
 
 

 

Service Line:  CADTH Reimbursement Review 

Version: Draft 

Publication Date: [Month Year] 

Report Length: 12 Pages 

CADTH Reimbursement Review 

Provisional Funding 
Algorithm 
Indication: HER2-negative advanced or metastatic 

gastric, gastroesophageal junction, or esophageal cancer



 

 

CADTH Reimbursement Review Provisional Funding Algorithm for HER2-negative advanced or metastatic gastric, GEJ, or esophageal cancer 

 
2 

  

Disclaimer: The information in this document is intended to help Canadian health care decision-makers, health care professionals, health systems leaders, 

and policy-makers make well-informed decisions and thereby improve the quality of health care services. While patients and others may access this document, 

the document is made available for informational purposes only and no representations or warranties are made with respect to its fitness for any particular 

purpose. The information in this document should not be used as a substitute for professional medical advice or as a substitute for the application of clinical 

judgment in respect of the care of a particular patient or other professional judgment in any decision-making process. The Canadian Agency for Drugs and 

Technologies in Health (CADTH) does not endorse any information, drugs, therapies, treatments, products, processes, or services. 

While care has been taken to ensure that the information prepared by CADTH in this document is accurate, complete, and up-to-date as at the applicable date 

the material was first published by CADTH, CADTH does not make any guarantees to that effect. CADTH does not guarantee and is not responsible for the 

quality, currency, propriety, accuracy, or reasonableness of any statements, information, or conclusions contained in any third-party materials used in preparing 

this document. The views and opinions of third parties published in this document do not necessarily state or reflect those o f CADTH. 

CADTH is not responsible for any errors, omissions, injury, loss, or damage arising from or relating to the use (or misuse) of any information, statements, or 

conclusions contained in or implied by the contents of this document or any of the source materials. 

This document may contain links to third-party websites. CADTH does not have control over the content of such sites. Use of third-party sites is governed by 

the third-party website owners’ own terms and conditions set out for such sites. CADTH does not make any guarantee with respect to any information 

contained on such third-party sites and CADTH is not responsible for any injury, loss, or damage suffered as a result of using such third-party sites. CADTH 

has no responsibility for the collection, use, and disclosure of personal information by third-party sites. 

Subject to the aforementioned limitations, the views expressed herein do not necessarily reflect the views of Health Canada, Canada’s provincial or territorial 

governments, other CADTH funders, or any third-party supplier of information. 

This document is prepared and intended for use in the context of the Canadian health care system. The use of this document ou tside of Canada is done so at 

the user’s own risk. 

This disclaimer and any questions or matters of any nature arising from or relating to the content or use (or misuse) of this document will be governed by and 

interpreted in accordance with the laws of the Province of Ontario and the laws of Canada applicable therein, and all proceed ings shall be subject to the 

exclusive jurisdiction of the courts of the Province of Ontario, Canada. 

The copyright and other intellectual property rights in this document are owned by CADTH and its licensors. These rights are protected by the Canadian 

Copyright Act and other national and international laws and agreements. Users are permitted to make copies of this document for non-commercial purposes 

only, provided it is not modified when reproduced and appropriate credit is given to CADTH and its licensors. 

About CADTH: CADTH is an independent, not-for-profit organization responsible for providing Canada’s health care decision-makers with objective evidence 

to help make informed decisions about the optimal use of drugs, medical devices, diagnostics, and procedures in our health ca re system. 

Funding: CADTH receives funding from Canada’s federal, provincial, and territorial governments, with the exception of Quebec. 
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Key Messages  
• When human epidermal growth factor receptor 2 (HER2) status cannot be determined, patients should be eligible for first-line 

chemotherapy plus immunotherapy.  

• While awaiting HER2 test results, chemotherapy can be started alone and immunotherapy can be added once HER2-negative 
status is confirmed.  

• Patients with gastric adenocarcinoma should only be eligible for nivolumab, patients with esophageal squamous cell carcinoma 
should only be eligible for pembrolizumab, and patients with esophageal or gastroesophageal junction (GEJ) adenocarcinoma 
should be eligible for either nivolumab or pembrolizumab.  

• The addition of immunotherapy to chemotherapy in the first line should not impact the sequencing of subsequent lines of 
therapy. 

