
  
 

 

 
 
pan-Canadian Oncology Drug Review  
Initial Clinical Guidance Report  
 
Durvalumab (Imfinzi) for Non-Small Cell Lung 
Cancer  
 
March 7, 2019 

 

 



 

pCODR Initial Clinical Guidance Report - Durvalumab (Imfinzi) for Non-Small Cell Lung Cancer 
pERC Meeting: February 21, 2019  
© 2019 pCODR | PAN-CANADIAN ONCOLOGY DRUG REVIEW   ii 

DISCLAIMER  
Not a Substitute for Professional Advice 
This report is primarily intended to help Canadian health systems leaders and 
policymakers make well-informed decisions and thereby improve the quality of health 
care services. While patients and others may use this report, they are made available for 
informational and educational purposes only. This report should not be used 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, or as a substitute 
for professional medical advice. 
 
Liability 
pCODR does not assume any legal liability or responsibility for the accuracy, completeness 
or usefulness of any information, drugs, therapies, treatments, products, processes, or 
services disclosed. The information is provided "as is" and you are urged to verify it for 
yourself and consult with medical experts before you rely on it. You shall not hold pCODR 
responsible for how you use any information provided in this report. 
 
Reports generated by pCODR are composed of interpretation, analysis, and opinion on the 
basis of information provided by pharmaceutical manufacturers, tumour groups, and other 
sources. pCODR is not responsible for the use of such interpretation, analysis, and opinion. 
Pursuant to the foundational documents of pCODR, any findings provided by pCODR are 
not binding on any organizations, including funding bodies. pCODR hereby disclaims any 
and all liability for the use of any reports generated by pCODR (for greater certainty, "use" 
includes but is not limited to a decision by a funding body or other organization to follow 
or ignore any interpretation, analysis, or opinion provided in a pCODR report). 
 
 
 

FUNDING 
The pan-Canadian Oncology Drug Review is funded collectively by the provinces and 
territories with the exception of Quebec, which does not participate in pCODR at this 
time. 
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INQUIRIES  
Inquiries and correspondence about the pan-Canadian Oncology Drug Review (pCODR) should 
be directed to:  
 
pan-Canadian Oncology Drug Review 
154 University Avenue, Suite 300  
Toronto, ON  
M5H 3Y9 
  
Telephone:  613-226-2553  
Toll Free:  1-866-988-1444  
Fax:   1-866-662-1778  
Email:   info@pcodr.ca   
Website:  www.cadth.ca/pcodr  
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1 GUIDANCE IN BRIEF  

This Clinical Guidance Report was prepared to assist the pCODR Expert Review Committee (pERC) 
in making recommendations to guide funding decisions made by the provincial and territorial 
Ministries of Health and provincial cancer agencies regarding durvalumab (Imfinzi) NSCLC. The 
Clinical Guidance Report is one source of information that is considered in the pERC Deliberative 
Framework. The pERC Deliberative Framework is available on the CADTH website 
(www.cadth.ca/pcodr).  

This Clinical Guidance is based on: a systematic review of the literature regarding durvalumab 
(Imfinzi) NSCLC conducted by the Lung Clinical Guidance Panel (CGP) and the pCODR Methods 
Team; input from patient advocacy groups; input from the Provincial Advisory Group; input from 
Registered Clinicians; and supplemental issues relevant to the implementation of a funding 
decision.   

The systematic review and supplemental issues are fully reported in Sections 6 and 7. A 
background Clinical Information provided by the CGP, a summary of submitted Patient Advocacy 
Group Input on durvalumab (Imfinzi) NSCLC a summary of submitted Provincial Advisory Group 
Input on durvalumab (Imfinzi) NSCLC and a summary of submitted registered clinician input on 
durvalumab (Imfinzi) NSCLC, and are provided in Sections 2, 3, 4, and 5 respectively. 

1.1 Introduction 

The purpose of this review is to evaluate the safety and efficacy of durvalumab (Imfinzi) for the 
treatment of patients with locally advanced, unresectable NSCLC following curative intent 
platinum-based chemoradiation therapy, for up to a maximum of 12 months. 

The Health Canada approved indication is for the treatment of patients with locally advanced, 
unresectable NSCLC whose disease has not progressed following platinum-based chemoradiation 
therapy. The recommended dose of durvalumab for locally advanced, unresectable NSCLC is 10 
mg/kg administered as an intravenous infusion over 60 minutes every 2 weeks for one year or until 
disease progression or unacceptable toxicity. Durvalumab has been issued marketing authorization 
with conditions, pending the results of trials to verify its clinical benefit. Durvalumab is available 
as 50 mg durvalumab/mL in 120 mg and 500 mg single-use vials. 

1.2 Key Results and Interpretation  

1.2.1 Systematic Review Evidence  

The pCODR systematic review included one trial, PACIFIC, a randomized, double blind, placebo 
controlled, international phase III trial that assessed the efficacy and safety of durvalumab (N= 
476) as a consolidation therapy compared with placebo (N=237) in patients with stage III NSCLC 
who did not have disease progression after two or more cycles of platinum-based 
chemoradiotherapy up to 12 months.1 Patients were randomly assigned in a 2:1 ratio to receive 
durvalumab intravenously or matching placebo every 2 weeks up to 12 months. Randomization was 
stratified according to age (<65 vs. ≥65 years), sex, and smoking history (current or former 
smoker vs. never smoked). The study drug was discontinued if there was confirmed disease 
progression, unacceptable toxic effects, or withdrawal of consent. Patients could receive the 
study drug until disease progression (unless they had rapid tumor progression or symptomatic 
progression requiring urgent intervention) and could receive the drug again (re-treatment) if 
disease control had been achieved at the end of the 12 months but the disease had progressed 
during follow-up. The median follow up duration at the February 13, 2017 cut-off date for interim 
analysis for PFS was 14.5 months (Range: 0.2 -29.9 months).1 At the updated analysis, the median 
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follow–up duration at the March 22, 2018 data cut-off was 25.2 months (Range: 0.2 -43.1 
months).2   

Dose modification was allowed due to the toxicity. The median relative dose intensity was 100% in 
each group (range, 29 to 100 in the durvalumab group and 50 to 100 in the placebo group).1 

Baseline patient characteristics are listed in Table 6 in Section 6 and were generally well balanced 
across groups. The median age of patients in the PACIFIC study was 64.0 years (Range: 23 to 90); 
70% patients were male. The majority of patients in the study had an Eastern Cooperative 
Oncology Group Performance Status (ECOG PS) of 0 (48.8%) or 1 (50.8%); 99.7% of patients 
received concurrent chemotherapy with radiation therapy. Molecular phenotype (PD-L1 and EGFR) 
was generally well balanced between the two treatment groups. The majority of patients were 
current (16.4%) and past smokers (74.6%). 

Efficacy  
The co-primary outcomes in the PACIFIC study were overall survival (OS) and progression free 
survival (PFS). At the February 13, 2017 cut-off (the interim analysis) the median PFS time was 
16.8 months (95% CI: 13.0 to 18.1) in durvalumab group and 5.6 months (95% CI: 4.6 to 7.8) in 
placebo group. The hazard ratio was stratified by randomization strata (i.e., age, sex and smoking 
history).  The stratified hazard ratio for disease progression or death was 0.52; (95% CI, 0.42 to 
0.65, p<0.001). This analysis was considered the final analysis for PFS since PFS achieved 
statistical significance. At the March 22, 2018 data cut –off, the updated median PFS time was 
17.2 months (95% CI, 13.1 to 23.9) in the durvalumab group, and  5.6 months (95% CI, 4.6 to 7.7) 
in the placebo group respectively. The stratified HR was 0.51 (95% CI 0.41 – 0.63). At the first 
interim analysis for OS, durvalumab showed a statistically significant benefit in OS over placebo, 
with a 32% reduction in the risk of death (stratified HR: 0.68; 99.73% CI, 0.47 to 0.997; P = 
0.0025)2. This analysis was considered the final analysis for OS since the OS achieved statistical 
significance.   
 

At the February 13, 2017 data cut off, the overall response rates were 28.4% and 16% in patients 
with durvalumab and patients with placebo respectively. At the updated analyses (March 22, 
2018), the overall response rates were 30.0% (95% CI, 25.8 to 34.5) and 17.8% (95% CI, 13.0 to 
23.6, P<0.001) in patients with durvalumab and the patients with placebo, respectively.  

At the February 13, 2017 data cut-off, it was reported that the median duration of response was 
longer in patients with durvalumab than in patients with placebo (not reached vs. 13.8 months). 
At the March 22, 2018 data cut-off, similarly, the median duration of response was not reached 
(95% CI, 27.4 to not reached) in the durvalumab group and was 18.4 months (95% CI, 6.7 to 24.5) 
in the placebo group).  
 
