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A 65 years old non-smoker woman presented with 3 months 

productive cough and dyspnea in 1397.

P/E: decreasing lung sound.

P.M.Hx: DM+, HTN+

Chest CT/Scan was showing:
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Next step?

1-bronchoscopy?

2-CT guided biopsy?



Bronchoscopy and CT guided core biopsy were done.

Pleural fluid cytology was negative for malignancy.

Pathology report:









What do you do ?

Staging?

Molecular study?



Title



Title



Title



Title



Title



Title



Brain MRI:Nl

PET/CT Scan :

























She admitted in oncology ward to start neoadjuvant chemotherapy 

after thoracosurgeon consult.

What is your preferred regimen?

Pemetrexed + cisplatin

Paclitaxel+carboplatin

Vinorelbine +cisplatin

Erlotinib

PDL1 inhibitor



Neoadjvant chemotherapy could be considered  in:

• T4N0 tumours where nodal disease had been excluded by invasive 
methods when a R0 resection is considered to be feasible; after 
induction therapy, when there has been nodal downstaging and a 
pneumonectomy can be avoided.



• Neoadjuvant chemotherapy is thought to convey a number of benefits :

• I. Reduction in tumour size;

• II. Increased operability;

• III. Eradication or prevention of micro-metastases;

• IV. Better tolerability;

• V. The possibility that it is more effective when the blood supply remains 
intact prior to surgery;

• VI. Better compliance with medication in the preoperative period.

J Thorac Dis. 2014 May; 6(Suppl 2): S224–S227



Potentially resectable stage IIIA 

Magem et al. CTO 2019

• The main objectives of induction therapy are:

 to eradicate subclinical metastases and mediastinal lymph node disease

 to improve local control of the disease

 to increase resectability

 to reduce the magnitude of surgical resection

• Surgical resection after induction therapy is indicated when imaging tests rule out 
extrathoracic disease progression, functional assessment after induction therapy indicates 
that the patient can tolerate resection, restaging techniques confirm an improvement of the 
mediastinal status and the type of resection ensures a complete resection but avoids a 
pneumonectomy.



Indini A, Journal of Thorac Dis 2020. 

Neoadjuvant Chemotherapy 



Ongoing Trials of neoadjuvant immunotherapy for NSCLC

Courtesy of M. Provencio. ES06.01





➢

➢

pts stage IIIA-N2 17 Chinese centers screened

72 pts randomized

neoadjuvant erlotinib

42dd pre – 1y postop

cisplatin + gemcitabine

2 cycles pre – 2 cycles postop

ORR

surgery

LN downstaging

PFS

54.1%

31 pts – 83.8%

13%

21.5 mos

34.3%

24 pts – 68.6%

4.2%

11.4 mos

OR 2.26

HR 0.39

➢

➢

no OS data

EGFR-mutated stage IIIA-N2 erlotinib ↑ ORR and PFS

EMERGING - CTONG 1103. Zhong WZ et al. J Clin Oncol 2019; 37:2235-45

Neoadjuvant erlotinib in EGFR – mutated stage IIIA-N2 patients



Patient received 4 cycle of pemetrexed + carboplatin.

CT scan showed : 



11/97



Title



Title



Title



Title



Title



Title



Title



Title



Title



Title



Title



Title



Next step?



Consultation with thoracic surgeon was requested.

The tumor was unresectable.

What is your plan?



Consultation with radio-oncologist was requested.

She received mediastinal radiation.



Approaches to Improve Outcomes for stage III NSCLC

Vokes et al. J Clin Oncol 2007; Hanna et al. J Clin Oncol 2008; Bradley et al. Lancet Oncol 2015; Cheema et al. Curr Oncol 2019. 



Overview of Guidelines of treatment for Unresectable Stage 
III NSCLC: ESMO

Postmus et al. Ann Oncol 2017: ESMO Guidelines. NSCLC
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After irradiation
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• 6 months later
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What is your impression?

Radiation pneumonitis?

Progression?



Radiation Pneumonitis

• Patients who undergo thoracic or neck irradiation for the treatment of 
malignancy (eg, breast, laryngeal, lung, hematologic) are at risk for 
radiation pneumonitis and radiation fibrosis. 

• Many factors affect the risk for radiation pneumonitis including the 
method of irradiation, the volume of irradiated lung, the total dosage 
and frequency of irradiation, associated chemotherapy, and possibly 
the genetic background of the patient.



