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Provisional Funding 
Algorithm 
Indication: Advanced or metastatic non–small cell lung 
cancer with activating epidermal growth factor receptor 
mutations 

 
This report supersedes the CDA-AMC Provisional Funding Algorithm report for advanced or 
metastatic non-small cell lung cancer with activating epidermal growth factor receptors dated 
December 2023.  

Please always check Provisional Funding Algorithms to ensure you are reading the most recent 
algorithm report. 
 

Publication date: TBD 

  

https://www.cda-amc.ca/provisional-funding-algorithms
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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 of 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 outside 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 proceedings 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 care system. 

Funding: CADTH receives funding from Canada’s federal, provincial, and territorial governments, with the exception of Quebec. 
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Background 
Following a request from jurisdictions, CDA-AMC may design or update an algorithm depicting 
the sequence of funded treatments for a particular tumour type. These algorithms are proposals 
for the jurisdictions to implement and adapt to the local context. As such, they are termed 
“provisional.” Publishing of provisional algorithms is meant to improve transparency of the 
oncology drug funding process and promote consistency across jurisdictions. 

Provisional funding algorithms are based on 3 principal sources of information: 

• CDA-AMC pCODR Expert Review Committee (pERC) reimbursement recommendations 
and/or implementation guidance regarding drug place in therapy and sequencing 

• implementation advice from panels of clinicians convened by CDA-AMC concerning 
sequencing of drugs in the therapeutic space of interest 

• existing oncology drug reimbursement criteria and legacy funding algorithms adopted by 
jurisdictional drug plans and cancer agencies. 

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. All 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 CDA-AMC website for more details. 

Provisional funding algorithms also 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 CDA-AMC following changes to drug funding 
statuses. Revisions and updates will occur only upon request by jurisdictions. 

Jurisdictional cancer drug programs requested a CDA-AMC provisional funding algorithm on 
advanced or metastatic non–small cell lung cancer (NSCLC) with activating EGFR 
mutations. However, no outstanding implementation issues were identified, and no 
additional implementation advice is provided in this report. The algorithm depicted herein is 
meant to reflect the current and anticipated funding landscape based on the previously 
mentioned sources of information. 
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History and Development of the Provisional Funding Algorithm 
Previous rapid provisional funding algorithm report published on June 1, 2023 for EGFR-positive 
NSCLC has incorporated CDA-AMC recommendations for the following drugs: afatinib (Giotrif), 
amivantamab (Rybrevant), atezolizumab (Tecentriq), erlotinib (Tarceva), gefitinib (Iressa), 
nivolumab (Opdivo), osimertinib (Tagrisso), pembrolizumab (Keytruda), and pemetrexed (Alimta). 

All of the previously listed drugs have received a positive reimbursement recommendation from 
CDA-AMC, with the exception of gefitinib (Iressa), for which the Canadian Expert Drug Advisory 
Committee (CEDAC) issued a do not list recommendation in 2004; however, subsequent 
evidence became available following the publication of findings from the IPASS trial, which 
resulted in a few jurisdictions now funding gefitinib in the first-line setting.  

A previous rapid algorithm report published in December 2024 incorporated the CDA-AMC 
reimbursement recommendation for osimertinib (Tagrisso) in combination with pemetrexed and 
platinum-based chemotherapy for the first-line treatment of patients with locally advanced (not 
amenable to curative therapies) or metastatic NSCLC whose tumours have EGFR exon 19 
deletions or exon 21 (L858R) substitution mutations.  

The purpose of this rapid algorithm report is to incorporate the CDA-AMC reimbursement 
recommendation for amivantamab (Rybrevant) in combination with carboplatin and pemetrexed 
for the first-line treatment of adult patients with locally advanced (not amenable to curative 
therapies) or metastatic NSCLC with activating EGFR Exon 20 insertion mutations.  

Table 1: Relevant CDA-AMC Recommendations 
Generic name  
(brand name) 

Date of 
recommendation 

Recommendation and guidance  
on treatment sequencing 

Amivantamab 
(Rybrevant) 

January 29, 2025 The CDA-AMC pCODR Expert Review Committee 
(pERC) recommends that amivantamab in 
combination with carboplatin and pemetrexed 
(amivantamab plus CP) be reimbursed for the first-
line treatment of adult patients with locally 
advanced (not amenable to curative therapy) or 
metastatic non-small cell lung cancer (NSCLC) with 
activating epidermal-growth factor receptor (EGFR) 
Exon 20 insertion (20ins) mutations only if the 
following conditions are met: 

Initiation: 
1. Treatment with amivantamab plus CP should 

be reimbursed in adults with locally advanced 
or metastatic, non-squamous NSCLC who meet 
the following criteria:  

https://www.cda-amc.ca/amivantamab-0
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Generic name  
(brand name) 

Date of 
recommendation 

Recommendation and guidance  
on treatment sequencing 

1.1 documented primary EGFR Exon 20ins 
mutations  

1.2 adequate organ and bone marrow function. 
2. Patients should have a good performance 

status. 
3. Patients must not have any of the following: 

3.1 prior systemic treatment for locally 
advanced or metastatic disease; prior 
adjuvant or neoadjuvant chemotherapy is 
permitted, if completed at least 6 months 
prior to development of progressive 
disease 

3.2 untreated brain metastases 
Discontinuation: 
4. Treatment with amivantamab plus CP should 

be discontinued upon disease progression or 
unacceptable toxicity, whichever occurs first. 