Quality of life (QoL) was a secondary outcome and were measured with European Organization for 
Research and Treatment of Cancer (EORTC) QoL Questionnaire C30 (QLQ-C30) including time to 
symptom deterioration (e.g., fatigue, pain), time to QoL/function deterioration (e.g., physical 
function; role function; emotional function, global health status/QoL); and EORTC Lung Cancer 
Module (LC13) including time to symptom deterioration (e.g., dyspnoea, cough, hemoptysis, chest 
pain). Health related quality of life showed a high level of compliance (>80%) for both groups for 
up to 48 weeks. Results across all subscales did not indicate any meaningful difference in symptom 
deterioration, function, and the overall QoL between the durvalumab and placebo groups, despite 
a longer duration of study therapy for the durvalumab group.  
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Patient Advocacy Group Input  

Patients providing input had direct experience with durvalumab. Patients reported that 
durvalumab provided a sense of well-being, more independence, less stress, and allowed 
patients to engage more so with their families and loved ones. Patients also commented on 
the burden they felt was lifted off of their caregivers. Few side effects related to 
durvalumab were reported by patients. The most common side effects of durvalumab 
included fatigue and nausea. Patient input reported that both patients and their physicians 
felt uncertainty whether side effects were caused by durvalumab, or were residual side 
effects experienced from previously received treatments. Overall, there were positive 
sentiments regarding durvalumab, as it is a treatment they felt was beneficial to patients, 
and innovative as the first treatment that could be made available for patients in this 
indication.  

Provincial Advisory Group (PAG) Input  

Clinical factors:  

• Treatments after progression on durvalumab 

• Duration of treatment  

Economic factors:  

• Drug wastage 

• Additional resources and chemotherapy chair time to prepare and administer 
durvalumab 

• Additional resources required to monitor and manage infusion related reactions 
and adverse events 

Registered Clinician Input  

All clinicians agreed that there is a significant unmet need, as the current standard of care for 
patients following chemoradiation is observation; durvalumab would serve as a new treatment 
for patients with locally advanced, unresectable NSCLC following curative intent platinum-based 
chemoradiation therapy for up to one year. Clinicians also commented on the favourable toxicity 
profile of durvalumab. The clinicians agreed that the patient eligibility criteria in the PACIFIC 
trial would be applicable to clinical practice. One of the clinician inputs highlighted patients 
with PD-L1 <1% in the trial, stating that while the benefit of durvalumab among this 
subpopulation is unclear, it is possible that these patients may still benefit.  

Summary of Supplemental Questions  

There were no supplemental questions identified for this review. 

Comparison with Other Literature  

The pCODR Clinical Guidance Panel and the pCODR Methods Team did not identify other 
relevant literature providing supporting information for this review. 
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1.2.4 Interpretation  

Burden of Illness in Canada: Approximately 28,000 new cases of lung cancer, and 21,000 deaths 
from lung cancer occur each year in Canada, of which 85% are non-small cell lung cancer (NSCLC).  
Approximately 20% of these patients will have cancer that is locally advanced in the chest but not 
visibly metastatic to areas outside the chest.  For these patients, there is over an 85% probability 
of death within five years.   

Stage III NSCLC represents approximately 20% of non-small cell lung cancer patient presentations 
in Canada, and approximately up to 50% of these patients have historically received concurrent 
chemotherapy with radiation.       

Need: Patients with locally advanced NSCLC have a highly lethal condition and multiple causes of 
morbidity and mortality, including local cancer progression and respiratory failure, systemic non-
brain relapse and progression, a high rate of central nervous system relapse and progression, 
death and morbidity from toxicities of therapy, and death and morbidity from comorbid illnesses.    

The standard of care, established over 20 years ago, for fit appropriate patients has been thoracic 
radiation therapy and concurrent systemic platinum-based chemotherapy. During that time, no 
major advances for patients have arisen from clinical trials, including attempts to improve local 
control with radiation escalation or surgery, attempting to improve local and metastatic control 
with consolidative systemic therapies, and attempting to reduce CNS relapse with cranial 
irradiation. Any advances over the last twenty years have come from minor improvements in 
patient selection (using PET scans), diagnostic pathways (using endobronchial ultrasounds), and 
radiation techniques (using 3 dimensional planning and intensity modulation).  Despite these 
advances, survival is still rare, with 5 year survival in the 20% range for radically treated patients. 

Durvalumab was studied in this highly lethal disease, where there are currently no other effective 
therapies despite over 20 years of research and clinical trials.  It is attempting to fill a significant 
need. 

Intervention of Interest and rationale for its use: Durvalumab is a programmed-death ligand 1 
inhibitor (PD-L1) inhibitor.  PD-L1 is a ligand expressed by multiple cells including tumour cells 
and immune cells that interacts primarily with the PD-1 receptor on T-cells.  PD-L1 and PD-1 
interaction allows tumour cells to evade the body’s immune system.  While targeting this axis in 
the metastatic setting has shown effectiveness, particularly when PD-L1 is demonstrably present 
on tumour cells. This is the first study to demonstrate benefit in the stage III setting.  The 
rationale for combining with chemoradiation is to try to increase immunogenic cell death which 
may be potentiated by chemoradiation.        

Review Methodology and Findings: The pCODR methods team reviewed the literature and 
performed a systematic review for this submission of Durvalumab as consolidation therapy for 
patients who had been treated with concurrent chemotherapy and radiation for locally advanced 
(Stage III) NSCLC.  The landmark study that was found looking at the question of consolidation 
durvalumab was the PACIFIC study.  In fact, the only randomized study looking at consolidation 
PD-1/PD-L1 therapy at the time of the review was the PACIFIC study.   

The PACIFIC study randomized patients in a two to one fashion to consolidation durvalumab for 
one year or placebo after completion of chemoradiation.  Eligible patients were started on 
therapy within 6 weeks of the completion of their chemoradiation, and continued on every two 
week therapy for up to a full year.  The study was performed early in the development of 
durvalumab, before pharmacokinetic data revealed every four weeks dosing to be feasible and 
pharmacokinetically equivalent. However, the recommended dosing for durvalumab should be 10 
mg/kg body weight every 2 weeks or pharmacologically equivalent dose.  
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Internal Validity and Face Validity: PACIFIC was a well-designed, well-reported study.  The 
toxicity is consistent from other reported phase III studies examining immunotherapy in similar 
patient populations.  The survival and subsequent treatments in the placebo arm are higher than 
in other phase III studies with stage III patients, but is accounted for by the randomization time 
(enrolling patients after chemoradiation), the requirement for patients to be recovered from 
toxicities and with a good performance status (patient selection), the very aggressive follow-up 
schedule (every two month imaging), and the high treatment rate in progressing patients. 

Effectiveness: The two co-primary endpoints of PACIFIC, OS and PFS, were both statistically and 
clinically meaningfully superior for patients who received durvalumab compared to placebo. With 
a median follow-up of 25.2 months, OS was improved by 32% (HR 0.68), and two year OS was 
improved from 55% to 66%.  Progression free survival was improved by 48%, with a median of 6 
months in the control arm and 17 months in the durvalumab group, with 18 months PFS improved 
from 27% to 44%.   

All clinically relevant secondary endpoints including time to distant metastases, time to next 
systemic therapy and response rate favoured durvalumab.  Quality of life was not detrimentally 
affected by durvalumab based on the quality of life analysis performed.   

Based on the primary analysis of OS, durvalumab has the potential to significantly improve 
outcomes for the group of patients recently treated with chemoradiation therapy.  Median OS has 
not been reached. Given the short follow-up (median of 25 months), it is not possible to tell if 
long term cure rates are being improved, such as what we would hope from an adjuvant treatment 
– or if death is being delayed, such as what we expect from palliative treatments.  There are some 
uncertainties regarding the duration of benefit from one year of durvalumab, which may be 
answered with further follow-up. However, even if evaluated solely as a palliative treatment, 
durvalumab shows benefit with a significant delay of death, without significant increases in 
toxicity or decreases in quality of life.  

When translating the efficacy seen in this clinical trial to the effectiveness in the ‘real world’, it is 
expected that patients and practices will differ somewhat from what was done on study.   
Patients who would have been overtly excluded from the clinical trial would be included in clinical 
practice. Patients who were followed with every two month scanning on clinical trial will be 
followed less frequently.  Patients who are not overtly excluded, but are underrepresented in 
clinical trials (such as the elderly, lower socioeconomic status and education level, and those with 
comorbid illness), will be better represented in real practice.   

Lung cancer patients have heterogeneous clinical situations that are not represented in clinical 
trials, but for who still need to be treated with the best evidence available. Patients who were 
overtly excluded from the clinical trial include those with HIV, hepatitis C, and hepatitis B.  It is 
likely that as immune therapy safety is established in these patients in other settings, that they 
will be treated with durvalumab in this setting.  Outside of perhaps uncontrolled hepatitis B, most 
patients with HIV on highly active anti-retroviral therapy with normal CD4 counts, controlled 
hepatitis B, or with hepatitis C, would receive therapy in this setting.  Patients with any small cell 
component of their histology were excluded from this study, and they are also excluded from 
small cell studies.  In the locally advanced/non-metastatic setting, these patients would be 
treated with chemoradiation, and durvalumab would be appropriate to administer.  Certain stage 
II patients and current stage IV patients are treated with chemoradiation to the chest in a curative 
attempt, and these are also patients for whom trials will not be independently conducted, but for 
whom consolidation durvalumab would be appropriate. Certain stage III patients are treated with 
attempts at surgery, either prior to or following chemoradiation.  Durvalumab may be used for 
concurrent chemoradiation patients, whether or not additional treatments like surgery are added 
to the treatment. 
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In clinical practice, it is likely that the use of durvalumab will not be considered for patients not 
treated with radical concurrent therapy at this time.  Patients who have only radiation (not 
concurrent chemotherapy) will not be eligible to receive therapy.  Patients who have sequential 
therapy without concurrent therapy will not be eligible to receive immunotherapy.  Patients who 
receive surgery and chemotherapy but not radiation therapy will not be eligible for durvalumab at 
this time.   

