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Welcome to issue 53 of Lung Cancer Research Review.
This issue begins with research reporting that patients with advanced NSCLC treated with palliative pembrolizumab 
monotherapy have a worse prognosis if their ECOG performance status score is ≥2. There is also a report of 
real-world outcomes for patients with large-cell neuroendocrine lung tumours treated with immune checkpoint 
inhibitors. Other research selected for this issue includes a phase 3 trial that found that nivolumab plus ipilimumab 
with two cycles of chemotherapy provided patients with advanced NSCLC with longer OS, with a favourable  
risk-benefit profile, compared with four cycles of chemotherapy alone. We conclude this issue with research reporting 
the impact polypharmacy has on outcomes for older patients with advanced lung cancer treated with EGFR-TKIs.

We hope you enjoy the selected research, and we welcome your comments and feedback.

Kind Regards,

Dr Divyanshu Dua
divyanshu.dua@researchreview.com.au

Association of performance status with survival in patients with advanced 
non-small cell lung cancer treated with pembrolizumab monotherapy
Authors: Sehgal K et al.

Summary: Associations of ECOG performance status score ≥2 at the start of therapy with PFS and OS were 
explored in 74 consecutive patients with advanced NSCLC treated with pembrolizumab monotherapy; 29 had 
an ECOG performance status score of ≥2, and only age differed at baseline between these patients and those 
with lower scores. Median follow-up was 19.5 months. Compared with patients with ECOG performance status 
scores of 0 or 1, those with scores of ≥2 had a significantly lower disease control rate (53.6% vs. 88.4% 
[p=0.002]), shorter median PFS duration (2.3 vs. 7.9 months [p=0.004]) and shorter median OS duration 
(4.1 vs. 23.2 months [p<0.001]). Among patients eligible for possible subsequent cancer-directed therapy beyond 
pembrolizumab monotherapy, a significantly lower proportion of those with ECOG performance status scores of 
≥2 vs. 0–1 were less likely to receive it (8.3% vs. 45.2% [p=0.003]). An ECOG performance status score of 
≥2 was an independent risk factor for worse PFS and OS (respective adjusted HRs 2.02 [95% CI 1.09–3.74] 
and 2.87 [1.40–5.89]).

Comment: This study is not surprising; however, it provides useful real-world data in terms of performance 
status and prognosis. The patients with a performance status of 2 or greater had a poor prognosis. This will 
help clinicians discuss immunotherapy in borderline and frail patients. It will be useful to further subtype if 
borderline functional patients may derive benefit.

Reference: JAMA Netw Open 2021;4:e2037120
Abstract

Real-world survival outcomes with immune checkpoint inhibitors in 
large-cell neuroendocrine tumors of lung
Authors: Dudnik E et al, the Israel Lung Cancer Group

Summary: These researchers reported on 125 consecutive patients with advanced large-cell neuroendocrine lung 
carcinoma treated at one of four cancer centres with (n=41; median follow-up 11.8 months) or without immune 
checkpoint inhibitors (n=84; median follow-up 6.0 months). For immune checkpoint inhibitor recipients and 
nonrecipients, the respective proportions who died were 66% and 76%. Immune checkpoint inhibitor recipients 
had a longer median OS duration since advanced disease diagnosis than immune checkpoint inhibitor nonrecipients 
(12.4 vs. 6.0 months; adjusted HR 0.58 [95% CI 0.34–0.98]). In an analysis of 37 immune checkpoint inhibitor 
recipients and 37 nonrecipients propensity score matched for age and ECOG performance status, median OS 
since advanced disease duration remained significantly longer for the immune checkpoint inhibitor group (12.5 
vs. 8.4 months [p=0.046]). For 36 patients receiving immune checkpoint inhibitor monotherapy, the OS duration 
since starting such treatment was 11.0 months.

