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CADTH

CADTH Reimbursement Review
Feedback on Draft Recommendation

Stakeholder information

CADTH project number

PC0236

Brand name (generic)

Keytruda (pembrolizumab)

Indication(s)

For the treatment of adult and pediatric patients with refractory or
relapsed cHL, as monotherapy, who have failed ASCT, or who are not

candidates for multi-agent salvage chemotherapy and ASCT

Organization

OH-CCO Hematology Cancer Drug Advisory Committee

Contact information?

Name: Dr. Tom Kouroukis

Email: I

Phone:

Stakeholder agreement with the draft recommendation

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

Yes | X
No | O

Please explain why the stakeholder agrees or disagrees with the draft recommendation. Whenever
possible, please identify the specific text from the recommendation and rationale.

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 | X

If not, what aspects are missing from the draft recommendation?

Clarity of the draft recommendation

X

3. Are the reasons for the recommendation clearly stated? T\f; =
If not, please provide details regarding the information that requires clarification.

4. Have the implementation issues been clearly articulated and adequately Yes | O

addressed in the recommendation? No | X

If not, please provide details regarding the information that requires clarification.

#6 — following the principle of #5, it would be reasonable to allow patients to be retreated with
pembrolizumab post transplant

#9 In KEYNOTE 204, approximately 1/3 patients (Kuruvilla 2021, suppl appendix) received BV post
pembrolizumab. Therefore the sequencing of BV post pembrolizumab should be allowed. If

sequencing is not allowed, in Ontario, patients may get treated with an inferior drug first (i.e., BV) to
preserve access to an additional line of treatment with pembrolizumab.

5. If applicable, are the reimbursement conditions clearly stated and the rationale Yes | X
for the conditions provided in the recommendation? No | O
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If not, please provide details regarding the information that requires clarification.

a CADTH may contact this person if comments require clarification. Contact information will not be included in any public
posting of this document by CADTH.
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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

O
Yes | X

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

OH-CCO provided secretariat support to the Hem DAC.

3. Did you receive help from outside your clincian group to collect or analyze any No
information used in this submission? Yes

O|Xx

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

If yes, please list the clinicians who contributed input and whose declarations have not changed:
e Dr. Tom Kouroukis

Dr. Jordan Herst

Dr. Janet MacEachern (DAC term completed in March 2021)

Dr. Lee Mozessohn

Dr. Anca Prica

Dr. Pierre Villeneuve

C. New or Updated Conflict of Interest Declarations

New or Updated Declaration for Clinician 1

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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O | hereby certify that | 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.

Check Appropriate Dollar Range
Company $0 to 5,000 | $5,001 to $10,001 to In Excess of
10,000 50,000 $50,000
Add company name O O O O
Add company name O O O O
Add or remove rows as required O O O O

New or Updated Declaration for Clinician 2

Name Please state full name
Position | Please state currently held position
Date Please add the date form was completed (DD-MM-YYYY)
O | hereby certify that | 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.

Check Appropriate Dollar Range
Company $0 to 5,000 $5,001 to $10,001 to In Excess of
10,000 50,000 $50,000
Add company name O O O O
Add company name O O O O
Add or remove rows as required O O O O

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)
X | hereby certify that | 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
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$0 to 5,000 $5,001 to $10,001 to In Excess of
10,000 50,000 $50,000
Add company name O O O O
Add company name O O O O
Add or remove rows as required O O O O

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)
O | hereby certify that | have the authority to disclose all relevant information with respect to any

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.

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.

Check Appropriate Dollar Range
Company $0 to 5,000 $5,001 to $10,001 to In Excess of
10,000 50,000 $50,000
Add company name O O O O
Add company name O O O O
Add or remove rows as required O O O O

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)
O | hereby certify that | have the authority to disclose all relevant information with respect to any

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.

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.

Check Appropriate Dollar Range
Company $0 to 5,000 $5,001 to $10,001 to In Excess of
10,000 50,000 $50,000
Add company name O O O O
Add company name O O O O
Add or remove rows as required O O O O
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CADTH

CADTH Reimbursement Review
Feedback on Draft Recommendation

Stakeholder information
CADTH project number PC0236-000
Brand name (generic) Pembrolizumab (Keytruda)

Indication(s) Adult and pediatric patients with refractory or relapsed classical Hodgkin
Lymphoma (cHL), as monotherapy, who have failed autologous stem cell
transplant (ASCT) or who are not candidates for multi-agent salvage

chemotherapy and ASCT.
Organization Pediatric Oncology Group of Ontario
Contact information? Name: Paul Gibson
Email:
Phone: [N
1. Does the stakeholder agree with the committee’s recommendation. Tf;

We believe the current recommendation reflects standard of care practice for relapsed and refractory
Hodgkin Disease

Expert committee consideration of the stakeholder input

2. Does the recommendation demonstrate that the committee has considered the Yes | X
stakeholder input that your organization provided to CADTH? No | O

If not, what aspects are missing from the draft recommendation?

