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CADTH Reimbursement Review  
Feedback on Draft Recommendation  
Instructions for Stakeholders 
This template is for eligible stakeholders to provide feedback and comments on draft 
reimbursement recommendations. Draft recommendations are available for feedback for 10 
business days.  

CADTH will only consider feedback received from eligible stakeholders, including the sponsor, 
patient groups, clinician groups, and the participating drug programs. Individuals interested in 
providing feedback should contact the relevant patient and clinician organizations. This template 
may also be used by eligible industry stakeholders to provide feedback on draft 
recommendations from the non-sponsored review process (i.e., any current or future Drug 
Identification Number [DIN] holders for the drug under review). 

The sponsor may use this form to provide general feedback on the draft recommendation if they 
are not filing a request for reconsideration. If the sponsor is filing a request for reconsideration, 
they must complete the reconsideration template and should not complete this template.   

All submitted feedback must be disclosable and will be posted on the CADTH website.  
If you have questions, please email requests@cadth.ca with the complete details of your 
question(s).  

Before Completing the Template: 
Please review the following documents to ensure an understanding of CADTH’s procedures: 

• Procedures for CADTH Reimbursement Reviews  
• Procedures for Non-sponsored Reimbursement Reviews 
• CADTH Pharmaceutical Review Updates for any applicable information. 

Completing the Template: 
Feedback should be presented clearly and succinctly in point form, whenever possible. The 
issue(s) should be clearly stated and specific reference must be made to the section of the 
recommendation document under discussion (i.e., page number, section title, and paragraph).  

Comments should be restricted to the content of the draft recommendation and should not 
contain any language that could be considered disrespectful, inflammatory or could be found to 
violate applicable defamation law.  

Feedback must be based on the information that was considered by the expert committee in 
making the draft recommendation. No new evidence will be considered at this part of the review 
process.  
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Feedback must not exceed 3 pages in length, using a minimum 11-point font on 8.5″ by 11″ 
paper. If comments exceed 3 pages, the feedback will not be accepted by CADTH. References 
may be provided separately; however, these cannot be related to new evidence.  

Patient groups must complete Appendix 1.  

Clinician groups must complete Appendix 2. 

Filing the Completed Template: 
The feedback must be provided in Microsoft Word format by using the Submit link next to the 
drug on the Open Calls page. In order to ensure fairness in CADTH’s procedures, all stakeholder 
feedback must be received by the deadline posted on the CADTH website.  
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a CADTH may contact this person if comments require clarification. 
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a CADTH may contact this person if comments require clarification. 
  























CADTH Reimbursement Review
Feedback on Draft Recommendation
Instructions for Stakeholders
This template is for eligible stakeholders to provide feedback and comments on draft
reimbursement recommendations. Draft recommendations are available for feedback for 10
business days.

CADTH will only consider feedback received from eligible stakeholders, including the sponsor,
patient groups, clinician groups, and the participating drug programs. Individuals interested in
providing feedback should contact the relevant patient and clinician organizations. This template
may also be used by eligible industry stakeholders to provide feedback on draft recommendations
from the non-sponsored review process (i.e., any current or future Drug Identification Number
[DIN] holders for the drug under review).

The sponsor may use this form to provide general feedback on the draft recommendation if they
are not filing a request for reconsideration. If the sponsor is filing a request for reconsideration,
they must complete the reconsideration template and should not complete this template.

All submitted feedback must be disclosable and will be posted on the CADTH website.
If you have questions, please email requests@cadth.ca with the complete details of your
question(s).

Before Completing the Template:
Please review the following documents to ensure an understanding of CADTH’s procedures:

● Procedures for CADTH Reimbursement Reviews
● Procedures for Non-sponsored Reimbursement Reviews
● CADTH Pharmaceutical Review Updates for any applicable information.

Completing the Template:
Feedback should be presented clearly and succinctly in point form, whenever possible. The
issue(s) should be clearly stated and specific reference must be made to the section of the
recommendation document under discussion (i.e., page number, section title, and paragraph).

Comments should be restricted to the content of the draft recommendation and should not
contain any language that could be considered disrespectful, inflammatory or could be found to
violate applicable defamation law.

Feedback must be based on the information that was considered by the expert committee in
making the draft recommendation. No new evidence will be considered at this part of the review
process.
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Feedback must not exceed 3 pages in length, using a minimum 11-point font on 8.5″ by 11″
paper. If comments exceed 3 pages, the feedback will not be accepted by CADTH. References
may be provided separately; however, these cannot be related to new evidence.

Patient groups must complete Appendix 1.

Clinician groups must complete Appendix 2.

Filing the Completed Template:

The feedback must be provided in Microsoft Word format by using the Submit link next to the
drug on the Open Calls page. In order to ensure fairness in CADTH’s procedures, all stakeholder
feedback must be received by the deadline posted on the CADTH website.
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CADTH Reimbursement Review
Feedback on Draft Recommendation
Stakeholder information
CADTH project number SR0791-000
Brand name (generic) inclisiran
Indication(s) Primary hypercholesterolemia
Organization Durham Care Clinic
Contact informationa Name: Rishi Handa
Stakeholder agreement with the draft recommendation

1. Does the stakeholder agree with the committee’s recommendation. Yes ☐

No X

Lack of CV Outcomes Trials in HeFH Population

CADTH's decision to reject Leqvio reimbursement based on insufficient evidence of cardiovascular
(CV) benefit disregards the absence of CV outcomes trials for approved therapies in patients with
Heterozygous familial hypercholesterolemia (HeFH). Historically, no CV outcomes trials have been
conducted for lipid medications in the HeFH population. The primary goal in treating HeFH patients is
to reduce LDL cholesterol. The correlation between reducing LDL cholesterol and reducing CV
outcomes is well-established in cardiovascular risk management. Orion 9, while not designed to
assess CV outcomes, demonstrated a significant reduction in LDL-C levels compared to placebo,
aligning with the established treatment objective for HeFH patients.

Challenges in LDL-C Management in HeFH

Patients with HeFH inherently face challenges in reaching guideline-recommended LDL-C thresholds
due to their genetic predisposition for elevated LDL-C levels. Leqvio's mechanism of action directly
targets this genetic defect by increasing the clearance of LDL-C, thereby reducing LDL-C levels and
mitigating cardiovascular risk in this population. The Orion 9 trial confirmed a statistically significant
improvement in lowering LDL-C levels in adult HeFH patients, underscoring the importance of
additional LDL-C reduction strategies beyond standard therapies. Leqvio, indicated as an adjunct to
maximally tolerated statin therapy, addresses this unmet need by further reducing LDL-C levels.
CADTH's past positive recommendations for mAb PCSK9 inhibitors in HeFH without CV outcomes
trials further support the validity of this approach.

Compliance and Patient Preference with Twice-Yearly Dosing

Leqvio's unique twice-yearly dosing regimen offers significant advantages in terms of patient
compliance and convenience. By reducing the frequency of injections, Leqvio improves adherence to
medication, essential for long-term management of HeFH. Moreover, given that HeFH is an
asymptomatic risk factor, the impact of Leqvio on health-related quality of life may be less relevant
compared to its efficacy in reducing LDL-C and potential long-term cardiovascular benefits.

Limiting access to Leqvio

There are several negative impacts by limiting access to Leqvio to only patients with private insurance.
Access to healthcare should not be determined by financial status. By restricting Leqvio to patients
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with private insurance, individuals without such coverage are unfairly disadvantaged. This creates a
disparity in healthcare access based on socioeconomic status, exacerbating existing health inequities.
Patients without private insurance may face significant financial barriers to accessing Leqvio. Without
public reimbursement, the cost of Leqvio could be prohibitively expensive for many individuals, leading
to financial strain or forcing them to forgo treatment altogether. For patients with HeFH who do not
have private insurance, the lack of access to Leqvio means they have fewer treatment options
available to effectively manage their condition. This limitation could result in suboptimal LDL-C control
and increased cardiovascular risk, ultimately compromising their health outcomes. HeFH is a genetic
disorder that affects a considerable number of individuals worldwide. By restricting access to Leqvio
only to private patients, there is a missed opportunity to address a significant public health issue.
Broader access to Leqvio could potentially benefit a larger population of individuals with HeFH,
leading to improved health outcomes and reduced healthcare burden in the long term.