Comment: This is a small retrospective series of patients with neuroendocrine lung carcinoma. The use 
of immune checkpoint inhibitors is unknown in this population. The data will not change clinical practice; 
however, they do form a basis for a larger prospective trial of immune checkpoint inhibitors. There is an 
ongoing need for better treatments for advanced neuroendocrine carcinoma of the lung.

Reference: J Immunother Cancer 2021;9:e001999
Abstract

ECOG = Eastern Cooperative Oncology Group; HR = hazard ratio; 
NSCLC/SCLC = (non-)small-cell lung cancer; OS = overall survival;
PD-1/PD-L1 = programmed cell death (ligand)-1;
PFS = progression-free survival; TKI = tyrosine kinase inhibitor.
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First-line nivolumab plus ipilimumab combined 
with two cycles of chemotherapy in patients with 
non-small-cell lung cancer (CheckMate 9LA)
Authors: Paz-Ares L et al.

Summary: Adults with treatment-naïve, confirmed stage IV or recurrent NSCLC 
(ECOG performance status of 0–1) were randomised to histology-based, platinum 
doublet chemotherapy with (n=361) or without (n=358) intravenous nivolumab 
360mg every 3 weeks and intravenous ipilimumab 1 mg/kg every 6 weeks  
in this open-label phase 3 trial; chemotherapy was administered every 3 weeks for two 
cycles when combined with immunotherapy and for four cycles when given without 
immunotherapy. A preplanned interim analysis at median follow-up of 9.7 months 
revealed that the immunotherapy arm had longer median OS duration than the 
chemotherapy only arm (14.1 vs. 10.7 months), a difference that remained significant 
after a median of 3.5 months additional follow-up (15.6 vs. 10.9 months; HR 0.66 
[95% CI 0.55–0.80]). Common grade 3–4 treatment-related adverse events were 
neutropenia (7% and 9% of immunotherapy plus chemotherapy and chemotherapy only 
recipients, respectively), anaemia (6% and 14%), diarrhoea (4% and 1%), increased 
lipase level (6% and 1%) and asthenia (1% and 2%), the any-grade serious treatment-
related adverse event rates were 30% and 18%, and the treatment-related mortality 
rate was 2% in both groups.

Comment: This study is use of a limited number of chemotherapy cycles (two) along 
with nivolumab and ipilimumab. The data suggest an OS of median 14.1 months 
(95% CI 13.2–16.2) vs. 10.7 months (9.5–12.4); HR 0.69 [96.71% CI 0.55–0.87]; 
p=0.00065). Nivolumab plus ipilimumab has demonstrated superior survival 
compared with chemotherapy in the CheckMate-227 trial, irrespective of PD-L1 
expression. Among 1739 patients with chemotherapy-naïve NSCLC across the 
spectrum of tumour PD-L1 expression, the median duration of OS was 17.1 months 
with nivolumab plus ipilimumab versus 13.9 months with chemotherapy (HR 0.73 
[95% CI 0.64–0.84]). The benefit was significant in the high PD-L1 population. 
The adverse events reported in the CheckMate 9LA clinical trial are similar to 
previously known adverse events. In terms of using this combination, the subset 
population will need to be defined. It is another option available for treating physicians 
in the first-line setting. The patient selection will be key in identifying the right 
treatment for stage IV NSCLC in the first-line setting.

Reference: Lancet Oncol 2021;22:198–211
Abstract

Five-year outcomes from the randomized, phase III 
trials CheckMate 017 and 057: nivolumab versus 
docetaxel in previously treated non-small-cell 
lung cancer
Authors: Borghaei H et al.