Background 

The provisional funding algorithm process is used to provide advice when the drug programs have indicated that there is need to 

establish an appropriate place in therapy for the drug under review relative to alternative treatments that are currently reimbursed by 

the drug programs, including the impact on the appropriate sequencing of treatments for the purposes of reimbursement. The 

creation of a new provisional funding algorithm or update of an existing provisional funding algorithm is typically initiated following the 

issuance of a new pERC recommendation when there are potential implications regarding the funding sequence of drugs within a 

therapeutic area. CADTH will only initiate work on a provisional funding algorithm at the request of the CADTH Provincial Advisory 

Group (PAG). 

The following item are considered by the expert panels when advising the jurisdictions on the provisional algorithm for the relevant 

indication:  

• unmet therapeutic need for patients (particularly those in understudied populations)  

• evidence supporting a particular sequence of therapies (if available)  

• clinical experience and opinion that support a particular sequence of therapies  

• clinical practice guidelines  

• variability across jurisdictions regarding the reimbursement status of existing treatment options  

• affordability and sustainability of the health care system  

• implementation considerations at the jurisdictional level. 

Note that provisional funding algorithms are not treatment algorithms; they are neither meant to detail the full clinical management of 

each patient nor the provision of each drug regimen. The diagrams may not contain a comprehensive list of all available treatments, 

and some drugs may not be funded in certain jurisdictions. Most drugs are subject to explicit funding criteria, which may also vary 

between jurisdictions. Readers are invited to refer to the cited sources of information on the CADTH website for more details. 

Provisional funding algorithms delineate treatment sequences available to patients who were never treated for the condition of 

interest (i.e., incident population). Time-limited funding of new options for previously or currently treated patients (i.e., prevalent 

population) is not detailed in the algorithm. 

Provisional funding algorithms may contain drugs that are under consideration for funding. Algorithms will not be dynamically 

updated by CADTH following changes to drug funding status. Revisions and updates will occur only upon request by jurisdictions. 

Cancer drug programs from federal and provincial jurisdictions requested supplemental implementation advice along with a CADTH 

provisional funding algorithm on HER2-negative advanced or metastatic gastric, GEJ, or esophageal cancer. See Appendix 1 for a 

list all past CADTH advice and recommendations relevant for this therapeutic area.  
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Implementation Issues 

At the request of the participating drug programs, CADTH convened a panel of Canadian clinical experts to provide advice for 

addressing the outstanding implementation issues as follows: 

1. Immunotherapy in the advanced or metastatic setting for patients with disease of unknown HER2 status 

2. Selection of immunotherapy in the advanced or metastatic setting based on disease site and histology 

3. Sequencing of therapies in second and subsequent lines following first-line immunotherapy in the advanced or metastatic 
setting 

Consultation Process and Objectives 

The implementation advice panel comprised 4 specialists in Canada with expertise in the diagnosis and management of patients with 

gastric, GEJ, and esophageal cancer, representatives from public drug programs, and a panel chair. The objective of the panel was 

to provide advice to the participating drug programs regarding the implementation issues noted in the Background section. A 

consensus-based approach was used, and input from stakeholders was solicited using questionnaires. Stakeholders including 

patient and clinician groups and pharmaceutical manufacturers, and public drug programs were invited to provide input in advance of 

the meeting. 

The advice presented in this report has been developed based on the experience and expertise of the implementation advice panel 

members and, as such, represents experience-informed opinion; it is not necessarily based on evidence. 

Advice on Funding Algorithm 

Summary of Implementation Advice 

Implementation advice regarding the optimal sequencing of treatments is summarized in Error! Reference source not found.. For 

each implementation issue, a summary of the relevant panel discussion is provided for additional context. 

Table 1: Summary of Advice for Addressing Implementation Issues 

Issue Advice Rationale 

Immunotherapy in the advanced or 
metastatic setting for patients with 
disease of unknown HER2 status 

The panel noted that some patients 
with advanced or metastatic 
gastroesophageal cancer, especially 
those with esophageal adenocarcinoma 
not involving the GEJ and those with 
recurrent disease, may have disease 
with unknown HER2 status. While 
awaiting patients’ HER2 test results, the 
panel advised that chemotherapy can 
be started alone and immunotherapy 
can be added upon confirmation of 
HER2-negative status. If HER2 status 
cannot be determined (e.g., rare 
occurrence that sufficient tissue cannot 
be obtained for HER2 testing), the 
panel advised that patients with 
unknown HER2 status should be 
eligible for concurrent immunotherapy. 