Prescribing: 
5. Amivantamab plus CP should be prescribed by 

clinicians with expertise in treating NSCLC. 
6. Amivantamab should only be reimbursed when 

started in combination with platinum-based 
chemotherapy (i.e., carboplatin and 
pemetrexed). 

Pricing: 
7. A reduction in price 
Feasibility of adoption: 
8. The feasibility of adoption of amivantamab 

plus CP must be addressed 
 
Guidance on sequencing:  
• pERC agreed with the clinical experts that it 

would be reasonable to use cisplatin instead of 
carboplatin at the discretion of the treating 
clinician. 

• pERC agreed with the clinical experts that it 
would be reasonable for patients to be eligible 
for first-line treatment with amivantamab plus 
CP if they completed adjuvant or neoadjuvant 
therapies at least 6 months before developing 
recurrent disease; this is aligned with the 2023 
CDA-AMC Provisional Funding Algorithm for 
advanced or metastatic NSCLC with activating 
EGFR mutations. 
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Generic name  
(brand name) 

Date of 
recommendation 

Recommendation and guidance  
on treatment sequencing 

• pERC agreed with the clinical experts that 
patients should be eligible for amivantamab 
plus CP if they previously had a documented 
lack of response to an EGFR TKI; these drugs 
have a different mechanism of action than 
amivantamab. 

• The clinical experts anticipated that most 
patients would receive chemotherapy (single 
agent docetaxel) as subsequent treatment. 

Osimertinib 
(Tagrisso) 

October 22, 2024 pERC recommends that osimertinib in combination 
with pemetrexed and platinum-based 
chemotherapy (osimertinib + chemotherapy) be 
reimbursed for the first-line treatment of patients 
with locally advanced (not amenable to curative 
therapies) or metastatic non-small cell lung cancer 
(NSCLC) whose tumours have EGFR Ex19del or 
L858R) substitution mutations only if the following 
conditions are met: 

Initiation: 

1. Osimertinib + chemotherapy should only be 
reimbursed in adult patients (≥ 18 years) who 
meet all the following criteria: 

1.1. locally advanced, metastatic, or recurrent 
non-squamous NSCLC not amenable to 
curative surgery or radiation 

1.2. tumour that harbours EGFR Ex 19del or 
L858R substitution mutations, either alone 
or in combination with other EGFR 
mutations 

1.3. ECOG performance status of 0 or 1 

2. Osimertinib + chemotherapy should not be 
reimbursed in patients who meet any of the 
following criteria: 

2.1. history of ILD 

2.2. QT prolongation or active cardiac 
arrhythmia 

2.3. prior systemic therapy for advanced 
NSCLC, except for adjuvant or neoadjuvant 

https://www.cda-amc.ca/osimertinib-0
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Generic name  
(brand name) 

Date of 
recommendation 

Recommendation and guidance  
on treatment sequencing 

therapies received at least 6 months 
before developing recurrent disease 

Discontinuation 

3. Treatment with osimertinib + chemotherapy 
should be discontinued upon disease 
progression or unacceptable toxicity, whichever 
occurs first. 

Prescribing 

4. Osimertinib + chemotherapy should be 
prescribed by clinicians with expertise in 
treating NSCLC 

5. Osimertinib should only be prescribed in 
combination with pemetrexed and platinum-
based (i.e., cisplatin or carboplatin) 
chemotherapy. 

Pricing 

6. A reduction in price. 

Guidance on sequencing: pERC considered it 
reasonable for patients to be eligible for 
osimertinib + chemotherapy if they completed 
adjuvant or neoadjuvant therapies at least 6 
months before developing recurrent disease to 
align with the 2023 CADTH Provisional Funding 
Algorithm for advanced or metastatic NSCLC with 
activating EGFR mutations. 

Amivantamab 
(Rybrevant) 

March 20, 2023 pERC recommends that amivantamab be 
reimbursed for the treatment of adult patients with 
locally advanced or metastatic NSCLC with 
activating EGFR exon 20 insertion mutations whose 
disease has progressed on, or after platinum-based 
chemotherapy only if the following conditions are 
met: 

Initiation: 
1. Treatment with amivantamab should be 

reimbursed when initiated in adult patients with 
EGFR exon 20 insertion–positive metastatic or 
unresectable NSCLC who progressed on or after 

https://www.cadth.ca/amivantamab
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Generic name  
(brand name) 

Date of 
recommendation 

Recommendation and guidance  
on treatment sequencing 

prior platinum-based chemotherapy for 
metastatic disease. 