Summary: The CheckMate 017 and CheckMate 057 trials randomised patients with 
advanced NSCLC (ECOG performance status score ≤1) who had progressed during or 
after first-line platinum-based chemotherapy to receive nivolumab 3 mg/kg once every 
2 weeks or docetaxel 75 mg/m2 once every 3 weeks until progression or unacceptable 
toxicity. This analysis of data pooled from both trials (n=854) reported 5-year efficacy 
and safety outcomes. Compared with docetaxel, nivolumab recipients had higher 5-year 
pooled OS and PFS rates (13.4% vs. 2.6% and 8.0% vs. 0%). The respective probabilities 
of survival among nivolumab recipients without disease progression at 2 years and at 
3 years were 82.0% and 93.0%, and their likelihoods of remaining progression-free at 
5 years were 59.6% and 78.3%. The treatment-related adverse event rate for nivolumab 
recipients at 3–5 years of follow-up was 25.8%, with seven participants experiencing 
new events; there was one grade 3 and no grade 4 treatment-related adverse events.

Comment: This study is more a tool for discussing particularly the long-term 
immune checkpoint inhibitors in lung cancer patients. The benefit against standard 
second chemotherapy with docetaxel was maintained. The patients with a response 
at a 2-year or a 3-year mark will have approximately 82–93% probability of being 
alive at 5 years. There were no new adverse outcomes, which is very reassuring. 
Immune checkpoint inhibitors remain the standard of care in the second-line setting.

Reference: J Clin Oncol 2021;39:723–33
Abstract

Updated overall survival and PD-L1 subgroup analysis 
of patients with extensive-stage small-cell lung cancer 
treated with atezolizumab, carboplatin, and etoposide 
(IMpower133)
Authors: Liu SV et al.
Summary: An updated interim analysis was reported for the phase 3 IMpower133 trial, 
which randomised patients with extensive-stage SCLC to receive four 21-day cycles of 
carboplatin and etoposide with either atezolizumab 1200mg (n=201) or placebo (n=202) on 
day 1, and then maintenance atezolizumab or placebo until unacceptable toxicity, disease 
progression or loss of clinical benefit. After median follow-up for OS of 22.9 months, there 
had been 302 deaths recorded. Compared with placebo, the atezolizumab-containing arm 
had longer median OS duration (12.3 vs. 10.3 months; HR 0.76 [95% CI 0.60–0.95]), 
with 34.0% vs. 21.0% of participants still alive at 18 months. The addition of atezolizumab 
provided a survival benefit irrespective of PD-L1 immunohistochemistry and blood-based 
tumour mutational burden status.

Comment: This is another ongoing validation of immune checkpoint inhibitors in 
extensive-stage SCLC. The 18-month data show that about 34% of the patients 
were alive in the atezolizumab plus chemotherapy arm. The benefit was demonstrated 
regardless of PD-L1 immunohistochemistry or blood-based tumour mutational burden 
status.

Reference: J Clin Oncol 2021;39:619–30
Abstract

Immune-related adverse events of a PD-L1 inhibitor plus 
chemotherapy versus a PD-L1 inhibitor alone in first-line 
treatment for advanced non-small cell lung cancer
Authors: Wang M et al.
Summary: This meta-analysis of randomised controlled trials evaluated immune-related 
adverse event rates with PD-(L)1 inhibitor plus chemotherapy versus PD-(L)1 inhibitor 
monotherapy regimens for the first-line treatment of advanced NSCLC. Compared with 
immunotherapy alone, immunotherapy with PD-(L)1 inhibitors combined with chemotherapy 
was associated with a lower rate of grade ≥3 immune-related adverse events (7.1% vs 
10.6%; indirect relative risk 0.516 [95% CI 0.291–0.916]) but not any-grade immune-
related adverse events; specifically, chemotherapy plus anti-PD-(L)1 therapy was associated 
with lower rates of pneumonitis (5.9% vs 7.1%; 0.217 [0.080–0.588]), events affecting 
the endocrine system (16.1% vs. 20.1%; 0.260 [0.120–0.564]) and skin reactions 
(10.4% vs. 12.9%; 0.474 [0.299–0.751]) including grade ≥3 reactions excluding rash 
(1.1% vs. 2.0%; 0.158 [0.032–0.765]), but not events of the digestive system or other 
immune-related adverse events.

