working Group (RAWG).  Their 

comments have been collated into the attached submission.   

The submission raises a number of concerns about the ability of the proposed policy to achieve its policy 

objectives.  In this regard, the following issues should be considered:  

 thorough and enduring engagement with the Sponsor should be a cornerstone of the policy;  

 the European system should be given greater consideration, based on its alignment with Australia’s underlying 

regulatory and risk mitigation framework; 

 as with other areas of regulatory reform, predictability and transparency of timelines should be prioritised; 

 clarity of communication should be carefully considered to ensure the communications are interpreted 

appropriately by the target audience;  

 criteria to assess the impact of the communications and the effectiveness of the scheme should be developed 

to support future assessment of the success of the early warning system; and 

 greater clarity and transparency around the initial assessment, risk analysis and signal assessment 

methodology should be available, given that this will drive the communications. 

Medicines Australia looks forward to further engagement with the Office of Product Review on issues surrounding 

the early warning system, as well as other issues surrounding the transition to the Australian New Zealand 

Products Agency.   

Should you wish to discuss these matters, please contact me on Kayla.Calladine@MedicinesAustralia.com.au or 

(02) 6122 8560.   

 
Yours sincerely,  

 
Kayla Calladine 
Regulatory Manager 
Medicines Australia 

mailto:ews.consultation@tga.gov.au
mailto:Kayla.Calladine@MedicinesAustralia.com.au
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Introduction 

Medicines Australia welcomes the opportunity to comment on the consultation document describing The 

Trans-Tasman early warning system: how the process will work in Australia and New Zealand.  Medicines 

Australia supports the need for an early warning system that appropriately conveys pertinent potential safety 

concerns associated with medicines and medical devices to the public.  

Medicines Australia is supportive of the outlined key principles of the early warning system in developing a 

system that is timely, responsive, reliable, engaging and consistent with international best practice. However 

the proposed approach is not considered optimal in a number of areas and additional commentary and 

recommendations are provided on the following issues: 

 international best practice; 

 predictability of timelines; 

 initial safety communications;  

 sponsor involvement; and 

 content of communications.   

International Best Practice 

The consultation document notes that the United States (US) Food and Drug Administration (FDA), Health 

Canada and Health Singapore have been consulted in the development of the Trans-Tasman early warning 

system. However, there are other appropriate jurisdictions that should be considered.  The early warning 

system should be viewed as part of a wider risk management policy framework.  In this regard, the close 

alignment of the European and Australian regulatory system, particularly in the area of risk management, 

makes the European Union (EU) the most appropriate jurisdiction to inform this policy development.   

Designing and disseminating risk information presents numerous challenges to ensure the right message is 

received by the right person at the right time.  The US FDA system for communicating potential safety 

signals has been the subject of numerous publications presenting examples of early warning systems 

creating unintended consequences from misinterpreted communications as well as early warning systems 

having minimal or no impact on health behaviors. Examples cited in Piening et al and Dusetzina et al include 

antipsychotic and antidepressant advisories, which whilst resulting in decreased use in non-targeted 

populations, were also associated with increases in suicides as a result of lack of clarity for those patients 

who were appropriate for therapy. There are multiple examples highlighting the need for consistency 

amongst Health Authorities and clarity in managing potential safety signals. 

The EU framework for managing similar potential safety signals incorporates the role that a risk management 

plan (RMP) can play in supporting relevant risk communications as well as a methodology for evaluating 

newly identified risks or signals. The Trans-Tasman early warning system should outline and include a 

section that links into Australia’s risk management framework. Utilising the principles of risk minimization 

activities provides a further option in fulfilling the key principles of the early warning system. 

Although the scope of the consultation paper is limited to the monitoring and alert communications, the initial 

assessment, risk analysis, signal detection and signal assessment methodology is directly relevant as this 

will drive the communications.  There is currently a lack of transparency and clarity on these methodologies.  

Industry should be provided details of these processes.   
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One element of any risk communication system, noted as being absent from the consultation document, is a 

means to assess the impact and effectiveness of the implemented system. Including a feedback mechanism 

ensures that the early warning system can be evaluated and continues to evolve to meet the needs of a 

changing healthcare environment.   

Predictability of Timelines 

As with all policy developments, the industry seeks transparency and predictability of timelines. In this 

regard, the Trans-Tasman early warning system should include a commitment for clear timeframes based on 

the complexity of the safety issue, any associated risk communications, applications and workload required. 

The document released for consultation does not include any estimates of timelines or milestones in the 

management of potential safety issues. 

The lack of defined timelines for safety reviews conducted by the Office of Product Review (OPR) has an 

impact on the ability of Sponsors to update relevant information for patients and healthcare professionals 

(HCPs).  Subsequently, the Category 1 application to implement any recommendations further delays timely 

updates to the Product and Consumer Information.  These processes are substantially below the best 

practice benchmark in the EU and US and create concerns for Sponsors when globally harmonizing safety 

information. 

