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MEETING OBJECTIVES

To gain advisors’ perspectives on the following

> Management of patients with NSCLC and EGFR or ALK mutations 

> Current use of treatment options including immunotherapy in advanced NSCLC 

> Treatment of progressive disease

ALK, anaplastic lymphoma kinase; EGFR, epidermal growth factor receptor; NSCLC, non-small cell lung cancer.
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REPORT SNAPSHOT 

> A moderated roundtable discussion focusing on treatment of NSCLC was held on 

October 26, 2019, in Seattle, WA

> Disease state and data presentations were developed in conjunction with an 

expert from the University of Washington 

> The group of advisors comprised 10 community oncologists 

> Insights on the following therapies were obtained: afatinib, alectinib, atezolizumab, 

bevacizumab, brigatinib, carboplatin, ceritinib, crizotinib, dacomitinib, docetaxel, 

erlotinib, gefitinib, gemcitabine, lorlatinib, nab-paclitaxel, necitumumab, nivolumab, 

osimertinib, pembrolizumab, pemetrexed, ramucirumab

> Data collection was accomplished through use of audience response system 

questioning and in-depth moderated discussion 
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Participant Demographics



PARTICIPANT DEMOGRAPHICS

Lung cancer makes up ≤20% of the total patients seen for 77% of the advisors. Adenocarcinoma is the 

most common histology (≥40% of cases for 70%).
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30%

30%

40%

Approximately what percentage of your 
patients with NSCLC have 
adenocarcinoma? (N = 10) 

≤20%

21%–30%

31%–40%

41%–50%

>50%

77%

23%

What percentage of the patients that you see 
have NSCLC? (N = 9)

0%

1%–20%

21%–50%

>50%



PARTICIPANT DEMOGRAPHICS (N = 10)

10%

40%

50%

Approximately what percentage of your 
patients with NSCLC have squamous 

histology? 

≤20%

21%–30%

31%–40%

41%–50%

>50%

The advisors found squamous NSCLC in ≤40% of their patients. The majority of advisors (60%) report 

to have treated at least 6 patients with EGFR-mutated NSCLC over the last year. 
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40

50

10

Approximately how many patients with 
EGFR-mutated NSCLC have you treated in 

the last year? 

≤5 patients

6–10 patients

11–15 patients

16–20 patients

>20 patients



PARTICIPANT DEMOGRAPHICS (N = 10)

90
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Approximately how many patients with 
ALK-positive NSCLC have you treated in 

the last year? 

≤5 patients

6–10 patients

11–15 patients

16–20 patients

>20 patients
100

Approximately how many patients with 
ROS1-positive NSCLC have you treated 

in the last year? 

≤3 patients

4–5 patients

6–8 patients

9–12 patients

>12 patients

I don’t know because I 
don’t test for ROS1

None of the advisors have treated more than 3 patients with ROS1-positive NSCLC over the last year. 

Most physicians (90%) report having treated fewer than 6 ALK-positive patients over the last year.
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Key Insights

TREATMENT OF EGFR MUTATION-, 
ALK MUTATION-, AND NTRK FUSION-
POSITIVE NSCLC



Osimertinib is considered the preferred TKI for patients with EGFR-mutated NSCLC. Though none of the 

advisors have experience using it, they consider it to be the most effective and indicated they plan to use it 

as their first-choice TKI in the future.

TOPLINE TAKEAWAYS: TREATMENT OF EGFR MUTATION-, 
ALK MUTATION-, AND NTRK FUSION-POSITIVE NSCLC

Treatment of EGFR mutation-positive patients

Less than half of the advisors test for NTRK fusion positivity in their patients, and those who do indicate that 

it is an extremely rare alteration. None of the advisors have experience treating an NTRK-positive patient.  

NTRK fusion-positive NSCLC

The advisors have limited experience with ALK mutation-positive patients. Those who have treated an ALK-

positive patient indicated they have used crizotinib, alectinib, or more recently, brigatinib. 

Treatment of ALK mutation-positive patients
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TREATMENT OF EGFR MUTATION-, ALK MUTATION-, OR 
NTRK FUSION-POSITIVE NSCLC

Topic Insights and Data

Molecular testing
• Physicians reported they always test for EGFR, ALK, PD-L1, and ROS1 in the frontline setting. 