Comment: This is a meta-analysis of previously published trials of combination chemo 
and immunotherapy. It is very encouraging to note that combination chemoimmunotherapy 
does not make the adverse events such as pneumonitis, endocrine side effects and 
skin reactions worse in any way. These adverse events are reduced. This will help 
clinicians to use the combination with more reassurance. The real-world utility for 
these data will be useful.

Reference: Cancer 2021;127:777–86
Abstract

Get your own copy of 
Lung Cancer
Research Review
Become one of Research  
Review’s 49,000 Au members

SIMPLY CLICK 

to send us an e-mail and we’ll do the rest

I am a Health Professional 

http://www.researchreview.com.au
https://www.thelancet.com/journals/lanonc/article/PIIS1470-2045(20)30641-0/fulltext
https://ascopubs.org/doi/full/10.1200/JCO.20.01605
https://ascopubs.org/doi/full/10.1200/JCO.20.01055
https://acsjournals.onlinelibrary.wiley.com/doi/full/10.1002/cncr.33270
mailto:admin%40researchreview.com.au?subject=I%20would%20like%20to%20subscribe%20to%20General%20Practice%20Research%20Review
mailto:kathy%40researchreview.com.au?subject=I%20would%20like%20to%20subscribe%20to%20Lung%20Cancer%20Research%20Review