Performance status 2 patients, patients with unresolved toxicities after concurrent therapy, and 
patients who had grade 2 or greater pneumonitis at any time present a challenge in extrapolating 
this data to the ‘real world’, given that these were all ineligibility criteria.  25% of patients who 
signed consent for the study were not eventually randomized, likely as a result of these factors.  
In clinical practice, this may result in either increased toxicity, if it is mandated that patients are 
enrolled within 6 weeks of radiation, then patients and physicians may minimize toxicity or be 
more generous with performance status.  If treatment within 6 weeks is not mandated, then 
physicians may allow the patients to recover longer and begin treatment at a later time period, 
which will have an unknown impact on efficacy.   

Effectiveness will likely be similar amongst all of the subgroups that receive durvalumab therapy 
after chemoradiation.  There is no clear indication that any subgroup does substantially worse 
with durvalumab than any other subgroup.  Benefit from consolidation durvalumab was 
demonstrated regardless of performance status, age, stage (3A or 3B), PD-L1 status, EGFR status, 
and type of chemotherapy, although non-significant trends were observed.  In terms of PD-L1 
status, a post-hoc analysis revealed that patients with very low PD-L1 did not appear to benefit, 
which is consistent with findings in the metastatic setting that PD-L1 high patients appear to 
benefit more from anti-PD1/L1 therapy.  As this is a post-hoc analysis, it is unlikely that this will 
change practice until further studies/meta-analysis confirm this hypothesis-generating 
observation.  There was also a statistically non-significant observation that patients who were 
treated within 14 days of completing radiation appeared to have better hazard ratio (HR 0.42 
compared to HR 0.81 for OS), but this difference may be exaggerated by the unexplained higher 
event rate in the placebo arm of the 14 day group (56.5% vs 46%).           

To summarize, for effectiveness and equity, durvalumab appears to provide a significant, 
clinically meaningful, benefit in terms of overall survival for patients who were enrolled on trial.  
For patients who were ineligible for trial, but for whom chemoradiation is part of the standard of 
care, equity would suggest that these patients may also receive benefit from durvalumab in this 
setting, and the effectiveness is unlikely significantly different. 

Safety (Toxicity and Adverse Events): In terms of toxicity, there are several toxicities that occur 
with chemoradiation therapy, and additional toxicities that may be clinically relevant with the use 
of durvalumab.  For toxicities reported in the frequency table (See Table 13 in Section 6), results 
are similar with placebo or durvalumab for most grade 1 and 2 toxicities.  As patients were 
enrolled within two to six weeks of ending chemoradiation therapy, it is probable that many of 
these events (particularly in the placebo group) were sequelae of previous treatment, while 
others may be secondary to disease progression.  The trial did not report the duration of these 
toxicities in each group, but this would be important in understanding relative impact of 
durvalumab versus side effects from chemoradiation alone. This may be captured in the quality of 
life studies.   

Pneumonitis was a particular concern for these patients receiving high dose thoracic radiation.  
Pneumonitis clinically can be difficult to distinguish from other etiologies of shortness of breath or 
cough, particularly with immune therapy where presentations different from typical drug induced 
hypersensitivity pneumonitis are common.  Patients who had any grade 2 pneumonitis at any time 
prior to enrollment were excluded from the trial.  The adverse event of pneumonitis was only 
reported in 12.6% of patients in the durvalumab arm (any grade) compared to 7.7% of patients in 
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the placebo group and there was also a radiation pneumonitis rate of 20.2% in the durvalumab arm 
and a 15.8% rate in the placebo arm.  Grade 3/4 radiation pneumonitis occurred more numerically 
more frequently in the durvalumab group (3.6% vs 1.3%), but was rare, while Grade 3/4 
pneumonitis that wasn’t classified as radiation pneumonitis occurred in 1.9% and 1.7% 
respectively. It is probable that severe radiation pneumonitis is increased with durvalumab 
therapy, but the absolute increase appears to be small.   

Other Grade 3 adverse events were similar between the two arms, indicating that the drug was 
associated with manageable toxicity – consistent with other single agent studies of durvalumab in 
lung cancer.  Patients who received durvalumab discontinued treatments due to adverse events 
only 15% of the time, compared to 9.7% of placebo patients.  This indicates a relatively well 
tolerated regimen for one year. 

When extrapolating into clinical practice, it is possible that the adverse event rate will increase 
through less stringent selection of patients, and less rigorous monitoring than in clinical trials.  
Even taking this into account, this is still a regimen that will likely have a favourable risk:benefit 
ratio for the majority of patients and population. 

1.3 Conclusions 

The CGP concludes that there is a clear, significant, net clinical benefit of durvalumab therapy for 
consolidation of locally advanced unresectable NSCLC following curative intent platinum-based 
chemoradiation therapy, for up to a maximum of 12 months, compared to placebo (watch and 
wait). In making this conclusion, the CGP considered:  

• The burden of illness for stage III non-small cell lung cancer is significant. Approximately 
4,500 to 5,000 new cases of stage III NSCLC occur each year in Canada per year, of which 
approximately 2,500 will receive concurrent chemoradiation.  Of those who receive 
chemoradiation, approximately 1,250 will be alive two years after the completion of 
chemoradiation, and 500 will be alive at 5 years.  There is a clear clinical need to improve 
the likelihood of having prolonged survival for stage III NSCLC. 
 

• The sole phase III study that addressed the use of consolidation durvalumab in this 
population was the PACIFIC study referenced in this review. As of the last update, it 
revealed a significant, clinically meaningful, benefit in OS, with 2 year survival improved 
by an absolute amount of 11%.  This came at the expense of some toxicity, most notably 
grade 3 or 4 radiation pneumonitis increasing from 1.3 to 3.6%.  This toxicity may be 
manageable with intervention such as high dose steroid medicines, but impacts negatively 
on quality of life for these patients and can be life threatening.     

 

• Of those 2,500 patients who were treated with chemoradiation, approximately 60-70% 
(1,500) of patients would be eligible to receive durvalumab.  In the absence of 
durvalumab, approximately 300 will survive 5 years and 750 will survive 2 years. If 
durvalumab therapy were available and given to those patients, 2 year survival would 
increase from 750 to approximately 900.  It’s too soon to know what the impact would be 
on 5 year survival, but an increase of over 150 people living two years is significant. With 
patient selection, of those 1,500 patients who receive durvalumab, an additional ~15 to 30 
appear to experience significant grade 3 or 4 radiation pneumonitis. 
 

• In translating to real world utilization, safety and toxicity will be concern, and will rely on 
adapting processes currently in place for managing immune toxicity in the palliative 
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setting, to managing immune toxicity and overlapping radiation toxicity in the ‘curative’ 
setting. Stage III NSCLC patients are complex patients, treatment with radiation therapy 
and chemotherapy is complex treatment, and adding immunotherapy adds another layer of 
complexity and it is uncertain how these various levels of complexity will work in the ‘real 
world’ setting.  Ideally, post-approval or post-marketing surveillance of real-world 
outcomes, particularly toxicity, in such a complex disease/treatment space will add 
additional information to address this uncertainty that exists.    
 
 

• There is currently no evidence to inform optimal sequencing of therapies after treatment 
with durvalumab, when patients progress to metastatic disease. In the absence of such 
evidence, it is expected that physicians will wish to use first principles for therapy.  
Namely, that the treatment will depend on the tumour characteristics (PD-L1 status, EGFR 
status), patient characteristics (performance status, tolerance for chemotherapy, and 
tolerance for other therapies), and disease course characteristics (time and burden of 
recurrence).  For patients who recur after having completed 12 months of durvalumab 
therapy and an appropriate interval, treatment will be likely what is given for first line 
non-small cell lung cancer in the advanced/metastatic setting.  For patients who recur 
while on durvalumab therapy, treatment will be dependent on what previous systemic 
therapy was received, but will likely not include immunotherapy at this time.  For patients 
who recur a short interval after receiving durvalumab therapy, optimal treatment and 
treatment patterns are unknown.   
 

• Currently, there is no evidence to inform when or whether retreatment durvalumab on 
progression would be appropriate, but as only a small number of patients in the clinical 
trial were retreated with durvalumab at this time upon progression in comparison to 
treatment with other PD-1 or PD-L1 inhibitors, it is likely that physicians would treat with 
medications of proven benefit in the metastatic/advanced setting.           
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2 BACKGROUND CLINICAL INFORMATION 

This section was prepared by the pCODR Lung Clinical Guidance Panel. It is not based on a 
systematic review of the relevant literature. 

2.1 Description of the Condition 

Lung cancer represents the second most common cause of cancer among both men and women in 
Canada, but the largest cause of death from cancer. In 2016, there were approximately 28,400 
new cases of lung cancer and 20,800 deaths from lung cancer.6 Roughly 85% of these cases would 
be classified as NSCLC. Approximately 20% of NSCLC patients have stage III disease at the time of 
presentation.7 For stage III disease, 5 year survival ranges from 13% in stage IIIC disease to 35% in 
stage IIIA disease.  Radical intent therapy is delivered where appropriate, and approximately 50% 
of patients receive combined chemotherapy with radiation therapy with radical/curative intent. 
The balance receiving typically palliative radiotherapy, trimodality therapy, systemic 
chemotherapy, or palliative care alone.  For patients treated with chemotherapy and radiation 
(bimodality therapy), the median survival is approximately 24 months, with approximately 20% of 
patients surviving 5 years.8 The incidence of NSCLC rises with age and the median age at diagnosis 
is 70 years.  

