
 
 

January 15, 2020 

Dr. Michèle De Guise, Director 
Institut national d’excellence en santé et en services sociaux  
2535 Laurier Blvd, 5th Floor 
Québec, Québec  G1V 4M3 

Dr. De Guise, 

We are writing on behalf of the Canadian Hemophilia Society and its Quebec Chapter 
to express our profound disappointment with the recommendations included in the 
INESSS assessment of Hemlibra (emicizumab) for the treatment of people with 
hemophilia A without inhibitors and to communicate the key ways in which we feel the 
report seriously errs in its analysis.  

Please find attached our comments and recommendations. We remain committed to 
representing the patient perspective regarding the need to make emicizumab available 
to Quebec patients. 

Sincerely, 

  

David Page and François Laroche, on behalf of the Canadian Hemophilia Society and 
the Canadian Hemophilia Society - Quebec Chapter 
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Response of the Canadian Hemophilia Society (CHS) and its Quebec Chapter to the 

Institut national d'excellence en santé et en services sociaux (INESSS) evaluation of 

Hemlibra (emicizumab) 
 

1. Purported lack of evidence of non-inferiority, based on annualized bleeding 
rates 

The INESSS report appears to principally base its conclusions on a lack of evidence of 
non-inferiority for emicizumab in comparing annualized bleeding rates (ABRs) to 
prophylaxis with factor VIII (FVIII). It states on page II in French and page VI in English 
that: 

Available data show that emicizumab prophylaxis at doses of 1.5 mg/kg per week 
and 3.0 mg/kg every 2 weeks could reduce annualized bleeding rates by 96% and 
97%, respectively, compared to no prophylaxis (low level of evidence). However, 
in Quebec, patient management is based on well-established FVIII prophylaxis. An 
intra-patient comparison based on a non-randomized and non-interventional 
design reported that emicizumab prophylaxis (weekly dose of 1.5 mg/kg) reduced 
the annualized bleeding rate by 68% compared to FVIII prophylaxis. The risk of 
bias is very high. Some of the experts consulted pointed out that the bleeding 
rates observed during FVIII prophylaxis were higher than those observed in real-
world care settings in Québec, which calls into question the external validity of 
these results (very low level of evidence).  

HAVEN 31, the pivotal trial for the non-inhibitor population, involving 152 people, 
published in the New England Journal of Medicine , is considered a very large study for a 
rare disease such as hemophilia. HAVEN 1, 2 and 4 included an additional 250 subjects , 
and showed equally low ABRs in patients both with and without FVIII inhibitors. HAVEN 3 
was randomized and included intraindividual comparison between FVIII prophylaxis and 
emicizumab, showing a 68% reduction in annualized bleeding rates.  

It is important to note that real-world experience with emicizumab in more than 5,000 
patients both with and without inhibitors supports the very low ABR associated with 
emicizumab. Indeed, research is showing that hemostasis is controlled to the point that 
minor surgery (e.g. dental procedures, CVAD removals …) can be performed without th e 
need for FVIII replacement. 

Despite these large trials and real-world evidence, the reviewers considered “the risk of 
bias is very high,” and then stated that the HAVEN 3 ABR data for FVIII prophylaxis “were 
higher than those observed in real-world care settings in Québec.” The only data we 
could find in the report on ABRs in “real-world care settings in Québec” were found on 
page 16, where it was stated: 

The individuals treated on prophylaxis by one of the comparators showed mean 
bleeding rates of 0.9 to 2 episodes per year …  
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As these data seemed completely at odds with the information submitted by the CHS in 
the patient perspective and contrary to the personal experience of many people with 
hemophilia A over a number of years, who experience much higher annualized bleed 
rates while on prophylaxis, we questioned its credibility. The references to “0.9 to 2 
episodes per year” appeared in Table 11 on page 18 with regard to Nuwiq and Zonovate, 
the two comparators; however, no reference to a published study was provided. 
Through our own research, we were eventually able to ascertain that the ABRs cited in 

Table 11 are taken from the Nuwiq and Zonovate product monographs. 

The Nuwiq product monograph bases its 0.9 ABR on a study of 32 subjects 2, one-fifth 
the size of the HAVEN 3 study and one-twelfth the size of the combined HAVEN 1-4 
studies. The 1.9 figure cited can be found in the Zonovate product monograph of Trial 
35683. However, other trials cited in the same monograph of children, adolescent s and 
adults show ABRs of 3.0 to 4.0. Indeed, the INESSS report itself recognizes an ABR of 4 
to 5 in people with severe hemophilia A (p. 5). 