Clarity of the draft recommendation

X

3. Are the reasons for the recommendation clearly stated? T\E)s -
If not, please provide details regarding the information that requires clarification.

4. Have the implementation issues been clearly articulated and adequately Yes | X

addressed in the recommendation? No | O

We are happy to see PERC acknowledge that the data supporting activity in adults is applicable in
pediatrics for this overlapping condition.

5. If applicable, are the reimbursement conditions clearly stated and the rationale Yes |
for the conditions provided in the recommendation? No | O

If not, please provide details regarding the information that requires clarification.

2 CADTH may contact this person if comments require clarification. Contact information will not be included in any public
posting of this document by CADTH.
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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.
e 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.
o CADTH may contact your group with further questions, as needed.
e Please see the Procedures for CADTH Drug Reimbursement Reviews for further details.
e 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.
= [f 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

1. Did you receive help from outside your clinician group to complete this submission? No X
Yes | O

If yes, please detail the help and who provided it.
2. Did you receive help from outside your clincian group to collect or analyze any No X
information used in this submission? Yes | O

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

B. Previously Disclosed Conflict of Interest

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

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

C. New or Updated Conflict of Interest Declarations

New or Updated Declaration for Clinician 1

Name Please state full name
Position | Please state currently held position
Date Please add the date form was completed (DD-MM-YYYY)
O | hereby certify that | 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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years AND who may have direct or indirect interest in the drug under review.

List any companies or organizations that have provided your group with financial payment over the past two

Check Appropriate Dollar Range
Company $0 to 5,000 | $5,001 to $10,001 to In Excess of
10,000 50,000 $50,000
Add company name O O O O
Add company name O O O O
Add or remove rows as required O O O O

New or Updated Declaration for Clinician 2

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

Name Please state full name
Position | Please state currently held position
Date Please add the date form was completed (DD-MM-YYYY)
O | hereby certify that | 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

Check Appropriate Dollar Range
Company $0 to 5,000 $5,001 to $10,001 to In Excess of
10,000 50,000 $50,000
Add company name O O O O
Add company name O O O O
Add or remove rows as required O O O O

New or Updated Declaration for Clinician 3

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

Name Please state full name
Position | Please state currently held position
Date Please add the date form was completed (DD-MM-YYYY)
X | hereby certify that | 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

Check Appropriate Dollar Range
Company $0 to 5,000 $5,001 to $10,001 to In Excess of
10,000 50,000 $50,000
Add company name O O O O
Add company name O O O O
Add or remove rows as required O O O O
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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)
O | hereby certify that | have the authority to disclose all relevant information with respect to any

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.

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.

Check Appropriate Dollar Range
Company $0 to 5,000 $5,001 to $10,001 to In Excess of
10,000 50,000 $50,000
Add company name O O O O
Add company name O O O O
Add or remove rows as required O O O O

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)
O | hereby certify that | 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.

Check Appropriate Dollar Range
Company $0 to 5,000 $5,001 to $10,001 to In Excess of
10,000 50,000 $50,000
Add company name O O O O
Add company name O O O O
Add or remove rows as required O O O O
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CADTH

CADTH Reimbursement Review

Feedback on Draft Recommendation

Stakeholder information

CADTH project number PC0236

Indication(s)

Name of the drug and Pembrolizumab for cHL

Feedback

Organization Providing PAG

1. Recommendation revisions

Please indicate if the stakeholder requires the expert review committee to reconsider or clarify its

recommendation.

Request for
Reconsideration

Major revisions: A change in recommendation category or patient
population is requested

Minor revisions: A change in reimbursement conditions is requested | O

No Request for
Reconsideration

Editorial revisions: Clarifications in recommendation text are
requested

No requested revisions O

2. Change in recommendation category or conditions

Complete this section if major or minor revisions are requested

None.

3. Clarity of the recommendation

Complete this section if editorial revisions are requested for the following elements

a) Recommendation rationale

None.

b) Reimbursement conditions and related reasons

None.

c) Implementation guidance

In the Implementation guidance section on page 8 under the heading “Eligibility for re-treatment
with pembrolizumab” PAG is seeking clarity on the following, 5) “who stopped treatment upon
achieving a complete response after receiving 35 cycles, and patients who stopped achieving a
good response after 35 cycles and discontinued treatment without signs of progression.”




CADTH

In the Implementation guidance section on page 8 under the heading “Eligibility for re-treatment
with pembrolizumab” 5) states “pERC agreed with the clinical experts that these patients may be
eligible for re-treatment with pembrolizumab upon experiencing disease progression.” PAG is
requesting “an additional 17 cycles of” pembrolizumab be specified for re-treatment.

In the Implementation guidance section on page 8 under the heading “Eligibility for re-treatment
with pembrolizumab” 6) states “Patients who proceed to transplant after responding to
pembrolizumab and relapse after ASCT — The clinical experts indicated that there is currently
insufficient evidence to support retreatment in these patients. Therefore, the committee was not
able to make an informed recommendation about retreatment with pembrolizumab in these
patients”

In response to this text, PAG is asking the following “For patients who receive pembrolizumab as
a bridge to ASCT, is it reasonable to allow for retreatment with pembrolizumab upon progression
(i.e., after ASCT)?”