In conclusion, CADTH's rejection of Leqvio reimbursement fails to consider the unique challenges of
managing HeFH, the genetic basis of the condition, and the potential benefits of novel therapies like
Leqvio. By addressing LDL-C levels and offering improved compliance and patient preference, Leqvio
represents a valuable addition to the treatment armamentarium for HeFH patients. Limiting access to
Leqvio to only private patients exacerbates health inequalities, hampers efforts to effectively manage
HeFH on a broader scale, and fails to address the significant public health impact of this genetic
disorder. Achieving equitable access to innovative therapies like Leqvio is essential for promoting
health equity and improving outcomes for all individuals affected by HeFH. Therefore, we urge CADTH
to reconsider its decision and provide access to this innovative therapy for patients in need.

Expert committee consideration of the stakeholder input
2. Does the recommendation demonstrate that the committee has considered the

stakeholder input that your organization provided to CADTH?
Yes ☐

No X
We have never provided any previous information to CADTH

Clarity of the draft recommendation

3. Are the reasons for the recommendation clearly stated? Yes X
No ☐

As per the information provided above, we do not agree with the recommendation.
4. Have the implementation issues been clearly articulated and adequately

addressed in the recommendation?
Yes ☐

No ☐

NA

5. If applicable, are the reimbursement conditions clearly stated and the rationale
for the conditions provided in the recommendation?

Yes ☐

No ☐

NA

a CADTH may contact this person if comments require clarification.
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Appendix 1. Conflict of Interest Declarations for Patient Groups
● To maintain the objectivity and credibility of the CADTH drug review programs, all participants in the

drug review processes must disclose any real, potential, or perceived conflicts of interest.
● This conflict of interest declaration is required for participation. Declarations made do not negate or

preclude the use of the feedback from patient groups and clinician groups.
● CADTH may contact your group with further questions, as needed.
● Please see the Procedures for CADTH Drug Reimbursement Reviews for further details.

A. Patient Group Information
Name Please state full name
Position Please state currently held position
Date Please add the date form was completed (DD-MM-YYYY)
☐ I hereby certify that I have the authority to disclose all relevant information with respect to any

matter involving this patient group with a company, organization, or entity that may place this
patient group in a real, potential, or perceived conflict of interest situation.

B. Assistance with Providing Feedback

1. Did you receive help from outside your patient group to complete your feedback? No ☐

Yes ☐

If yes, please detail the help and who provided it.

2. Did you receive help from outside your patient group to collect or analyze any
information used in your feedback?

No ☐

Yes ☐

If yes, please detail the help and who provided it.

C. Previously Disclosed Conflict of Interest
1. Were conflict of interest declarations provided in patient group input that was

submitted at the outset of the CADTH review and have those declarations remained
unchanged? If no, please complete section D below.

No ☐

Yes ☐

D. New or Updated Conflict of Interest Declaration
3. List any companies or organizations that have provided your group with financial payment over the

past two years AND who may have direct or indirect interest in the drug under review.

Company
Check Appropriate Dollar Range

$0 to 5,000 $5,001 to
10,000

$10,001 to
50,000

In Excess of
$50,000

Add company name ☐ ☐ ☐ ☐

Add company name ☐ ☐ ☐ ☐

Add or remove rows as required ☐ ☐ ☐ ☐
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Appendix 2. Conflict of Interest Declarations for Clinician Groups
● To maintain the objectivity and credibility of the CADTH drug review programs, all participants in the drug

review processes must disclose any real, potential, or perceived conflicts of interest.
● This conflict of interest declaration is required for participation. Declarations made do not negate or preclude

the use of the feedback from patient groups and clinician groups.
● CADTH may contact your group with further questions, as needed.
● Please see the Procedures for CADTH Drug Reimbursement Reviews for further details.
● For conflict of interest declarations:

▪ Please list any companies or organizations that have provided your group with financial payment over
the past two years AND who may have direct or indirect interest in the drug under review.

▪ Please note that declarations are required for each clinician that contributed to the input.
▪ If your clinician group provided input at the outset of the review, only conflict of interest declarations

that are new or require updating need to be reported in this form. For all others, please list the
clinicians who provided input are unchanged

▪ Please add more tables as needed (copy and paste).
▪ All new and updated declarations must be included in a single document.

A. Assistance with Providing the Feedback
2. Did you receive help from outside your clinician group to complete this submission? No X

Yes ☐

NA

3. Did you receive help from outside your clinician group to collect or analyze any
information used in this submission?

No X
Yes ☐

NA

B. Previously Disclosed Conflict of Interest
4. Were conflict of interest declarations provided in clinician group input that was

submitted at the outset of the CADTH review and have those declarations remained
unchanged? If no, please complete section C below.

No X
Yes ☐

If yes, please list the clinicians who contributed input and whose declarations have not changed:
● Clinician 1
● Clinician 2
● Add additional (as required)

C. New or Updated Conflict of Interest Declarations

New or Updated Declaration for Clinician 1
Name Rishi Handa
Position Director of Medicine, Durham Care Clinic
Date 27-MAR-2024

X I hereby certify that I have the authority to disclose all relevant information with respect to any
matter involving this clinician or clinician group with a company, organization, or entity that may
place this clinician or clinician group in a real, potential, or perceived conflict of interest situation.

Conflict of Interest Declaration
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List any companies or organizations that have provided your group with financial payment over the past two
years AND who may have direct or indirect interest in the drug under review.

Company
Check Appropriate Dollar Range

$0 to 5,000 $5,001 to
10,000

$10,001 to
50,000

In Excess of
$50,000

Add company name ☐ ☐ ☐ ☐

Add company name ☐ ☐ ☐ ☐

Add or remove rows as required ☐ ☐ ☐ ☐

New or Updated Declaration for Clinician 2
Name Khalid Bhatti
Position Director of Pharmacy, Durham Care Pharmacy
Date 27-MAR-2024

X I hereby certify that I have the authority to disclose all relevant information with respect to any
matter involving this clinician or clinician group with a company, organization, or entity that may
place this clinician or clinician group in a real, potential, or perceived conflict of interest situation.

Conflict of Interest Declaration

List any companies or organizations that have provided your group with financial payment over the past two
years AND who may have direct or indirect interest in the drug under review.

Company
Check Appropriate Dollar Range

$0 to 5,000 $5,001 to
10,000

$10,001 to
50,000

In Excess of
$50,000

Add company name ☐ ☐ ☐ ☐

Add company name ☐ ☐ ☐ ☐

Add or remove rows as required ☐ ☐ ☐ ☐

New or Updated Declaration for Clinician 3
Name Damian Wijeyesinghe
Position Assistant Clinical Professor Queens University, DEPT of FAMILY MED
Date Please add the date form was completed (DD-MM-YYYY)
☒ I hereby certify that I have the authority to disclose all relevant information with respect to any

matter involving this clinician or clinician group with a company, organization, or entity that may
place this clinician or clinician group in a real, potential, or perceived conflict of interest situation.

Conflict of Interest Declaration

List any companies or organizations that have provided your group with financial payment over the past two
years AND who may have direct or indirect interest in the drug under review.

Company
Check Appropriate Dollar Range

$0 to 5,000 $5,001 to
10,000

$10,001 to
50,000

In Excess of
$50,000

Add company name ☐ ☐ ☐ ☐

Add company name ☐ ☐ ☐ ☐

Add or remove rows as required ☐ ☐ ☐ ☐
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New or Updated Declaration for Clinician 4
Name Please state full name
Position Please state currently held position
Date Please add the date form was completed (DD-MM-YYYY)
☐ I hereby certify that I have the authority to disclose all relevant information with respect to any

matter involving this clinician or clinician group with a company, organization, or entity that may
place this clinician or clinician group in a real, potential, or perceived conflict of interest situation.

Conflict of Interest Declaration

List any companies or organizations that have provided your group with financial payment over the past two
years AND who may have direct or indirect interest in the drug under review.

Company
Check Appropriate Dollar Range

$0 to 5,000 $5,001 to
10,000

$10,001 to
50,000

In Excess of
$50,000

Add company name ☐ ☐ ☐ ☐

Add company name ☐ ☐ ☐ ☐

Add or remove rows as required ☐ ☐ ☐ ☐

New or Updated Declaration for Clinician 5
Name Please state full name
Position Please state currently held position
Date Please add the date form was completed (DD-MM-YYYY)
☐ I hereby certify that I have the authority to disclose all relevant information with respect to any

matter involving this clinician or clinician group with a company, organization, or entity that may
place this clinician or clinician group in a real, potential, or perceived conflict of interest situation.

Conflict of Interest Declaration

List any companies or organizations that have provided your group with financial payment over the past two
years AND who may have direct or indirect interest in the drug under review.