Therefore, we question INESSS’ rejection  of the HAVEN data, while citing carefully 
selected comparator data from much smaller cohorts reported by the manufacturers. 

To support our contentions, we asked the Canadian Bleeding Disorders Registry (CBDR) 
to extract real-world data on ABRs for the last 12 months for Canadian patients with 
severe hemophilia A on regular prophylaxis.  These are the data provided by CBDR: 

Canadians with severe hemophilia A on regular prophylaxis : 311 patients 

Mean ABR: 2.59 (range 0 - 41)4 

It is well recognized that patients on home treatment under-report bleeding episodes, 
so the actual bleeding rate is likely significantly higher. There is no reason to think that 
Québec ABRs would be lower than the Canadian average; in fact, the opposite i s likely 
true as extended half-life FVIII, shown to be more effective in promoting adherence and 
reducing bleeding5, is widely available in the rest of Canada and virtually inaccessible in 
Québec. 

It is also very surprising that the experts consulted would state that “prophylactic 
treatment of hemophilia A with a replacement FVIII is very effective … for patients” 
(page VI). 

Multiple studies report that ABRs are not zero for many patients with severe 
hemophilia A. This is because: 

▪ trough FVIII levels of 1% between infusions, while clearly better than nothing, are 
not fully protective 

▪ trough levels of 12% are needed to prevent all joint bleeding6 

▪ some patients with severe hemophilia A have more severe bleeding phenotypes 

▪ many patients are not able to be perfectly adherent to the very demanding 
prophylactic schedule of 3-4 infusions per week, as described in the patient 
submission, leaving them vulnerable to breakthrough bleeds. 
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Moreover, there is growing evidence that joint disease progresses gradually even when 
ABRs are reported as zero. This is due to subclinical bleeding which, sooner or later, 
becomes clinically evident, requiring more intensive prophylactic therapy and corrective 
surgery. 

So, while present-day FVIII prophylaxis is clearly superior to on-demand therapy, it 
cannot be categorically described as “very effective” for all and cannot claim to 
eliminate the long-term impact of hemophilia on musculoskeletal health.  

The other medical considerations behind the recommendation, summarized on pages 
21-22 (e.g. emicizumab not a complete mimic of FVIII, continued need for FVIII infusions 
for occasional breakthrough bleeds and certain surgeries, the need to tolerize previously 
untreated patients), given the clear benefits of emicizumab in decreasing the burden of 
disease and treatment, are not a contra-indication for the introduction of the therapy, 
and can be managed. 

2. Patient perspectives discounted in risk/benefit analysis  

The INESSS made considerable efforts through individual interviews and detailed 
analysis of the CHS patient submission to understand the patient perspective and the 
patents’ realities, reported both by experts and the patients themselves, a nd these are 
well summarized in the report, for example: 

(…) venous access problems may require the use of a central venous access device, 
a situation that is particularly common among young children (up to about 12 
years of age) and obese individuals. These devices cause discomfort and carry an 
increased risk of infection and thrombosis in these populations.  (p. V) 

(…) the convenience associated with the subcutaneous administration of 
emicizumab at lower frequencies has the potential to reduce the therapeutic 
burden of severe hemophilia A. (p. VI) 

Some of the persons living with hemophilia A who have been consulted repor t 
difficulties administering the current treatment, which may affect their adherence 
to the treatment. (p. V) 

While a number of respondents expressed satisfaction with their current 
treatment (FVIII prophylaxis), they expressed a desire for a treatment with a 
longer half-life, better protection and a simpler, less invasive route of 
administration. (p. VI) 

Nevertheless, some patients reported frequent bleeds despite FVIII prophylaxis.  

At the same time, despite prophylaxis, spontaneous bleeding episodes are 
possible, especially in cases of severe hemophilia A. These episodes are treated as 
they occur with the help of FVIII replacement. 

Despite adequate prevention of bleeding episodes thanks to prophylaxis, their 
impact on the quality of life of patients and their caregivers is not negligible. On 



5 

this subject, the patients and their families consulted underlined that t he difficult 
venous access, especially in younger children, was a major obstacle to optimal 
FVIII prophylaxis. 