In the CheckMate 649 trial of nivolumab plus 
chemotherapy, the eligibility criteria specified 
patients with “no known HER2-positive 
status”. Approximately 40% of the study 
population had a cancer with unknown 
HER2 status, balanced across treatment 
arms.1 Based on observations in clinical 
practice, patients with unknown HER2 status 
are most likely to be HER2-negative 
(approximately 20% HER2 positivity rate). 
 
The panel noted that patients with 
unrecognized HER2-positive disease may 
benefit from the addition of immunotherapy. 
The preliminary results of the phase III 
KEYNOTE-811 trial, which compares 
pembrolizumab to placebo in patients with 
HER2-positive metastatic gastric and GEJ 
cancer, indicated that the addition of 
pembrolizumab to chemotherapy and 
trastuzumab was associated with an 
increased objective response rate.2 
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Selection of immunotherapy in the 
advanced or metastatic setting based 
on disease site and histology 

The panel advised that patients with 
gastric adenocarcinoma should only be 
eligible for nivolumab. 
 
The panel advised that patients with 
esophageal squamous cell carcinoma 
should only be eligible for 
pembrolizumab. 
 
The panel advised that patients with 
esophageal or GEJ adenocarcinoma 
should be eligible for either nivolumab 
or pembrolizumab. The panel indicated 
that the Siewert classification can be 
difficult to ascertain in routine clinical 
practice and advised that Siewert 
classification should not have to be 
reported to access immunotherapy for 
GEJ adenocarcinoma.  

The CheckMate 649 trial for nivolumab 
included patients with gastric, GEJ, and 
esophageal adenocarcinoma.1 The 
KEYNOTE-590 trial for pembrolizumab 
included patients with esophageal 
carcinoma and GEJ adenocarcinoma 
(Siewert type I only).3 

Sequencing of therapies in second and 
subsequent lines following first-line 
immunotherapy in the advanced or 
metastatic setting 

The panel noted that the addition of 
immunotherapy to chemotherapy for 
the first-line treatment of advanced or 
metastatic gastric adenocarcinoma, 
GEJ adenocarcinoma, or esophageal 
carcinoma should not impact the 
sequencing of subsequent lines of 
therapy. 

At the biological level, immunotherapy 
checkpoint inhibition and vascular 
endothelial growth factor inhibition can work 
synergistically via multiple possible 
mechanisms.  

GEJ = gastroesophageal junction; HER2 = human epidermal growth factor receptor 2 

Panel Discussion 

Immunotherapy in the advanced or metastatic setting for patients with disease of unknown HER2 status  

The panel described the circumstances in which HER2 testing is conducted in the advanced or metastatic setting. It was noted that 

reflexive HER2 testing is not consistently available for all gastroesophageal cancers at initial diagnosis, particularly for esophageal 

cancers and earlier stages of cancer. For some patients with recurrent disease, HER2 testing must be requested. 

The panel discussed the benefit of reflexive HER2 testing of all stages of gastroesophageal cancer at initial diagnosis. There was 

concern among the panelists about delays associated with testing, where immunohistochemistry (IHC) could take approximately 10 

business days and equivocal findings from IHC testing would require additional time for fluorescence in situ hybridization (FISH) 

testing. The panel shared some observations from routine clinical practice to support reflexive testing at all stages. First, the rate of 

subsequent disease recurrence in this cancer type when treated in the curative intent setting is generally 50% or higher. Second, 

many patients with advanced or metastatic gastroesophageal cancer have a significant symptom burden and are at risk of rapid 

clinical deterioration. Lastly, there may be some cases where testing is not feasible (e.g., diagnostic tissue sample is insufficient for 

HER2 testing and there is no appropriate way to obtain further tissue).  

There was consensus among the panelists that there is evidence to support the use of immunotherapy in patients waiting for HER2 

status confirmation or with disease of unknown HER2 status. The panel cited evidence from the pivotal study of nivolumab, the 

CheckMate 649 trial, to support the use of immunotherapy in patients with disease of unknown HER2 status. First, in the CheckMate 

649 trial of nivolumab plus chemotherapy, the eligibility criteria specified that patients were eligible if they had “no known HER2-

positive status”.1  As a result, approximately 40% of the study population had disease of unknown or not reported HER2 status and 

this population was balanced across treatment arms.1  As the population with disease of unknown HER2 status was included and 

studied in this trial, the panel considers patients with disease of unknown HER2 status eligible for concurrent nivolumab in routine 

clinical practice. To further support the use of immunotherapy in patients with disease of unknown HER2 status, the panel also 
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discussed that patients with disease of unknown HER2 status are more likely to be HER2-negative than positive (approximately 20% 

HER2 positivity rate).  