Additionally, 80% test for BRAF. Other mutations are tested for less frequently

First-line EGFR 

TKI

• Among the 5 EGFR TKIs currently approved in the first-line setting (erlotinib, afatinib, gefitinib, 

osimertinib, dacomitinib), advisors have the most experience with erlotinib

– 60% of advisors have treated >10 patients with erlotinib, compared with 20% for gefitinib

– None of the advisors have experience with osimertinib, afatinib, or dacomitinib

– In the frontline setting of an EGFR exon 19 mutation-positive patient, osimertinib was favored by 

all advisors

Other oncogenic 

drivers

• Advisors rarely see patients with ALK rearrangements (90% saw ≤5 patients in the last year) or ROS1

rearrangements (100% saw ≤3 patients in the last year)

– Advisors report the most experience with crizotinib and alectinib. There was very little experience 

with other TKIs; only 30% of advisors had used ceritinib and 20% had used lorlatinib or brigatinib

– Most advisors do not test for NTRK fusions in the first line, but those who do say these mutations 

are extremely rare and they have not personally treated a patient with an NTRK fusion
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QUOTES: TREATMENT OF EGFR MUTATION-, ALK
MUTATION-, AND NTRK FUSION-POSITIVE NSCLC

“The Foundation test takes a long time to get back, so 

there are times when I need to move a little faster than 

that, so I actually have a lung panel where things can come 

back faster. I’m always sending [Foundation], but I have 

things on the lung panel come back a heck of a lot faster, 

especially when I’ve got someone with a rapidly declining 

performance status and who clinically fits the profile that I 

think might have a mutation.”

“I test for everything. I send to Foundation 

Medicine, that’s our go-to.”

“If a patient has EGFR mutation, high PD-L1 

expression, what do you choose? I’m not sure.” 
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Key Insights

FIRST-LINE TREATMENT OF PAN–WILD-TYPE 
SQUAMOUS AND NON-SQUAMOUS NSCLC



The majority of physicians now order PD-L1 testing for every patient, but TMB testing is not currently a 

routine part of clinical practice for most of the consulted advisors. PD-L1 expression level plays a major role 

in treatment selection, along with performance status and tumor burden.

TOPLINE TAKEAWAYS: FIRST-LINE TREATMENT OF PAN–
WILD-TYPE SQUAMOUS AND NON-SQUAMOUS NSCLC

Immunosensitivity testing: PD-L1, TMB

While bevacizumab was a key NSCLC treatment in the past, most advisors are no longer using it, except as 

a last-line treatment option. The combination of carbo, paclitaxel, bevacizumab, and atezolizumab is not 

commonly used, though a few advisors will consider it for young, healthy patients with low PD-L1 

expression.

Treatment with bevacizumab

Immunotherapy is the key component of treatment for all wild-type NSCLC. Selection between single-agent 

immunotherapy and combinations with chemotherapy is based on PD-L1 expression level and tumor 

burden. Most patients with high PD-L1 expression receive single-agent pembrolizumab preferentially, while 

those with lower PD-L1 receive pembrolizumab plus chemo. Other immunotherapy options are used less 

frequently and in special circumstances. 

Treatment with immunotherapy
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FIRST-LINE TREATMENT OF PAN–WILD-TYPE SQUAMOUS 
AND NON-SQUAMOUS NSCLC
Topic Insights and Data

PD-L1 testing

• 100% of the advisors order PD-L1 testing for every patient with NSCLC

• 40% of the advisors have seen >12 patients with PD-L1–positive NSCLC over the last year

• 60% of the advisors will not wait for PD-L1 testing results to return prior to initiating therapy 

Immunotherapy 

experience

• Advisors have the most experience with pembrolizumab and nivolumab and less with atezolizumab

– 80% have used pembrolizumab in at least 6 patients, and 20% have used it in more than 15 patients

– Similarly, 80% have used nivolumab in at least 6 patients, and 30% have used it in more than 15 patients

– More than half (60%) of the advisors have not used atezolizumab, and the remainder have used it in only 

a handful of patients (1–5)

Impact of PD-L1 

status on 

treatment choice

• Selection of first-line regimen for adenocarcinoma is influenced by PD-L1 expression status for many advisors