For most patients with stage III disease, primary surgery is not feasible or recommended 9.  Stage 
III disease itself represents patients with a variety of clinical presentations including T4 N0/N1 
disease and T3 N1 disease, where surgery is often recommended - but the majority of stage III 
lung cancer patients have  N2 or N3 disease.  This is disease in the mediastinum or supraclavicular 
areas.  No major advances from clinical trials have occurred over the past two decades – with 
higher doses of radiation10, prophylactic cranial radiation11, altered chemotherapy regimens12, and 
consolidation chemotherapy13 all failing to improve overall survival. In stage III disease, death can 
occur from multiple causes, including local progression and relapse; distant non-brain metastases, 
brain metastases, and assorted other causes such as cardiac events and cardiorespiratory 
comorbid conditions.8,14  

Unlike stage IV lung cancer, stage III non-small cell lung cancer, when treated curatively, is not 
treated differently by histology or molecular subtype. Squamous cell and non-squamous cell 
patients are treated essentially the same, although some patients with non-squamous histology 
may receive pemetrexed as part of concurrent therapy. Patients are also treated the same 
regardless of ALK or EGFR status.  Advances in treating stage III disease group of patients have 
come from changes in practice outside of clinical trials such as the incorporation of smoking 
cessation into clinics, the incorporation of Positon Emission Tomography staging (PET), and most 
importantly, advances in radiation techniques that allow more patients to be safely treated.   

2.2 Accepted Clinical Practice 

 For stage III non-small cell lung cancer, treatment requires a coordinated multidisciplinary 
approach that may include radiology, thoracic medicine, thoracic surgery, radiation and medical 
oncology.  For patients with the N2 or N3 disease – mediastinal lymph nodes, supraclavicular 
lymph nodes etc., and for many patients with either T4 N0/1 or T3N1 disease, primary surgery is 
not feasible or recommended. For patients who fall into these categories, combined modality 
chemotherapy and radiation therapy is delivered when acceptable.   

Considerations in deciding on who to treat with radical therapy include: Whether 60 Gray (Gy) or 
radiation can be delivered safely to the tumour bulk over an approximate 6 week period, taking 
into account the patients baseline pulmonary function, radiation tolerance, and the anatomic 
distribution of the tumour; whether the patients performance status, comorbidity, baseline 



 

pCODR Initial Clinical Guidance Report - Durvalumab (Imfinzi) for Non-Small Cell Lung Cancer 
pERC Meeting: February 21, 2019  
© 2019 pCODR | PAN-CANADIAN ONCOLOGY DRUG REVIEW   16 

symptoms, and weight loss would allow radical chemoradiation to be given; and patient tolerance 
for a treatment with more short term toxicity and longer expected survival. For patients where a 
decision is made to proceed with radical therapy, typical treatments would include daily radiation 
therapy concurrent with chemotherapy administered during the radiation. Concurrent 
chemotherapy regimens vary, with uncertainty regarding the optimal regimen, but typically 
patients who are fit would receive cisplatinum-based chemotherapy – such as cisplatin-
pemetrexed, cisplatin-etoposide or cisplatin-vinca alkaloid, while older or less fit patients may 
receive carboplatin-etoposide or carboplatin-paclitaxel.  Consolidation chemotherapy – or 
chemotherapy after the completion of radiation – is rarely used as it has not been shown to be 
effective in randomized studies.  Induction chemotherapy – or chemotherapy delivered prior to 
definitive radiation – is less effective than concurrent therapy, but may be used in certain clinical 
situations where radiation cannot be safely given immediately. 

After the completion of chemoradiation, there is no routine therapy (other than smoking cessation 
if applicable) recommended.  Patients are generally followed, and may receive further treatment 
if they progress or develop metastatic disease and remain fit enough for treatment.   Death and 
debility occur due to several factors, including local progression, new thoracic disease, distant 
non-brain metastases, brain metastases, cardiac complications of therapy, and a variety of other 
causes from comorbid conditions and respiratory complications. In the past, the most common 
patients subsequently receive was radiation therapy, and approximately 25% will receive 
subsequent systemic therapy, and a small percentage will have subsequent surgery for an isolated 
metastases or local progression only14-16.  In the current era of more aggressive follow-up, 
biomarker driven treatments, and immunotherapy for advanced disease, it is expected that this 
number would be substantially higher – approximately 70% - 80% of patients will have recurrence 
of progression of disease prior to death, and systemic therapy likely received by ~50-60% of those 
patients, or approximately 35-40% of the initial group.  The actual numbers of patients in the 
population who subsequently receive systemic therapy in the modern era with immunotherapy and 
molecular therapy is unknown.   

If further systemic treatment is considered, the type of systemic treatment will depend on the 
tolerance of the patient for previous therapy, and the time elapsed from previous treatments.  
Depending on these factors, and the patients biomarker status, physicians may treat a patient 
with a ‘first-line’ systemic therapy regimen for metastatic disease or second line therapy for 
advanced disease.  For patients with biomarker negative disease (EGFR/ALK/PD-L1 negative), they 
may be treated with a first line doublet chemotherapy regimen (carboplatin/cisplatin with 
pemetrexed, gemcitabine, or paclitaxel largely), or a second line regimen either immunotherapy 
(nivolumab, atezolizumab, or pembrolizumab) or chemotherapy (pemetrexed or docetaxel).  For 
patients with biomarker positive disease, they will typically receive first line targeted or 
immunotherapy treatment – with gefitinib, afatinib, erlotinib, or osimertinib for EGFR positive 
patients, alectinib or crizotinib for ALK positive patients, and pembrolizumab for EGFR negative, 
ALK negative, PD-L1 positive patients.   

Immunotherapy in lung cancer, particularly the use of anti-programmed death 1 or anti-
programmed death ligand 1 therapy – has been used in cases of advanced cancer for the last 
several years, and is in a state of evolution.  After first line chemotherapy for advanced disease 
has failed, single agent nivolumab, pembrolizumab, or atezolizumab provides significant benefit 
for a portion of patients, with approximately 50% of patients surviving one year and 20-30% 
surviving for two years in clinical trials17-19.  Currently, pembrolizumab is given for a maximum of 
24 months and retreatment may be initiated after progression, while nivolumab and atezolizumab 
are given until disease progression. For patients with a high PD-L1 staining  score on their tumour 
(>50%), two year survival in the first line setting is significantly improved with pembrolizumab 
compared to chemotherapy, with a 24 month survival of 40-50%20.  Recently, the addition of 
immune therapy with pembrolizumab to standard chemotherapy was shown to significantly 
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improve survival in both the squamous and non-squamous settings in patients.20,21  For patients 
with driver mutations (EGFR and ALK), immunotherapy monotherapy in the advanced setting has 
not been successful thus far, however the combination of chemotherapy, atezolizumab, and 
bevacizumab shows some promise in this area.22  

Durvalumab has been studied in the advanced setting in lung cancer, but is not a part of routine 
treatment for patients with metastatic or incurable disease currently.  It is the first PD1 or PD-L1 
inhibitor however to be studied in the context of stage III disease being used for consolidation 
therapy.   

In the PACIFIC study2,23, patients who had completed chemotherapy and radical radiation were 
randomized within 6 weeks of the completion of radiation to receive either placebo or durvalumab 
for up to 12 months.  As this study began prior to the full understanding of the pharmacokinetics 
of durvalumab, patients received 10 mg/kg intravenously every two weeks for one year in total.  
Today, every four week dosing is generally used in durvalumab studies given the equivalent 
pharmacokinetics.24 

Patients in the PACIFIC study had a multitude of chemotherapy regimens prior to enrolment, but 
had to have recovered from side effects of the therapy such that toxicity was less than grade 2.  
The exception to this was pneumonitis, whereby patients were excluded if they had grade 2 
pneumonitis previously – even if it had resolved.  Patients were enrolled throughout the world, 
with characteristics representative of those who typically receive combined modality therapy.  
Patients were followed aggressively with routine CT imaging every eight weeks, which is anywhere 
from two to six times as aggressive as standard.   

In 2017, results were presented that showed a benefit in terms of progression free survival in this 
population, with an improvement in median progression free survival of 11 months.  In 2018, 
results were presented that showed a benefit in overall survival, with a reduction in the risk of 
death by 32% in the durvalumab arm, and a two year survival that improved from 56% to 66%.  This 
improvement was statistically significant and clinically meaningful. 

2.3 Evidence-Based Considerations for a Funding Population 

There are approximately 28,800 new cases of lung cancer annually in Canada.  

• Proportion of NSCLC (85%)      24,480 
• Proportion with stage III disease (20%)     4,896 
• Proportion treated with radical chemoradiation (50-60%)  2,080-2,497 
• Proportion likely eligible for immunotherapy (60-70%)  1,248-1,750 
• Estimate of other patients treated with radical chemoradiation         300 

(stage II patients not suitable for surgery; stage IV oligometastatic 
 patients receiving chemoradiaton) 

Based on the above assumptions, there are between 1,548 and 2,050 patients with advanced 
NSCLC treated with radical chemoradiation as part of therapy.    