Company
Check Appropriate Dollar Range

$0 to 5,000 $5,001 to
10,000

$10,001 to
50,000

In Excess of
$50,000

Add company name ☐ ☐ ☐ ☐

Add company name ☐ ☐ ☐ ☐

Add or remove rows as required ☐ ☐ ☐ ☐
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CADTH Reimbursement Review  
Feedback on Draft Recommendation  
Instructions for Stakeholders 
This template is for eligible stakeholders to provide feedback and comments on draft 
reimbursement recommendations. Draft recommendations are available for feedback for 10 
business days.  

CADTH will only consider feedback received from eligible stakeholders, including the sponsor, 
patient groups, clinician groups, and the participating drug programs. Individuals interested in 
providing feedback should contact the relevant patient and clinician organizations. This template 
may also be used by eligible industry stakeholders to provide feedback on draft 
recommendations from the non-sponsored review process (i.e., any current or future Drug 
Identification Number [DIN] holders for the drug under review). 

The sponsor may use this form to provide general feedback on the draft recommendation if they 
are not filing a request for reconsideration. If the sponsor is filing a request for reconsideration, 
they must complete the reconsideration template and should not complete this template.   

All submitted feedback must be disclosable and will be posted on the CADTH website.  
If you have questions, please email requests@cadth.ca with the complete details of your 
question(s).  

Before Completing the Template: 
Please review the following documents to ensure an understanding of CADTH’s procedures: 

• Procedures for CADTH Reimbursement Reviews  
• Procedures for Non-sponsored Reimbursement Reviews 
• CADTH Pharmaceutical Review Updates for any applicable information. 

Completing the Template: 
Feedback should be presented clearly and succinctly in point form, whenever possible. The 
issue(s) should be clearly stated and specific reference must be made to the section of the 
recommendation document under discussion (i.e., page number, section title, and paragraph).  

Comments should be restricted to the content of the draft recommendation and should not 
contain any language that could be considered disrespectful, inflammatory or could be found to 
violate applicable defamation law.  

Feedback must be based on the information that was considered by the expert committee in 
making the draft recommendation. No new evidence will be considered at this part of the review 
process.  

Feedback must not exceed 3 pages in length, using a minimum 11-point font on 8.5″ by 11″ 
paper. If comments exceed 3 pages, the feedback will not be accepted by CADTH. References 
may be provided separately; however, these cannot be related to new evidence.  

Patient groups must complete Appendix 1.  
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Clinician groups must complete Appendix 2. 

Filing the Completed Template: 
The feedback must be provided in Microsoft Word format by using the Submit link next to the 
drug on the Open Calls page. In order to ensure fairness in CADTH’s procedures, all stakeholder 
feedback must be received by the deadline posted on the CADTH website.  
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Appendix 1. Conflict of Interest Declarations for Patient Groups 
• To maintain the objectivity and credibility of the CADTH drug review programs, all participants in the 

drug review processes must disclose any real, potential, or perceived conflicts of interest.  
• This conflict of interest declaration is required for participation. Declarations made do not negate or 

preclude the use of the  feedback from patient groups and clinician groups.  
• CADTH may contact your group with further questions, as needed.  
• Please see the Procedures for CADTH Drug Reimbursement Reviews for further details. 

A. Patient Group Information

Name Please state full name

Position Please state currently held position 

Date Please add the date form was completed (DD-MM-YYYY)

☐ I hereby certify that I have the authority to disclose all relevant information with respect to any 
matter involving this patient group with a company, organization, or entity that may place this 
patient group in a real, potential, or perceived conflict of interest situation.

B. Assistance with Providing Feedback

1. Did you receive help from outside your patient group to complete your feedback?
No ☐

Yes ☐

If yes, please detail the help and who provided it. 

2. Did you receive help from outside your patient group to collect or analyze any 
information used in your feedback?

No ☐

Yes ☐

If yes, please detail the help and who provided it. 

C. Previously Disclosed Conflict of Interest

1. Were conflict of interest declarations provided in patient group input that was 
submitted at the outset of the CADTH review and have those declarations remained 
unchanged? If no, please complete section D below.

No ☐

Yes ☐

D. New or Updated Conflict of Interest Declaration

3. List any companies or organizations that have provided your group with financial payment over the 
past two years AND who may have direct or indirect interest in the drug under review.

Company
Check Appropriate Dollar Range

$0 to 5,000 $5,001 to 
10,000

$10,001 to 
50,000

In Excess of 
$50,000

Add company name ☐ ☐ ☐ ☐

Add company name ☐ ☐ ☐ ☐

Add or remove rows as required ☐ ☐ ☐ ☐
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Appendix 2. Conflict of Interest Declarations for Clinician Groups 
• To maintain the objectivity and credibility of the CADTH drug review programs, all participants in the drug 

review processes must disclose any real, potential, or perceived conflicts of interest.  
• This conflict of interest declaration is required for participation. Declarations made do not negate or preclude 

the use of the feedback from patient groups and clinician groups.  
• CADTH may contact your group with further questions, as needed.  
• Please see the Procedures for CADTH Drug Reimbursement Reviews for further details. 
• For conflict of interest declarations:  

▪ Please list any companies or organizations that have provided your group with financial payment over 
the past two years AND who may have direct or indirect interest in the drug under review.  

▪ Please note that declarations are required for each clinician that contributed to the input.  
▪ If your clinician group provided input at the outset of the review, only conflict of interest declarations 

that are new or require updating need to be reported in this form. For all others, please list the 
clinicians who provided input are unchanged 

▪ Please add more tables as needed (copy and paste).  
▪ All new and updated declarations must be included in a single document.  

C. New or Updated Conflict of Interest Declarations  

A. Assistance with Providing the Feedback

2. Did you receive help from outside your clinician group to complete this submission? No X

Yes ☐

If yes, please detail the help and who provided it. 

3. Did you receive help from outside your clinician group to collect or analyze any 
information used in this submission?

No X

Yes ☐

If yes, please detail the help and who provided it. 

B. Previously Disclosed Conflict of Interest

4. Were conflict of interest declarations provided in clinician group input that was 
submitted at the outset of the CADTH review and have those declarations remained 
unchanged? If no, please complete section C below.

No X

Yes ☐

Didn’t participate well

New or Updated Declaration for Clinician 1

Name Dr Vladimir Sluzar

Position Clinical Cardiologist 

Date 02 04 2024
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X I hereby certify that I have the authority to disclose all relevant information with respect to any 
matter involving this clinician or clinician group with a company, organization, or entity that may 
place this clinician or clinician group in a real, potential, or perceived conflict of interest situation.

Conflict of Interest Declaration

List any companies or organizations that have provided your group with financial payment over the past two 
years AND who may have direct or indirect interest in the drug under review. 

Company
Check Appropriate Dollar Range

$0 to 5,000 $5,001 to 
10,000

$10,001 to 
50,000

In Excess of 
$50,000

Novartis Canada X ☐ ☐ ☐

Add company name ☐ ☐ ☐ ☐

Add or remove rows as required ☐ ☐ ☐ ☐

New or Updated Declaration for Clinician 2

Name Dr John Jovanovic

Position Clinical Cardiologist 

Date 02 04 2024

☐ I hereby certify that I have the authority to disclose all relevant information with respect to any 
matter involving this clinician or clinician group with a company, organization, or entity that may 
place this clinician or clinician group in a real, potential, or perceived conflict of interest situation.

Conflict of Interest Declaration

List any companies or organizations that have provided your group with financial payment over the past two 
years AND who may have direct or indirect interest in the drug under review. 

Company
Check Appropriate Dollar Range

$0 to 5,000 $5,001 to 
10,000

$10,001 to 
50,000

In Excess of 
$50,000

N/a ☐ ☐ ☐ ☐

Add company name ☐ ☐ ☐ ☐

Add or remove rows as required ☐ ☐ ☐ ☐

New or Updated Declaration for Clinician 3

Name Please state full name

Position Please state currently held position 

Date Please add the date form was completed (DD-MM-YYYY)
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☒ I hereby certify that I have the authority to disclose all relevant information with respect to any 
matter involving this clinician or clinician group with a company, organization, or entity that may 
place this clinician or clinician group in a real, potential, or perceived conflict of interest situation.

Conflict of Interest Declaration

List any companies or organizations that have provided your group with financial payment over the past two 
years AND who may have direct or indirect interest in the drug under review. 

Company
Check Appropriate Dollar Range

$0 to 5,000 $5,001 to 
10,000

$10,001 to 
50,000

In Excess of 
$50,000

Add company name ☐ ☐ ☐ ☐

Add company name ☐ ☐ ☐ ☐

Add or remove rows as required ☐ ☐ ☐ ☐

New or Updated Declaration for Clinician 4

Name Please state full name

Position Please state currently held position 

Date Please add the date form was completed (DD-MM-YYYY)

☐ I hereby certify that I have the authority to disclose all relevant information with respect to any 
matter involving this clinician or clinician group with a company, organization, or entity that may 
place this clinician or clinician group in a real, potential, or perceived conflict of interest situation.