– In a patient with newly diagnosed advanced NSCLC and a PD-L1 expression level of 20%, 90% of the 

advisors would offer pemetrexed-carboplatin with pembrolizumab

▪ 10% would offer paclitaxel-carboplatin-bevacizumab-atezolizumab

– For a stable patient with newly diagnosed stage IV adenocarcinoma and bone metastases, PD-L1 

positivity at 80%, and other biomarkers negative  

▪ 50% of the advisors would still recommend first-line pemetrexed-carboplatin-pembrolizumab triplet

▪ 50% would recommend pembrolizumab alone as first-line treatment

Antiangiogenic 

treatment

• Two of 9 advisors have never used bevacizumab in NSCLC; 2 have used it in 1–5 patients, and 5 advisors in 6 

or more patients
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QUOTES: FIRST-LINE TREATMENT OF PAN–WILD-TYPE 
SQUAMOUS AND NON-SQUAMOUS NSCLC

[Immunotherapy selection in non-squamous NSCLC]

“Over 50% I’ll go with pembro alone usually. Under 50% is 

combination chemo-carbo-pemetrexed and pembro. I 

generally would do maintenance but I would maintain both 

the pemetrexed and the pembrolizumab, assuming they’re 

tolerating it okay.”

[On the atezo-bev-chemo quadruplet] 

“My go-to if they have a good performance status. Not 

[PD-L1 expression] greater than 50. If they're not greater 

than 50, it’s single agent, but for the young healthy 

patients, I make my life easy – I give them all.”

“The difference there would be the bev vs the pemetrexed. 

That cost difference is not what you’re thinking. If you 

actually ask your pharmacy to tally it up for you, you’ll be 

surprised.” 

[When to use chemotherapy] “Pembro alone is probably 

70% of what I do. If there’s a high tumor burden or a need 

because of symptoms to get a quick response, I still will 

give chemo with pembro in that situation.”

“Chemo is always toxic. Patients don’t like conceptually 

the idea of the chemo. It’s nice if you can get rid of the 

chemo.”

[Selection between pembrolizumab and nivolumab]

“I don’t think I see a big difference between nivo and the 

pembro. I think traditionally I use pembro more.“
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Key Insights

CURRENT TREATMENT OF 
PROGRESSIVE DISEASE



Most advisors will test for EGFR mutation in a patient progressing on first-line EGFR inhibitors, but there is 

no preference between rebiopsy and liquid biopsy.

TOPLINE TAKEAWAYS: CURRENT TREATMENT OF 
PROGRESSIVE DISEASE

Biomarker testing

Physicians do not rechallenge with another checkpoint inhibitor when patients progress after first-line 

immunotherapy. They prefer either docetaxel or a clinical trial for this group of patients. A few have used 

ramucirumab plus docetaxel in these patients, though it is considered very toxic.

Progression after first-line immunotherapy

Nearly all patients now receive immunotherapy in the first-line setting, so this is becoming less common. If a 

patient has not received first-line immunotherapy, the selection between nivolumab and pembrolizumab is 

primarily based on personal experience and habit. None of the advisors are using atezolizumab 

second-line. 

Immunotherapy in second line
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CURRENT TREATMENT OF PROGRESSIVE DISEASE

Topic Insights and Data

Molecular 

characterization

• For a second-line NSCLC patient with EGFR mutation treated with TKI, 56% rebiopsy and 44% 

would perform liquid biopsy

• For second-line NSCLC, physicians generally have information on EGFR mutation, T790M status, ALK

and ROS1 rearrangement, and PD-L1 status in 90% of patients. Information on NTRK status is 

available for 80%, and 70% have RET and HER2 information 

Immunotherapy

• 33% of physicians believed that the overall survival benefit in the OAK trial was restricted to patients 

testing positive for PD-L1

• Nivolumab is mostly considered in second line for patients progressing after first-line chemotherapy 

Second-line 

therapy (post-

platinum)

• When asked to consider immunotherapy in a 68-year-old patient with stage IV lung adenocarcinoma 

who progressed following platinum-based chemotherapy plus bevacizumab, 50% of the advisors 

would start directly with nivolumab, 25% would ask for a PD-L1 IHC stain on the original biopsy, and 

25% would repeat a biopsy to determine PD-L1 status on a “fresh” biopsy

• In a 72-year-old patient with stage IV squamous NSCLC who progressed after platinum-based 

therapy and with PD-L1–negative disease, 56% of the advisors would start with nivolumab, and 44% 

would treat with docetaxel with or without ramucirumab 
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[Discussing immunotherapy in second line]

“It’s rare currently in my practice that they haven't 

seen immunotherapy by second line.”

