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In Canada, we are very lucky to have several hematologists who specialize in ITP and have even 
been involved in the development of professional medical ITP guidelines. In regard to the comment 
“There is very little evidence to guide the selection of second line or third line therapy …. “, while we 
agree that the evidence is limited, there are professional guidelines that were updated in 2019 both 
American Society of Hematology guidelines , International Consensus guidelines from globally 
recognized ITP experts, as well as Choosing Wisely Canada and International guides.  

Professional guidelines do not support splenectomy as a go-to second line therapy. Rituximab is not 
preferred over TPO-RAs in the guidelines. Rituximab is not new, but it’s used off-label for ITP. While 
reimbursement of Rituximab would be a step forward, it still would not give Canadian hematologists 
the flexibility to provide a high standard of care to their patients who cannot afford to access drugs 
privately and would not support professional guidelines built on evidence. And patients are looking for 
therapies that not only work, but that do not disrupt their life. For instance, patients have expressed 
they would rather take an oral medication with no dietary restrictions rather have to take time off work 
or away from their family to receive an infusion for hours. However, if that is the only option available, 
many would be chose treatment over risk.  

The CADTH review stated “The clinical experts consulted stated that contemporary ITP guidelines 
suggest that, in general, splenectomy and Rituximab can be considered second line therapy. There 
are third line options available; however, the comparative efficacy of these agents are unclear” is 
based on limited and outdated knowledge and appears to cherry pick therapies leaving out TPO RAs, 
leaving out professional medical ITP guidelines, and does not leave room for newer innovative 
therapies that are not considered third line, that target different mechanisms to treat ITP to increase 
the chance for response among those with ITP that fail to respond to first line and other second line 
options. Third line options are more ‘supporting’ options to support second line therapies. For 
instance, some patients have reported success adding dapsone to their TPO-RA regime when they 
noticed the drug started to no longer work for them. This knowledge is not widely known among all 
hematologists and clinical providers which is why it is crucial for CADTH to listen to respected 
hematologists working/researching/publishing in the area of ITP specifically.  

In a study involving many of PDSA’s medical advisors who are Internationally recognized ITP 
specialists, Boccia et al (2020) used data from post hoc analysis of the phase 3 FIT open-label 
extension study vs patient subgroups by line of therapy (second line versus third‐or‐later‐line) and 
stage of disease (persistent versus early or late chronic ITP) and reported: In this post hoc analysis, 
fostamatinib was more effective as second‐line than third‐or‐later‐line therapy for ITP.” While 
Tavalisse may not be ready to be used right now as an upfront second line therapy considering the 
Health Canada indication which limits its use, this data suggest that this is a therapy of great value to 
ITP patients and at the very least should be considered if other treatments cannot work well for a 
particular ITP patient.  

Other internationally recognized ITP specialists, Dr(s) Newland and MacDonald revealed in their 
2020 study the following:  “Fostamatinib as a prodrug, and R406 as its active moiety, represent a 
novel treatment approach which can be orally administered and requires minimal titration; reducing 
both clinical time and the need for professional healthcare support. It was shown to produce a rapid, 
durable response among patients with long-standing ITP who were considered difficult to treat having 
previously received rituximab, and/or TPO-RAs or had undergone splenectomy. Subgroup analyses 
illustrate good overall responses independent of duration of ITP, baseline platelet count, previous 
TPO-RA or rituximab therapy, and prior splenectomy. These results demonstrate that fostamatinib is 
able to improve platelet numbers among diverse types of patients, including those with and without 
multiple exposures to prior ITP treatments, and those with longer and shorter durations of ITP. The 
findings from the FIT (1,2,3) clinical trials programme resulted in the approval of fostamatinib by the 
US FDA in April 2018 and the EMA in Europe in January 2020. Patients who responded to 
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fostamatinib demonstrated good control of hemostasis.” The findings from the above are also 
supported in another professional publication (Duliege AM et al, 2019) which was also authored by 
several of PDSA’s medical advisors specializing in ITP.   
 

CADTH’s statement: “Patients identified a need for treatments that would reduce symptoms and rates 
of bleeding events and improve QoL compared with currently available therapies… not demonstrated 
with fostamatinib (Tavalisse)” does not reflect the individual patient experience. PDSA did provide 
CADTH with direct patient accounts demonstrating how compared to other things tried, Tavalisse 
was working for them. In terms of the EQ-5D for QoL, those five domains are what we use within our 
patient registry launched in 2017. The issue with using the EQ-5D is that these aspects of measuring 
QoL don’t all apply to patients with ITP. There are NO mobility issues with ITP. There are NO self-
care issues with ITP unless relating to excessive fatigue and depression. There generally is NO pain 
and discomfort with ITP. Within our ITP Natural History Study patient registry (close to 2000 
participants) we have only 5 adult ITP participants (mainly from the USA) who have disclosed they 
have used (or are currently using) Tavalisse. We do not have the data to provide you, and likely won’t 
in the near future, because patients in Canada cannot access this drug due to affordability issues. 
This is why we are suggesting our registry proposal to capture this data if it’s needed for 
reimbursement purposes.  

ITP is a rare disorder. Only a small number of all those with ITP will require treatment, an even 
smaller number will require access to second line therapies. Of those that require access to second 
line therapies only a small number of that group will not respond to traditional second line therapies 
(such as TPOs and Rituximab) so you are left with a pretty small number needing to use Tavalisse as 
a later second line therapy choice. You cannot expect the same level of evidence for a small, rare 
disease group.  

Summary Point: ITP experts feel Tavalisse is a good therapy for some patients with ITP who 
may not respond well to other therapies.  

Real-life cost savings 

We understand there is a standard way to predict overall cost, but has CADTH considered the real-
life costs? Imagine this patient scenario: No access to Tavalisse. Patient can only access steroids 
and IVIG. Both only work for about a week, then the platelet count decreases again, and bleeding 
symptoms return. Long term use of steroids has caused diabetes, mental health consequences, and 
fatigue and weight gain/blood pressure issues. Breakthrough bleeding can occur on steroids (but yet 
it’s reimbursed and continues to be). A critical bleed happens at a low platelet count (can be any 
location) requiring hospital admission for more than one day, tests to determine the extent of the 
bleed, and then emergency management that likely consists of platelet transfusions, expensive and 
in short supply IVIG, and other therapies that increase the cost not to mention bed cost, provider 
cost, and cost to the patient’s family (emotionally, and financially with missed work etc.) What are 
those relevant costs PER patient?  

The cap for what is considered appropriate to fund based on QALY’s may not be appropriate 
because the QALY calculation cannot be accurately assessed when you simply compare the benefits 
of treatment approach A to treatment approach B. For reason’s already explained, it’s not possible to 
compare treatment approaches in that way because not all ITP patients respond to the same therapy, 
not all therapies are used long-term, and many ITP patients are using more than one therapy at a 
time, and thus this entire calculation maybe based on questionable data. Not to mention, QALY 
calculations have their limitations, and often require further mathematical solutions to address such 
limitations. Can CADTH provide the breakdown of how the prices per QALY was made? Does 