2. Patient must have good performance status. 
3. Patients must not have any of the following: 

a. untreated brain metastases 
b. been previously treated with a TKI with known 

activity against exon 20 insertion disease. 
Discontinuation: 
4. Amivantamab should be discontinued for 

patients who do not exhibit a response to 
treatment as per physician discretion or for 
whom treatment is intolerable. 

5. Patients should be assessed for treatment 
response every 9 to 12 weeks. 

Prescribing: 
6. Amivantamab should be prescribed by clinicians 

with expertise in the management of NSCLC. 
7. Amivantamab should not be given or reimbursed 

in combination with other systemic anti-cancer 
drugs. 

Pricing: 
8. A reduction in price. 
Feasibility of adoption: 
9. Access to EGFR exon 20 insertion mutation 

testing. 

Guidance on sequencing: The clinical experts noted 
that patients with advanced lung cancer generally 
do not experience complete response to treatment. 
In the CHYRSALIS trial, 3 patients experienced a 
complete response, per BICR, with amivantamab.   
pERC agreed with the clinical experts that patients 
with confirmed complete response, for whom 
treatment is stopped, amivantamab can be 
restarted at the time of disease progression 
providing there are no contraindications. 

In the CHRYSALIS trial, patients with untreated 
brain metastases were excluded. In total, 23.5% of 
patients had treated brain metastases at baseline. 
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Generic name  
(brand name) 

Date of 
recommendation 

Recommendation and guidance  
on treatment sequencing 

pERC agreed with the clinical experts that patients 
with stable or treated metastases should be eligible 
for amivantamab. However, patients with new or 
unstable CNS metastases should not be eligible to 
receive therapy with amivantamab prior to receiving 
treatment for the CNS metastases. 

The clinical experts noted that assessment of 
disease every 6 weeks is a clinical trial-imposed 
period. pERC agreed with the clinical experts that in 
clinical practice, patients should be assessed for 
response every 9 to 12 weeks, depending on 
disease stability (for example, initial imaging may 
be at 6 to 9 weeks and responding patients may be 
assessed every 12 weeks as per the discretion of 
the treating clinician). 

pERC agreed with the clinical experts that patients 
who missed 2 consecutive doses due to toxicity 
should be eligible to continue treatment with 
amivantamab, provided that there is continued 
response, and toxicity experienced was not life-
threatening and has resolved. Clinical judgement 
should be used as to the appropriateness of 
continuing vs. discontinuing treatment in these 
circumstances. 
The clinical experts suggested that patients who 
have failed platinum-based chemotherapy and are 
being treated with other agents even if they have 
not experienced disease progression should be 
eligible to switch to amivantamab as the currently 
available treatments are generally less effective. 

pERC discussed and agreed that switching should 
only be allowed for toxicity reasons if the patient 
has not progressed on the previous treatment, or if 
the patient cannot tolerate an adequate dose of a 
regimen. Clinician judgement should be exercised. 

pERC agreed with the clinical experts that genetic 
testing for EGFR mutations is standard across 
Canada, most commonly through PCR or NGS. 
Patients with NSCLC should receive testing for 
genetic mutations at diagnosis using either PCR or 
NGS. 
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Generic name  
(brand name) 

Date of 
recommendation 

Recommendation and guidance  
on treatment sequencing 

Osimertinib 
(Tagrisso) 

January 10, 2022 pERC recommends that osimertinib should be 
reimbursed as adjuvant therapy after tumour 
resection in patients with stage IB-IIIA (American 
Joint Committee on Cancer [AJCC] 7th edition 
staging system) non–small cell lung cancer 
(NSCLC) whose tumours have EGFR exon 19 
deletions or exon 21 (L858R) substitution 
mutations only if the following conditions are met: 

Initiation: 
1. Adult patients (≥ 18 years) must have completely 

resected stage IB-IIIA (AJCC 7th edition) or 
stage IIA to IIIB (AJCC 8th edition) NSCLC with a 
confirmed sensitizing EGFR mutation (exon 19 
deletion and/or exon 21 L858R substitution 
mutation), with or without post-operative 
adjuvant chemotherapy. 

2. Patients should initiate treatment with 
osimertinib within 10 weeks of complete surgical 
resection if adjuvant chemotherapy was not 
administered, or within 26 weeks if adjuvant 
chemotherapy (platinum-based doublet 
chemotherapy, maximum of 4 cycles) was 
administered. 

3. Patients should have a WHO performance status 
of 0 or 1 (equivalent to ECOG 0 or 1) and have no 
significant relevant comorbidities. 

Renewal: 
4. Osimertinib should be reimbursed for a total 

duration of 3 years in patients who continue to 
receive clinical benefit from treatment and do 
not have intolerable toxicity. 

5. Patients should be regularly monitored for 
toxicity and disease recurrence. 

Discontinuation: 
6. Treatment with osimertinib should be 

discontinued upon disease recurrence or 
unacceptable toxicity. 

Prescribing: 

https://www.cadth.ca/sites/default/files/DRR/2022/PC0246-Tagrisso-rec%20Final.pdf
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Generic name  
(brand name) 

Date of 
recommendation 

Recommendation and guidance  
on treatment sequencing 

7. Osimertinib should only be prescribed and 
monitored by clinicians trained in oncology and 
experienced in the treatment of NSCLC. 

