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August 30, 2023 

Canada’s Drug and Health Technology Agency 
865 Carling Ave., Suite 600 
Ottawa, ON Canada  
K1S 5S8 https://goo.gl/maps/5dDXf 
 
Dear CADTH, 
 
Re: Pending CADTH Canadian Plasma Protein Product Expert Committee (CPEC) 
reimbursement recommendation for Andexanet Alfa (Ondexxya) indication:  For adult 
patients treated with FXa inhibitors (rivaroxaban or apixaban) when rapid reversal of 
anticoagulation is needed due to life-threatening or uncontrolled bleeding 
 
As a group of stroke specialists and on behalf of the Canadian Stroke Consortium (Canada’s 
professional organization for stroke physicians) we would like to provide feedback as a group on 
the reimbursement recommendation draft. You may not be aware that the randomized trial of 
Andexanet-alfa versus usual care in intracranial hemorrhage has now been stopped early for 
efficacy based on interim analysis at half way point of planned enrollment. We all await details of 
the study results. See press release link: https://www.astrazeneca.com/media-centre/press-
releases/2023/andexxa-phase-iv-trial-stopped-early-after-achieving-pre-specified-criteria-on-
haemostatic-efficacy-versus-usual-care.html. 
 
Given this very important development we would ask CADTH to hold back recommendations until 
this data is available to you in October once presented to the international stroke community for 
the first time at the World Stroke Congress (Oct 10-12, 2023) in Toronto. ANNEXA-I is a 
randomized trial led by Canadians at the Population Health Research Institute at University of 
McMaster (https://www.phri.ca/research/annexa-i/). There will be substantial new clinical data 
available that will allow more robust CADTH review based on proper unbiased comparison of 
Andexanet-alfa to usual care (which includes PCC use in a substantial proportion of patients) in a 
global large randomized trial. PCC use was encouraged for those subjects enrolled in the usual 
care arm.  This data is particularly crucial for a comprehensive evaluation, since you have 
determined PCC to be the standard of care for FXa inhibitor reversal based on the draft 
recommendations provided. It would be very important for you to see how PCC stands up to 
Andexanet-alfa with robust randomized data that was not included in this CADTH submission. 
There have been no prior randomized trials done for such a comparison of Andexanet versus PCC.  
 
We cannot speak to cost benefit of Ondexxya as we are not privy to PCC and Andexanet costs to 
Canadian Blood Services. Hopefully once the full analysis of ANNEXA-I is available and these costs 
known, a robust cost effectiveness analysis can be completed. We had attempted such in the past 
but this had significant limitations given the potential biases introduced with non-randomized 
data comparing Andexanet with PCC and the use of previous costing information that was United 
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30 August 2023 

 

To: CADTH Andaxanet Alpha Reimbursement panel. 

Re: decision to recommend not reimbursing for the use of andexanet alpha in Canada. 

 

Dear Panel 

I was surprised at the decision from CADTH to not recommend the reimbursement of this andexanet alpha in 
Canada. We are seeing more and more patients on DOACS every day. Life threatening bleeds are quite 
uncommon (especially those for which the outcome is not already declared), but on the occasion where they do 
occur, an effective antidote, given rapidly, offers the patient the best chance of recovery.  

The panel is correct in saying that PCC is often used in these circumstances, but I disagree that it should be 
considered ‘standard of care’, in that evidence for PCC in these cases is sparse, and it is usually used as a ‘Hail 
Mary’ intervention when caregivers are desperate to do anything that might offer any possible hope of help to 
the patient. As also noted by the panel, this use remains ‘off label’ for this indication, while that of andexanat 
alpha is ‘on label’! While I concur that clinical data for andexanet alpha is limited to observational trials of sub-
optimal quality, this limited evidence does suggest an advantage over PCC; furthermore, there is evidence that 
andexanet restores levels of Factor Xa to practically the same levels as in untreated patients within minutes. 

Considering that we have an antidote that acts rapidly to directly restore activity of the clotting factor that the 
DOAC inhibits, and that what limited clinical data exists suggests a benefit over PCC (that is not even approved 
for this use), and considering that frontline caregivers have little faith in PCC as an effective option for DOAC 
related bleeds, I hope the panel will reconsider their recommendation to withhold reimbursement of andexanet 
alpha in Canada. 

Sincerely 

Samuel G Campbell 

MB BCh, CCFP(EM), FCFP, Dip PEC(SA), FCCHL, FRCP(Edin). 

Research Director, Charles V Keating Emergency and Trauma Centre Queen Elizabeth II HSC, Halifax, Nova Scotia. 

Professor of Emergency Medicine, Dalhousie University. 

Halifax, Nova Scotia, Canada. 

 













To: CADTH Reimbursement Review Committee 
  
We are clinician-scientists in the Department of Medicine, Division of Hematology and 
Thromboembolism, at McMaster University and have reviewed the CADTH recommendations in 
regard to andexnet-a. Based on our review, we urge the Committee to re-consider their decision to 
not provide reimbursement for andexanet-a. This is based on the following considerations: 
 
First, the Committee makes two pivotal points for their decision to not reimburse the drug for 
clinical use that raise concerns about the validity of this decision. These points are as follows: 
 

1. “CPEC considered that the submitted evidence did not sufficiently demonstrate 
comparable therapeutic effects of andexanet alfa relative to prothrombin complex 
concentrate (PCC), which is the current standard of care.” 

 
2. “However, it is uncertain whether the observed effects (of andexanet) could be attributed 

to andexanet alfa due to the absence of a control group.” 