Conflict of Interest Declaration

List any companies or organizations that have provided your group with financial payment over the past two 
years AND who may have direct or indirect interest in the drug under review. 

Company
Check Appropriate Dollar Range

$0 to 5,000 $5,001 to 
10,000

$10,001 to 
50,000

In Excess of 
$50,000

Add company name ☐ ☐ ☐ ☐

Add company name ☐ ☐ ☐ ☐

Add or remove rows as required ☐ ☐ ☐ ☐

New or Updated Declaration for Clinician 5

Name Please state full name

Position Please state currently held position 

Date Please add the date form was completed (DD-MM-YYYY)
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☐ I hereby certify that I have the authority to disclose all relevant information with respect to any 
matter involving this clinician or clinician group with a company, organization, or entity that may 
place this clinician or clinician group in a real, potential, or perceived conflict of interest situation.

Conflict of Interest Declaration

List any companies or organizations that have provided your group with financial payment over the past two 
years AND who may have direct or indirect interest in the drug under review. 

Company
Check Appropriate Dollar Range

$0 to 5,000 $5,001 to 
10,000

$10,001 to 
50,000

In Excess of 
$50,000

Add company name ☐ ☐ ☐ ☐

Add company name ☐ ☐ ☐ ☐

Add or remove rows as required ☐ ☐ ☐ ☐
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Furthermore, it is imperative to consider the needs of patients who experience intolerance or 
inadequate response to existing PCSK9 inhibitors. Having alternative treatment options like Leqvio is 
essential for optimizing patient care and addressing individualized treatment challenges. 
In conclusion, I urge CADTH to reconsider its negative recommendation of Leqvio for the treatment 
of FH. The approval and accessibility of this innovative therapy have the potential to significantly 
improve outcomes for patients with high cardiovascular risk, particularly those with genetic lipid 
disorders. As healthcare professionals committed to advancing patient care, it is our responsibility to 
advocate for evidence-based treatments that prioritize patient well-being and health equity. 
Thank you for your attention to this matter. I am available to provide further information or 
clarification as needed. 
 
Sincerely, 
 
 
Rishi Bhargava, MD, FACC 
Co-Director, Heart Care Canada 
Associate Professor, Queen's University 
Chair of Pharmacy and Therapeutics, Northumberland Hills Hospital 
 
 

 

































ezetimibe, PCSK9 inhibitors, as well as non-pharmacologic mechanisms such as ileal 
bypass.1,2  Therapies that have demonstrated efficacy in special patient populations (eg 
PCSK9 and FH) have been approved despite a paucity of outcomes data. While the 
longer term outcome studies assessing inclisiran are ongoing, retrospective review of 
patient level data from early trials have demonstrated a reduction in vascular events 
consistent with the LDL hypothesis.5  Accordingly, the demonstrated safety and efficacy 
of inclisiran in sustained lowering of LDL, associated with a risk reduction that is 
consistent with the LDL hypothesis is, in our opinion, sufficient to warrant availability of 
another important option for high-risk patients who are not able to meet treatment 
targets with currently available therapy. 
 
We are particularly concerned about the recommendation as it applies to patients with 
HeFH.  These patients are at very high risk of developing end stage vascular disease with 
an almost 50% risk of non-fatal vascular events by the age of 50-60.  Various 
organizations recommend lipid lowering therapy in patients with HeFH (eg ACC/AHA, 
CCS).  These societies recommend treatment with statins, ezetimibe, PCSK9 therapy, 
and reference lipoprotein apheresis.  Notably, these approaches lower LDL levels by a 
variety of different physiologic pathways:  what is common is LDL reduction.  
Importantly, these recommendations are not based on long term randomized studies in 
patients with HeFH, although this strategy has demonstrated significant benefit in 
observational studies and is now standard of care for these patients. As patients with 
HeFH are at extremely high risk, and LDL lowering is accepted practice, it is not ethically 
reasonable to demand a large long term RCT of lipid lowering in these patients. Two 
other PCSK9 agents (the monoclonal antibodies evolocumab and alirocumab) have been 
approved for use in patients with HeFH in the absence of a large RCT and outcome data.  
Although there were initial concerns raised about the long-term safety of inclisiran, at 
this stage inclisiran has accumulated a similar body of evidence comparable to 
monoclonal antibodies, when they were approved for use by CADTH, demonstrating 
sustained efficacy and safety.5  Accordingly, the recommendation that inclisiran not be 
reimbursed pending long term safety and efficacy studies in this group of patients 
appears contrary to current evidence and guideline recommendations, and 
contradictory to previous recommendations made by CADTH for other lipid lowering 
therapies.  These recommendations, particularly in patients with HeFH, are therefore 
not based on current evidence, a nuanced understanding of the management of our 
highest risk patients, particularly those with HeFH, shortsighted, contradictory and 
impede access to a safe, well tolerated and efficacious therapy for our highest risk 
patients. 
 
As has been identified many patients are completely or partially intolerant of currently 
available lipid lowering strategies or struggle with adherence.  We personally have 
accumulated over 2 years of clinical experience with inclisiran.  The experience of our 
patients has been uniformly positive with patient comments such as “Finally, something 
I don’t have to worry about, and I know I am protected” and “That’s it? (post 
injection). That was nothing, to think all this time this is what I have been waiting 



for…thank you!”.  Our patients appreciate the ease of use, and the long-term efficacy 
and as clinicians and patients we value the sustained and significant LDL lowering and 
mechanism of action which resolves concerns associated with adherence. 
 
Having multiple therapies available will only increase the clinician’s ability to optimally 
treat high risk patients with significant societal impact related to lowering of first events, 
recurrent events, as well as mortality.  
 
With the above in mind, we formally request that the committee reconsider their 
decision such that this unique and necessary therapy can be made available to clinicians 
and high-risk patients in Canada. 
 
Sincerely, 

 

Michael C Hartleib, MD, MSc, FRCPC 
Chief and Director of Medicine, Peterborough Regional Health Centre 
Director, Kawartha Cardiology Clinical Trials 
Peterborough Regional Health Centre 
Kawartha Cardiology Clinic 
327 Charlotte Street, Suite 204 
Peterborough, Ontario, K9J 0B2 
 
 

 

On Behalf of: 
 
Dr. William Hughes 

Dr. Katie Doucet 

Dr. Karen Wagner 

Dr. John Reesor 

Dr. Rachelle Krause 

Dr. Andrew Kelly 

 



April 07, 2024 
 
To Whom It May Concern: 
 
RE: Inclisiran  
 
The recent decision by CADTH regarding the utilization of inclisiran in both patients with HeFH and ASCVD was 
disappointing. While the recommendation for using this innovative drug in individuals with ASCVD was not 
unexpected, the extension of this decision to include those with HeFH was very surprising. 
  
Why it is important to consider reversing CADTH’s decision on use of inclisiran in HeFH lies in the fundamental 
distinction between these patients and the broader spectrum of individuals with ASCVD. Notably, individuals with 
HeFH are exposed to life-long elevated LDL-C levels that underlie a very high risk of vascular events which may lead 
to premature mortality. Fortunately, empirical evidence shows that intensive reduction of LDL-C levels through 
efficacious therapies can substantially reduce cardiovascular events and thus normalize life expectancy in these 
patients. A key point in realizing this objective is to initiate effective interventions at an early age. In HeFH patients, 
the availability of therapeutic alternatives, particularly those capable of significantly reducing LDL-C levels and 
potentially enhancing adherence, represent a potent and appealing tool to prolong the lives of individuals with HeFH. 
Inclisiran lowers LDL-C markedly and its low frequency of administration make it an attractive option for use in those 
with HeFH.   
  
The efficacy of LDL-C reduction through targeting PCSK9 in saving lives has been demonstrated in pivotal outcome 
trials such as FOURIER and ODYSSEY. Prior to the completion of these Major Adverse Cardiovascular Events 
(MACE) trials in the population with ASCVD, CADTH approved the use of alirocumab and evolocumab in HeFH 
knowing the abilities of these antibodies to lower LDL-C. A similar approach should be applied to make available the 
use of inclisiran for HeFH patients.  
  
In our specialized clinic dedicated to the management of FH patients, treatments to achieve guideline-recommended 
LDL-C thresholds frequently require use of multiple agents with distinct mechanisms of action. Consequently, access 
to an innovative therapeutic agent that adds to the current available LDL-C lowering options is extremely valuable. 
The integration of inclisiran into our treatment protocols has been welcomed by both our clinical staff and patients, as 
it holds promise in addressing the urgent therapeutic need of this unique group of patients. 
 