Pricing: 
8. Reduction in price. 

Guidance on sequencing: Osimertinib is indicated 
and reimbursed as first-line treatment for patients 
with locally advanced (unresectable) or metastatic 
NSCLC whose tumours harbour EGFR mutations 
(exon 19 deletions or exon 21 [L858R] 
substitutions). pERC agreed that in the absence of 
evidence, retreatment with osimertinib in the 
metastatic setting would be reasonable if patients 
experienced disease relapse off treatment after 
either discontinuing osimertinib due to toxicity or 
completing 3 years of adjuvant osimertinib. pERC 
also agreed with the clinical experts that 
rechallenge with osimertinib after a 6-month off-
treatment interval is reasonable unless the patient 
experiences a recurrence. Retreatment with 
osimertinib in the metastatic setting would not be 
indicated in patients who progress while on 
osimertinib or within 6 months of their last dose of 
osimertinib in the adjuvant treatment setting. 

Osimertinib 
(Tagrisso) 

January 4, 2019 pERC recommends reimbursement of Osimertinib 
(Tagrisso) in the first-line treatment of patients with 
locally advanced (not amenable to curative intent 
therapy) or metastatic non-small cell lung cancer 
(NSCLC) whose tumours have epidermal growth 
factor receptor (EGFR) mutations (exon 19 deletion 
[exon 19 del] or exon 21 [L858R]) only if both of the 
following conditions are met: 
• cost-effectiveness is improved to an acceptable 

level 
• feasibility of adoption (budget impact) is 

addressed. 
If the aforementioned conditions cannot be met, 
pERC does not recommend reimbursement of 
osimertinib. Eligible patients should be previously 
untreated in the locally advanced or metastatic 
setting and have a good performance status. 
Treatment should continue until clinically 

https://www.cadth.ca/sites/default/files/pcodr/Reviews2019/10137OsimertinibNSCLC_FnRec_2019-01-02_ChairApproved_Post_04Jan2019_final.pdf
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Generic name  
(brand name) 

Date of 
recommendation 

Recommendation and guidance  
on treatment sequencing 

meaningful disease progression or unacceptable 
toxicity. 

pERC made this recommendation because the 
committee was confident of the net clinical benefit 
of osimertinib based on a considerable 
improvement in progression-free survival (PFS) that 
was statistically significant and clinically 
meaningful. Osimertinib also had a manageable 
toxicity profile and, based on the available data, 
treatment did not result in a decrement in patients’ 
quality of life (QoL). Osimertinib aligned with the 
patient values of maintaining QoL, being an 
effective first-line treatment option, and potentially 
providing an improvement in PFS for patients with 
central nervous system (CNS) metastases.  

The committee concluded that, at the submitted 
price, osimertinib was not cost-effective compared 
with standard tyrosine kinase inhibitors (TKIs) and 
would require a substantial price reduction. pERC 
also highlighted that the potential budget impact of 
osimertinib was underestimated, and that the 
actual budget impact would be substantially 
greater given that the market share was 
underestimated and only the Ontario perspective 
was considered. pERC therefore had significant 
concerns about the capacity for jurisdictions to 
implement the therapy due to the high cost of 
Osimertinib. 

Guidance on sequencing: pERC noted that there is 
no clinical trial evidence to inform the optimal 
sequencing of osimertinib and other treatments 
now available for the treatment of patients with 
locally advanced or metastatic NSCLC whose 
tumours have epidermal growth factor receptor 
(EGFR) mutations (exon 19 del or L858R). However, 
pERC agreed that treatment with osimertinib is 
likely to be followed by doublet chemotherapy as 
second-line treatment. Upon implementation of 
osimertinib reimbursement, pERC recognized that 
collaboration among provinces to develop a 
common approach for treatment sequencing would 
be of value.  
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Generic name  
(brand name) 

Date of 
recommendation 

Recommendation and guidance  
on treatment sequencing 

Atezolizumab 
(Tecentriq) 

June 20, 2018 pERC recommends reimbursement of atezolizumab 
(Tecentriq) for patients with locally advanced or 
metastatic non-small cell lung cancer (NSCLC) and 
who have disease progression on or after cytotoxic 
chemotherapy only if the following conditions are 
met: 
• cost-effectiveness being improved to an 

acceptable level and 
• the drug plan cost of treatment with atezolizumab 

should not exceed the drug plan cost of treatment 
with the least costly alternative immunotherapy. 

Patients with genomic tumour driver aberrations 
(e.g. epidermal growth factor receptor [EGFR] or 
anaplastic lymphoma kinase [ALK]) should first be 
treated with targeted agents followed by cytotoxic 
chemotherapy prior to receiving atezolizumab. 
Treatment with atezolizumab should continue until 
confirmed disease progression or unacceptable 
toxicity. pERC made this recommendation because 
it was satisfied that there is a net overall clinical 
benefit with atezolizumab compared with 
docetaxel, based on statistically significant and 
clinically meaningful improvements in overall 
survival, a meaningful improvement in the toxicity 
profile, and no detriment in quality of life. The 
Committee was satisfied that atezolizumab aligned 
with patient values in that it improved survival, had 
manageable side effects, it reduced disease related 
symptoms and would also be an additional 
treatment option for patients. 

