






















  

CADTH Feedback on Draft Recommendation Page 3 of 9 
April 2021 

enrolled in a pan Canadian WM PH II trial of BR-acalabrutiinib (BRAWM trial). Acalabrutinib will only 
be administered for one year. The trial is up and running from coast to coast. 
 
: We believe that medical science is not driven forward by consensus but rather by scientific 
challenge. We draw your attention to the line in your draft Reimbursement Recommendation under 
Rationale for the Recommendations, (pg. 3 – last paragraph), which states, “There was no reliable 
evidence to quantify any additional benefit provided by zanubrutinib in R/R and treatment 
naïve patients with WM relative to funded comparators”. To state, as the quoted line does, that 
there is no quantifiable, additional benefit gained by using zanubrutinib in R/R is factually incorrect. 
CADTH is assuming that it can compare zanubrutinib to BR or BoR-DR in the relapse setting. But 
current Canadian practice, supported by the WMFC, is to use BR and DoR-DR until there is no 
longer benefit in doing so. If BR and BoR-DR can no longer confer a benefit in an R/R setting, they 
should not be used as a comparator to zanubrutinib. 
 
: We wish to point out an omission in the draft Reimbursement Recommendation that is critical to 
understanding the importance of zanubrutinib. This is not new evidence. Quoting from the draft 
Reimbursement Recommendation (pg. 7) “Sources of Information Used by the Committee – A review 
of 1 of randomized phase 3 trial in patients with WM”, the ASPEN trial. It is data from the ASPEN trial 
that was edited out and it is therefore not new data. The omission is the overall response rate (ORR) 
of zanubrutinib in a relapsed or refractory setting in WM.   
 
: The ASPEN trial data, used and extensively quoted by CADTH, states clearly that the overall 
response rate in WM R/R is 94% with a further 4% exhibiting stable disease. There is no R/R 
comparator that would be available that comes anywhere near those numbers except for alternate 
BTK inhibitors. The full breakdown of the ASPEN report data, which CADTH edited for the draft 
Reimbursement Recommendation, is ORR 94%, CR 0%, VGPR 29%, PR 49%, MR 16% and stable 
disease 4% (Table 2 in the Aspen report). This is not new data because CADTH used the trial data in 
formulating the reimbursement recommendation. It was wrong of CADTH to exclude the overall rate 
of response and just include the VGPR at 29%. Why was the ORR of 94% in relapsed or refractory 
WM removed? The ORR was not the primary endpoint of the trial but that is irrelevant. An ORR of 
94% is an exceedingly important number when evaluating the efficacy of zanubrutinib in WM R/R. 
 
: The WMFC would hope to see the final recommendation include the name of a comparator that can 
be used instead of zanubrutinib and that you would include response rates, progression free survival 
rates and costs for both treatments. Again, please note, the WMFC, and current Canadian practice, 
have already agreed that the use of steroids, alkylating agents, bortezomib and rituximab are 
warranted until they are no longer effective. This should invalidate BR or BoR-DR as a comparator. 
 
: Why is CADTH referencing the International Workshop in Waldenstrom’s Macroglobullinemia-7 
(IWWM-7 2014) when IWWM-10 (2020) was available? Of note, IWWM-10 reports on the WM PH III 
double blind placebo iNNOVATE trial, consisting of ibrutinib and rituximab vs placebo and rituximab. 
We have very deep concerns about pERC CADTH accessing ancient internationally agreed upon 
recommendations while ignoring modern internationally agreed upon recommendations. 
 
: We would like to quote again from the draft Reimbursement Recommendation, under Rationale for 
the Recommendation, (pg. 3 – 2nd paragraph), “Ibrutinib (obtained through compassionate 
access) has become a de facto standard of treatment in Canada for patients in the R/R 
setting”. We wish to point out that patient access to BTK inhibitors is divided between 
compassionate access and private insurance held by advantaged WM patients. When 
compassionate access programs end, and they will, WM patients will be left with a two tier health 
care system. The clinical effectiveness of BTK inhibitors for WM R/R is exactly why Canadian 
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The rationale was clear but CADTH failed to identify a treatment, after BR and BoR-DR fail, that 
comes anywhere near Zanubrutinib’s 94% response rate in the ASPEN trial,  

a CADTH may contact this person if comments require clarification. 
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directly from the inclusion/exclusion criteria from our clinical development program, however, 
without context, it may lead to confusion in the implementation of the criteria itself.  