Sincerely, 
 
 
 
Norman CW Wong, MD, FRCPC and 
Henry J. Duff, MD, Ph.D., FRCPC 
Professors of Medicine 
3330 Hospital Dr. NW, 
Calgary, AB 
T2N-4N1 

















 
Where this is an only twice yearly injection, there is an obvious improvement in quality of life and 
reduction in medication burden. 

a CADTH may contact this person if comments require clarification. 
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CADTH Reimbursement Review
Feedback on Draft Recommendation
Instructions for Stakeholders
This template is for eligible stakeholders to provide feedback and comments on draft
reimbursement recommendations. Draft recommendations are available for feedback for 10
business days.

CADTH will only consider feedback received from eligible stakeholders, including the sponsor,
patient groups, clinician groups, and the participating drug programs. Individuals interested in
providing feedback should contact the relevant patient and clinician organizations. This template
may also be used by eligible industry stakeholders to provide feedback on draft recommendations
from the non-sponsored review process (i.e., any current or future Drug Identification Number
[DIN] holders for the drug under review).

The sponsor may use this form to provide general feedback on the draft recommendation if they
are not filing a request for reconsideration. If the sponsor is filing a request for reconsideration,
they must complete the reconsideration template and should not complete this template.

All submitted feedback must be disclosable and will be posted on the CADTH website.
If you have questions, please email requests@cadth.ca with the complete details of your
question(s).

Before Completing the Template:
Please review the following documents to ensure an understanding of CADTH’s procedures:

● Procedures for CADTH Reimbursement Reviews
● Procedures for Non-sponsored Reimbursement Reviews
● CADTH Pharmaceutical Review Updates for any applicable information.

Completing the Template:
Feedback should be presented clearly and succinctly in point form, whenever possible. The
issue(s) should be clearly stated and specific reference must be made to the section of the
recommendation document under discussion (i.e., page number, section title, and paragraph).

Comments should be restricted to the content of the draft recommendation and should not
contain any language that could be considered disrespectful, inflammatory or could be found to
violate applicable defamation law.

Feedback must be based on the information that was considered by the expert committee in
making the draft recommendation. No new evidence will be considered at this part of the review
process.
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June 2022



Feedback must not exceed 3 pages in length, using a minimum 11-point font on 8.5″ by 11″
paper. If comments exceed 3 pages, the feedback will not be accepted by CADTH. References
may be provided separately; however, these cannot be related to new evidence.

Patient groups must complete Appendix 1.

Clinician groups must complete Appendix 2.

Filing the Completed Template:

The feedback must be provided in Microsoft Word format by using the Submit link next to the
drug on the Open Calls page. In order to ensure fairness in CADTH’s procedures, all stakeholder
feedback must be received by the deadline posted on the CADTH website.
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CADTH Reimbursement Review
Feedback on Draft Recommendation
Stakeholder information
CADTH project number SR0791 - 001
Brand name (generic) Leqvio(inclisiran)
Indication(s) Heterozygous FH. (HeFH)
Organization North Shore Lipid Clinic and Internal Medicine
Contact informationa Dr. Naveen Sandhu, 200-101 W16th St, North Vancouver, BC

Stakeholder agreement with the draft recommendation

1. Does the stakeholder agree with the committee’s recommendation. Yes ☐

No X
As physicians that manage Familial Hypercholesteremia we recommend that the draft
recommendation change. We feel that provinces should reimburse inclisiran. Releasing a draft
version for clinician input is a smart feature as it allows input on features that don’t show up in
publications. It also shows that CADTH is an organization that listens to clinicians’ needs.

Limiting choice for patients is detrimental to outcomes in asymptomatic conditions like HeFH.
Educating the patient on their condition is the start of the conversation but when they choose their own
path forward they are more likely to comply with the decision. Inclisiran offers an additional option with
its twice yearly dosing and has the potential advantage of improving patient adherence to therapy.

Heterozygous FH patients experience the effects of atherosclerosis relatively young. Genetics
causing high levels of cholesterol for an entire life means that plaque buildup happens much sooner
than average, thereby, increasing risk of peripheral vascular disease, myocardial infarction and strokes
in 40 to 50 year old patients. Most importantly, we know the risk can be minimized through existing
treatments. Reimbursing inclisiran would allow access to another option for these high risk patients
especially in whom twice yearly dosing would improve adherence and, thus, long term outcomes, and
at similar medications costs.

In conclusion, untreated HeFH patients often have a negative health event at a young age with
dramatic consequences for their whole family. This is well documented in the literature but the
literature cannot document the human decisions needed to manage to Canadian and International
standards. Inclisiran allows for an additional option for our high risk patients based on their individual
profile at similar cost to other already reimbursed alternatives.

Expert committee consideration of the stakeholder input
2. Does the recommendation demonstrate that the committee has considered the

stakeholder input that your organization provided to CADTH?
Yes ☐

No ☐

Our group did not realize there was a previous opportunity to input.
Clarity of the draft recommendation

3. Are the reasons for the recommendation clearly stated? Yes x
No ☐

The reasons are clearly stated but seem to extrapolate the need for mortality data in ASCVD to familial
Hypercholesteremia which is not an accepted standard for HeFH management.
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4. Have the implementation issues been clearly articulated and adequately
addressed in the recommendation?

Yes ☐

No ☐

Implementation is not an issue for inclisiran.

5. If applicable, are the reimbursement conditions clearly stated and the rationale
for the conditions provided in the recommendation?

Yes ☐

No x
No. They don’t list any reimbursement conditions. This draft limits inclisiran as an option for patients in
need of unique options.

a CADTH may contact this person if comments require clarification.
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Appendix 1. Conflict of Interest Declarations for Patient Groups
● To maintain the objectivity and credibility of the CADTH drug review programs, all participants in the

drug review processes must disclose any real, potential, or perceived conflicts of interest.
● This conflict of interest declaration is required for participation. Declarations made do not negate or

preclude the use of the feedback from patient groups and clinician groups.
● CADTH may contact your group with further questions, as needed.
● Please see the Procedures for CADTH Drug Reimbursement Reviews for further details.

A. Patient Group Information
Name Please state full name
Position Please state currently held position
Date Please add the date form was completed (DD-MM-YYYY)
☐ I hereby certify that I have the authority to disclose all relevant information with respect to any

matter involving this patient group with a company, organization, or entity that may place this
patient group in a real, potential, or perceived conflict of interest situation.

B. Assistance with Providing Feedback

1. Did you receive help from outside your patient group to complete your feedback? No ☐

Yes ☐

If yes, please detail the help and who provided it.

2. Did you receive help from outside your patient group to collect or analyze any
information used in your feedback?

No ☐

Yes ☐

If yes, please detail the help and who provided it.

C. Previously Disclosed Conflict of Interest
1. Were conflict of interest declarations provided in patient group input that was

submitted at the outset of the CADTH review and have those declarations remained
unchanged? If no, please complete section D below.

No ☐

Yes ☐

D. New or Updated Conflict of Interest Declaration
3. List any companies or organizations that have provided your group with financial payment over the

past two years AND who may have direct or indirect interest in the drug under review.

Company
Check Appropriate Dollar Range

$0 to 5,000 $5,001 to
10,000

$10,001 to
50,000

In Excess of
$50,000

Add company name ☐ ☐ ☐ ☐

Add company name ☐ ☐ ☐ ☐

Add or remove rows as required ☐ ☐ ☐ ☐
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Appendix 2. Conflict of Interest Declarations for Clinician Groups
● To maintain the objectivity and credibility of the CADTH drug review programs, all participants in the drug

review processes must disclose any real, potential, or perceived conflicts of interest.
● This conflict of interest declaration is required for participation. Declarations made do not negate or preclude

the use of the feedback from patient groups and clinician groups.
● CADTH may contact your group with further questions, as needed.
● Please see the Procedures for CADTH Drug Reimbursement Reviews for further details.
● For conflict of interest declarations:

▪ Please list any companies or organizations that have provided your group with financial payment over
the past two years AND who may have direct or indirect interest in the drug under review.

▪ Please note that declarations are required for each clinician that contributed to the input.
▪ If your clinician group provided input at the outset of the review, only conflict of interest declarations

that are new or require updating need to be reported in this form. For all others, please list the
clinicians who provided input are unchanged

▪ Please add more tables as needed (copy and paste).
▪ All new and updated declarations must be included in a single document.

A. Assistance with Providing the Feedback
2. Did you receive help from outside your clinician group to complete this submission? No X

Yes ☐

If yes, please detail the help and who provided it.