In the absence of a direct comparison, the 
committee considered evidence provided through 
an indirect treatment comparison with nivolumab 
and pembrolizumab, the most relevant 
comparators in this setting. pERC concluded that 
atezolizumab is likely similar in terms of efficacy 
and safety compared to these agents.  

pERC concluded that atezolizumab, compared with 
docetaxel, could not be considered cost-effective in 
patients with metastatic NSCLC who have disease 
progression on or after cytotoxic chemotherapy. 
Given the likelihood of similarity in efficacy and 

https://www.cadth.ca/sites/default/files/pcodr/pcodr_atezolizumab_tecentriq_nsclc_fn_rec.pdf
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Generic name  
(brand name) 

Date of 
recommendation 

Recommendation and guidance  
on treatment sequencing 

safety among atezolizumab, pembrolizumab, and 
nivolumab, pERC concluded that the price of 
atezolizumab should not exceed the public drug 
plan cost of treatment with the least costly 
alternative immunotherapy.  

Guidance on sequencing: pERC concluded that the 
optimal sequencing of atezolizumab and other 
treatments now available for the treatment of 
advanced or metastatic NSCLC is currently 
unknown. pERC was, therefore, unable to make an 
evidence-informed recommendation on sequencing 
following treatment with atezolizumab. pERC also 
noted that there is no direct evidence to inform the 
comparative efficacy of atezolizumab with other 
PD-1 inhibitors (nivolumab and pembrolizumab). 
Thus, with their overlapping indications, there is no 
evidence to inform the choice of atezolizumab over 
the other available agents, or vice versa. There is 
also no evidence to support using PD-L1/PD-1 
inhibitors in sequence (e.g., atezolizumab then 
nivolumab or pembrolizumab, or vice versa). 

Osimertinib 
(Tagrisso) 

May 4, 2017 pERC recommends reimbursement of Osimertinib 
(Tagrisso) in patients with locally advanced or 
metastatic epidermal growth factor receptor 
(EGFR) T790M mutation-positive non-small cell 
lung cancer (NSCLC) who have progressed on 
EGFR tyrosine kinase inhibitor (TKI) therapy 
conditional on the cost-effectiveness being 
improved to an acceptable level. 

pERC made this recommendation because the 
Committee was confident of the net clinical benefit 
of osimertinib based on a substantial improvement 
in progression-free survival (PFS) that was 
statistically significant and clinically meaningful. 
Osimertinib also had a manageable toxicity profile 
and, based on the available data, treatment did not 
result in a decrement or an improvement in 
patients’ quality of life. Osimertinib also aligned 
with patient values.  

The Committee concluded that, at the submitted 
price, osimertinib was not cost-effective compared 

https://www.cadth.ca/sites/default/files/pcodr/pcodr_osimertinib_tagrisso_nsclc_fn_rec.pdf
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Generic name  
(brand name) 

Date of 
recommendation 

Recommendation and guidance  
on treatment sequencing 

with chemotherapy and would require a substantial 
price reduction.  
Guidance on sequencing: pERC noted that there is 
no clinical trial evidence to inform the optimal 
sequencing of osimertinib and other treatments 
now available for the treatment of patients with 
locally advanced or metastatic epidermal growth 
factor receptor (EGFR) T790M mutation-positive 
NSCLC. However, pERC agreed that treatment with 
osimertinib is likely to be followed by doublet 
chemotherapy as third-line treatment (second line 
in patients with de novo T790M mutation) and 
subsequently with immune checkpoint inhibitors. 
Upon implementation of osimertinib 
reimbursement, pERC recognized that collaboration 
among provinces to develop a common approach 
for treatment sequencing would be of value.  

Pembrolizumab 
(Keytruda) 

November 3, 2016 pERC recommends reimbursement of 
pembrolizumab (Keytruda) conditional on the cost-
effectiveness being improved to an acceptable 
level. Funding should be for the treatment of 
patients with metastatic non-small cell lung cancer 
(NSCLC) whose tumour express PD-L1 (as 
determined by a validated test) and who have 
disease progression on or after cytotoxic 
chemotherapy. Patients with epidermal growth 
factor receptor (EGFR) or anaplastic lymphoma 
kinase (ALK) genomic tumour aberrations should 
have disease progression on authorized therapy for 
these aberrations and cytotoxic chemotherapy prior 
to receiving pembrolizumab. Patients could receive 
up to 12 months of pembrolizumab if they 
experienced an investigator-determined confirmed 
radiographic disease progression, according to 
immune-related response criteria after stopping 
their initial treatment with pembrolizumab due to 
achievement of a confirmed complete response or 
having experienced 35 administrations of 
pembrolizumab. Funding should be for patients 
with a Tumour Proportion Score (TPS) of PD-L1 ≥ 
1% and who have good performance status. 
Treatment should continue until confirmed disease 

https://www.cadth.ca/sites/default/files/pcodr/pcodr_pembrolizumab_keytruda_nsclc_fn_rec.pdf
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Generic name  
(brand name) 