2.4 Other Patient Populations in Whom the Drug May Be Used 

Durvalumab was studied in patients with NSCLC who have received chemotherapy and radiation as 
combined bimodality therapy, and the study included patients who received either concurrent 
chemotherapy and radiation.  While only stage III patients who completed chemotherapy and 
radiation were included in the clinical trial, patients with lung cancer may have a multitude of 
rare other presentations where they receive high dose thoracic radiation concurrent with 
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chemotherapy.  These include Stage II inoperable patients who may receive combined modality 
chemoradiation25,26, and Stage IV disease with a solitary extrathoracic metastases (such as a brain 
metastases) who may also combined modality chemotherapy and radiation as part of radical intent 
therapy.27-29 

In addition to certain stage II and stage IV patients, a certain percentage of patients will have 
stage III disease treated with surgery as part of their care path.  This includes patients who have 
more extensive disease at the time of primary resection and have stage III incompletely resected 
disease subsequently treated with chemoradiation, and patients for whom surgery may be 
considered sometime after their chemoradiation treatment. 

In terms of the stage III patients treated with chemotherapy and radiation, it is possible that many 
would have been ineligible or uninterested in further therapy within 6 weeks of completing 
radiation therapy.  Twenty-five percent of patients who signed consent for the PACIFIC study did 
not move on to randomization.  Patients were required to have a very good performance status 
(ECOG 0 or 1) within 6 weeks of the completion of radiation in order to enrol. It is probable that 
clinicians will try to extrapolate out a few weeks further, and treat patients up to 8-12 weeks 
from completion of radiation therapy. Although there is a greater degree of uncertainty in these 
patients, the negative consequences of a strict timing criteria (i.e. patients must begin within 6 
weeks of completion of radiation therapy) must be considered. If clinicians are forced to treat in a 
certain time period for funding, then patients with more borderline performance status or relative 
contra-indications will be treated in order to not lose eligibility.  

While the slight majority of patients are treated radically with chemotherapy and radiation, there 
are still a substantial number of patients who receive palliative doses of radiation therapy for 
stage III disease, including those with poor lung function, poor performance status/emergent 
presentations, excessive radiation volumes, excessive weight loss, extensive comorbidity, or 
patient choice.  These are not patients for whom it’s expected consolidation immunotherapy will 
be considered.  
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3  SUMMARY OF PATIENT ADVOCACY GROUP INPUT   

Two patient advocacy groups, Lung Cancer Canada (LCC) and the Ontario Lung Association (OLA), 
provided input on the use of durvalumab for the treatment of patients with locally advanced, 
unresectable NSCLC following curative intent platinum-based chemotherapy, for up to a maximum 
of 12 months.  LCC gathered information from patients via a survey and an environmental scan 
which included information from patient forums and interviews. LCC gathered information from a 
survey of patients and caregivers from 2015 called the Faces of Lung Cancer Survey. A total of 91 
patients, all of whom have or have had lung cancer, and 72 caregivers completed this survey. All 
caregivers were currently caring for, or had previously cared for a patient living with lung cancer. 
Information from 21 respondents was obtained from an environmental scan; information from ten 
respondents, seven patients and three caregivers, was obtained from searching patient forums and 
11 respondents, ten patients and one caregiver, were interviewed for this submission. LCC 
reported that these data were gathered between August to October of 2018. LCC did not provide 
demographic information regarding the Faces of Lung Cancer Survey, however 13 of 21 
respondents (62%) identified through the environmental scan and patient interviews were female. 
Information regarding age was available from 19 of 21 respondents obtained via the environmental 
scan and interviews; the mean age was 61 years of age (range, 37-77).  

OLA obtained feedback from a Toronto based lung health support group comprising of six 
members, including a patient with lung cancer, a patient with idiopathic pulmonary fibrosis (IPF), 
and four patients with chronic obstructive pulmonary disease (COPD). OLA also conducted one 
phone interview with a patient with lung cancer. OLA also noted referencing feedback from 
previous submissions to pCODR over the past three years throughout this submission for 
durvalumab. Input from a certified respiratory educator (CRE) was also incorporated by OLA, as a 
way to enhance their patient input submission. OLA stated that the CRE was used as a “review 
check,” where they reviewed the submission and offered feedback and suggestions as appropriate. 
All information was obtained during September 2018, and all respondents were Canadian.  

From a patient’s perspective, feelings of stress and frustration were reported by patients as the 
only treatment option available to them was observation. Many patients reported experiencing 
fatigue leading to loss of independence as a result of their lung cancer. Side effects from 
chemoradiation were reported to be debilitating. In addition to reporting physical symptoms, such 
as fatigue, nausea and vomiting, patients reported impacts on their daily lives, as some patients 
reported having had to quit their jobs as a result of having to receive their treatments. Extremely 
sore throats were reported as a side effect from radiation therapy, and was reported to 
significantly impede patient’s ability to swallow. 

All patient experiences related to durvalumab for this summary were reported from LCC, who 
confirmed in follow-up that all patients part of their submission had experience with durvalumab. 
Durvalumab provided patients with a sense of well-being, more independence, less stress, and 
allowed patients to engage more so with their families and loved ones. Patients also commented 
on the burden they felt was lifted off of their caregivers. Few side effects related to durvalumab 
were reported by patients. The most common side effects of durvalumab included fatigue and 
nausea. However, there were reports of confusion related to the cause of some side effects, such 
as fatigue or pneumonitis. LCC reported that both patients and their physicians felt uncertainty 
whether side effects were caused by durvalumab, or were residual side effects experienced from 
previously received treatments. LCC suggested creating educational materials to resolve the 
confusion resultant from durvalumab and its associated side effects. Overall, there were positive 
sentiments regarding durvalumab from LCC, as it is a treatment they felt was beneficial to 
patients, and innovative as the first treatment that could be made available for patients in this 
indication.  
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Quotes are reproduced as they appeared in the survey, with no modifications made for spelling, 
punctuation or grammar. The statistical data that are reported have also been reproduced as is 
according to the submission, without modification. Please see below for a summary of specific 
input received from the patient advocacy groups.  

Please see below for a summary of specific input received from the patient advocacy groups.  

3.1 Condition and Current Therapy Information 

3.1.1 Experiences Patients have with NSCLC 

LCC reported that after patients are treated with chemoradiation there are currently no other 
therapies available leaving them only with the option to “watch and wait,” a process some 
patients refer to as “active surveillance” or “expectant management.” Having to “watch and 
wait” LCC mentioned that patients feel a lack of control over their circumstances resulting in 
greater stress and worry. Without clear treatment options patients feel that “Watching and 
waiting is nerve racking,” they “never know what is going on,” and are left hoping for better 
results every time they check in with their physician. One patient indicated feeling afraid that her 
lung cancer would return, and, if it did, whether there would be available treatment options for 
her. Some patients remain hopeful for a longer and healthier life saying “You never give up,” 
while others recognize they “don’t’ have much of a choice.”  

Pain, which can be very intense at times, shortness of breath, cough, which can be a chronic 
symptom, coughing up blood, weakness and extreme fatigue are some symptoms and challenges 
OLA indicated patients experience as a result of lung cancer. Fatigue was reported multiple times 
by OLA as being difficult to manage by patients, as they reported having to plan their days around 
managing it. Adding to the difficulty of managing symptoms due to lung cancer, is the constant 
variability in experienced symptoms as OLA indicated a lack of consistency in what patients 
experience throughout their disease. OLA indicated that patient’s ability to work, travel, socialize 
and participate in leisure and physical activities are aspects of daily life that are affected for 
those with lung cancer. The following quotes provided by OLA illustrate patients’ struggles with 
disease symptoms, particularly fatigue, and a loss of independence:  

• “It robbed me of my ability to do anything on my own.”  
• “This disease makes it hard to do day to day activities such as house cleaning, shopping and 

cooking. It has affected all parts of my life.”  
• “I have lost a significant amount of weight and am tired, weak and without energy. I am no 

longer able to do the activities I enjoy. It is very hard to be positive and hopeful.”  
• “Physical exertion of any kind causes my breathing to get worse.”  

OLA also indicated the difficulty patients experience navigating through their diagnosis; patients 
indicate needing more information to help them understand what they are going through and what 
decisions and next steps they need to take. Several patients reported feeling rushed during 
appointments with their doctors, and expressed a greater need for information to be 
communicated in “easy to understand” language with clear descriptions of their treatment 
options. Interviewed individuals also mentioned the lack of timeliness experienced waiting for 
results or to be diagnosed, resulting in heightened anxiety. One female patient said, “I waited 
many months to see a specialist not knowing what exactly was wrong with me or what the 
prognosis might be,” while another female patient said, “It took a year to finally make the 
diagnosis.” The daughter of another lung cancer patient said, “The most frustrating thing for me 
was how long it took to get her diagnosed.” OLA indicated that nearly all respondents reported 
feelings of anxiety and depression associated with a diagnosis of lung cancer.   
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LCC indicated that a patient’s diagnosis may be hard on family and friends in addition to the 
patient as one respondent said, “The diagnosis was tough on the family and her son thought she 
would die.” LCC felt it was important to highlight that as durvalumab is currently being reviewed 
for treatment in stage 3B non-resectable lung cancer after chemoradiation, this space has a 
curative intent, and are hopeful that durvalumab will increase patient’s chances of a cure.  

