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CADTH Reimbursement Review
Feedback on Draft Recommendation

Stakeholder information

CADTH project number PC0301-000

Brand name (generic) Rylaze (crisantaspase recombinant)

Indication(s) Treatment of: Acute lymphoblastic leukemia (ALL) and lymphoblastic
lymphoma (LBL) in adult and pediatric patients

Organization Pediatric Oncology Group of Ontario

Contact information® Name: Paul Gibson

1. Does the stakeholder agree with the committee’s recommendation. T\le:

Please explain why the stakeholder agrees or disagrees with the draft recommendation. Whenever
possible, please identify the specific text from the recommendation and rationale.
Patients should not receive crisantaspase recombinant if:

2.1. they have relapsed ALL or LBL
We strongly disagree with this generalization. While JZP458-01 enrolled only front line patients,
there is no biologic reason to suggest relapse patients would not experience similar levels of
asparagine depletion. Many pediatric protocols for first relapse use asparaginase agents and
patients with a history of pegaspargase allergy OR who develop one in relapse therapy should have
the same access to a pegaspargase alternative.

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

3. Are the reasons for the recommendation clearly stated? T\le:

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

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

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

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

a8 CADTH may contact th s person f comments requre c arfcaton.

CADTH Feedback on Draft Recommendat on Page 3 of 6
June 2022



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

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 clinician 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:

Dr. Paul Gibson

Dr. John Wiernikowski
Ms. Paula MacDonald
Dr. Alexandra Zorzi
Ms. Stephanie Cox
Ms. Sue Zupanec

Dr. Laura Wheaton

C. New or Updated Conflict of Interest Declarations

New or Updated Declaration for Clinician 1

Name Dr. Paul Gibson (Declaring on behalf of the POGO organization, not personal)
Position | Associate Medical Director
Date 16-02-2023
CADTH Feedback on Draft Recommendat on Page 4 of 6
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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.

Check Appropriate Dollar Range
Company $0 to 5,000 | $5,001 to $10,001 to In Excess of
10,000 50,000 $50,000
Jazz Pharmaceuticals O O X 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 Dr. Donna Johnston
Position | Chief, Pediatric Hematology and Oncology, Children’s Hospital of Eastern Ontario
Date 16-02-2023
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.

Check Appropriate Dollar Range
Company $0 to 5,000 $5,001 to $10,001 to In Excess of
10,000 50,000 $50,000
Jazz Pharmaceuticals X 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 Ms. Tejinder Bains
Position | Pediatric Hematology and Oncology Pharmacist, Children’s Hospital of Eastern Ontario
Date 16-02-2023

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

CADTH Feedback on Draft Recommendat on Page 5 of 6
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$0 to 5,000 $5,001 to $10,001 to In Excess of
10,000 50,000 $50,000
Jazz Pharmaceuticals X 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 I 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 I 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 a O O O
Add or remove rows as required O O O O
CADTH Feedback on Draft Recommendat on Page 6 of 6
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CADTH

CADTH Reimbursement Review

Feedback on Draft Recommendation

Stakeholder information

CADTH project number PC0301

Name of the drug and Crisantaspase recombinant for the treatment of acute
Indication(s) lymphoblastic leukemia and lymphoblastic lymphoma
Organization Providing PAG

Feedback

1. Recommendation revisions

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

Major revisions: A change in recommendation category or patient X
Request for population is requested
SeCOE o Minor revisions: A change in reimbursement conditions is requested | O
Editorial revisions: Clarifications in recommendation text are a
No Request for requested
Reconsideration . .
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

Patients with relapsed ALL or LBL were excluded from the JZP458-201 study. However, if a
patient with relapsed ALL has a documented hypersensitivity (or silent inactivation) to an E. coli-
based asparaginase, then they would not have access to crisantaspase (Rylaze) in the relapsed
setting. There are protocols for relapsed ALL or LBL that incorporate asparaginase products
and if patient has hypersensitivity or silent inactivation to an E. coli asparaginase product will not
be able to access crisantaspase for relapsed ALL or LBL based on this initial recommendation.

c) Implementation guidance

CADTH Feedback on Draft Recommendation Page 1 of 17
May 2021



PAG would like to note that the supply of Erwinase at time of PAG feedback shows no drug
shortage of Erwinase.

Outstanding Implementation Issues

In the event of a positive draft recommendation, drug programs can request further
implementation support from CADTH on topics that cannot be addressed in the reimbursement
review (e.g., concerning other drugs, without sufficient evidence to support a recommendation,
etc.). Note that outstanding implementation questions can also be posed to the expert
committee in Feedback section 4c.

Algorithm and implementation questions

1. Please specify sequencing questions or issues that should be addressed by CADTH
(oncology only)

T
2.

2. Please specify other implementation questions or issues that should be addressed by
CADTH

1.
2.

Support strategy

3. Do you have any preferences or suggestions on how CADTH should address these
issues?

May include implementation advice panel, evidence review, provisional algorithm (oncology),

etc.

CADTH Feedback on Draft Recommendation Page 2 of 17
February 2021



CADTH Reimbursement Review
Feedback on Draft Recommendation

Stakeholder information
CADTH project number

PC0301-000

Brand name (generic)

Rylaze (crisantaspase recombinant)

Indication(s)

Indicated as a component of a multi-agent chemotherapeutic regimen
for the treatment of: Acute lymphoblastic leukemia (ALL) and
lymphoblastic lymphoma (LBL) in adult and pediatric patients 1 year
or older who have developed hypersensitivity to E. coli-derived
asparaginase.

Organization

Leukemia & Lymphoma Society of Canada

Contact information?

Name: Colleen McMillan

Stakeholder agreement with the draft recommendation

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

Yes | X
No O

expeditiously.