Cardiovascular disease, in broad terms, is a common condition of elderly patients and 
especially those with WM. BeiGene respectfully requests that the reference to exclusion 
criteria 3.3 be removed in recognition that Canadian clinicians are well experienced in 
the use of Bruton Tyrosine Kinase Inhibitors (BTKi’s) and have been using a first 
generation BTKI (ibrutinib) without such criteria, which has a less favorable CV toxicity 
profile.i, ii, iii    

If removing the condition is not acceptable, then clarification of the active cardiovascular 
disease is requested, with the following suggested wording that may be derived from the 
Clinical Review Report (p.28, Table 4, Exclusion criteria) 

“Currently active, clinically significant cardiovascular disease (e.g., uncontrolled arrhythmia, 
congestive heart failure) or treatment with warfarin or another vitamin K antagonist, or history 
of myocardial infarction within 6 months …” 

(2) Table 1, Reimbursement Conditions, Pricing, 7, page 4: BeiGene commends pCODR / 
CADTH for recognizing the unmet need for Brukinsa for patients with WM. With respect to 
pricing, BeiGene understands the need to compare to other treatments, however, we would 
suggest comparisons should only be with treatments that are likely to be used by clinicians 
today. It is extremely unlikely that clinicians (as per the chart review data shared as part of the 
submission) to use a Bor-DR regimen. Moreover, we know, based on guidelines that Bor-DR 
is not available widely (e.g., only in Saskatchewan and Quebec) and is difficult to access 
unless you regularly treat myeloma. Using Bor-DR as a price comparison for the unmet need 
zanubrutinib addresses for R/R WM patients would appear to not be reflective of current 
Canadian clinical practice. 

While it is true that ibrutinib is currently not widely reimbursed on public plans, it is 
acknowledged by pERC that ibrutinib is considered the de facto standard of treatment and it is 
accessed by WM patients through case-by-case reimbursement on some participating plans 
or through a temporary compassionate access program from the manufacturer. In addition, 
there is widespread paid access through the patient d’exception measure in Quebec.  

Throughout the draft guidelines, pCODR / CADTH and pERC align that ibrutinib, a first 
generation BTKi, is the de facto standard of treatment (Page 3, Rationale for 
Recommendation, paragraph 2): 
 

“…based on input from the clinical experts and patients, ibrutinib and zanubrutinib are the 
most frequently used treatments in the R/R setting after failure of chemoimmunotherapy.” 
(Page 5, Discussion points) 
“…“pERC recognized the current widespread use of ibrutinib in Canadian clinical practice 
through temporary compassionate access programs and agreed the frequency of its use 
deemed it a relevant treatment comparator.” (Page 6, paragraph 2) 
 

Furthermore, the draft recommendation acknowledged: 
“…According to the clinical experts consulted by CADTH, there is no standard of care 
therapy for R/R WM as few patients are eligible for retreatment with 
chemoimmunotherapy…” (Page 5, Discussion points) 
“…there is a significant unmet need for more treatment options in WM, most notably for 
patients with R/R WM for whom there is presently no clear standard of care regimen and 
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retreatment with chemoimmunotherapy is of limited efficacy.” (Page 3, Rationale for 
Recommendation, paragraph 2)  
 

BeiGene respectfully requests that the language in the recommendation be amended to 
acknowledge the alignment in the clinical review that ibrutinib is the comparator, more 
specifically for the following:  

“Zanubrutinib should be negotiated so that it does not exceed the drug program cost of 
treatment with the least costly comparator reimbursed for the treatment of R/R WM.“(Page 4, 
Table 1, Pricing. Bullet 7) 
 

should be reworded as follows:  
 
“Zanubrutinib should be negotiated so that a reduction in the price of zanubrutinib would be 
required to improve cost-effectiveness to an acceptable level for the treatment of R/R WM.” 

a CADTH may contact this person if comments require clarification. 
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