In the event the patient has unrecognized HER2-positive disease, the panel noted that this group of patients would likely still clinically 

benefit from immunotherapy. The panel cited the preliminary results of the phase III KEYNOTE-811 trial, which compares 

pembrolizumab to placebo in patients with HER2-positive metastatic gastric and GEJ cancer. The addition of pembrolizumab to 

chemotherapy and trastuzumab was associated with a 22.7% (95% confidence interval, 11.2% to 33.7%; P = 0.00006) increase in 

objective response rate, an improved disease control rate, and an improved complete response rate.2   

If patients were to be eligible to receive immunotherapy while waiting for HER2 test results, the panel would be concerned about 

losing access to trastuzumab therapy for patients with HER2-positive disease. Additionally, the panel showed concern over the 

potential difficulty of switching therapies without progression and the possibility of limiting treatment options in the future.  

Selection of immunotherapy in the advanced/metastatic setting based on disease site and histology  

Patients with squamous cell carcinoma of the esophagus should be eligible for pembrolizumab and not nivolumab, as only the 

pembrolizumab pivotal trial (KEYNOTE-590) included patients with squamous cell carcinoma of the esophagus. The panel agreed 

that patients with gastric adenocarcinoma should be eligible for nivolumab and not pembrolizumab, as only the nivolumab pivotal trial 

(CheckMate 649) included patients with gastric adenocarcinoma. 

Citing the pivotal trials, the panel agreed that there is no evidence to support the use of pembrolizumab or nivolumab over the other 

in patients with esophageal or GEJ adenocarcinoma, aside from Siewert type II and III GEJ adenocarcinomas being studied in the 

pivotal nivolumab trial (CheckMate 649) only. Patients with esophageal adenocarcinoma or GEJ adenocarcinoma should be eligible 

for either pembrolizumab or nivolumab. 

There was concern among the panelists on using the Siewert classification to determine eligibility for immunotherapy. The Health 

Canada indication and the CADTH recommendation for pembrolizumab in this setting specify Siewert type I GEJ adenocarcinomas. 

Per the panel, an accurate Siewert classification can only be made on gross pathological assessment of a surgical resection 

specimen and for patients with intact primary cancers, the information available to a medical oncologist based on radiography and 

upper endoscopy operative reports may make it impossible to determine the exact Siewert classification of a GEJ cancer. Given the 

difficulty of ascertaining Siewert classification and the inclusion of patients with GEJ adenocarcinoma with all Siewert types in the 

pivotal nivolumab trial (Checkmate 649)1, the panel indicated that it may be prudent to use nivolumab in patients with GEJ 

adenocarcinoma. However, the panel confirmed that in terms of the funding algorithm, it is appropriate for patients with GEJ 

adenocarcinoma to be eligible for either pembrolizumab or nivolumab based on the clinical judgment of the treating physician. 

Sequencing of therapies in second and subsequent lines following first-line immunotherapy in the advanced or 

metastatic setting  

The panel indicated there would be no downstream impact on sequencing of therapies in subsequent lines as the mechanism of 

action of immunotherapy does not overlap with the downstream options. Aligning with the stakeholder feedback, the panelists agreed 

that there was emerging data to suggest that patients who receive ramucirumab and paclitaxel may have better outcomes if they 

received prior treatment with an immune checkpoint inhibitor.4,5 The panel considered this data to be consistent with the expectation 

that at a biologic level, vascular endothelial growth factor inhibition and immunotherapy checkpoint inhibition can work synergistically 

via multiple possible mechanisms. 

Other remarks  

The panelists emphasized programmed death-ligand 1 (PD-L1) combined positive score (CPS) cut-offs should not guide access to 

nivolumab and pembrolizumab. The panel agreed there is not sufficient data to preclude any patient from receiving therapy based on 

CPS, and CPS should only be used in consultations with the patients when available and at the discretion of the treating clinician. In 

the KEYNOTE-590 and CheckMate 649 trials, overall survival was statistically significantly improved with the addition of 

immunotherapy regardless of PD-L1 expression. In Checkmate 649, the results showing that the population with a CPS of less than 

5 may not gain an overall survival benefit was an unplanned post hoc exploratory analysis, and thus is only hypothesis generating. 
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Provisional Funding Algorithm 

Figure 1: Provisional Funding Algorithm Diagram for HER2-Negative Advanced or Metastatic 
Gastric, GEJ, or Esophageal Cancer 

 
 

GEJ = gastroesophageal junction; pt = platinum; pCPA = pan-Canadian Pharmaceutical Alliance 

Notes:  

• For gastric cancer, nivolumab is the only immunotherapy indicated in the first line.  