www.researchreview.com.au a RESEARCH REVIEW publication

3

Lung Cancer Research Review TM

KEYTRUDA Minimum Product Information (v 34.3) NSCLC Indications
Please review the Product Information before prescribing. Product Information is available at www.msdinfo.com.au/keytrudapi.
Indications: As monotherapy for first-line treatment of patients with NSCLC whose tumours express PD-L1 tumour proportion score (TPS) ≥1% on a validated test, with no EGFR or ALK 
genomic tumour aberrations and are either; metastatic, or stage III where patients are not candidates for surgical resection or definitive chemoradiation. As monotherapy for advanced NSCLC 
patients with a PD-L1 TPS level ≥1% and who have received platinum-containing chemotherapy. Patients with EGFR or ALK genomic tumour aberrations should have received prior therapy 
for these aberrations before receiving KEYTRUDA. In combination with pemetrexed and platinum chemotherapy for first-line treatment of metastatic non-squamous NSCLC in patients with 
no EGFR or ALK genomic tumour aberrations. In combination with carboplatin and either paclitaxel or nab-paclitaxel for the first-line treatment of patients with metastatic squamous NSCLC. 
Contraindications: None. Precautions: Immune-mediated adverse reactions, including pneumonitis, colitis (including gastrointestinal perforation), hepatitis, hepatotoxicity (in combination 
with axitinib), nephritis, adrenal insufficiency, hypophysitis, type 1 diabetes mellitus, hyperthyroidism, hypothyroidism, thyroiditis, uveitis, myositis, Guillain-Barre syndrome, myasthenic syndrome/
myasthenia gravis (incl. exacerbation), myelitis, pancreatitis, sarcoidosis, encephalitis, myocarditis, pericarditis and pericardial effusion, peripheral neuropathy, solid organ transplant rejection, 
severe skin reactions (including Stevens-Johnson syndrome, toxic epidermal necrolysis, and bullous pemphigoid), severe infusion reactions (hypersensitivity, anaphylaxis), and complications of 
allogeneic HSCT including fatal graft-versus-host-disease and hepatic veno-occlusive disease. Severe and fatal cases of immune-mediated adverse reactions have occurred. Limited experience in 
paediatrics (only indicated in PMBCL and MSI-H/dMMR cancers). Monitor thyroid and liver function. Limited data in combination with axitinib and in combination with chemotherapy in patients 
≥75 years. Increased mortality when in combination with dexamethasone and a thalidomide analogue in multiple myeloma (not indicated). Immune-mediated adverse reactions affecting more 
than one body system can occur simultaneously. For management of immune-mediated adverse events, see full PI. Limited information in patients with active infection and patients with on-going 
adverse reaction to ipilimumab – use caution. Increased deaths observed in previously-treated UC patients in first two months of treatment compared to chemotherapy. Pregnancy (Category D). 
See full PI for further information. Interactions: None expected. Avoid corticosteroids or immunosuppressants prior to treatment (except as premedication in combination with chemotherapy).  
Adverse events: Monotherapy: fatigue, pruritus, rash, diarrhoea, nausea, hypothyroidism, hyperthyroidism, pneumonitis, colitis, arthralgia, cough, back pain, vitiligo, abdominal pain, 
hyponatremia, asthenia, neutropenia, dyspnoea, upper respiratory tract infection, pyrexia, febrile neutropenia, musculoskeletal pain, decreased appetite, constipation, elevated LFTs, urinary tract 
infection, acute kidney injury, haematuria, sepsis, urosepsis, anaemia, vomiting, increased creatinine, peripheral oedema, pneumonia, decreased weight, other laboratory abnormalities, mucosal 
inflammation, dysphagia, stomatitis, headache, dizziness, peripheral sensory neuropathy, myalgia, neck pain, insomnia, thrombocytopenia (see full PI). Combination (where not already listed 
under Monotherapy) with chemotherapy: nephritis, alopecia; with lenvatinib: gastrointestinal perforation, reversible posterior leukoencephalopathy syndrome with intraventricular haemorrhage, 
intracranial haemorrhage, haemorrhage, confusional state, pleural effusion, adrenal insufficiency, pancreatitis, muscular weakness, renal impairment, increased lipase, increased blood alkaline 
phosphatase, headache, skin ulcer, increased amylase, hypocalcaemia, syncope, hypertension, haemorrhagic events, stomatitis, hypomagnesemia, dysphonia, palmar-plantar erythrodysesthesia 
syndrome; with axitinib: hypertension, hepatotoxicity, palmar-plantar erythrodysesthesia syndrome, stomatitis/mucosal inflammation, dysphonia. Dosage: Adults: 200 mg every 3 weeks in 
combination or monotherapy, OR, 400 mg every 6 weeks as monotherapy in NSCLC. Administered as an intravenous infusion over 30 minutes. Treat with KEYTRUDA until disease progression 
or unacceptable toxicity, or up to 24 months or the equivalent number of treatment cycles for NSCLC. KEYTRUDA should be administered first when used in combination with intravenous 
chemotherapy. Atypical responses (i.e. an initial transient increase in tumour size or small new lesions followed by shrinkage) have been observed. Clinically stable patients (i.e. asymptomatic and 
not requiring urgent intervention) with initial evidence of progression can remain on treatment until confirmed. See full PI for further information.
References: 1. KEYTRUDA Australian Approved Product Information www.msdinfo.com.au/keytrudapi. 2. Gadgeel S, et al. Updated analysis from KEYNOTE-189: Pembrolizumab or placebo plus 
pemetrexed and platinum for previously untreated metastatic nonsquamous non-small-cell lung cancer. Journal of Clinical Oncology. May 10, 2020;38;1505-1517.
Copyright© 2020 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., inc., Kenilworth, NJ, USA. All rights reserved. 
Merck Sharp & Dohme (Australia) Pty Limited. Level 1 – Building A, 26 Talavera Road, Macquarie Park NSW 2113. AU-KEY-00770. First issued October 2020. MSD 9983.
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In PD-L1 Expressors and Non-Expressors1

KEYTRUDA: SUPERIOR  
OVERALL SURVIVAL FOR  
PATIENTS WITH mNSCLC1*

*KEYTRUDA + plat + pem in first-line non-squamous: without EGFR/ALK  
genomic tumour aberrations vs placebo + plat + pem: number of events were  
127/410 (31%) vs 108/206 (52%), respectively, OS HR 0.49, 95% CI: 0.38-0.64, p<0.001;  
PFS was also met: number of events were 244/410 (60%) vs 166/206 (81%) respectively,  
HR 0.52, 95% CI: 0.43-0.64, p<0.001; median follow-up of 10.5 months.1

