
Disclaimer 

The pathway is intended to be used for informational purposes only. The pathway is not intended to 

constitute or be a substitute for medical advice and should not be relied upon in any such regard. 

Further, all pathways are subject to clinical judgment and actual practice patterns may not follow the 

proposed steps set out in the pathway. In the situation where the reader is not a healthcare provider, 

the reader should always consult a healthcare provider if he/she has any questions regarding the 

information set out in the pathway. The information in the pathway does not create a physician-patient 

relationship between Cancer Care Ontario (CCO) and the reader.
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This pathway is a resource that provides an overview of the presentation and clinical work-up of a cancer diagnosis that an individual in 

the Ontario cancer system may receive.

The pathway is intended to be used for informational purposes only. The pathway is not intended to constitute or be a substitute for 

medical advice and should not be relied upon in any such regard. Further, all pathways are subject to clinical judgment and actual 

practice patterns may not follow the proposed steps set out in the pathway. In the situation where the reader is not a healthcare provider, 

the reader should always consult a healthcare provider if he/she has any questions regarding the information set out in the pathway. The 

information in the pathway does not create a physician-patient relationship between Cancer Care Ontario (CCO) and the reader.

While care has been taken in the preparation of the information contained in the pathway, such information is provided on an “as-is” 

basis, without any representation, warranty, or condition, whether express, or implied, statutory or otherwise, as to the information’s 

quality, accuracy, currency, completeness, or reliability. 

CCO and the pathway’s content providers (including the physicians who contributed to the information in the pathway) shall have no 

liability, whether direct, indirect, consequential, contingent, special, or incidental, related to or arising from the information in the pathway 

or its use thereof, whether based on breach of contract or tort (including negligence), and even if advised of the possibility thereof. 

Anyone using the information in the pathway does so at his or her own risk, and by using such information, agrees to indemnify CCO 

and its content providers from any and all liability, loss, damages, costs and expenses (including legal fees and expenses) arising from 

such person’s use of the information in the pathway.

This pathway may not reflect all the available scientific research and is not intended as an exhaustive resource. CCO and its content 

providers assume no responsibility for omissions or incomplete information in this pathway. It is possible that other relevant scientific 

findings may have been reported since completion of this pathway. This pathway may be superseded by an updated pathway on the 

same topic.

Pathway Disclaimer 

© CCO retains all copyright, trademark and all other rights in the pathway, including all text and graphic images. No portion of this pathway may be used or reproduced, other than for personal use, or distributed, transmitted or "mirrored" in any form, or by any means, without the prior written permission of CCO. 

Pathway Considerations
· This pathway reflects the biomarkers that are approved as of the publishing date of this document. The pathway will be reviewed 

annually; upon review any newly approved biomarkers will be reflected. 
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The pathway is intended to be used for informational purposes only. The pathway is not intended to constitute or be a substitute for medical advice and should not be relied upon in any such regard. Further, all pathways are subject to clinical judgment and actual practice patterns may 
not follow the proposed steps set out in the pathway. In the situation where the reader is not a healthcare provider, the reader should always consult a healthcare provider if he/she has any questions regarding the information set out in the pathway. The information in the pathway does 
not create a physician-patient relationship between Cancer Care Ontario (CCO) and the reader.
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Suspected 

Mass Type

(based on initial imaging)

Mediastinoscopy or Endobronchial 

Ultrasound (EBUS)

If there is CT evidence of hilar or 

mediastinal lymphadenopathy 

Bronchoscopy

Based on mass location

Interventional Radiology (IR)

Needle biopsy

Thoracic Surgery (for diagnostic 

purposes)

· When the clinical probability of 

malignancy is moderate to high

· When the nodule is 

hypermetabolic by FDG-PET 

imaging

· When a fully informed patient 

prefers undergoing a definitive 

diagnostic procedure.