• For squamous cell carcinoma of the esophagus, pembrolizumab is the only immunotherapy indicated in the first line.   

• Ramucirumab plus paclitaxel is indicated for gastric cancer or GEJ adenocarcinoma after prior chemotherapy.  

• Trifluridine-tipiracil is indicated for gastric cancer or GEJ adenocarcinoma previously treated with at least two prior lines of chemotherapy including a 
fluoropyrimidine, a platinum, and either a taxane or irinotecan. 

Error! Reference source not found. depicts the provisional funding algorithm proposed by the panel. Note that this diagram is a 

summary representation of the drug funding options for the condition of interest. It is not a treatment algorithm; it is neither meant to 

detail the full clinical management of each patient nor the provision of each drug regimen. The diagram may not contain a 

comprehensive list of all available treatments, and some drugs may not be funded in certain provinces. All drugs are subject to 

explicit funding criteria, which may also vary between provinces. Readers are invited to refer to the individual drug entries on the 

CADTH website for more details. 

First-line setting 

In the first-line setting, both nivolumab and pembrolizumab are under review for funding. HER2-negative patients who have not 

received prior adjuvant nivolumab or have completed adjuvant nivolumab 6 or more months ago may receive nivolumab or 

pembrolizumab in combination with fluoropyridine- and platinum-based chemotherapy when funded, depending on the disease site 

and histology. Nivolumab is the only immunotherapy indicated for gastric adenocarcinoma and pembrolizumab is the only 
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immunotherapy indicated for esophageal squamous cell carcinoma. Both pembrolizumab and nivolumab are indicated for 

esophageal and GEJ adenocarcinoma.  

Patients with less than 6 months since completing adjuvant nivolumab may be treated with fluoropyrimidine- and platinum-based 

chemotherapy in the first line. Patients who are not candidates for platinum-based chemotherapy may be treated with 

fluoropyrimidine-based chemotherapy in the first line.  

Second and subsequent settings 

Patient who receive treatment in the first-line setting as described above can receive ramucirumab with paclitaxel or an alternative 

chemotherapy in the second line setting. Ramucirumab and paclitaxel in the second line is only indicated for patients with gastric 

cancer or GEJ adenocarcinoma.  

In subsequent lines, trifluridine-tipiracil is indicated for patients with gastric cancer or metastatic GEJ adenocarcinoma who have 

been previously treated with at least 2 prior lines of chemotherapy, including a fluoropyrimidine, a platinum, and either a taxane or 

irinotecan. 
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Appendix 1: Past CADTH Advice and Recommendations 

Table 2: Relevant CADTH Recommendations 

Generic name 
(brand name) 

Date of 
recommendation 

Recommendationa 

Nivolumab (Opdivo) 
PC0259 

March 22, 2022 The pan-Canadian Oncology Drug Review Expert Review Committee (pERC) 
recommends that nivolumab in combination with fluoropyrimidine- and platinum-
containing chemotherapy be reimbursed for the first-line treatment of adult 
patients with HER2-negative advanced or metastatic gastric, gastroesophageal 
junction or esophageal adenocarcinoma only if the following conditions are met: 
 

• Previously untreated, HER2-negative, advanced/metastatic GC/GEJC/EC 
with histologically confirmed predominant adenocarcinoma 

• Good performance status 

• No contraindications to immunotherapy or uncontrolled CNS metastases 

• Assessment for renewal based on clinical/radiographic evaluation every 2 to 
4 months 

• Maximum of 24 months of treatment 

• Prescribed in combination with fluoropyrimidine- and platinum-containing 
chemotherapy 

• A reduction in price 

• Feasibility of adoption must be addressed (magnitude of budget impact) 
 
Optimal sequencing guidance: 
 

• For patients whose disease has unknown HER2 status, pERC considered it 
appropriate for these patients to begin chemotherapy alone and add 
nivolumab upon confirmation of HER2-negative status.  