In the Implementation guidance section on page 9 under the heading “Optimal sequencing with
other treatment options” 9) states “pERC discussed the optimal sequencing of pembrolizumab
and BV in patients with relapsed or refractory cHL who are transplant-ineligible and noted that it
did not review sufficient evidence to inform the clinical scenario where BV is used in patients
who experience disease progression after pembrolizumab. Therefore, the committee was unable
to make an informed conclusion regarding the sequence of these treatments for the indication
under review.” PAG is asking the following, “For patients who experience progression on
pembrolizumab post transplant, are they eligible for brentuximab upon progression on
pembrolizumab ?”




CADTH

CADTH Reimbursement Review
Feedback on Draft Recommendation

Stakeholder information

CADTH project number PC0236-000

Brand name (generic) Keytruda (pembrolizumab)
Indication(s) Classical Hodgkin lymphoma
Organization Lymphoma Canada

Contact information? Name: Kaitlyn Beyfuss-Laski

Stakeholder agreement with the draft recommendation

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

Yes | X
O

No
Lymphoma Canada agrees with the recommendation provided by CADTH for pembrolizumab for
adult and pediatric patients with cHL in the relapsed/refractory setting if ASCT ineligible or relapsed
post-ASCT. There is no standard of care treatment in this setting and treatment approach is generally
palliative in nature. The approaches including chemotherapy, radiation or newer agents such as BV
or nivolumab. However, access to these newer agents in this setting remains limited due to lack of
funding, and compassionate access is challenging if it exists. Pembrolizumab addresses the need for
a treatment option in this setting, aligning with patient needs related to response rate and remission
length.

Expert committee consideration of the stakeholder input

2. Does the recommendation demonstrate that the committee has considered the Yes | X
stakeholder input that your organization provided to CADTH? No | O

Yes, as stated in the rationale, patient group input was considered, highlighting the patient need for
treatment options that will result in longer survival and remission, with fewer side-effects and
improved quality of life. As demonstrated by the Keynote 204 trial, there are improved response rates
compared to BV, a treatment option in this setting.

There are a few details as per the LC submission included on page 6 under Stakeholder
Perspectives — Patient Input, however we believe that there could have been additional important
information included about the patient experience with pembrolizumab such as the 77% of patients
that had their cHL symptoms managed by pembrolizumab, manageable side-effect profile, good-
excellent overall experience and patient use of therapy again or recommendation to other patients.
This treatment option aligns with patient needs for improved response rate (PFS) over existing
therapy, longer remission, and provides a new and improved treatment option (important to 79% of
patients) in the r/r setting.

Clarity of the draft recommendation

Yes | X
No | O

Yes, the reasons for the recommendation are stated in the rationale for the recommendation (page
2). However, Lymphoma Canada recommends providing further details in the first paragraph related
to quality of life data collected through the trial, if available.

3. Are the reasons for the recommendation clearly stated?

CADTH Feedback on Draft Recommendation Page 10of 3
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4. Have the implementation issues been clearly articulated and adequately Yes | X
addressed in the recommendation? No | O

Lymphoma Canada cannot comment on the pricing request reduction of 13-29% for this therapy to
be cost-effective within the Canadian market. We do however note the large variability that was
provided by the manufacturer related to the cost per QALY compared with other therapies publicly
funded (in only some provinces) for this patient population. We agree that further details and
clarification is to be provided as to the range of cost provided by the manufacturer.

We would like to highlight however that should the manufacturer not be able to acquiesce this pricing
adjustment, patients across Canada may not. Therefore, rapid and further discussion and clarification
should occur between CADTH, the pCPA and provincial funding bodies with the manufacturer to
reach an agreement that aligns with all groups so that Canadians will be able to access this much
needed therapeutic option.

5. If applicable, are the reimbursement conditions clearly stated and the rationale Yes

O(X

for the conditions provided in the recommendation? No

Table 1 clearly states the reimbursement conditions with the rationale to support this based on
existing evidence.

Recommend that under Table 1. Section 3 (renewal), that a sub-section is developed for re-treatment
with pembrolizumab as stated on point 5 on page 4, stating that retreatment for patients can occur in
those who:
1) Stopped treatment upon receiving a complete response after receiving 35 cycles;
2) stopped achieving a good response after 35 cycles and discontinued treatment without signs of
progression

2 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.

e 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.

e CADTH may contact your group with further questions, as needed.

e Please see the Procedures for CADTH Drug Reimbursement Reviews for further details.

A. Patient Group Information

Name Kaitlyn Beyfuss-Laski
Position Manager of Patient Programs, Research & Advocacy
Date 30-Aug-2021
X | hereby certify that | 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

N X

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

information used in your feedback? Yes O

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.

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.

Check Appropriate Dollar Range
Company $0 to 5,000 | $5,001 to $10,001 to In Excess of
10,000 50,000 $50,000
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