3.1.2 Patients’ Experiences with Current Therapy for NSCLC 

LCC stated that there is currently no available therapy to prescribe lung cancer patients in this 
setting. Following chemoradiation, patients are asked to watch and wait. All patients included in 
the LCC’s submission indicated that they had been treated with chemoradiation therapy. Nearly 
all patients indicated having experienced side effects that interfered with daily living, with most 
patients reporting side effects such as nausea (n=6), vomiting (n=4), and extreme fatigue (n=12) 
which LCC indicated was consistent with other reports of side effects to do with chemotherapy. 
Only one patient indicated having experienced no side effects, and was reported by LCC to have 
“even put on weight following chemo radiation therapy.” Other patients reported having 
difficulty engaging in activities that they enjoyed or taking part in daily chores; for example, one 
patient reported being unable to mow her lawn, while others had to quit sports such as golfing or 
endurance training and running. One patient reported being unable to play with her grandchildren 
like she used to. Loss of hair (n=1), sunburn (n=1), diarrhea (n=1), and pain in the throat (n=1) 
were other reported side effects. Pain in the throat made it difficult for patients to swallow liquid 
pills, which is a side effect also mentioned by patients interviewed by OLA.  

LCC also reported that one patient experienced a drop in their white blood cell count due to 
chemoradiation therapy so severe they had to stop treatment and also could not see any visitors. 
Some patients also reported having to quit their jobs. One patient commented on the consuming 
effect his treatments had on his life, as, even though he was retired, he mentioned his life 
seeming to revolve around his treatments.  

Spiriva, Seebri, Advai, Symbicort, Daxas, Prednisone, Ventolin, Atrovent, Serevent, Onbrez, 
Tudorza and Ventolin (as needed) were previously received treatments reported by patients 
interviewed by OLA. One patient indicated currently undergoing radiation and chemotherapy. 
Another patient indicated having received a double lung transplant earlier in 2018. OLA mentioned 
that while current treatments do provide some relief for symptoms such as, fatigue, shortness of 
breath, cough, appetite loss and low energy, their management can be improved, and that other 
symptoms, such as palpitations, dry mouth, mouth sores, vision and urinary problems still require 
better management. Radiation therapy was reported by patients to leave them with extremely 
sore and painful throats, impeding their ability to swallow food.  

While both LCC and OLA highlighted that side effects could be very debilitating for some patients, 
LCC noted that chemoradiation therapy is an effective therapy. The majority (89%) of the patients 
interviewed by LCC reported significant shrinkage in tumour size.  

In addition to describing experiences with current therapies, the respondents also expressed a 
desire to have fewer medical appointments and decreased costs. Secondary costs related to the 
disease and treatments were also reported as causing burden to patients. For example, one 
patient noted having to pay for a driving service to take her to treatment appointments and then 
back home out of pocket. In addition to travel costs, due to weight loss patients must make sure 
to maintain good nutrition; one patient was advised to buy Ensure. For patients with fixed 
incomes or who receive pension, buying certain foods, such as Ensure, can be quite costly and 
result in additional burden.  

OLA also reported the following as being aspects of the disease experience they would like 
improved: greater independence, more energy, improved training for general practitioners to be 
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better educated about lung diseases, clearer communication with their physician, and overall 
reduction in unnecessary delays in diagnosis and treatment.  

OLA noted that the idea of foregoing treatment was not considered by any of the respondents 
interviewed regardless of stage of disease. Respondents indicated a need for communication with 
their physician to improve their understanding of their available treatment options and the intent 
of these treatment options. Patients indicated that with greater communication would lead to 
better decision-making and coping.  

3.1.3 Impact of NSCLC and Current Therapy on Caregivers 

OLA reported that caregivers of patients with lung cancer also indicated that their work, finances, 
relationships with friends and family, their ability to travel and socialize, and their physical and 
leisure activities were all impacted by their loved one’s condition. Both patients and caregivers 
reported having their independence impacted due to the condition. OLA also highlighted the 
emotional toll of caregivers having to watch their loved ones suffer from their condition, while 
being able to do very little to aid with the pain and discomfort they are experiencing.  

As mentioned previously by LCC, some patients resorted to having to quit their jobs due to having 
lung cancer. Caregivers were also reported by LCC to have had to take time off work to help 
manage their loved ones who are receiving chemotherapy. One caregiver noted that his son 
needed to take leaves of absence from work for six weeks to help his son with his appointments. 
Based on the FOLCR survey, 59% of caregivers reported reduced number of hours worked and 8% 
reported quitting their jobs. 

According to LCC many caregivers worry that the diagnosis of lung cancer implies a death 
sentence, and that caregivers feel great anxiety and burden from their loved one’s diagnosis. 
Based on data from the FOLCR survey, LCC reported that caregivers can experience the weight of 
lung cancer more acutely than patients, as they experience greater emotional burden due to the 
negative implications and subconscious attitudes associated with lung cancer, which can lead to 
feeling so isolation. LCC indicated that caregivers can feel anxiety, worry, depression and 
psychological distress from feeling the need to take “ownership for protecting their loved ones,” 
which can lead to decreased quality of life for both the caregiver and patient. One patient 
responded to her husband’s diagnosis by stating “It’s absolutely terrible, it’s traumatic, it truly is 
traumatic.” “The worry, the stress, the fear and the grief.”  

3.2 Information about the Drug Being Reviewed 

3.2.1 Patient Expectations for and Experiences To Date with NSCLC 

No patients within the patient input provided by OLA reported having experience with 
durvalumab. All patient experiences related to durvalumab are based on input provided by LCC. 
Ten patients and one caregiver were interviewed by LCC, and information was obtained from 
seven patients and three caregivers via an online scan; all of these respondents were confirmed by 
LCC to have experience with durvalumab. LCC stated that, compared to chemotherapy, all 
information received from forums and interviews indicated patients felt better on durvalumab. 
Overall, patients had a better sense of well-being, improved treatment experience, more 
manageable side effects, and better functionality while on durvalumab.  

Compared to chemotherapy, LCC mentioned patients feel a general sense of well-being that 
allowed them to eventually take on more activities. One patient who required help with 
housework during her chemotherapy treatment stated, “I still have a cleaning late but my goal is 
to not need one soon!” during visits to the hospital for infusions of durvalumab, patients 
mentioned feeling less stressed, tired and experiencing fewer side effects leading to improved 
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quality of life. Two patients mentioned being able to go to their appointments alone, and even 
when caregivers attended their visits with them their purpose was geared more toward emotional 
support rather than because of physical need. LCC highlighted that the experience receiving 
durvalumab helped to provide relief to both patients and caregivers of some of the burden related 
to lung cancer. Previously, it was mentioned that patients felt burdened by the loss their ability to 
engage in activities of daily living. While receiving durvalumab, patients experienced less fatigue 
and felt more functional, allowing them to engage in activities they could not while receiving 
chemoradiation. Patients reported having more energy, being able to conduct household chores, 
such as yard work or general work around the house, engage with family, such as taking children 
to school or to the playground or playing with grandchildren, and partake in sports, such as 
golfing, swimming, yoga and strength training. One patient reported that while she is now able to 
walk her children to the park and school, she is still unable to go for long bicycle rides or play tag. 
In addition to taking up swimming, one patient also began walking her daughter’s dog, shopping, 
going out for breakfast with her daughter more often, and having an overall positive attitude; this 
patient mentioned feeling lucky and recognizing that not all lung cancer patients may be as 
fortunate as her.  

Side effects experienced while receiving durvalumab were few, including one patient who did not 
experience any side effects. Though the most common reported side effects reported were fatigue 
and nausea, it was reported by all seven patients from the online scan that there was an overall 
better sense of wellbeing while receiving durvalumab compared to chemotherapy; nausea, 
reported by five patients, and fatigue, reported by two patients, due to durvalumab were 
reportedly less severe than fatigue and nausea experienced while receiving chemotherapy. Of 
interviewed patients, six patients reported experiencing fatigue and two patients reported nausea 
while being treated with durvalumab; these patients also agreed that nausea and fatigue 
experienced on durvalumab were less severe compared to chemotherapy. One patient reported 
that fatigue was persistent throughout their chemotherapy treatment, however this was not the 
case while they were treated with durvalumab. For example, one patient was unable to play golf 
during chemotherapy treatments due to fatigue, however they were able to continue to golf while 
receiving durvalumab and reported they felt stronger every day even though sometimes they were 
tired.  

Other side effects included irregular kidney function requiring hydration and steroids reported by 
one patient, increased fatigue, shortness of breath, and erratic temperature changes reported by 
another patient, lung inflammation which developed after a patient’s third infusion of 
durvalumab, and another patient who developed thyroiditis. Many patients mentioned uncertainty 
about whether experienced side effects were due to durvalumab, or whether they were residual 
side effects from chemoradiation. Some patients continued to experience improvements in fatigue 
and the amount of energy they had, adding to the confusion about whether the fatigue 
experienced was a subsiding side effect from chemoradiation or whether patients were adjusting 
to durvalumab. LCC stated that even clinicians felt uncertainty regarding the cause of the fatigue. 
One patient reported experiencing no serious side effects, but then suddenly developed a hacking 
cough, the source of which her doctors had a difference of opinion on; this patient was then taken 
off durvalumab treatment. Two patients developed pneumonitis, where the causes were also 
questioned by their oncologists and radiologists as pneumonitis was stated to be a known side 
effect of immunotherapy and radiation therapy. Both of the patients who experienced 
pneumonitis, were treated with prednisone. LCC suggested the creation of educational materials 
to help better manage side effects, and combat some confusion related to side effects of 
durvalumab.  

