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May 22, 2024 
 
To Whom It May Concern: 
 
 
I was initially quite happy to see the favourable CADTH review of evolocumab, but hen was 
quite shocked about some of the stipulations which really do NOT make sense and are not 
supported by science or evidence  
 

1. With respect to item 2.1: 1 If LDL-C levels are ≤ 2.2 mmol/L or non-HDL-C ≤ 2.9 
mmol/L, patients must have demonstrated an adequate trial of ezetimibe prior 
to initiation of evolocumab. 
 
This is NOT correct as per CCS, where PCSK9i (evolocumab) is suggested asap after 
ACS regardless of LDL and NOT after ezetimibe  
 

We recommend intensification of lipid-lowering therapy 
with a PCSK9 inhibitor (evolocumab or alirocumab)— 
with or without the additional use of 
ezetimibe—for secondary CV prevention patients 
shown to derive the largest benefit from PCSK9 
inhibitor therapy in whom LDL-C remains ≥ 
1.8 mmol/L (or non-HDL-C ≥ 2.4 mmol/L or ApoB 
≥ 0.7 g/L) while receiving the maximally tolerated 
statin dose (Fig. 3; Strong Recommendation; Moderate- 
Quality Evidence). Secondary prevention patients 
shown to derive the largest benefit from intensification 
of statin therapy with PCSK9 inhibitor therapy 

are defined in Table 3. 
 
 

2. With respect to Item 3 : Evolocumab should be prescribed by a cardiologist. 
I actually think I had the hardest time with this comment as a primary care 
physician that is very involved with the cardiovascular health of my patients, 
and have personally started dozens on PCSK9i as per guidelines. Most Post 
ACS care is done ( at least in part)  by Family Physicians and Internists, so 
that would be tragic to prevent these groups from prescribing life saving 
therapies and makes no sense. 
Similar to Fineranone and nephrology, this statement should read: “should 
be prescribed by physicians with experience in treating lipids in the post acs 
patient  and knowledgeable in the use of PCSK9i for secondary prevention 
 



3. Item 4 is very confusing:  Evolocumab should not be reimbursed for use in 
combination with a PCSK9 inhibitor 

 
Evolocumab is a PCSK9i so why would anyone use it with another PCSK9i. This 
statement just adds confusion and is of no true value.  
 
 
 
 
 
 
 
 
JeYrey Habert MD CCFP FCFP 
Assistant Professor, University of Toronto, DFCM 
Former Co-Chair Thrombosis Canada Clinical Guides  
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We disagree with Reimbursement condition 2.1: “If LDL-C levels are ≤ 2.2 mmol/L or non-HDL-C ≤2.9 
mmol/L, patients must have demonstrated an adequate trial of ezetimibe prior to initiation of 
evolocumab.” which is not consistent with the 2021 Canadian Cardiovascular Society (CCS) 
Dyslipidemia guideline recommendations (Pearson et al Can J Cardiol 2021;37:1129-50) for post-
acute coronary syndrome (ACS) patients. The Guidelines state “Intensification of lipid-lowering 
therapy with PCSK9 inhibitors is especially recommended in these subsets of very high-risk patients 
(see Table 3), with or without the additional use of ezetimibe [bolding added], which was used in 
only a small number of patients in these trials”. The requirement for post-ACS patients to be on 
ezetimibe in addition to maximally tolerated statin dose would frequently result in additional delays in 
patients being prescribed evolocumab and may even result in patients being outside of the 1-year 
post-ACS window. 
 
In Table 1 (Reimbursement Conditions and Reasons), in the Prescribing section, it is recommended 
that “3. Evolocumab should be prescribed by a cardiologist.” with the rationale that “This is meant to 
ensure that evolocumab is prescribed for appropriate patients and that adverse effects are managed 
in an optimized and timely manner.”  We are concerned that restricting the prescribing of evolocumab 
to post-ACS patients will lead to inequitable access to this therapy.  First, physicians other than 
cardiologists are quite capable of appropriately prescribing PCSK9 inhibitor therapy as per the CCS 
Dyslipidemia guideline recommendations (Pearson et al Can J Cardiol 2021;37:1129-50) that are 
entirely consistent with the CADTH-recommended Reimbursement Initiation conditions (Table 1).  
Indeed, given that the majority of Canadian post-ACS patients receive secondary prevention care 
(including lipid-modifying, antithrombotic, vascular protective and other prescriptions) jointly or solely 
from non-cardiology doctors (including internal medicine, other subspecialties, cardiovascular 
surgeons, and primary care physicians, in both urban and rural settings), restricting the potential 
prescriber to a cardiologist would significantly disadvantage Canadian patients and limit equitable 
access to effective treatment.  Second, it is important to recognize that there are no safety issues 
with evolocumab.  As noted in the Harms Results sections of the CADTH Reimbursement Review 
(pages 15 and 17), the serious and all adverse event profile of evolocumab was indistinguishable 
from placebo, with the exception of a higher occurrence of local injection site reactions.  However, the 
latter was rare (0.5% absolute increase over a median of 2.2 years), with ~90% of reactions reported 
as mild (e.g., local erythema, swelling, or pruritis) and only 0.1% stopped receiving evolocumab 
because of an injection-site reaction (Sabatine et al N Engl J Med 2017;376:1713-22).  Further, no 
differences in rates of reported local injection site reactions were evident in the Open Label Extension 
study (O’Donoghue et al Circulation 2022;146:1109-19).  
 
In Table 1 (Reimbursement Conditions and Reasons), in the Prescribing section, it is also 
recommended that “4. Evolocumab should not be reimbursed for use in combination with a PCSK9 
inhibitor.” with the rationale that “There is no evidence for the use of evolocumab in combination with 
a PCSK9 inhibitor.”  It is unclear what this Reimbursement Prescribing condition means since 
evolocumab is itself a PCSK9 inhibitor. 

a CADTH may contact this person if comments require clarification. 
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continuity of care for lipid management post ACS, beyond the revisions requested through our 
request for reconsideration based on minor revisions, Amgen would like to request clarification on the 
following reimbursement criteria and conditions.  
 
a) CDEC “recommends that evolocumab be reimbursed for the reduction of elevated low-density 

lipoprotein cholesterol (LDL-C) in adult patients with primary hyperlipidemia (atherosclerotic 
cardiovascular disease)”. As noted on p. 8, evolocumab is recommended “in the management 
of primary hyperlipidemia for secondary prevention”. However, to avoid confusion between the 
Primary Hyperlipidemia and the Prevention of Cardiovascular Events indications when 
implementing this recommendation, since by definition, ACS patients have established ASCVD, 
we would ask CDEC to focus on the population for this reassessment and consider removing the 
Health Canada indication from this statement and simplifying to “in adults patients with 
atherosclerotic cardiovascular disease…”. 

 
b) Reimbursement Condition 4, “Evolocumab should not be reimbursed for use in combination with 

a PCSK9 inhibitor”:  For clarity, since evolocumab is a PSCK9 inhibitor, we suggest this should 
read “with another PCSK9 inhibitor”. 

 
c) Rationale for Reimbursement Condition 5, “An estimated price reduction of at least 50% would 

be required for evolocumab to achieve an ICER of $50,000 per QALY compared to optimized 
background lipid lowering therapy”:  The rationale for this condition should align with the results of 
the economic evaluation (on p.20) which states “A price reduction of 50% would be required to 
ensure cost-effectiveness” and we ask that “at least” be removed from the statement. 

 
 

a CADTH may contact this person if comments require clarification. 

 

 