• Symptoms caused by subacute radiation pneumonitis usually develop 
approximately four to twelve weeks following irradiation, whereas 
symptoms of late or fibrotic radiation pneumonitis develop after six 
to twelve months. 

• Typical symptoms for both types of lung injury include dyspnea, 
cough, chest pain, fever, and malaise. 



In cases of early or subtle radiation induced pneumonitis, areas of ground-glass opacity may be 
evident on CT despite a normal chest x-ray.

• The two most common findings are :

• ground-glass opacities and/or

• airspace consolidation

Additional features that are sometimes seen include :

• focal or nodular opacities

• tree-in-bud appearances

• ipsilateral pleural effusion 

• atelectasis



• The diagnosis of radiation pneumonitis is based on the correlation between 
the onset of symptoms and signs with the timing of irradiation and 
between the pattern of radiographic changes and the radiation therapy 
portal.

Careful exclusion of other possible diagnoses, such as

• infection, 

• thromboembolic disease, 

• drug-induced pneumonitis, 

• pericarditis, 

• esophagitis, 

• tumor progression,

• tracheoesophageal fistula.
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01/1400
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In 07/1400 she had dyspnea and loss of appetite.

CT scan showed:
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What is your recommendation ?



All Practical guidelines such as the CAP/IASLC/AMP, ASCO, ESMO and 
NCCN recommend:

• All patients with advanced nonsquamous NSCLC, regardless of clinical 
characteristics such as age, race, or smoking status, plus some patients with 
squamous cell carcinoma such as nonsmokers or those under age 40, should 
undergo, at a minimum, testing for 

• EGFR mutation,

• ALK and ROS1 rearrangements, 

• BRAF mutation,

• PDL1 IHC

• with using NGS broader testing:

• such as RET, MET, HER2, and KRAS should also examine



TABLE 1. Recommended Biomarker Tests for Patients With Newly Diagnosed NSCLC

Published in: Nathan A. Pennell; Maria E. Arcila; David R. Gandara; Howard West; American Society of Clinical Oncology Educational Book 39531-542.

DOI: 10.1200/EDBK_237863

Copyright © 2019 American Society of Clinical Oncology



Molecular study for EGFR mutation was requested.





Next step?

Erlotinib

Afatinib

Osimertinib

Gefitinib

TKI+Antiangiogenesis agent

TKI+Platinum combination CT



Combination Therapy



EGFR-Targeted Tkis + VEGF Inhibitors



Sorting Through the Data



Patient received erlotinib.

CT Scan after one mounth. 
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Prevention vs. Treatment of AEs

• Prevention is preferable to treatment 

- Where possible, introduce preventative 

measures early

- Regular monitoring of laboratory values (e.g. 

hepatotoxicity)

• Patient education

• Early identification of potentially problematic AEs



Diarrhea

Incidence: 25-95%4

Up to 25% SAE1

Management of EGFR TKI AEs

Acne-like Skin Rash (papulopustular 

eruption, acneiforme dermatitis)

Incidence: 34-89.1% 1-4

Grade 3/4 incidence: 0-16.2%1,4

Image: Grade 4 rash (erlotinib)2

1 Melosky and Hirsh, Front. Onc. 2014, 4:238;  2 Aw et al. Asia-Pacific JCO, 2018, 14(1) 23-31;  3 Califano et al. Drugs, 2015, 75(12) 1335-1348 



Prevention of EGFR TKI AEs

• Pro-active management 

may reduce symptom 

severity and thus improve 

compliance.

• Severity and the timing of 

the onset of the skin rash 

significantly correlate with 

the effectiveness of the 

treatment.

• Early and effective 

intervention for diarrhea 

is required.

Melosky et al., 2015, Curr oncol. 22(2) 123-132

Figure: Hofheinz et al. The Oncologist 2016;21:1483-1491



Dermatologic toxicity: Note: Management of skin rashes that are not serious should 

include alcohol-free lotions, topical antibiotics, or topical corticosteroids, or if 

necessary, oral antibiotics and systemic corticosteroids; avoid exposure to sunlight.

Bullous, blistering, or exfoliative skin toxicity (severe): Discontinue erlotinib.

Severe rash (unresponsive to medical management): Withhold erlotinib; may reinitiate 

with a 50 mg dose reduction after toxicity has resolved to baseline or ≤ grade 1.

GI toxicity:

Diarrhea: Manage with loperamide; in persistent, severe diarrhea (unresponsive to 

loperamide) or dehydration due to diarrhea, withhold erlotinib; may reinitiate with a 50 

mg dose reduction after toxicity has resolved to baseline or ≤ grade 1.
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