Date of 
recommendation 

Recommendation and guidance  
on treatment sequencing 

progression or unacceptable toxicity, or to a 
maximum of two years, whichever comes first.  
pERC made this recommendation because it was 
satisfied that there is a net overall clinical benefit 
with pembrolizumab compared with docetaxel, 
based on the statistically significant and clinically 
meaningful improvements in overall survival, 
durable response, a meaningful improvement in the 
toxicity profile, and no detriment in quality of life. 
The Committee was satisfied that pembrolizumab 
aligned with patient values.  

pERC concluded that pembrolizumab, compared 
with docetaxel, could not be considered cost-
effective in patients with metastatic NSCLC whose 
tumour express PD-L1 (as determined by a 
validated test) and who have disease progression 
on or after cytotoxic chemotherapy.       

Guidance on sequencing: pERC concluded that the 
optimal sequencing of pembrolizumab and other 
treatments now available for the treatment of 
advanced or metastatic NSCLC is currently 
unknown. pERC was, therefore, unable to make an 
evidence-informed recommendation on sequencing 
following pembrolizumab. pERC also noted that 
there is no direct evidence to inform the 
comparative efficacy of pembrolizumab with other 
PD-1 inhibitors. Thus, with their overlapping 
indications, there is no evidence to inform the 
choice of pembrolizumab over nivolumab, or vice 
versa. There is also no evidence to support using 
PD-1 inhibitors in sequence (e.g., pembrolizumab 
then nivolumab, or vice versa). However, pERC 
recognized that provinces will need to address this 
issue upon implementation of reimbursement of 
pembrolizumab and noted that collaboration 
among provinces to develop a common approach 
would be of value, as would the development and 
implementation of an evidence-based clinical 
practice guideline. 

Nivolumab (Opdivo) June 3, 2016 pERC recommends funding nivolumab (Opdivo) 
conditional on the cost-effectiveness being 
improved to an acceptable level. Funding should be 

https://www.cadth.ca/sites/default/files/pcodr/nivolumab_opdivo_nsclc_fn_rec.pdf
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Generic name  
(brand name) 

Date of 
recommendation 

Recommendation and guidance  
on treatment sequencing 

for the treatment of adult patients with advanced or 
metastatic non-small cell lung cancer (NSCLC) with 
disease progression on or after cytotoxic 
chemotherapy for advanced disease and have a 
good performance status. Treatment should 
continue until confirmed disease progression or 
unacceptable toxicity.  
pERC made this recommendation because it was 
satisfied that there is a net overall clinical benefit 
with nivolumab, based on the statistically 
significant and clinically meaningful improvements 
in overall survival and objective response rate, a 
meaningful improvement in the toxicity profile, and 
at least stable quality of life compared with 
docetaxel. The Committee was satisfied that 
nivolumab also aligned with patient values.  

pERC concluded that nivolumab compared with 
docetaxel could not be considered cost-effective in 
patients with advanced or metastatic NSCLC with 
disease progression on or after cytotoxic 
chemotherapy. 

Guidance on sequencing: pERC concluded that the 
optimal sequencing of nivolumab and other 
treatments now available for the treatment of 
advanced or metastatic NSCLC is currently 
unknown. pERC was, therefore, unable to make an 
evidence-informed recommendation on 
sequencing. However, pERC recognized that 
provinces will need to address this issue upon 
implementation of nivolumab funding and noted 
that collaboration among provinces to develop a 
common approach would be of value, as would the 
development and implementation of an evidence-
based clinical practice guideline. 

Afatinib (Giotrif) May 2, 2014 The pCODR Expert Review Committee (pERC) 
recommends funding afatinib (Giotrif) if cisplatin-
pemetrexed is currently the main treatment option. 
pERC also recommends funding afatinib as an 
alternative treatment option to gefitinib, conditional 
on the cost-effectiveness of afatinib being 
improved to an acceptable level. Funding should be 
in the first-line setting for patients with EGFR 

https://www.cadth.ca/sites/default/files/pcodr/pcodr-giotrif-nsclc-fn-rec.pdf
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Generic name  
(brand name) 

Date of 
recommendation 

Recommendation and guidance  
on treatment sequencing 

mutation positive advanced or metastatic 
adenocarcinoma of the lung and with an ECOG 
performance status 0 or 1. pERC made this 
recommendation because it was satisfied that 
there is a net clinical benefit of afatinib compared 
with cisplatin-pemetrexed. In addition, although 
there were substantive deliberations and various 
opinions expressed, the majority of pERC members 
considered that there could be similar clinical 
benefit of afatinib and gefitinib, despite the lack of 
evidence from head-to-head randomized controlled 
trials. In addition, providing access to afatinib 
aligns with patient values of having access to more 
treatment options. Also, at the submitted price, 
afatinib is cost-effective compared with cisplatin-
pemetrexed but may not be considered cost-
effective compared with gefitinib. 