Initial safety communications 

There are concerns around the impact of ‘monitoring communications’ prior to the validation of any potential 

safety signal. Advising consumers and healthcare professionals of a potential safety issue at an early stage 

risks that these messages may be overlooked, misinterpreted and result in patients discontinuing 

medications unnecessarily. Piening et al 2012, highlight examples of the unintended effects of published 

safety warnings using the examples of SSRIs, third-generation oral contraceptives and cisapride. In the 

example of SSRIs, identified unintended effects such as increase in rates of suicide and unintended spillover 

effects have been associated with the safety warning messages. A further example includes the risk of 

venous thromboembolism (VTE) with third generation oral contraceptives, sometimes referred to as the ‘pill 

scare’. The impact of the initial safety communication resulted in many women switching to other oral 

contraceptives or ceasing use of oral contraceptives. Increases in conceptions and abortion rates were also 

observed. These risks emphasize the need to ensure any communications about potential safety concerns 

are not premature and are clear about actions required at a patient management level. 

The stated objectives relating to monitoring communications may be fulfilled through alternative means 

rather than a potentially confusing public notification to HCPs and patients. For example, the risk 

management framework existing in Australia could easily be utilized to highlight potential safety concerns of 

a medicine or medical device and reinforce use in line with product information at this early stage of the 

signal investigation. Furthermore, adverse event reporting can be stimulated through multiple avenues. 

Sponsors and/or HCPs could be requested to submit to the TGA all cases received for a specific medicine or 

medical device. This would ensure the majority of Australian cases could be reviewed by the TGA as the 

investigation of the signal progresses.  
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Sponsor Involvement 

The consultation document references Sponsor involvement on an ‘if required’ basis. Medicines Australia 

believes that this level of involvement is unacceptable.  Risk management policy should involve partnership 

between the Sponsor and the Regulator.  Industry would like to see thorough and enduring engagement with 

the Sponsor as a cornerstone of the early warning system policy.  Engagement with the Sponsor will 

potentially improve the mechanics of the policy.  At every stage of the validation of a safety signal a Sponsor 

is likely to be able to assist further investigation and share additional data that may support the TGA’s 

investigation.  A Sponsor can also utilize existing channels to reinforce or convey pertinent messages that 

may support the investigation or management of a potential safety signal.  The Sponsor may have valuable 

insight as to the appropriateness of a communication.  Furthermore, engagement with the Sponsor is 

important for the industry; HCP and patients will often contact Sponsors following a communication.  Without 

proper engagement on communications, these queries will be difficult to manage.   

Internationally, Health Authorities view the Sponsor as a key stakeholder in the determination and validation 

of all safety signals. In the EU for example, the Sponsor plays an integral role in providing additional data 

and supporting the process of evaluating the potential safety signal in whatever way possible.  

Stakeholder Involvement 

The implementation of the early warning system is likely to rely on numerous stakeholders such as 

pharmacists, doctors, specialists along with consumers to be able to understand and interpret 

communications of potential safety signals.  In implementing the early warning system and developing 

associated communications such as the website, groups representing each of the key stakeholders should 

be included in the consultation and review process. The Consumer Health Forum, National Prescribing 

Service and respective bodies representing HCPs and medical software development companies have 

unique insights into communicating with and influencing the health behaviors of their membership groups.  

In supporting the implementation of the early warning system, tailored Q&A documents should be made 

available particularly for HCPs to allow them to address questions and provide context for patients on 

potential safety signals. 

Content of Communications 

The communication examples provided valuable insight into the types of communications the TGA might 

utilize.  

The examples of monitoring communications did not include content describing the context of the 

communication or direction for what the patient or HCP should do in light of the communication.  If the TGA 

proceeds with these initial communications, it is important that there is a clear warning and directive 

prominent on every monitoring communication.  One suggestion is to include a highlighted box at the top of 

every monitoring communication as follows:  

Patients should NOT stop using a medicine or medical device because of this 

monitoring communication. 

The TGA has NOT concluded that an adverse event was caused by this medicine or 

medical device.   
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Generally speaking, the language used to communicate messages for HCPs is different to the language 

utilized to communicate with consumers.  The TGA should give due consideration to its target audience 

when preparing communications. 

It is noted that there were no communication content examples relating to updates to monitoring 

communications.  That is, following investigation of a monitoring communication, it remains unclear how the 

TGA will communicate a decision not to publish an alert communication.   

Summary 

In summary Medicines Australia is supportive of the early warning system however to achieve an optimal 

approach the following need to be addressed. 

 experience based on the EU and NZ systems must be taken into consideration based on the existing 

close alignment in the regulatory and risk mitigation framework; 

 predictability and transparency of timelines is critical to ensure there is clarity of the intended activities; 

 based on International experience the proposed Monitoring Communications require further consideration 

to ensure the intended outcomes are achieved; 

 appropriate engagement with Sponsors and Stakeholders must be implemented to ensure all appropriate 

information is available and any proposed risk mitigation actions can be implemented effectively to assure 

the best clinical outcomes;  

 clarity of communications is essential to the success of the scheme to ensure that the messages are 

appropriate understood and interpreted by the intended target audience; and 

 criteria to assess the effectiveness of the scheme should be included based on accumulated experience. 

Medicines Australia looks forward to working with the TGA to ensure the success of the new system.   

 

 

 

R E F E R E N C E S  

Piening et al. Drug safety 2012; 35(5):373-385 

Dusetzina et al Medical Care: 50 (6); June 2012 466-478 

 


	20130409-ltr-MA-Early-Warning-Submission-covering-letter
	20130409-sub-MA-Early-Warning-Submission.pdf