“If they’ve not had an immunotherapy, then that’s 

single agent, and if they have, then usually its 

single-agent docetaxel or nothing."

QUOTES: CURRENT TREATMENT OF PROGRESSIVE DISEASE

[Immunotherapy choice in naive patients second line]

“I use nivo second-line but I can’t give you a reason 

other than—the way they got approved initially.”

“I think nivo or pem are good options. We use pem 

more often than nivo. I think I have more experience 

with that."

[Use of ramucirumab]

“It’s very toxic. I find that people have high blood 

pressure, they don’t feel good on it, and I usually 

have to dose reduce it.”

“Once they’ve progressed [on immunotherapy] it’s 

usually a toss-up of docetaxel if they can handle it. 

I’ve had one with a combination of docetaxel and 

ramucirumab and yes, they do better.”
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Advisor Key Takeaways



KEY TAKEAWAYS

Dr 1

• Nivo plus ipi as an alternative to chemo plus 

immunotherapy

• Better understanding of how to treat EGFR-positive 

patients

• Lorlatinib for G120 mutation patients

Dr 4

• Treatments for patients with brain metastases

• Use of immunotherapy plus chemotherapy in patients 

with high tumor burden and good function status, 

regardless of PD-L1 expression level

Dr 2

• Use of lorlatinib as a second-line post-alectinib for ALK

mutations

• Entrectinib in ROS-1

• Newer data with BLU-667 and LOXO292 in RET 

mutations

Dr 5

• Keep it simple in non-squamous with pembro plus/minus 

chemo depending on PD-L1 status

• The role for ipi/nivo

• AMG510 antibody looks promising

Dr 3

• The role of dual immunotherapy

• Use of 4-drug combinations

• Use of chemoimmunotherapy in patients with greater 

than 50% PD-L1 expression

Dr 6

• Upfront molecular profiling is limited by tissue sample 

and is more of a wish-list vs reality

• Lots of different first-line options depending on patient’s 

performance status and PD-L1 level

• Second-line option is chemotherapy vs immunotherapy
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KEY TAKEAWAYS

Dr 7

• New therapy options for NTRK and KRAS mutations

• Combination ipi/nivo

• Four-drug combinations

Dr 9

• Data with KRAS G12C mutations

• Responses with first-line TKIs in C797S mutations after 

T790M

Dr 8

• Dual immunotherapy as a bridge while waiting for 

FoundationOne to come back

• KRAS mutation treatment options

• Visual and auditory hallucinations on Lorbrena

Dr 10

• More molecular targets are emerging

• Taxotere is still the second-line treatment 

• Everyone should see IO before they die

24



Strategic Considerations



STRATEGIC CONSIDERATIONS
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ARS Data –
Baseline Usage Polling  



FOR A FIRST-LINE NSCLC PATIENT, I GENERALLY HAVE 
INFORMATION ON THE FOLLOWING (CHECK ALL THAT 
APPLY) (N = 10)
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HOW MANY PATIENTS WITH NSCLC HAVE YOU TREATED 
WITH ALECTINIB? (N = 10)
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HOW MANY PATIENTS WITH NSCLC HAVE YOU TREATED 
WITH CRIZOTINIB? (N = 10)
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HOW MANY PATIENTS WITH NSCLC HAVE YOU TREATED 
WITH CERITINIB? (N = 10)
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HOW MANY PATIENTS WITH NSCLC HAVE YOU TREATED 
WITH BRIGATINIB? (N = 10)
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HOW MANY PATIENTS WITH NSCLC HAVE YOU TREATED 
WITH LORLATINIB? (N = 10)
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HOW MANY PATIENTS WITH NSCLC HAVE YOU TREATED 
WITH ERLOTINIB? (N = 10)
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HOW MANY PATIENTS WITH NSCLC HAVE YOU TREATED 
WITH AFATINIB? (N = 10)
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HOW MANY PATIENTS WITH NSCLC HAVE YOU TREATED 
WITH GEFITINIB? (N = 10)
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HOW MANY PATIENTS WITH NSCLC HAVE YOU TREATED 
WITH OSIMERTINIB? (N = 10)
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HOW MANY PATIENTS WITH NSCLC HAVE YOU TREATED 
WITH DACOMITINIB? (N = 9)
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ARS Data – Treatment of 
EGFR Mutation-, ALK
Mutation-, and NTRK Fusion-
Positive NSCLC