Guidance on sequencing: pERC noted that there is 
variability across provinces in the availability and 
sequencing of treatments for patients with EGFR 
mutation positive advanced adenocarcinoma of the 
lung. pERC discussed that the optimal sequencing 
of agents in this setting is currently unknown. 
However, pERC recognized that provinces may 
need to address this issue upon implementation of 
afatinib funding and noted that the development 
and implementation of an evidence-based guideline 
would be of value. 

Pemetrexed (Alimta) November 19, 2013 pERC recommends funding pemetrexed (Alimta) as 
a maintenance treatment following first-line 
treatment with pemetrexed plus cisplatin in 
patients with advanced or metastatic non-
squamous non-small cell lung cancer (NS-NSCLC) 
conditional on its cost-effectiveness being 
improved to an acceptable level. Funding should be 
for patients who achieved stable disease or better 
with 4 cycles of induction pemetrexed plus cisplatin 
and with an ECOG performance status of 1 or 1 
after induction therapy. The Committee made this 
recommendation because it was satisfied that 
there is a net clinical benefit of pemetrexed in this 
setting based on an improvement in progression-
free survival and overall survival. However, at the 

https://www.cadth.ca/sites/default/files/pcodr/pcodr-alimta-ns-nsclc-fn-rec.pdf
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Generic name  
(brand name) 

Date of 
recommendation 

Recommendation and guidance  
on treatment sequencing 

submitted price, pemetrexed could not be 
considered cost-effective compared with no 
maintenance therapy. 

Erlotinib (Tarceva) December 6, 2005 The Canadian Expert Drug Advisory Committee 
(CEDAC) recommends that erlotinib be listed for 
patients with NSCLC after failure of at least one 
prior chemotherapy regimen, and whose EGFR 
expression status is positive or unknown. 

Gefitinib (Iressa) June 23, 2004 Indication reviewed:  
As monotherapy for the third line treatment of 
patients with locally advanced or metastatic non-
small cell lung cancer after failure of prior platinum-
based and docetaxel chemotherapy.  
The Canadian Expert Drug Advisory Committee 
(CEDAC) recommends that gefitinib not be listed. 

AJCC = American Joint Committee on Cancer; ALK = anaplastic lymphoma kinase; BICR = blinded independent central review;  
CEDAC = Canadian Expert Drug Advisory Committee; CNS = central nervous system; ECOG = Eastern Cooperative Oncology Group; 
NGS = next generation sequencing; NSCLC = non–small cell lung cancer; pERC = pCODR Expert Review Committee; PCR = 
polymerase chain reaction;  
PD -1 = programmed cell death 1 protein; PD-L1 = programmed cell death 1 ligand 1; PFS = progression-free survival; QoL = quality 
of life;  
TKI = tyrosine kinase inhibitors; TPS = Tumour Proportion Score; vs. = versus. 

  

https://www.cadth.ca/sites/default/files/cdr/complete/cdr_complete_Tarceva_Dec605.pdf
https://www.cadth.ca/sites/default/files/cdr/complete/cdr_complete_iressa_06-23-04.pdf
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Provisional Funding Algorithm 
Figure 1: Provisional Funding Algorithm Diagram for EGFR-Positive NSCLC 
Alt text: Funded treatment options for EGFR-Positive NSCLC include chemotherapies, osimertinib, tyrosinase inhibitors 
(erlotinib, gefitinib, afatinib) and immunotherapies (e.g., nivolumab, atezolizumab, pembrolizumab).  

First line b Second and subsequent linesAdjuvant a

Pt-based chemotherapy

Osimertinib 
(Exon 19 deletion or exon 21 L858R 
substitution)

Gefitinib

Afatinib

Erlotinib

Osimertinib 
(Exon 19 deletion or exon 21 L858R 
substitution) 

Pt-based 
chemotherapy

Docetaxel or 
pemetrexed

Pembrolizumab
Pt-based 
chemotherapy

Atezolizumab

Pembrolizumab

Atezolizumab

Nivolumab

Docetaxel or 
pemetrexed

Nivolumab

Exon 19/21 (including exon 19 deletion or exon 21 L858R substitution)

No prior adjuvant osimertinib, or ≥ 
6 months since completing adjuvant 
osimertinib

< 6 months since completing adjuvant 
osimertinib

PD-L1 any or unknown

PD-L1 ≥ 1%

PD-L1 any or unknown

PD-L1 ≥ 1%

Gefitinib

Afatinib

Erlotinib

Osimertinib 
(Exon 20 T790M point 
mutation) 

Pt-based 
chemotherapy

Docetaxel or 
pemetrexed

Pembrolizumab

Atezolizumab

Nivolumab Docetaxel or 
pemetrexed

Pembrolizumab

Atezolizumab
Nivolumab

Pt-based chemotherapy

PD-L1 any or unknown

PD-L1 any or unknown

PD-L1 ≥ 1%

PD-L1 ≥ 1%

Exon 20 (including T790M point mutations or exon 20 insertion)