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

Leukemia Lymphoma Society of Canada (LLSC) agrees with the draft recommendation. We agree
with the CADTH recommendation to make the treatment cost neutral in comparison to standard of
care. In light of the high unmet need, the supply chain issues and the detrimental effect on patients in
the case of treatment interruptions, we encourage both the manufacturer and the payers to negotiate

Expert committee consideration of the stakeholder input

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

O(X

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

Clarity of the draft recommendation

3. Are the reasons for the recommendation clearly stated? T\le: E

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

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

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

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

CADTH Feedback on Draft Recommendation Page 3 of 8

June 2022



a CADTH may contact this person if comments require clarification.

CADTH Feedback on Draft Recommendation Page 4 of 8
June 2022



Appendix 1. Conflict of Interest Declarations for Patient Groups

e 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 Colleen McMillan
Position | Advocacy Lead
Leukemia & Lymphoma Society of Canada
Date 15-02-2023
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

No X
1. Did you receive help from outside your patient group to complete your feedback? Yes 0
If yes, please detail the help and who provided it.
Refer to input.
2. Did youreceive 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 No O

submitted at the outset of the CADTH review and have those declarations

: : Y
remained unchanged? If no, please complete section D below. = E

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
Jazz O O O X
Add company name 0 O O |
Add or remove rows as required | O O 0
CADTH Feedback on Draft Recommendation Page 5 of 8
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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 youreceive help from outside your clinician group to complete this submission? No X
Yes | O
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 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
4. Were conflict of interest declarations provided in clinician group input that was No 0
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 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)
0 | 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

CADTH Feedback on Draft Recommendation Page 6 of 8

June 2022



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

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 i

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

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
CADTH Feedback on Draft Recommendation Page 7 of 8
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Name Please state full name
Position | Please state currently held position
Date Please add the date form was completed (DD-MM-YYYY)
O I 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

Name Please state full name
Position | Please state currently held position
Date Please add the date form was completed (DD-MM-YYYY)
0 I 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 Od
CADTH Feedback on Draft Recommendation Page 8 of 8
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CADTH Reimbursement Review
Feedback on Draft Recommendation

Stakeholder information

CADTH project number PC0301-000

Brand name (generic) crisantaspase recombinant

Indication(s) RYLAZE (crisantaspase recombinant) is indicated as a component of a
multi-agent chemotherapeutic regimen for the treatment of: Acute
lymphoblastic leukemia (ALL) and lymphoblastic lymphoma (LBL) in
adult and pediatric patients 1 year or older who have developed
hypersensitivity to E. coli-derived asparaginase.

Organization Jazz Pharmaceuticals Canada Inc.

Contact information? Name: NN

Title: |

Email: [

Phone: I
Stakeholder agreement with the draft recommendation
1. Does the stakeholder agree with the committee’s recommendation. T\;s E

Jazz Pharmaceuticals Canada Inc. (Jazz) agrees with pERC’s recommendation for RYLAZE.

Jazz also recognizes that public drug plans and clinician/patient advocacy groups expressed that the
reimbursement of RYLAZE would fulfill a significant unmet need for adult and pediatric patients 1
year or older with ALL or LBL who have developed hypersensitivity or silent inactivation to E. coli-
derived asparaginase.

Expert committee consideration of the stakeholder input

7

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

a 2 Ul d 2 B - Ud U
Yes | X
No | O

e Jazz Pharmaceuticals Canada Inc. (Jazz) agrees with the reasons for the recommendation;
however, would like to clarify that the sponsor-reported price of ERWINASE was an
assumption based on pre-2021 pricing. ERWINASE is currently imported from the UK under
Health Canada Exceptional Importation under Tier 3 Drug Shortage designation and is
currently being re-evaluated by Health Canada after post-market cancellation in 2021.
Because ERWINASE is not approved by Health Canada nor evaluated by Canadian Health
Technology Assessment bodies, its current price is not publicly available. The sponsor-
submitted price of ERWINASE was an assumption based on the historical price prior to its
post-market cancellation in 2021. The per-vial price of RYLAZE was set parity to the historical

3. Are the reasons for the recommendation clearly stated?

CADTH Feedback on Draft Recommendation Page 1 of 2
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per-vial price of ERWINASE under the assumption that it would eventually be marketed in
Canada at the historical price.

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

addressed in the recommendation? No | O

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

for the conditions provided in the recommendation? No [ OJ

Jazz appreciates that CADTH recognized that RYLAZE can be used to treat patients 1 year or
older (i.e., pediatrics, young adults, and older adults) who have developed hypersensitivity or
silent inactivation to E. coli-derived asparaginase based on findings in the pivotal JZP458-201
study.

The draft recommendation stated that “pERC recognized that crisantaspase recombinant
addresses a therapeutic need for additional effective options for patients with ALL or LBL with
hypersensitivity to or silent inactivation of E. coli-derived asparaginases” (page 3).

The first reimbursement condition for RYLAZE stated, “Pediatric and adult patients who have
ALL or LBL with documented hypersensitivity to (or silent inactivation of) an E. coli-derived
asparaginase” (page 4).

The draft recommendation stated, “vERC discussed the needs for the availability of other
therapies in patients with ALL and LBL with hypersensitivity or silent inactivation to E. coli-
derived asparaginases. pERC acknowledged that Erwinia-derived asparaginase (EDA) may
be used in these cases; however, EDA is not currently marketed in Canada, and was
available only through exceptional importation and sale. Furthermore, global shortages make
the supply of EDA burdensome. Given the challenges accessing EDA in Canada, pERC
concluded that there is a need for additional treatment options” (page 5).

Jazz agrees with the above statement and acknowledges that access to additional options is
critical for patients, given the uncertainty in regulatory authorization of ERWINASE.

2 CADTH may contact this person if comments require clarification.
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