PATIENT CASE 

> A 49-year-old Asian-American female never-smoker presents with dyspnea on 

exertion and DOE. CXR reveals multiple pulmonary nodules. CT confirms a 6-cm 

L hilar mass as well as multiple 3- to 5-cm lesions in both lungs and a small L 

pleural effusion. CT A/P also shows multiple space-occupying lesions in the liver, 

spleen, and kidneys. Bx of the liver returns (+) for adenocarcinoma
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WHAT IS THE CHANCE THIS PATIENT WILL HAVE AN EGFR
MUTATION?  (N = 10)
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THE PATIENT’S TUMOR RETURNS POSITIVE FOR EXON 19 MUTATION. 
WHICH OF THE FOLLOWING AGENTS WOULD YOU PREFER FOR 
FRONTLINE TREATMENT OF EGFR-MUTATED NSCLC? (N = 9)
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PATIENT CASE 

> A 60-year-old woman presents with a persistent cough and is found on CXR to 

have a RUL 4-cm lesion and moderate pleural effusion. She has never smoked 

and has no other medical problems. CT confirms the CXR findings. A thoracentesis 

yields the diagnosis of adenocarcinoma and molecular testing reveals an exon 19 

EGFR deletion mutation
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YOUR CHOICE OF EGFR TKI IN THIS PATIENT WOULD BE 
(N = 9)
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PATIENT CASE (CONTINUED)

> The patient is treated with erlotinib and has a response lasting 18 months. She is 
retested at that time and has the T790M mutation, and is treated with osimertinib. 
She has a response that lasts 12 months but now has disease progression at 
multiple sites
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AT THIS POINT YOU WOULD: (N = 9)
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ARS Data – First-Line 
Treatment of Pan–Wild-Type 
Squamous and Non-squamous 
NSCLC



HOW OFTEN HAVE YOU ORDERED PD-L1 TESTING FOR 
YOUR NSCLC PATIENTS? (N = 10)
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APPROXIMATELY HOW MANY PATIENTS WITH PD-L1–
POSITIVE NSCLC HAVE YOU SEEN IN THE LAST YEAR? 
(N = 10)
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HOW MANY PATIENTS WITH NSCLC HAVE YOU TREATED 
WITH NIVOLUMAB? (N = 10)
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HOW MANY PATIENTS WITH NSCLC HAVE YOU TREATED 
WITH PEMBROLIZUMAB? (N = 10)
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HOW MANY PATIENTS WITH NSCLC HAVE YOU TREATED 
WITH ATEZOLIZUMAB? (N = 10)
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HOW MANY PATIENTS WITH NSCLC HAVE YOU TREATED 
WITH BEVACIZUMAB? (N = 9)
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PATIENT CASE 

> A 65-year-old WF with 40-pk-yr smoking hx presents with cough and DOE. CXR 

shows a R pleural effusion. CT confirms R pleural effusion, 4-cm R hilar mass, and 

multifocal R paratracheal LNs. PET lights up in these sites, but there is no e/o 

extrathoracic uptake and no contralateral disease. Pleural cytology reveals 

glandular cells with (+) stains for TTF1. Molecular markers are pan (–) except for 

KRAS mutations. PD-L1 testing is (+) at PPS 20%. Brain MRI proves (–)
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WHICH OF THE FOLLOWING WOULD YOU CONSIDER IN 
THIS PATIENT? (N = 10)
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PATIENT CASE (CONTINUED)

> Patient does well on initial chemotherapy (pem-carbo-bev). Sx resolve; pleural 
effusion dries up. The R hilar mass shrinks to 1.5 cm and the R paratracheal nodes 
decrease substantially. There are no new sites of cancer. After 6 cycles of chemo, 
patient is asked to consider maintenance therapy
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WHICH OF THE FOLLOWING WOULD BE YOUR NEXT 
APPROACH? (N = 10)
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PATIENT CASE 