While OLA’s input did not include information regarding direct experience with durvalumab, they 
provided a list of key treatment outcomes patients and their caregivers wanted addressed in 
regard to lung cancer: stopping or slowing progression of disease, reducing of pain, fatigue, cough 
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and shortness of breath, and improvement of appetite and energy. In addition, pain, fatigue, 
nausea, shortness of breath, appetite loss, low energy, the inability to battle infection, burning of 
the skin and impact on mood were side effects patients and caregivers wanted to see 
improvements for, or eliminated. The burden of cost was also mentioned, as both patients and 
caregivers mentioned either a reduction or elimination of costs associated with new treatments.  
Patients mentioned preferring treatment options that tallow them to stay at home; patients 
reported that more practical treatments may prevent both the patients and their caregivers from 
taking time off work, prevent disruptions in daily routines, and maintain quality of life. One 
female lung cancer patient commented on her desire to spend her time with the people she cares 
about rather than at hospitals, “if I have less than three years to live, I would like to be able to 
enjoy that time with my family.” 

3.3 Additional Information 

Information obtained from OLA indicated a greater desire to be well-informed regarding their 
treatment options, and possible side effects from them by patients. Patients prefer to know more 
regarding their treatment options up front, to make better decisions with their preferences in 
mind, and to help determine what side effects they are willing to tolerate.  

LCC provided input stating that durvalumab is the first innovative treatment in stage 3B non-
resectable cancer; LCC highlighted that this stage of cancer has a curative intent, and completely 
aligns with patient values due to its potential for providing patients with a cure. With the great 
burden lung cancer places on patients, families and public healthcare funds, LCC stated that as a 
society we are obligated to provide patients with this potential for cure. The World Conference on 
Lung Cancer in Toronto was where data for the PACIFIC Trial was presented, where LCC stated 
social media responses from physicians were positive with Twitter tweets declaring in regards to 
durvalumab, “It’s a new standard of care!” 
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4 SUMMARY OF PROVINCIAL ADVISORY GROUP (PAG) INPUT   

The Provincial Advisory Group includes representatives from provincial cancer agencies and 
provincial and territorial Ministries of Health participating in pCODR. The complete list of PAG 
members is available on the pCODR website. PAG identifies factors that could affect the 
feasibility of implementing a funding recommendation.  

Overall Summary  

Input was obtained from eight provinces (Ministries of Health and/or cancer agencies) 
participating in pCODR. PAG identified the following as factors that could impact the 
implementation of durvalumab:  

Clinical factors:  

• Treatments after progression on durvalumab 

• Duration of treatment  

Economic factors:  

• Drug wastage 

• Additional resources and chemotherapy chair time to prepare and administer 
durvalumab 

• Additional resources required to monitor and manage infusion related reactions 
and adverse events 

Please see below for more details. 

4.1 Currently Funded Treatments 

PAG noted that there is currently no consolidation treatment for stage III locally advanced, 
unresectable NSCLC whose disease has not progressed following platinum-based 
chemoradiation therapy. The standard of care following platinum-based chemoradiation 
therapy is close observation, although some patients may be treated with two further cycles 
of platinum-based chemotherapy as consolidation at the discretion of the physician.   

4.2 Eligible Patient Population 

PAG noted the trial enrolled patients with both squamous and non-squamous Stage III 
NSCLC. There is potential indication creep for patients that either receive thoracic 
radiotherapy alone, or followed by sequential chemotherapy (i.e. not concurrent). These 
patients were not included in the PACIFIC clinical trial. In addition, PAG noted that 
patients with Stage IIIb disease are usually not treated with chemoradiation, as they are 
treated similarly to Stage IV disease with the same treatments.  

PAG is seeking clarity on the patients who would be eligible and those who would not be 
eligible for treatment with durvalumab such as: 

- Disease stage 
- Whether durvalumab is after concurrent chemoradiation therapy only or after 

radiation and chemotherapy given sequentially  
- Patients with stage III disease who do not receive chemoradiation therapy 
- Patients with resectable disease who receive neoadjuvant or adjuvant 

chemoradiation therapy 
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4.3 Implementation Factors 

As the current standard of care is observation, incremental resources would be required to 
prepare, administer and monitor durvalumab infusions. Durvalumab is an immunotherapy that 
is administered intravenously over 60 minutes, once every two weeks requiring chemotherapy 
chair time. There are adverse events associated with durvalumab that need to be monitored 
and treated.  The costs of additional physician clinic visits, diagnostic imaging tests and 
management of adverse events would need to be considered.   

PAG also noted that durvalumab infusion requires inline filters and must be administered 
immediately after preparation as there is no information on stability of the infusion mixture 
at room temperature. 

PAG noted that there is the potential for drug wastage due to small number of patients, 
although there are two vial sizes to minimize drug wastage.  

PAG is seeking clarity on the duration of treatment, whether treatment should be stopped at 
12 months or if options to continue beyond 12 months or re-starting at time of disease 
progression if stopped at 12 months should be recommended, as these are options described 
in the PACIFIC trial. 

It will be helpful for pERC to specify that treatment should start up to 6 weeks (1-42 days) 
following completion of concurrent chemoradiation as per the PACIFIC study. 

4.4 Sequencing and Priority of Treatments 

Durvalumab is an immunotherapy that is a PD-L1 inhibitor. Durvalumab is indicated for stage 
III locally advanced, unresectable disease until disease progression. PAG is seeking advice on 
treatments after durvalumab, when patients progress and have metastatic disease. For 
metastatic disease, currently funded treatments include other PD-1 inhibitors (nivolumab, 
pembrolizumab), chemotherapy, and targeted oral therapies. PAG is seeking data on the use 
of other PD-1 inhibitors and PD-L1 inhibitors in the treatment of metastatic disease after 
progression on durvalumab. What are the benefits and cost effectiveness of treatment with 
PD-1 inhibitors in metastatic disease after treatment with a PD-L1 inhibitor (i.e. durvalumab) 
in locally advanced disease?  

4.5 Companion Diagnostic Testing  

PAG noted that PD-L1 testing was conducted in the trial but the trial concluded that benefit 
with durvalumab was observed irrespective of PD-L1 expression. 

4.6 Additional Information 

None. 
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5 SUMMARY OF REGISTERED CLINICIAN INPUT  

Four clinician inputs were provided for durvalumab for the treatment of patients with locally 
advanced, unresectable NSCLC following curative intent platinum-based chemoradiation therapy. 
Input was provided as two joint clinician submissions and two individual clinician submissions. In 
total, there were nine clinicians who provided input. Their input is summarised below.   

All clinicians agreed that there is a significant unmet need, as the current standard of care for 
patients following chemoradiation is observation; durvalumab would serve as a new treatment for 
patients with locally advanced, unresectable NSCLC following curative intent platinum-based 
chemoradiation therapy for up to one year. Clinicians also commented on the favourable toxicity 
profile of durvalumab. The clinicians agreed that the patient eligibility criteria in the PACIFIC trial 
would be applicable to clinical practice. One of the clinician inputs highlighted patients with PD-
L1 <1% in the trial, stating that while the benefit of durvalumab among this subpopulation is 
unclear, it is possible that these patients may still benefit.  

Clinicians providing input noted that when treating with durvalumab in clinical practice, there 
should be consideration for a patient’s performance status, status of autoimmune disease, or 
contraindications to immunotherapy.  Some clinicians recommended that patients not be 
considered candidates for durvalumab if their disease grows immediately throughout 
chemoradiation, they require systemic corticosteroids for radiation pneumonitis, they have an 
organ transplant or immunosuppressing disease, and if there is presence of an autoimmune 
comorbidity requiring systemic corticosteroids or immunosuppressants.  

Varying clinician opinions were present regarding extending the use of durvalumab to patient 
populations beyond the trial, specifically patients who received chemotherapy and radiation 
therapy sequentially or radiation therapy alone or chemotherapy alone.  

When asked whether clinicians would consider use of PD-1 inhibitors, such as nivolumab or 
pembrolizumab, for metastatic disease in patients previously treated with durvalumab for stage 3 
disease, there were varying opinions among the clinicians. Three of the clinician inputs suggested 
that consideration of PD-1 inhibitors following durvalumab was appropriate given certain 
considerations. One of the clinician inputs did not support the use of PD-1 inhibitors following 
durvalumab.  

Please see below for a summary of specific input received from the registered clinician(s).  

5.1 Current Treatment(s) for NSCLC 

All clinicians indicated there are no active treatments currently available for patients with locally 
advanced, unresectable NSCLC following curative intent platinum-based chemoradiation therapy. 
Observation is the current standard of care in this setting.  

5.2 Eligible Patient Population 

All clinicians agreed that the eligible patient population was reflected in the funding request, and 
that these patients faced a high unmet need. In addition, the eligibility criteria for patients in the 
PACIFIC trial would be applicable to clinical practice. Two of the clinician inputs suggested 
extending the criteria of eligible patients to those who received chemotherapy and radiation 
therapy sequentially, in addition to having received them concurrently. Supporting this expansion 
of eligibility to sequential chemotherapy and radiation therapy, one of the clinician inputs 
mentioned that while the majority of patients are treated with concurrent chemotherapy and 
radiation, a small number of patients are treated sequentially. The most common reason was 
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stated to be an absence of a radiation facility at the institution where the patient is receiving 
chemotherapy, other reasons include but are not limited to, concerns for a patient’s performance 
status at the time of their diagnosis, presence of comorbidities, and potential toxicity related to 
concurrent chemotherapy and radiation. The clinician input suggested that patients who 
underwent chemotherapy followed by a curative dose of radiation could benefit from receiving 
durvalumab if treated within six weeks (42 days) from their last dose. Further, the clinician input 
indicated that extending the pool of eligible patients to those who underwent sequential 
chemotherapy and radiation is in line with the Health Canada label for durvalumab.  