Therapy funded across most 
jurisdictions

Therapy under review for funding 
(pCPA or province/cancer agency)

Pt-based 
chemotherapy

Osimertinib + Pt-based 
chemotherapy
(Exon 19 deletion or exon 21 L858R 
substitution) 

Amivantamab + Pt-
based chemotherapy

 
pCPA = pan-Canadian Pharmaceutical Alliance; PD-L1 = programmed cell death 1 ligand 1; Pt = platinum. 
Notes: Chemotherapy composition depends on histology (squamous versus nonsquamous). Pemetrexed maintenance therapy may 
follow platinum-based chemotherapy for those with a nonsquamous histology. 
Erlotinib may be funded as a last line therapy in certain jurisdictions. 
Amivantamab as a single agent (i.e., without Pt-based chemotherapy) is not funded as pCPA negotiations concluded without an 
agreement. 
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a Note that to align with the provisional funding algorithm for NSCLC without actionable oncogenic alterations, patients who have 
completed prior PD-1 or PD-L1 inhibitor treatment in the adjuvant or locally advanced setting less than 6 months ago should be 
offered other non-immunotherapy such as platinum-based chemotherapy. 
b Patients with de novo disease should start at that step of the algorithm sequence. 

Description of the Provisional Funding Algorithm 
Patients With Exon 19 or 21 Mutations 

Patients with EGFR-positive NSCLC with exon 19 or 21 mutations include those with an exon 19 
deletion or exon 21 L858R substitution. 

For these patients, the adjuvant treatment options include platinum-based chemotherapy or 
osimertinib.  

Upon progression to advanced or metastatic disease, patients may have the following first-line 
options if they have no prior adjuvant osimertinib or it has been 6 months or longer since 
completing adjuvant osimertinib: afatinib, erlotinib, gefitinib, or osimertinib (specifically for exon 19 
deletions or exon 21 L858R substitutions) with or without platinum-based chemotherapy. Patients 
with de novo metastatic disease will have access to these options as well if they also have exon 
19 or 21 mutations. Osimertinib with platinum-based chemotherapy is under review for funding. 

For patients for whom it has been less than 6 months since completing adjuvant osimertinib, the 
first-line option in the advanced or metastatic setting is platinum-based chemotherapy. 

As second-line options, patients who have received the tyrosine kinase inhibitors afatinib, erlotinib, 
gefitinib, or osimertinib with or without platinum-based chemotherapy should receive platinum-
based chemotherapy.  

For patients who have received osimertinib with platinum-based chemotherapy in the first line 
setting or platinum-based chemotherapy in the second line setting, their subsequent options can 
be immunotherapy or docetaxel or pemetrexed for patients with nonsquamous histology.  

Immunotherapy options include atezolizumab or nivolumab for patients with unknown or any 
programmed cell death 1 ligand 1 (PD-L1) status or pembrolizumab for patients with a PD-L1 of 
1% or greater.  

The subsequent treatment options for patients who have received immunotherapy include 
docetaxel or pemetrexed. Likewise, the subsequent treatment options for those who have received 
docetaxel or pemetrexed are immunotherapy options with nivolumab or atezolizumab for patients 
with unknown or any PD-L1 status or pembrolizumab for patients with a PD-L1 of 1% or more. 

Patients With Exon 20 Mutations 

https://www.cda-amc.ca/sites/default/files/DRR/2024/PH0046_Final_Report_NSCLC.pdf
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Patients with EGFR-positive NSCLC with exon 20 mutations include those with exon 20 T790M 
point mutations or exon 20 insertions. 

For these patients, the adjuvant treatment option is platinum-based chemotherapy.  

Upon progression to advanced or metastatic disease, patients may have the following first-line 
options: afatinib, erlotinib, gefitinib or amivantamab in combination with platinum-based 
chemotherapy. Patients with de novo metastatic disease will have access to these options if they 
also have exon 20 mutations. Another option is platinum-based chemotherapy. Amivantamab with 
platinum-based chemotherapy is under review for funding. 

Second-line options include osimertinib for individuals with a confirmed exon 20 T790M point 
mutation or who have received platinum-based chemotherapy. 

Subsequent options include immunotherapy, docetaxel or pemetrexed. Immunotherapy options 
include atezolizumab or nivolumab for patients with unknown or any PD-L1 status or 
pembrolizumab for patients with a PD-L1 of 1% or greater. Patients can also receive docetaxel or 
pemetrexed if they have nonsquamous histology.  

Although CDA-AMC has issued a reimbursement recommendation for single-agent amivantamab 
(i.e., without platinum-based chemotherapy) as a treatment option for patients with an exon 20 
insertion whose disease has progressed on, or after platinum-based chemotherapy, it is not funded 
as pCPA negotiations concluded without an agreement.  

The next line of therapy options for patients who have received immunotherapy include docetaxel 
or pemetrexed. Likewise, the subsequent options for patients who have received docetaxel or 
pemetrexed can be immunotherapy with atezolizumab or nivolumab for patients with unknown or 
any PD-L1 status or pembrolizumab for patients with a PD-L1 of 1% or greater.  
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