3. Did you receive help from outside your clinician group to collect or analyze any
information used in this submission?

No X
Yes ☐

If yes, please detail the help and who provided it.

B. Previously Disclosed Conflict of Interest
4. Were conflict of interest declarations provided in clinician group input that was

submitted at the outset of the CADTH review and have those declarations remained
unchanged? If no, please complete section C below.

No ☐

Yes ☐

Not applicable since we did not submit an earlier recommendation.

C. New or Updated Conflict of Interest Declarations

New or Updated Declaration for Clinician 1
Name Dr Naveen Sandhu
Position Lipid Specialist and General Internal Medicine
Date 04-04-2024

x I hereby certify that I have the authority to disclose all relevant information with respect to any
matter involving this clinician or clinician group with a company, organization, or entity that may
place this clinician or clinician group in a real, potential, or perceived conflict of interest situation.

Conflict of Interest Declaration

List any companies or organizations that have provided your group with financial payment over the past two
years AND who may have direct or indirect interest in the drug under review.
We have nothing meaningful to declare.
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Company
Check Appropriate Dollar Range

$0 to 5,000 $5,001 to
10,000

$10,001 to
50,000

In Excess of
$50,000

Add company name ☐ ☐ ☐ ☐

Add company name ☐ ☐ ☐ ☐

Add or remove rows as required ☐ ☐ ☐ ☐

New or Updated Declaration for Clinician 2
Name Dr. Adam Chruscicki
Position Lipid Specialist and General Internal Medicine
Date 04-04-2024

x I hereby certify that I have the authority to disclose all relevant information with respect to any
matter involving this clinician or clinician group with a company, organization, or entity that may
place this clinician or clinician group in a real, potential, or perceived conflict of interest situation.

Conflict of Interest Declaration

List any companies or organizations that have provided your group with financial payment over the past two
years AND who may have direct or indirect interest in the drug under review.
We have nothing meaningful to declare.

Company
Check Appropriate Dollar Range

$0 to 5,000 $5,001 to
10,000

$10,001 to
50,000

In Excess of
$50,000

Add company name ☐ ☐ ☐ ☐

Add company name ☐ ☐ ☐ ☐

Add or remove rows as required ☐ ☐ ☐ ☐

New or Updated Declaration for Clinician 3
Name Dr. Takashi Bourchier
Position General Internal Medicine
Date 04-04-2024
☒ I hereby certify that I have the authority to disclose all relevant information with respect to any

matter involving this clinician or clinician group with a company, organization, or entity that may
place this clinician or clinician group in a real, potential, or perceived conflict of interest situation.

Conflict of Interest Declaration

List any companies or organizations that have provided your group with financial payment over the past two
years AND who may have direct or indirect interest in the drug under review.
We have nothing meaningful to declare.

Company
Check Appropriate Dollar Range

$0 to 5,000 $5,001 to
10,000

$10,001 to
50,000

In Excess of
$50,000

Add company name ☐ ☐ ☐ ☐

Add company name ☐ ☐ ☐ ☐

Add or remove rows as required ☐ ☐ ☐ ☐
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New or Updated Declaration for Clinician 4
Name Please state full name
Position Please state currently held position
Date Please add the date form was completed (DD-MM-YYYY)
☐ I hereby certify that I have the authority to disclose all relevant information with respect to any

matter involving this clinician or clinician group with a company, organization, or entity that may
place this clinician or clinician group in a real, potential, or perceived conflict of interest situation.

Conflict of Interest Declaration

List any companies or organizations that have provided your group with financial payment over the past two
years AND who may have direct or indirect interest in the drug under review.

Company
Check Appropriate Dollar Range

$0 to 5,000 $5,001 to
10,000

$10,001 to
50,000

In Excess of
$50,000

Add company name ☐ ☐ ☐ ☐

Add company name ☐ ☐ ☐ ☐

Add or remove rows as required ☐ ☐ ☐ ☐

New or Updated Declaration for Clinician 5
Name Please state full name
Position Please state currently held position
Date Please add the date form was completed (DD-MM-YYYY)
☐ I hereby certify that I have the authority to disclose all relevant information with respect to any

matter involving this clinician or clinician group with a company, organization, or entity that may
place this clinician or clinician group in a real, potential, or perceived conflict of interest situation.

Conflict of Interest Declaration

List any companies or organizations that have provided your group with financial payment over the past two
years AND who may have direct or indirect interest in the drug under review.

Company
Check Appropriate Dollar Range

$0 to 5,000 $5,001 to
10,000

$10,001 to
50,000

In Excess of
$50,000

Add company name ☐ ☐ ☐ ☐

Add company name ☐ ☐ ☐ ☐

Add or remove rows as required ☐ ☐ ☐ ☐
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CADTH Reimbursement Review 

Clinician Group Input  

 

CADTH Project Number: SR0791-000 

Generic Drug Name (Brand Name): Inclisiran (Leqvio) 

Indication:  As per the Health Canada approved indication, for primary hypercholesterolemia (Heterozygous 

familial hypercholesterolemia (HeFH)  

Name of Clinician Group: University of Toronto faculty and clinicians at St Michael’s Hospital who are actively 

involved in the treatment of patients with heterozygous familial hypercholesterolemia (HeFH) 

Author of Submission: Dr. Shaun G. Goodman 

1. About Your Clinician Group 

We are Faculty at the University of Toronto (https://www.utoronto.ca/about-u-of-t) and clinicians at St Michael’s Hospital, Unity Health 

Toronto (https://unityhealth.to/locations/st-michaels-hospital/) who are actively involved in the treatment of patients with heterozygous 

familial hypercholesterolemia (HeFH) with and without atherosclerotic cardiovascular disease (ASCVD) in order to lower their blood 

levels of atherogenic lipoproteins (including low-density lipoprotein-cholesterol [LDL-C]) in order reduce their risk of developing ASCVD 

and/or experiencing a (recurrent) cardiovascular vascular event.  

2. Information Gathering 

This submission is based on published data, including Canadian Cardiovascular Society (CCS) Guidelines and Positions Statements, 

and our clinical experience. 

3. Current Treatments and Treatment Goals 

ASCVD remains a major cause of morbidity and mortality in Canada and lowering and optimizing LDL-C is an essential component of 

our risk reduction strategies. HeFH is the most common monogenic disorder causing premature ASCVD, affecting 1 in 250 individuals 

worldwide (Akioyamen et al BMJ Open 2017;7:e016461), including an estimated 145,000 Canadians (Brunham et al Can J Cardiol 

2018;34:1553-63).  HeFH causes elevated LDL-C levels across a person’s lifespan.  Prompt recognition and initiation of therapy with 

statins in youth or young adulthood has been shown to lower LDL-C levels, markedly decrease the risk of ASCVD, and normalize life 

expectancy (Nordestgaard et al Eur Heart J 2013;34:3478-90).  
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The concept of a cumulative LDL-C (Figure below) illustrates the importance of early treatment (Nordestgaard et al Eur Heart J 

2013;34:3478-90).  For an individual with heterozygous FH, this LDL-C burden is reached by age 35 years if untreated, by age 48 

years if treated since age 18, and by age 53 years if treated since age 10 years.  The cumulative LDL cholesterol burden of a 55-year-

old person without FH is typically 160 mmol, a burden sufficient for ASCVD to develop. 

 

While there is no randomized clinical trial evidence supporting a specific LDL-C goal, a reasonable therapeutic goal for primary 

prevention in adults with HeFH is to reach a threshold of LDL-C<2.5 mmol/L (Nordestgaard et al Eur Heart J 2013;34:3478-90; Brunham 

et al Can J Cardiol 2018;34:1553-63).  In patients with HeFH with established ASCVD, the CCS dyslipidemia guideline currently 

recommends a threshold of LDL-C<1.8 mmol/L, apolipoprotein B<0.70 g/L, or non-high-density lipoprotein-cholesterol (HDL-C)<2.4 

mmol/L (Pearson et al Can J Cardiol 2021;37:1129-50). 

Since LDL-C elevation over time is a causal factor for the development of ASCVD, it is essential to lower LDL-C (and other atherogenic 

lipoproteins) as a diagnosis of HeFH is made and to maintain LDL-C below threshold for an individual’s lifetime.  While health behaviour 

modification (e.g., healthy diet, physical activity, smoking cessation) is an initial step in the management of patients with elevated LDL-

C levels, it is important to recognize that HeFH patients will also require pharmacological therapy.  Randomized controlled trials on the 

reduction in CV events with the use of any lipid-lowering agent for FH do not exist (Brunham et al Can J Cardiol 2018;34:1553-63) nor, 

to the best of our knowledge, are any currently underway.  Despite limited evidentiary basis, statins are the initial drug class of choice 

for HeFH, on the basis of landmark trials in the non-FH population that have shown that statins are the best treatment available for 

lowering LDL-C in patients with increased ASCVD risk. Further, an observational study from the Dutch screening program for FH 

revealed that treatment with moderate- or high-intensity statins conferred a 44% relative risk reduction in ASCVD and mortality, 

compared with patients who did not use statins (Versmissen et al BMJ 2008;337:a2423).  