• pERC noted that for the treatment of advanced or metastatic 
gastroesophageal cancers, only pembrolizumab would be used for squamous 
cell cancers and only nivolumab would be used for gastric cancers.  

• pERC did not expect the place in therapy for drugs currently reimbursed in 
subsequent lines to be affected by reimbursement of nivolumab for this 
indication, aside from a small percentage of patients who may receive 
retreatment with nivolumab.  

• The CheckMate-649 trial excluded patients with a history of receiving an anti-
PD-1, anti-PD-L1, or anti-PD-L2 therapy, or an agent directed to another co-
inhibitory T-cell receptor. pERC agreed with the clinical experts that it may be 
reasonable to re-treat patients who received prior adjuvant therapy with a PD-
1, PD-L1, or PDL2 inhibitor with nivolumab plus chemotherapy in the 
advanced or metastatic setting, if there was a disease-free interval of 6 
months or greater after completion of adjuvant therapy. 

https://www.cadth.ca/sites/default/files/DRR/2022/PC0259%20Opdivo%20-%20Final%20CADTH%20Rec.pdf
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Nivolumab (Opdivo) 
PC0253 

January 26, 2022 pERC recommends that nivolumab be reimbursed for the adjuvant treatment of 
completely resected esophageal or GEJ cancer in patients who have residual 
pathologic disease following prior neoadjuvant chemoradiotherapy only if the 
following conditions are met: 
 

• Histologically confirmed predominant adenocarcinoma or squamous cell 
carcinoma of esophagus or GEJ 

• Completed neoadjuvant CRT 

• Complete resection of the tumour 

• Residual pathologic disease with a tumour and node classification status of 
ypT1 or ypN1, at minimum 

• Good performance status 

• Treatment with nivolumab initiated within 4 to 16 weeks of complete resection 

• Assessed for renewal by treating physician with diagnostic imaging every 3 to 
6 months 

• Maximum of equivalent of 1 year of treatment 

• Should not be used in combination with other adjuvant anti-cancer drugs 

• A reduction in price 

• Feasibility of adoption must be addressed (magnitude of and uncertainty in 
budget impact) 

 
Optimal sequencing guidance: 
 

• The clinical experts consulted by CADTH highlighted that nivolumab would 
represent the new standard of care for adjuvant therapy for patients who do 
not achieve a pathologic complete response following neoadjuvant 
chemoradiotherapy, as nivolumab is the first adjuvant therapy based on 
phase III trial evidence that has demonstrated a significant disease-free 
survival benefit. pERC agreed with the clinical experts that the future 
treatment paradigm will be impacted if pembrolizumab and/or nivolumab are 
funded in the first-line metastatic setting.  

• pERC agreed with the clinical experts that patients who receive nivolumab in 
the adjuvant setting may be rechallenged or retreated with a PD-1 or PD-L1 
inhibitor in the locally advanced or metastatic setting if the patient 
experiences a disease recurrence after a disease-free interval of 6 months or 
greater after completion of adjuvant therapy. 

Pembrolizumab 
(Keytruda) PC0250 

December 20, 2021 pERC recommends that pembrolizumab in combination with platinum and 
fluoropyrimidine–based chemotherapy be reimbursed for the first-line treatment of 
adult patients with locally advanced unresectable or metastatic carcinoma of the 
esophagus or HER2-negative adenocarcinoma of the esophagogastric junction 
(tumour centre 1 cm to 5 cm above the gastric cardia) only if the following 
conditions are met: 
 

• Histologically or cytologically confirmed locally advanced unresectable or 
metastatic adenocarcinoma or squamous cell carcinoma of the esophagus, or 
advanced or metastatic Siewert type I adenocarcinoma of the GEJ 

• ECOG performance status of 0 or 1 

• No history of receiving anti–PD-1, anti–PD-L1, or anti–PD-L2 therapies, or an 
agent directed to another co-inhibitory T-cell receptor (see optimal 
sequencing guidance below) 

• Assessment based on clinical/radiographic evaluation every 9 weeks 

• Maximum of 24 months of treatment 

• Prescribed in combination with fluoropyrimidine- and platinum-containing 
chemotherapy 

• A reduction in price 

• Feasibility of adoption must be addressed (magnitude of budget impact) 
 

https://www.cadth.ca/sites/default/files/DRR/2022/PC0253%20Opdivo%20-%20CADTH%20Final%20Rec%20Final.pdf
https://www.cadth.ca/sites/default/files/DRR/2021/PC0250%20Keytruda%20-%20CADTH%20Final%20Rec.pdf
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Optimal sequencing guidance: 
 

• pERC agreed with the clinical experts consulted by CADTH that adding 
pembrolizumab in the first-line setting would not cause a shift in the 
sequencing of therapies because pembrolizumab is not standard of care in 
Canada.  