In regard to Point 1, that PCC is the “current standard of care”, this is misleading and wholly 
inaccurate. PCC became the de facto agent to manage DOAC-associated bleeds when there were 
no other alternatives that specifically targeted DOACs for reversal. PCC cannot be regarded as a 
standard of care, as this implies that they have been rigorously evaluated and/or are supported in 
their use by strong recommendations from practice guideline groups. Neither of these criteria have 
been satisfied for PCCs. Acknowledging PCCs as the current standard of care is an example where 
‘practice is driving evidence’ where our aim as clinician-scientists is the reverse, namely where 
‘evidence drives practice’.  

When idarucizumab was investigated for reversal of dabigatran in the case of life-threatening 
bleeding, this drug was approved for clinical use and reimbursed by CADTH because it offered a 
specific alternative to PCC to rapidly eliminate the anticoagulant effect of dabigatran and, in fact, 
was the logical treatment option (often first-line) for rapid dabigatran reversal, leading to a decline 
in PCC use for dabigatran-associated bleeding. However, the same logic has not been applied to 
andexanet. Overall, there is no established first-line “standard of care” for DOAC reversal, but 
there should be options: to reverse dabigatran, the options comprise idarucizumab and PCC; to 
reverse oral factor Xa inhibitors, the options comprise andexanet and PCC. Patients who are 
receiving a DOAC and suffer a life-threatening should have access to all of these treatment options. 

In regard to Point 2, that studies investigating andexanet are limited because of the “absence of a 
control group” creates an unfair double standard when one considers that both idarucizumab and 
PCC have been approved and are reimbursed even though the studies investigating these agents 
for DOAC reversal are also all uncontrolled studies similar to those of andexanet. There are no 
randomized trials comparing (a) PCCs to FFP, (b) PPCs to idarucizumab, (c) PCCs to andexanet 
(though such trials are in progress).  

Second, CADTH does not consider the biological plausibility that PCC are not a targeted reversal 
agent for DOACs as this the case with dabigatran and andexanet. Indeed, the premise that PCCs 
should work at a biological level is not logical since there is no induced deficiency in coagulation 
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warfarin and dabigatran for which reversal strategies are approved and reimbursed, there are 
currently no reversal agents for factor Xa inhibitor anticoagulants.  
 
Discussion Point #1: “CPEC considered that the submitted evidence did not sufficiently demonstrate 
comparable therapeutic effects of andexanet alfa relative to prothrombin complex concentrate (PCC), 
which is the current standard of care”. 
 
PCC is not an established “standard of care” treatment based on studies showing an effect on clinical 
outcomes or biochemical markers. PCC has been used by physicians in clinical practice (without evidence) 
in the absence of other options for treatment of patients with factor Xa inhibitor related bleeding patients 
at high risk of severe outcomes. Unlike warfarin reversal, PCC has not been shown definitively to “reverse” 
anticoagulant effect, nor it is there convincingly evidence of enhanced clinical or laboratory hemostasis in 
the setting of factor Xa inhibitor anticoagulants. Although it has been proposed to “overcome anticoagulant 
effect” by supplying exogenous vitamin K dependent coagulation factors, this proposed mechanism has not 
been proven and the plausibility of this mechanism is highly questionable given factor Xa inhibitor 
anticoagulants inhibit anticoagulation at late stages of the coagulation cascade. Further, there is no 
established dose of PCC in this setting with doses ranging from 2000 units fixed dose to 50 units/kg further 
(maximum dose or no maximum dose) highlighting the inconsistencies of existing data and uncertainty 
about effect. As a result of these considerations, recommendations from the National Advisory Council on 
Blood and Blood Products states the following regarding the treatment of bleeding in patients receiving 
direct factor Xa inhibitor anticoagulants: 

• PCCs should only be considered in patients presenting with severe or life-threatening 
bleeding. 

• Specific reversal agents for direct factor Xa inhibitors (including rivaroxaban, apixaban, 
and edoxaban), such as andexanet alfa, should be used, if available. At the time of writing, 
andexanet alfa is not currently approved by Health Canada. 

• There are no randomized trials published as of writing, evaluating the efficacy and safety of 
PCCs for treatment of direct factor Xa inhibitor associated bleeding. 

• The optimal dosing strategy is uncertain with 2000 IU (fixed dose) or 25-50 IU/kg (to a max 
3000 IU) being the most commonly recommended dosing strategy. 

 
In fact, the data regarding effectiveness and safety of PCC are derived primarily from retrospective cohort 
studies of patients treated in routine clinical practice without control groups. These patients were not 
required to consent to study procedures and there were no standardized protocols in place with respect to 
eligibility, dosing, clinical assessments, imaging, laboratory testing, follow-up, etc. As a result, these 
studies are likely subject to significant bias and confounding that cannot be ignored. So, it seems highly 
contradictory to recommend a non-specific treatment based on data that is, arguably, more 
methodologically flawed and uncertain than a single arm prospective study conducted as a registered trial 
protocol and developed in discussions with regulatory authorities.  
 
Discussion Point #2: “It is uncertain whether the observed effects (of andexanet) could be attributed to 
andexanet alfa due to the absence of a control group”. 
 
As discussed above, clinical evaluations of PCC, endorsed by CPEC as the “standard of care”, also do not 
include control groups. Similarly, idarucizumab (a monoclonal antibody for reversal of dabigatran) was 
approved and is reimbursed based on the registration trial REVERSE-AD which was a prospective single-arm 
study of dabigatran-treated patients with major bleeding or requiring urgent surgery which included similar 
hemostatic efficacy and biochemical endpoints as those in the ANNEXA-4 study. This represents a lack of 
consistency among recommendations for similar treatments based on data with similar methodological 
issues.  
 