SELECTED SAFETY INFORMATION
• The most common adverse reactions (≥20%) in the KEYTRUDA + plat-pem arm were nausea, anaemia, fatigue, constipation, diarrhoea, 

decreased appetite, neutropenia, vomiting, cough, dyspnoea, peripheral oedema, pyrexia, asthenia and rash.1,2

• Nephritis appears to be more common when KEYTRUDA is used in combination with plat-pem chemotherapy than when KEYTRUDA is used alone.1

STUDY DESIGN: Phase 3, randomised, multicenter, double-blind, placebo-controlled trial; treatment-naïve, nonsquamous mNSCLC, no EGFR or ALK genomic tumor aberrations; no 
autoimmune disease that required systemic therapy within 2 years of treatment; no medical conditions that required immunosuppression; no patients who had received > 30 Gy of thoracic 
radiation within prior 26 weeks. Patients received: KEYTRUDA 200 mg + pem + plat Q3W for 4 cycles followed by KEYTRUDA 200 mg and pem Q3W for up to 24 months (n=410); OR 
placebo (n=206), pem + plat Q3W for 4 cycles followed by placebo + pem Q3W. Treatment continued until progression or unacceptable toxicity. Co-primary efficacy outcomes: OS and PFS.1

plat: platinum chemotherapy, pem: pemetrexed, Q3W: every 3 weeks, PFS: progression-free survival, OS: overall survival.
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A randomised phase 2b study comparing the 
efficacy and safety of belotecan vs. topotecan 
as monotherapy for sensitive-relapsed 
small-cell lung cancer
Authors: Kang J-H et al.

Summary: Patients with sensitive-relapsed SCLC (n=164) were 
randomised in a 1:1 ratio to receive six 3-week cycles of five consecutive 
daily intravenous infusions of topotecan 1.5 mg/m2 or belotecan 0.5 mg/m2. 
For the primary endpoint of objective response rate, there was no significant 
difference between the belotecan versus topotecan arm (33% vs. 21% 
[p=0.09]) or PFS, but belotecan recipients had a greater disease control 
rate (85% vs. 70% [p=0.030] and longer median OS duration (13.2 vs. 
8.2 months; HR 0.69 [95% CI 0.48–0.99]), especially in participants aged 
<65 years, those with more advanced disease and those with an ECOG 
performance status score of 1 or 2. A significantly greater proportion of 
belotecan recipients also completed all treatment cycles compared with 
topotecan recipients (53% vs. 35% [p=0.022]).

Comment: The early data for the use of the camptothecin analogue 
belotecan are promising, but need validation in a large randomised 
study. The drug will be suited for a subset of patients with no imminent 
change in day-to-day clinical practice.

Reference: Br J Cancer 2021;124:713–20
Abstract

Phase I study of the efficacy and safety of 
ramucirumab in combination with osimertinib 
in advanced T790M-positive EGFR-mutant 
non-small cell lung cancer
Authors: Yu HA et al.

Summary: This open-label phase 1 study enrolled 25 patients with EGFR 
T790M-positive NSCLC who had progressed following EGFR-TKI therapy but 
had not previously received any third-generation EGFR-TKIs. The patients 
were treated with osimertinib as-needed with dose de-escalation, followed 
by an expansion cohort; daily oral osimertinib and intravenous ramucirumab 
were given every 2 weeks until progression or discontinuation. There 
were no dose-limiting toxicities. Over median follow-up of 25.0 months, 
grade ≥3 treatment-related adverse events included hypertension (8%) 
and decreased platelet count (16%); one participant experienced grade 5 
subdural haemorrhage. Safety outcomes were similar between ten patients 
with CNS metastases and 15 without CNS metastases. Five patients were 
still on treatment at the time of this analysis. The objective response rate 
was 76% (60% and 87% with and without CNS metastases, respectively) 
with a median response duration of 13.4 months, and median PFS duration 
was 11.0 months (10.9 and 14.7 months with and without CNS metastases). 
Exploratory biomarker analyses indicated that on-treatment loss of EGFR 
exon 19 deletion or L858R mutations, but not on-treatment loss of T790M, 
at baseline correlated with longer PFS. C797S, MET amplification and 
EGFR amplification emerged after progression.