One of the clinician inputs mentioned the status of patients with PD-L1 <1%, and suggested that 
durvalumab still be considered a potential treatment option for these patients. In an exploratory 
analysis in the PACIFIC trial, there was no improvement in overall survival for patients with PD-L1 
<1%, however there was an improvement in progression-free survival. The clinician input 
highlighted the following limitations to the post-hoc analysis involving patients with PD-L1 <1%: 

• the analysis was unplanned and trial arms were subject to unbalance in baseline 
characteristics 

• patients who progress after chemoradiation, especially within the first two years, have a 
high likelihood of being resistant to systemic therapy, have systemic recurrence, poor 
performance status leading to overall clinically poor outcomes 

• the sample of patients in this subgroup for analysis was small.  

The clinician input also mentioned that PD-L1 expression can be upregulated by chemotherapy and 
radiation, impacting PD-L1 expression post-chemotherapy and radiation. Therefore, the clinician 
input suggested that, while the benefit among patients with PD-L1 <1% may be uncertain, it is still 
possible, and suggest caution in over-interpreting subgroup analyses. Parallels were also drawn by 
clinician input to the inclusion of subgroups of patients for other treatments, including EGFR/ALK+ 
patients with metastatic NSCLC for treatment with second-line nivolumab as well as 
pembrolizumab based on the CHECKMATE 057 and KEYNOTE 042 trials, respectively.  

5.3 Relevance to Clinical Practice 

The clinicians stated that durvalumab would become standard of care, replacing observation, for 
patients following chemoradiation. All clinicians agreed that consideration of autoimmune disease 
would be needed prior to treating patients with durvalumab. Clinicians may also need to consider 
whether patients have existing contraindications with immunotherapy; one of the clinicians 
suggested that patients with an active pre-existing autoimmune condition may still be considered 
for immunotherapy after consultation with relevant specialists.  

One of the clinicians suggested, patients with poor performance status who are likely not to 
complete chemoradiation and whose disease grows immediately following chemoradiation should 
not be eligible for durvalumab. Another clinician input suggested that the following patients 
would also not be considered candidates for durvalumab: 1) patients with clinically significant 
radiation pneumonitis requiring systemic corticosteroid, 2) patients with autoimmune comorbidity 
requiring systemic corticosteroid and/or immunosuppressants, except for those with autoimmune 
endocrinopathies who are on adequate replacement and those with vitiligo and psoriasis not 
requiring systemic therapy, and 3) patients with an organ transplant or immunosuppression 
disease. The clinician input noted that durvalumab could be used as maintenance therapy to 
prevent the occurrence of a second lung cancer, which lung cancer patients who have survived 
prior curative chemotherapy, radiation or surgical therapy, regardless of histology, are at high risk 
of developing; specifically, patients with a second primary lung tumour treated with 
chemoradiation should be allowed to receive durvalumab maintenance therapy. It was noted that 
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currently patients with at least stable disease post-curative intent chemoradiation do not receive 
any maintenance therapy.  

Two of the clinician inputs commented on the favourable toxicity profile of durvalumab; one of 
the clinicians mentioned that durvalumab is well tolerated, and that few patients discontinued 
due to toxicities. Overall, one of the clinician inputs stated that the decrease in recurrence rates 
from treatment with durvalumab are expected to translate to benefits in overall survival.  

5.4 Sequencing and Priority of Treatments with Durvalumab 

The clinicians agreed that durvalumab would be given to patients following chemoradiation, 
specifically within six weeks of their final dose of chemoradiation. The clinicians highlighted that 
currently patients are observed and are not treated with anything following chemoradiation, 
therefore durvalumab would become standard of care.  

One of the clinician inputs stated that patients could be retreated with durvalumab (re-treatment 
was allowed in the pivotal trial) after having experienced a benefit from the one-year durvalumab 
maintenance therapy. Retreatment with durvalumab for patients upon progression is not included 
within the Health Canada approved indication “for patients with locally advanced, unresectable 
NSCLC whose disease has not progressed following platinum-based chemoradiation therapy”. Using 
evidence from the KEYNOTE 024, 042, 189 and 407 trials, the clinicians emphasized that patients 
experienced survival benefit with the use of platinum-based chemotherapy and pembrolizumab for 
all PD-L1 subgroups, and pembrolizumab for those with PD-L1 of at least 50%. As patients may 
benefit from PD-L1 therapy, the clinician input suggested that patients could be retreated with 
PD-L1 therapy with or without platinum-based chemotherapy upon recurrence or metastatic 
disease after durvalumab maintenance, if patients fulfilled the eligibility criteria for PD-L1 
therapy with or without platinum-based chemotherapy and did not progress while receiving 
durvalumab.  

5.5 Companion Diagnostic Testing 

Three of the four clinician inputs indicated that durvalumab treatment in this setting does not 
required companion diagnosis testing. The other clinician input also agreed that no testing would 
be required as patient subgroups in the PACIFIC Trial related to PD-L1 expression (≥25%, <25%, and 
unknown) showed benefit with durvalumab. Testing for PD-L1 expression using the 22C3 antibody 
was mentioned to occur more frequently and reported at the time of initial diagnosis; therefore, 
the clinician input suggested that patients with adequate diagnostic tissue will have their PD-L1 
status known at the time of treatment with durvalumab maintenance. The clinician input noted 
that based on the results of the BLUEPRINT Trial, there was good concordance between SP263 and 
22C3 diagnostic PD-L1 testing.  

5.6 Additional Information 

1. In the PACIFIC trial, patients received concurrent chemotherapy and radiation therapy. In your 
opinion, can the results of this trial be generalized to patients who received chemotherapy 
and radiation therapy sequentially? To patients who only received chemotherapy? To patients 
who only received radiation therapy?  

Based on the input already mentioned above, some clinicians agree with generalizing treatment 
with durvalumab to patients who received chemotherapy and radiation therapy sequentially. All 
but one of the clinician inputs agreed use of durvalumab could be generalized to patients who 
received chemotherapy and radiation sequentially.  
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In regards to generalizing treatment with durvalumab to patients who received only radiation 
therapy or only chemotherapy, there were varying opinions among the clinicians. One of the 
clinician inputs suggested that generalizing to patients who received high dose radiation therapy 
was possible. However, the input stated that use of durvalumab to patients with Stage 3 NSCLC 
who received only chemotherapy was not appropriate, as chemotherapy is not provided with the 
intention to cure. Another clinician input mentioned that there is currently no evidence to allow 
for generalization of durvalumab to patients who receive chemotherapy or radiation therapy 
alone; currently there are trials underway that address this concern. This clinician input 
mentioned that they expected pCODR to comment on this generalization when the data becomes 
available, and that reimbursement criteria will be revised appropriately when the occurs. Two of 
the clinician inputs did not comment on this matter.  

2. Durvalumab is a PD-L1 inhibitor, would you consider PD-1 inhibitors (e.g. pembrolizumab, 
nivolumab) for metastatic disease in patients previously treated with durvalumab for Stage ꞁꞁꞁ 
disease?  

One of the clinician inputs did not support the use of PD-1 inhibitors for patients with Stage 3 
metastatic disease who had previously been treated with durvalumab, due to higher risk of lung 
toxicity with an anti-PD-1. One of the clinician inputs thought that using PD-1 inhibitors following 
durvalumab would be appropriate if they did not experience progression on durvalumab. Another 
clinician input mentioned that use of PD-1 inhibitors following durvalumab would depend on the 
amount of time that elapsed between the end of durvalumab treatment and occurrence of 
relapse; if the patient relapsed on durvalumab or within three months of stopping durvalumab, 
the clinician input did not recommend use of PD-1 inhibitors. Based on evidence from the PACIFIC 
trial, one of the clinician inputs stated that patients who had at least stable disease during 
durvalumab maintenance for one year could be retreated at the time of progression. The clinician 
cited supporting data from the KEYNOTE 024, 042, 189, and 407 trials of patients with PD-L1 <1% 
and PD-L1 1-49%. The clinician input stated there should be the option of being retreated with 
pembrolizumab in combination with platinum-based chemotherapy. For patients with PD-L1 
expression of 50% or greater, the clinician input recommended they be retreated with either 
pembrolizumab or durvalumab alone, or pembrolizumab in combination with platinum-based 
chemotherapy.  
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6.3.2 Summary of Included Studies 

The pCODR systematic review included one phase III RCT (the PACIFIC trial) that assessed the 
safety and efficacy of durvalumab as consolidation therapy compared with placebo in patients 
with locally, advanced, unresectable stage III NSCLC who did not have disease progression after 
two or more cycles of platinum-based chemoradiotherapy.1,2 A total of 713 patients were 
randomly assigned to receive durvalumab at a dose of 10 mg/kg of body weight, IV infusion, every 
2 weeks (n = 476) or to matching placebo, IV infusion (n = 237) for up to 12 months. The study 
drug was discontinued if there was confirmed disease progression, unacceptable toxic effects, or 
withdrawal of consent. Patients could receive the study drug until disease progression (unless they 
had rapid tumor progression or symptomatic progression requiring urgent intervention) and could 
receive the drug again (re-treatment) if disease control had been achieved at the end of the 12 
months but the disease had progressed during follow-up.33,35,46,47 
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