The addition of adjunctive agents is recommended on an individualized basis to reach the desired LDL-C levels. In patients with HeFH 

in whom the target LDL-C level cannot be achieved with statin monotherapy, or when high doses of statins are not tolerated because 

of adverse effects, the combination of a lower dose of statin with ezetimibe can be an alternative.  However, since the LDL-C-lowering 

effect of ezetimibe is modest (e.g., 14% relative LDL-C lowering vs. placebo when added to high-intensity statins [atorvastatin 40-80 

mg/day or rosuvastatin 20-40 mg/day; Lee et al Cardiol Res 2021;12:98-108]), additional therapy is often required. 

The monoclonal antibodies to proprotein convertase subtilisin/kexin type 9 (PCSK9), alirocumab (75 or 150 mg subcutaneously every 

2 weeks) and evolocumab (140 mg subcutaneously every 2 weeks) are approved by Health Canada and received a recommendation 

to list on provincial formularies by CADTH based on LDL-C lowering (50%-60% relative from baseline) and a safety profile similar to 
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that of placebo in HeFH patients (Kastelein et al Eur Heart J 2015;36:2996-3003; Hovingh et al J Clin Lipidol 2017;11:1448-57).  

Further, these treatments have been shown in large CV outcome studies of ASCVD patients—but with relatively few recognized HeFH 

patients included--to significantly reduce the risk of CV morbidity and mortality, with excellent safety and tolerability profiles (Sabatine 

et al N Engl J Med 2017;376:1713-22; Schwartz G et al N Engl J Med 2018;379:2097-107). 

Inclisiran is a small interfering RNA (siRNA) drug that in phase 3 trials was shown to reduce LDL-C levels by about 50% with a safety 

profile that is similar to the PCSK9 monoclonal antibodies (the only treatment emergent adverse event more frequently seen with 

inclisiran vs. placebo being a small increase in local injection site reactions, none of which were severe or persistent) (Wright et al. J 

Am Coll Cardiol. 2021;77:1182).  A dedicated trial in HeFH patients included 482 adults receiving four subcutaneous injections of 

inclisiran sodium (300 mg) or matching placebo over a 1.5 year period and demonstrated a 44%-48% relative difference in LDL-C 

lowering, with robust reductions in LDL-C levels in all genotypes of FH (Raal et al N Engl J Med 2020;382:1520-30).  Adverse events 

and serious adverse events were similar in the inclisiran and placebo groups.  While the primary outcome in all of these phase III trials 

(including patients with HeFH, ASCVD, or ASCVD risk-equivalent on maximally tolerated statin-therapy) was LDL-C lowering, and 

none were powered to assess clinical outcomes, a prespecified exploratory analysis of CV outcomes demonstrated that inclisiran 

significantly reduced the composite of major adverse CV events (CV death, cardiac arrest, non-fatal myocardial infarction, and stroke 

[OR (95% CI): 0.74 (0.58–0.94)]) at 1.5 years (Ray et al Eur Heart J 2023; 44, 129–38).  Further, when added to statin therapy, twice-

yearly (after an initial dose and another at three months) inclisiran consistently reduced LDL-C (78% achieved LDL-C goal) in an open-

label extension study (including HeFH patients) in which patients were followed up for between one and four years (mean exposure of 

3.7 years, longest exposure of 6.8 years)(Wright et al Eur Heart J 2023 [late-breaking clinical science abstract]).    

4. Treatment Gaps (unmet needs) 

4.1. Considering the treatment goals in Section 3, please describe goals (needs) that are not being 
met by currently available treatments. 

Attainment of guideline-recommended lipid targets in patients with HeFH is particularly critical since, relative to individuals with 

comparably high levels of LDL-C, individuals with pathogenic FH-causing mutations are at particularly increased risk of developing 

ASCVD and associated CV events, reflecting the lifelong cumulative exposure to toxic levels of circulating LDL-C (Razek et al Can J 

Cardiol 2018;34:1004-9).  Further, while the prevalence of HeFH in Canada has been estimated to be 145,000 Canadians (Brunham 

et al Can J Cardiol 2018;34:1553-63), the proportion of diagnosed patients not achieving LDL-C goals is uncertain.  Indeed, limited 

real-world Canadian data is available to describe the current unmet treatment needs for HeFH patients.  In a prospective provincial 

registry of patients with FH (British Columbia FH Registry [BC FH Registry]), <35% of patients achieved a ≥50% reduction in LDL-C, 

and <10% achieved an LDL-C<2 mmol/L (Brunham et al Can J Cardiol 2017;33:385-92).   

The suboptimal achievement of LDL-C targets may be attributed to multiple factors including insufficient LDL-C lowering with statins 

and ezetimibe (particularly in HeFH patients), statin-associated side effects, suboptimal medication adherence, and treatment inertia. 

In addition, some patients will decline the use of monoclonal antibody PCSK9 inhibitors because they are self-administered 

subcutaneous injections every 2-4 weeks. Over the years, individual cases of suboptimal LDL-C lowering or complete intolerance to 

both monoclonal agents are increasingly recognized. The availability of an additional PCKS9 inhibitor treatment option with improved 

access and less frequent administration would be a most welcome addition and would help to get the LDL-C of these high risk HeFH 

patients to below threshold values. This would, in turn, significantly reduce major adverse cardiovascular events (MACE), including 

myocardial (re-)infarction, ischemic stroke, the need for coronary revascularization (percutaneous coronary intervention/stenting and 

coronary artery bypass surgery), and cardiovascular death.  

5. Place in Therapy 

5.1. How would the drug under review fit into the current treatment paradigm? 

The BC FH Registry analysis noted above was based on data collected from 2012-15, prior to the approval in Canada of PCSK9 

inhibitors for the treatment of HeFH (Razek et al Can J Cardiol 2018;34:1004-9).  A subsequent 2016-17 publication reported that, 

among 275 patients with a clinical diagnosis of FH, 48 had started using a monoclonal antibody PCSK9 inhibitor; the reduction in LDL-
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C was significantly greater in patients receiving a PCSK9 inhibitor compared with those who did not receive one (1.85 mmol/L vs 3.23 

mmol/L; p<0.001).  Further, among patients receiving a PCSK9 inhibitor, 85% achieved a ≥50% reduction in LDL-C or LDL-C<2 mmol/L, 

compared with 50% of patients not receiving a PCSK9 inhibitor (p<0.001). 

Although this subcutaneously administered drug (by healthcare providers instead of patient self-administration) is cleared from the 

blood stream within 48 hours, it has a prolonged action in the liver where it decreases the synthesis of naturally made PCSK9, allowing 

for infrequent dosing (injections every 6 months after the initial and 3-month dose). Two large CV outcome studies (n=33,000 patients 

with ASCVD) have completed enrolment and in the longer term follow-up phase; while major adverse CV event information won’t be 

available sooner than 2026,  

 

  

Thus, inclisiran would provide an additional treatment option that requires less frequent dosing which may lead to better medication 

adherence and perhaps greater accessibility than the monoclonal antibody PCSK9 inhibitors. As there are a relatively finite number of 

FH patients in Canada, CATH listing of inclisiran would not increase provincial costs as the monoclonal antibody PCSK9 inhibitors are 

already generally reimbursed. In fact, there could potentially be some cost savings realized provincially as inclisiran is less expensive 

than the monoclonal antibody PCKS9 inhibitors after the first year of treatment. 

It is important to note that all other LDL-C-lowering drugs, including the monoclonal antibody PCSK9 inhibitors, have been approved 

by Health Canada (and listed by CADTH) based on the efficacy and safety of LDL-C lowering alone in patients with HeFH; as noted 

above, there are no randomized clinical trials in this population providing CV outcome data. 

5.2. Which patients would be best suited for treatment with the drug under review? Which patients 
would be least suitable for treatment with the drug under review? 