> A 75-year-old male former smoker (1–1.5 ppd × 20 yr; quit 1980) initially presented 

with right shoulder, back, and chest pain. CXR showed a 4 × 3-cm RML/RUL 

perihilar opacity. CT scan performed showed a 4.7-cm spiculated mass in the RML 

extending across the minor fissure into the RUL. PET/CT showed FDG-avid 

RUL/RML pulmonary nodule, with nodular pleural thickening, right hilar lad, 

bilateral indeterminate pulmonary nodules, and diffuse osseous metastases 

including sternum, bilateral ribs, right glenoid, pelvis, and spine. Brain MRI 

revealed isolated left anterosuperior insular/subinsular 5-mm, probable metastasis 

with mild associated vasogenic edema, but minimal mass effect. No midline shift or 

herniation. No other evident metastases in the brain. Patient underwent 

bronchoscopy for BAL of RML and biopsy of level 11 LN. Tumor proved (+) for 

adenocarcinoma, solid pattern TTF1 (+). Tissue was sent for molecular testing and 

PD-L1 profiling. He received denosumab and SRS to the brain lesion
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WHAT WOULD YOU DO NEXT? (N = 10)

59

P
e

rc
e

n
ta

g
e



PATIENT CASE (CONTINUED)

> Over the proceeding 2–3 weeks, pain improved but did not resolve. He noted 
epistaxis after denosumab, which spontaneously resolved. Appetite remained 
intact. There were no sequelae post-SRS. PD-L1 testing returned (+) at 80%. All 
molecular markers, including ALK, EGFR, ROS1, etc were (–)
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HOW WOULD YOU TREAT THIS PATIENT NOW? (N = 10)
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PATIENT CASE 

> A 75-year-old AAM with 80 pk-yr smoking hx presents with chest and RUQ pain. 

CXR shows a R lateral 8th rib fx and a 5-cm RUL mass. CT confirms these 

findings, as well as R hilar and diffuse mediastinal LAD. In addition, multiple 2- to 

4-cm hepatic masses are seen. Liver bx proves (+) for malignant cells, p63 (+) with 

keratin pearls. PD-L1 testing is (+) at PPS 30%
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WHICH OF THE FOLLOWING REGIMENS IS INAPPROPRIATE 
FOR THIS PATIENT? (N = 9)
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ARS Data –
Current Treatment of 
Progressive Disease
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FOR A SECOND-LINE NSCLC PATIENT WITH EGFR MUTATION 
TREATED WITH TKI, I GENERALLY (CHECK ALL THAT APPLY) 
(N = 10)
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FOR A SECOND-LINE NSCLC PATIENT, I GENERALLY HAVE 
INFORMATION ON THE FOLLOWING (CHECK ALL THAT 
APPLY) (N = 9)



THE OVERALL SURVIVAL ADVANTAGE SEEN WITH ATEZOLIZUMAB 
COMPARED WITH DOCETAXEL IN THE OAK TRIAL WAS ONLY IN 
PATIENTS TESTING POSITIVE FOR PD-L1 EXPRESSION (N = 9)
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PATIENT CASE 

> A 68-year-old male former smoker (40 pack-years) is diagnosed with stage IV 

adenocarcinoma of the lung and is initially treated with carboplatin, paclitaxel, and 

bevacizumab with maintenance bevacizumab for 6 additional cycles. A routine CT 

scan shows he now has progression of his multiple liver metastases as well as his 

lung disease. You discuss his treatment options and decide to pursue treatment 

with an immunotherapy agent
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WHICH OF THE FOLLOWING IS YOUR MOST LIKELY COURSE 
OF ACTION? (N = 8)
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PATIENT CASE 

> A 72-year-old male is diagnosed with stage IV squamous carcinoma and receives 

4 cycles of carboplatin + paclitaxel, achieving a minor response. Two months later 

he experiences symptomatic disease progression that correlates with his CT 

findings. A PD-L1 stain on his initial biopsy is negative. His current ECOG PS is 1
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YOU WOULD NOW RECOMMEND: (N = 9)
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