Comment: This is an early-phase study for the EGFR-TKI osimertinib 
plus the VEGFR2-directed antibody ramucirumab in patients with 
T790M-positive EGFR-mutant NSCLC. It is encouraging and needs 
evaluation in a larger prospective study.

Reference: Clin Cancer Res 2021;27:992–1002
Abstract

Variation in oral microbiome is associated with future risk 
of lung cancer among never-smokers
Authors: Hosgood HD et al.
Summary: The association between oral microbiota diversity and lung cancer risk among never-smokers 
was explored in lifetime never-smokers from the Shanghai Women’s Health Study and the Shanghai 
Men’s Health Study. Patients diagnosed with incident lung cancer (n=114) were each matched to a 
control. The risk of incident lung cancer was increased in individuals with lower versus higher microbiota 
alpha diversity but the risk was not affected by beta diversity. Compared with low abundances, high 
abundances of the Spirochaetia and Bacteroidetes phyla were associated with decreased lung cancer 
risk (respective odds ratios 0.42 [95% CI 0.21–0.85] and 0.31 [0.15–0.64]), while high abundances 
of the Bacilli class and the Lactobacillales order were associated with an increased risk of lung cancer 
(2.40 [1.18–4.87] and 3.26 [1.58–6.70]); the risk was also increased when there was a medium 
abundance of the Lactobacillales order (2.15 [1.03–4.47]).

Comment: This study looked at the microbiome and its impact on lung cancer. The results are 
encouraging; however, widespread clinical utility still needs to be defined.

Reference: Thorax 2021;76:256–63
Abstract

Polypharmacy among older advanced lung cancer patients 
taking EGFR tyrosine kinase inhibitors
Authors: Hakozaki T et al.
Summary: In this research, the records of 334 patients with advanced NSCLC treated with EGFR-TKIs 
were retrospectively reviewed to assess the impact of polypharmacy (≥5 concomitant medications) and 
potentially inappropriate medication use on survival; the prevalences of polypharmacy and potentially 
inappropriate medication use were 38.4% and 31.9%, respectively. The respective median OS durations 
for patients with and without polypharmacy recorded in their records were 19.4 and 27.3 months, with 
a significant correlation detected between polypharmacy and OS on multivariate analysis. Patients with 
polypharmacy recorded also had a higher frequency of unplanned hospitalisations during EGFR-TKI 
treatment than their counterparts without polypharmacy recorded (49.4% vs. 29.4%; odds ratio 2.34).

Comment: The results are not surprising with polypharmacy leading to poor outcomes. Polypharmacy 
should be identified early, and as demonstrated, leads to worse outcomes. The data are validated 
universally and are not limited to the lung cancer space.

Reference: J Geriatr Oncol 2021;12:64–71
Abstract

Independent commentary by Dr Divyanshu Dua
Dr Divyanshu ‘Divy’ Dua graduated from the Manipal Academy of Higher Education, India, 
followed by a fellowship at the Royal Australasian College of Physicians.
He trained in internal medicine and medical oncology in Australia, followed by a clinical 
fellowship in drug development, early-phase trials and thoracic malignancies at Guys 
Hospital in London as well as the Sarah Cannon Research Institute. He has worked as a 
consultant medical oncologist in Australia across various sites.
His main tumour stream interests include thoracic malignancies (lung, mesothelioma and 
thymoma), malignant melanoma, breast, genitourinary, sarcomas and central nervous 
system tumours. He is keenly involved in geriatric (older persons’) oncology.
Divy has published several articles in peer-reviewed international journals. He is actively 
involved in teaching and research. His past academic affiliations include the University of 
Adelaide, Flinders University, Kings College, London, Monash Rural School of Medicine 
and currently the Australian National University.
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