As per the CCS Position Statement on Familial Hypercholesterolemia: Update 2018 (Brunham et al Can J Cardiol 2018;34:1553-63) 

and the CCS Guidelines for the Management of Dyslipidemia for the Prevention of Cardiovascular Disease in the Adults (Pearson et 

al Can J Cardiol 2021;37:1129-1150), HeFH patients who cannot achieve therapeutic LDL-C targets on maximally tolerated statins 

and ezetimibe should receive PCSK9 inhibitors.  Further, HeFH patients with ASCVD are identified as a specific group of secondary 

prevention patients shown to derive similar relative, but greater absolute, benefit from PCSK9 inhibition (Pearson et al Can J Cardiol 

2021;37:1129-1150). 

Inclisiran could also be considered for individuals who are intolerant to the PCSK9 monoclonal antibodies, those with learning 

disabilities (e.g. attention deficit/hyperactivity disorder), and patients who are uncomfortable with or cannot self-inject.  

5.3 What outcomes are used to determine whether a patient is responding to treatment in clinical 
practice? How often should treatment response be assessed? 

The maximum LDL-C lowering of inclisiran is typically achieved by about 90 days. As with other lipid-lowering drugs, treatment efficacy 

is monitored by measuring LDL-C, typically every 6 to 12 months. As noted above, sustained lowering of LDL-C is required to reduce 

the risk in HeFH patients of developing ASCVD and for premature CV events. 

5.4 What factors should be considered when deciding to discontinue treatment with the drug under 
review? 

None; LDL-C-lowering therapy to achieve guideline-recommended threshold will be required for an HeFH patient’s lifetime. 

5.5 What settings are appropriate for treatment with [drug under review]? Is a specialist required to 
diagnose, treat, and monitor patients who might receive [drug under review]? 

The specific indication (As an adjunct to lifestyle changes, including diet, to further reduce LDL-C level in adults who are on maximally 

tolerated dose of a statin, with or without other LDL-C -lowering therapies, and who have HeFH), simple dosing regimen of inclisiran, 
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and straightforward safety and tolerability profile should allow for the drug to be prescribed by either primary care or specialist 

physicians.  However, it is acknowledged that the initial diagnosis of HeFH may be supported by referral to a specialist. 

6. Additional Information 

None 

7. Conflict of Interest Declarations 

To maintain the objectivity and credibility of the CADTH drug review programs, all participants in the drug review processes must 

disclose any real, potential, or perceived conflicts of interest. This conflict of interest declaration is required for participation. 

Declarations made do not negate or preclude the use of the clinician group input. CADTH may contact your group with further questions, 

as needed. Please see the Procedures for CADTH Drug Reimbursement Reviews (section 6.3) for further details. 

1. Did you receive help from outside your clinician group to complete this submission? If yes, please detail the help and who provided 
it. 

No 

2. Did you receive help from outside your clinician group to collect or analyze any information used in this submission? If yes, please 
detail the help and who provided it. 

No 

3. List any companies or organizations that have provided your group with financial payment over the past two years AND who may 
have direct or indirect interest in the drug under review. Please note that this is required for each clinician who contributed to 
the input — please add more tables as needed (copy and paste). It is preferred for all declarations to be included in a 
single document.  

  















March 27, 2024 

Dear Sir/Madame: 

I respectfully disagree with the draft CADTH recommendation regarding inclisiran for the HeFH 

population. While the CADTH review is technically correct regarding mortality and quality of life results, 

there appears to be no acknowledgment of expert practitioner input nor any understanding of the 

historical imperative of allowing HeFH patients access to safe LDL-C lowering drugs given the difficulty in 

undertaking mortality trials in patients with lifelong, genetic dyslipidemias, including the ethical barriers 

involved in contemplating such trials. Mortality data has not been required for the other classes of LDL-C 

lowering drugs routinely used in patients with HeFH such as statins, ezetimibe and existing PCSK9 

inhibitors. Indeed, early introduction of statins in patients with HeFH, even without mortality data, led 

to a significant improvement in the natural history of such patients with respect to overall reduction in 

cardiovascular risk and events. All safe LDL-C lowering drugs to date have been associated with a 

reduction over the long term in cardiovascular risk and events. CADTH is implying a new threshold of 

evidence which is not congruent with practice in this field either in Canada or internationally. I believe 

also that the safety data have been under-appreciated by the CADTH review. While the CADTH 

recommendation quotes the patient groups as asking for mortality benefits, this is an unreasonable 

requirement by them and is not an appropriate reason for CADTH to demand the same. In summary, 

inclisiran is a safe and effective LDL-C lowering intervention which would be a useful adjunct to lifestyle 

interventions and existing interventions that are not adequately reducing LDL-C to guideline-sanctioned 

levels. 

Sincerely,  

G. B. John Mancini, MD, FRCPC 

University of British Columbia 

Perceived COI: Honoraria for medical education talks, advisory board discussions and grants for research 

projects from Novartis, Esperion, Merck, AstraZeneca, Pfizer, HLS Therapeutics. 
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a CADTH may contact this person if comments require clarification. 
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2. The CDEC draft recommendation not to reimburse does not consider the causal relationship 
between LDL-C and cardiovascular outcomes and is inconsistent with the approach to surrogate 
outcomes in other disease areas. 

 
CDEC notes in its second Discussion Point, “While CDEC recognized that that there is a health need 
for patients who do not reach LDL-C targets despite available treatments and that reducing LDL-C 
levels is an important outcome in patients with ASCVD, it was noted that while for many treatments 
there is evidence that lowering LDL-C levels correlates with a reduction in risk of cardiovascular events, 
extrapolation from other trials or to other populations based on LDL-C levels is not substantiated by 
current evidence.” (p.4 second paragraph Discussion Point) 

CDEC regularly accepts drugs on the basis of surrogate evidence of improving cardiovascular 
outcomes. For example, CDEC recommended reimbursement for Veltassa (patiromer) to treat adult 
patients with chronic kidney disease who have hyperkalemia and who are receiving renin-angiotensin-
aldosterone system inhibitor therapy.5 Notably, CDEC cited: “…There is no evidence that patiromer 
improves patient relevant outcomes, such as survival, cardiovascular, and renal outcomes; prevents 
hospitalization or emergency department visits; or improves health-related quality of life”5 In diabetes, 
HbA1c is a well-known validated surrogate endpoint that can predict long-term outcomes in trials of six 
months to one year.6 Indeed, both HbA1c and LDL-C are cited by the FDA as validated surrogate 
markers for diabetic complications, and cardiovascular outcomes, respectively.6  Accordingly, CDEC 
routinely recommends approval for diabetes drugs on the basis of HbA1c efficacy, with no evidence 
that medication improve long-term micro- or macro-vascular complications. For example, Adlyxine was 
approved despite no evidence that it was superior to standard of care in reducing micro- or macro-
vascular complications.7; 8 

As noted by the consensus statement from the European Atherosclerosis Society Consensus Panel, 
“LDL is not merely a biomarker of increased risk but a causal factor in the pathophysiology of 
ASCVD”.9 The correlation between LDL-C reduction and reduction in CV outcomes is extremely well-
established for statin therapies by the Cholesterol Treatment Trialists (CTT) meta-analyses.10 As the 
concentration of LDL-C increases, the risk of atherosclerotic events increases in a dose-dependent 
manner.11 Multiple studies and reviews show that LDL-C and other apoB-containing lipoproteins 
cause the initiation and progression of ASCVD.12 A large number of meta-analyses have investigated 
the effects of LDL-C lowering with statins across populations and within specific population 
subgroups.10; 13-24 In a meta-analysis of individual-participant data from 26 statin trials including 
almost 170,000 individuals, treatment with a statin was associated with a log-linear 22% proportional 
reduction in the risk of major CV events per mmol/L reduction in LDL-C over a median of 5 years 
treatment. In the statin trials, the yearly event rate observed in each randomized treatment arm was 
strongly and linearly associated with the absolute LDL-C level achieved.24   

Building on this evidence, recent placebo-controlled clinical trials have shown that non-statin LDL-C 
lowering therapies, such as ezetimibe25 or PCSK9 inhibitors,26; 27 also reduce the risk of CV events. 
These trials showed that lowering LDL-C with non-statin therapies reduced the risk of major CV events 
by the same amount as statins per mmol/L reduction in LDL-C, after adjusting for the duration of the 
studies.28 Recent analyses have also shown that the relationship between LDL-C reduction and CV 
outcomes benefit extends to very low levels of LDL-C, without attenuation of the relationship at lower 
levels.29; 30 Another meta-analysis of more than 50 randomized trials, involving more than 350,000 
patients and 50,000 major CV events compared the effect of therapies that lower LDL-C by eight 
different mechanisms. Nearly all therapies evaluated (including statins, fibrates, niacin, bile resins, diet, 
and ileal bypass surgery) were associated with a similar (20–25%) relative reduction in the risk of CV 
events per mmol/L reduction in LDL-C.31  
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