• KEYNOTE-590 excluded patients with a history of receiving anti–PD-1, anti–
PD-L1, or anti–PD-L2 therapies. pERC agreed with the clinical experts 
consulted by CADTH that it may be reasonable to re-treat patients who 
received prior adjuvant therapy with a PD-1, PD-L1, or PD-L2 inhibitor with 
pembrolizumab plus platinum and fluoropyrimidine–based chemotherapy in 
the locally advanced or metastatic setting, if there was a disease-free interval 
of 6 months or greater after completion of adjuvant therapy 

Ramucirumab 
(Cyramza) PC0059 

October 29, 2015 
 

pERC recommends funding ramucirumab in combination with paclitaxel, 
conditional on its cost-effectiveness being improved to an acceptable level. 
Funding should be for the treatment of patients with advanced or metastatic 
gastric cancer or GEJ adenocarcinoma with ECOG PS of 1 or 2 and with disease 
progression following first-line chemotherapy.  
 
Optimal sequencing guidance 
 
pERC noted that first-line treatment of advanced or metastatic gastric cancer or 
GEJ adenocarcinoma includes chemotherapy, typically with a fluoropyrimidine 
and a platinum. After failure of first-line therapy in patients who maintain an ECOG 
performance status of 0 to 2, the Committee noted that, based on the opinion of 
the Clinical Guidance Panel, treatment with taxanes (docetaxel, paclitaxel) and 
irinotecan-based chemotherapy has demonstrated modest improvements in 
survival when compared with best supportive care (i.e., difference in median 
overall survival up to 1.6 months); however, there remains a large unmet need for 
more effective therapies. 
 

Trifluridine-Tipiracil 
(Lonsurf) 
PC0197 

March 24, 2020 pERC recommends funding trifluridine-tipiracil (Lonsurf) in combination with best 
supportive care for the treatment of adult patients with metastatic gastric cancer or 
adenocarcinoma of the gastroesophageal junction, who have been previously 
treated with at least two prior lines of chemotherapy including a fluoropyrimidine, a 
platinum, and either a taxane or irinotecan and if appropriate, with HER2/ neu-
targeted therapy, conditional on cost-effectiveness being improved to an 
acceptable level. 
 
Optimal sequencing guidance 
 

• pERC agreed with the CGP that the mechanisms of action are different and 
prior immunotherapy should not influence safety or efficacy of trifluridine-
tipiracil. Thus, the results can be applied to patients treated with prior 
immunotherapy. 

• pERC agreed with the CGP that data reflecting the optimal sequencing of 
trifluridine-tipiracil and immunotherapy is limited. If patients with High levels of 
MicroSatellite Instability or deficient MisMatch Repair can access 
immunotherapy, it should not preclude them from treatment with trifluridine-
tipiracil if they are deemed suitable for ongoing treatment given the different 
mechanisms of action of these treatments. 

CGP = clinical guidance panel; CNS = central nervous system; CRT = chemoradiotherapy; ECOG = Eastern Cooperative Oncology Group; EC = esophageal cancer; GC = 

gastric cancer; GEJ = gastroesophageal junction; HER2 human epidermal growth factor receptor; pERC = pCODR Expert Review Committee; pCODR = pan-Canadian 

Oncology Drug Review; PD-L1 = programmed death-ligand 1; PD-L2 = programmed death-ligand 2; PD-1 programmed cell death protein 1; ypN1 = pathologic lymph node 

stage 1; ypT1 = pathologic tumour stage 1. 

a Summaries of the reimbursement conditions are provided; for the complete recommendations refer to the final recommendations posted on the CADTH website. 

https://www.cadth.ca/sites/default/files/pcodr/pcodr_ramucirumab_cyramza_gc_fn_rec.pdf
https://www.cadth.ca/sites/default/files/pcodr/Reviews2020/10197TrifluridineTipiracilGC_fnRec_EarlyConv_ApprovedbypERCChair_Post024Mar2020_final.pdf
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