November 2013 PBAC Meeting Outcomes - "Subsequent" decisions not to recommend
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	INGENOL MEBUTATE,

gel, 0.15mg per g (0.015%), 3 x0.47g 

Picato® 

LEO Pharma Pty Ltd

Major submission
	Topical treatment of solar (actinic) keratoses in adults.
	Not currently PBS listed
	
	The PBAC rejected the resubmission for PBS listing of ingenol for SK on the basis that convincing data were not presented to quantify the reduction in risk of SCC that would be attributed to SK clearance.  The PBAC also considered it could not rely on the data that were presented to inform an assessment of the quality of life benefit of treating SK.

	
	
	
	Listing Requested:

Restricted benefit for field therapy for the treatment of solar keratoses of the face and scalp in patients who have previously diagnosed squamous cell carcinoma.


	The PBAC considered that the restriction proposed in the resubmission was problematic, noting in particular that:

· An Authority Required listing would be appropriate, as auditing is not feasible through Medicare data; and

· The restriction may prove difficult to adhere to in practice.


	
	
	
	Comparator:
The resubmission nominated a ‘mixed comparator’ comprising three topical formulations (imiquimod, diclofenac 3% and 5-FU 5%) and ‘no treatment’ as comparators.


	The PBAC agreed that imiquimod 5%, diclofenac 3% and 5-FU 5% were appropriate comparators for clinical purposes in this resubmission.

	
	
	
	Clinical claim:

The resubmission described ingenol as non-inferior to imiquimod 5% and 5-FU 5% and superior to diclofenac 3% for complete clearance of SK.


The resubmission claimed that clearance rates of SK will reduce the risk of malignant transformation to a SCC.

The resubmission described ingenol as non-inferior in terms of comparative safety over imiquimod 5%, diclofenac 3% and 5-FU 5%.

	Based on the results of the indirect comparison presented in the resubmission, the PBAC considered the claims regarding complete clearance of SK were reasonable, with the exception of the comparison versus 5-FU 5%.

The PBAC considered that the claim that clearance rates of SK will reduce the risk of malignant transformation to a SCC was not adequately supported because although it was reasonable to accept that SK clearance will reduce the risk of transformation to SCC, the resubmission did not adequately quantify the reduction in risk of SCC that would accrue from clearance of SK.

The PBAC considered the claim relating to comparative safety to be reasonable.


	
	
	
	Economic claim:

The resubmission presented a modelled cost-utility analysis.  The re-submission claimed that ingenol is cost-effective against the comparator of no treatment and dominates the mixed comparator of imiquimod, 5-FU and diclofenac.
	The PBAC considered that the model presented in the resubmission was not able to be used to reliably estimate the cost effectiveness of ingenol.  

The PBAC noted that plausible adjustments in the model parameters increased the ICER. 

	
	
	
	Sponsor’s comments:
	LEO Pharma are disappointed with this outcome and will continue to work on PBS listing to ensure the best possible outcome for its patients.

	QUETIAPINE, 50 mg, 150 mg, 200 mg, and 300 mg tablet: modified release

Seroquel XR®

AstraZeneca Pty Ltd

Minor submission
	Bipolar disorder

Treatment of depressive episodes associated with 

bipolar disorder

Treatment of acute mania associated with 

bipolar disorder

Schizophrenia

Major Depressive Disorder

Generalised anxiety disorder
	Authority required (Streamlined) listing for schizophrenia

Authority required (Streamlined) listing for monotherapy, for up to 6 months, of an episode of acute mania associated with bipolar I disorder

Authority required (Streamlined) listing for maintenance treatment of bipolar I disorder


	
	The PBAC rejected the minor re-submission seeking to list quetiapine as augmentation for treatment resistant major depression on the basis that non-inferior comparative effectiveness and safety with the comparator, lithium, had not been established.  This is no different from the PBAC’s July 2013 outcome.

	
	
	
	Listing requested:

The submission requested an Authority required listing for the treatment of recurrent major depressive disorder in patients who have not responded to two other antidepressants. Initiation of treatment is limited to psychiatrists only.


	The PBAC noted the re-submission’s proposed actions to not streamline the listing and to restrict initiation of therapy to psychiatrists but still held reservations over the practical difficulties in defining an ‘inadequate response’ and remained concerned that the proposed PBS indication may encourage use of quetiapine as a stand-alone antidepressant treatment option.



	
	
	
	Comparator:

Lithium
	This had previously been accepted by the PBAC.



	
	
	
	Clinical claim:

As previously, the re-submission maintained its claim that quetiapine XR is non-inferior to lithium augmentation in terms of comparative efficacy and safety.
	The PBAC did not accept the claim of non-inferior comparative effectiveness and safety based on the evidence presented.



	
	
	
	Economic claim:

Cost minimisation analysis against lithium, based on the claim of non-inferiority.


	The PBAC was not prepared to further consider and accept the economic analysis until the clinical claim of non-inferior efficacy and safety to lithium augmentation could be accepted.



	
	
	
	Sponsor’s comments:
	The Sponsor has no comment.

	SORAFENIB

200mg, tablet

Nexavar®

Bayer Australia Limited

Major submission
	Advanced hepatocellular carcinoma

Advanced renal cell carcinoma
	Authority required (Streamlined) listing for treatment of Advanced Barcelona Clinic Liver Cancer Stage C hepatocellular carcinoma


	
	The PBAC rejected the submission to list sorafenib on the PBS for the second line treatment of stage IV renal cell carcinoma on basis of inadequate evidence of proven superior efficacy over BSC.  



	
	
	
	Listing Requested: 

The re-submission requested an Authority Required listing for the treatment, as the sole PBS-subsidised therapy, of Stage IV (advanced) clear cell renal carcinoma in patients who meet certain criteria.
	The PBAC considered the proposed restriction to be appropriate.

	
	
	
	Comparator:

The re-submission nominated best supportive care (BSC) as the comparator.  


	The PBAC considered that BSC was an appropriate and that axitinib was also a relevant comparator.

	
	
	
	Clinical claim:

The re-submission described sorafenib as superior in terms of comparative effectiveness and inferior in terms of comparative safety over BSC (placebo).  


	The PBAC considered that the indirect comparison presented in the resubmission was not a valid basis for assessment of comparative effectiveness given the differences between the trials and the absence of any evidence to support the claims that the common references (temsirolimus and everolimus) have equivalent safety and efficacy, and that everolimus is superior to BSC.


	
	
	
	Economic claim:

The submission presented a modelled economic evaluation (CUA) based on the claim of superior efficacy.

	As the clinical efficacy was not substantiated the PBAC did not find the economic modelling to be valid or informative. 



	
	
	
	Sponsor’s comments:
	Bayer Australia believes that this submission presents the best clinical evidence available, which in its totality is adequate to conclude that sorafenib extends overall survival by a clinically significant margin. 
  
Bayer Australia will work will with PBAC to understand and address the issues raised in order to find a way forward to make sorafenib available to patients with RCC.
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