Concerning the efficacy of current treatments, while some respondents said they 
were satisfied with prophylaxis, others deplored the short half -life and the 

insufficient protection against bleeding factor level these products provide. 

Other options whose efficacy would further reduce the number of bleeds and 
prevent joint damage and whose administration would be simplified and less 
frequent would permit these shortcomings to be overcome. 

While the report readily acknowledges that FVIII prophylaxis is far from perfectly 
effective, especially in those with a severe bleeding phenotype; that CVADs are 
necessary for some patients with concomitant risks of infection and thrombosis, notably 
very young children; that the burden of treatment leads to less -than-ideal adherence 
resulting in breakthrough bleeds and long-term joint disease; that the current burden 
of disease and treatment leads to stress and anxiety in many patients and caregivers; 
and that subcutaneous, infrequent injections with emicizumab would substantially 
decrease this burden; these considerations are not taken into account in the final 
recommendations. The patient perspective is ignored while highly questionable 
calculations of annualized bleed rates with FVIII prophylaxis form the basis for a 
conclusion of lack of evidence non-inferiority of the therapy under analysis.  

3. Conclusions 

Nothing in the INESSS report changes the perspective and recommendations of the 
CHS/CHSQ submitted to the INESSS in July, 2019, as reproduced below: 

It is the belief of the CHS that those who will most benefit from Hemlibra will be 
those patients with severe hemophilia, and those rare cases of people with mild 
and moderate disease who have a severe bleeding phenotype. Hemlibra will be of 
great benefit to babies and children for whom venous access is the most 
challenging, both physically and psychologically, and the most disruptive to 
school, work and family life. It will also be of great benefit to those who suffer 
frequent breakthrough bleeding and joint disease despite prophylactic therapy 
and those who have difficulty adhering to a regimen of frequent IV infusions 
(e.g. teenagers, the elderly). Even among those with severe disease, we do not 
expect a wholesale switch from factor VIII to Hemlibra. Many will be hesitant to 
adopt a new technology and will prefer to wait to see the safety/efficacy 
outcomes over several years. Others will prefer to keep the peak-and-trough 
nature of factor VIII therapy which is conducive to participation in physical 
activities (infusions and peak factor levels on activity days, troughs on quiet 
days). Many others are accustomed to regular IV therapy, master the techn ique 
and are content with the protection against bleeding it offers. Uptake will be 
gradual. 
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Most likely to switch from FVIII to Hemlibra 

▪ Those at greater risk of intracranial hemorrhage (e.g. newborns)  

▪ Toddlers and young children for whom venous access is the most challenging 
and the most disruptive to school, work and family life  

▪ Those children and adults who suffer frequent breakthrough bleeding and joint 
disease despite prophylactic therapy 

▪ Those people who have difficulty adhering to a regimen of frequent IV infusions 
(e.g. children, teenagers, the elderly)  

▪ Adults in long-term care in facilities where IV infusions are not possible  

Less likely to switch from FVIII to Hemlibra 

▪ Those who prefer to wait to see the safety/efficacy outcomes over seve ral years 

▪ Those who want to keep the peak-and-trough nature of factor VIII therapy 
which is conducive to participation in physical activities  

▪ Those who are accustomed to regular IV therapy, master the technique and are 
content with the protection against bleeding it offers 

▪ Late adopters 

Unlikely to switch from FVIII to Hemlibra 

▪ Those with a mild or moderate disease severity  

These considerations are personal. Decisions as to the most appropriate therapy 
need to be made by the individual patient/caregiver in collaboration with the 
treating physician. 

The CHS recommends that Hemlibra be made available to all patients with severe 
hemophilia, and those rare cases of people with mild and moderate disease who 
have severe bleeding phenotype. Access to this therapy for those with less severe 
disease should await more research. 

It is our contention that the INESSS report contains significant errors in analysis and its 
recommendations are flawed. We request that our objections be taken into account and 
the conclusions reviewed. 

Our view is supported by health technology assessment in other jurisdictions (e.g. 
England, Scotland, Ireland …) who have made emicizumab available to all patients with 
severe hemophilia A. 

Research and real-world experience have clearly demonstrated that emicizumab is a life-
changing therapy for many people with severe hemophilia A. It is unacceptable that 
INESSS has not recognized the clear evidence of its therapeutic value and, as a result, 
restricted its access to Quebecers who would benefit. 

We remain available to assist the INESSS in its further deliberations. 
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