Follow-Up 

CT

At 3 months 

for 2 years

Sufficient Tissue Sample for Histological and Molecular Diagnosis, 

via Path of Least Resistance 

(e.g., least invasive, most accessible and most likely to up-stage the patient)

Tests on Pleural Fluid:

Cytology (cell block should be obtained)

LDH

Protein concentration

Glucose

Amylase

Cell count and differential

Culture and sensitivity

Thoracentesis

Perform procedure promptly. Can be done for diagnosis or 

for symptom relief. Note: If malignant cells found, this 

condition makes the patient inoperable. 

DischargeIf bronchoscopy 

not possible

PET/CT 

Scan

Refer to

EBS #7-20

Refer to EBS #7-20

Core Biopsy (CB) or Fine Needle (FN) Biopsy

Choice is based on the expertise of the 

radiologist and pathologist and the ability to 

obtain sufficient tissue for a histological and 

molecular diagnosis. Refer to ES #25-1-1

Peripheral Mass

or 

Suspicious Pulmonary 

Nodule(s)

Central Mass

Suspected Stage IV

(based on scans and/or 

patient history)

Pleural Effusion

Needle Biopsy Not 

Possible or 

Inconclusive 

and High Index of 

Suspicion 

Positive for Suspicious 

Metabolic Activity

(malignant)

Negative for Suspicious 

Metabolic Activity

(benign)

If High Suspicion of Lung 

Cancer

Change in Result

Stable Result

Negative for 

Cancer

Negative for 

Cancer but High 

Index of 

Suspicion

Positive for 

Cancer

Proceed 

to Page 4

Proceed to 

Staging 

(Lung Cancer 

Diagnosis 

Pathway

Pathology  Cytology

Results go to ordering surgeon, 

respirologist or interventional radiologist, 

and family physician

And

/Or

http://www.cancercare.on.ca/common/pages/UserFile.aspx?fileId=34341
http://www.cancercare.on.ca/common/pages/UserFile.aspx?fileId=34341
https://www.cancercare.on.ca/common/pages/UserFile.aspx?fileId=254183
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The pathway is intended to be used for informational purposes only. The pathway is not intended to constitute or be a substitute for medical advice and should not be relied upon in any such regard. Further, all pathways are subject to clinical judgment and actual practice patterns may 
not follow the proposed steps set out in the pathway. In the situation where the reader is not a healthcare provider, the reader should always consult a healthcare provider if he/she has any questions regarding the information set out in the pathway. The information in the pathway does 
not create a physician-patient relationship between Cancer Care Ontario (CCO) and the reader.
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Thoracoscopy 

(pleural biopsies)

Thoracotomy

Thoracoscopic 

Wedge 

Samples must  be 

collected and handled 

as per the tissue 

conservation protocol. 

Clinical information 

must be included along 

with sample. 

(inadequacy for testing 

should be 

communicated as soon 

as possible)

Molecular Tissue 

Testing Initiated by 

first medical 

professional  who 

recognizes that 

tumor type 

requires biomarker 

testing. 

No Molecular 

Testing

Indeterminate solitary 

pulmonary nodule (SPN) 

that is 

not accessible by 

thoracoscopy 

Small peripheral tumors 

(less than 2 cm in 

diameter), pleural 

tumors, or pleural 

effusions for diagnostic 

or staging purposes

If there is CT evidence of 

hilar or mediastinal 

lymphadenopathy Endobronchial 

Ultrasound 

(EBUS) 

Mediastinoscopy 

And/or

Pathology And/

or
Cytology

Classification of  

histologic tumour type as 

per CAP checklist

Any adenocarcinoma 

component

Other tumor types in 

selected patients 

considered at high risk 

for ALK translocation 

positivity and/or EGFR 

mutation positivity

Other tumor types in 

usual patient population

From 

Page 3

Proceed 

to Page 4

Clearly resectable 

tumors

Video Assisted 

Thoracoscopy 

(pulmonary 

biopsies)

http://www.archivesofpathology.org/doi/pdf/10.5858/arpa.2012-0720-OA
http://www.cap.org/apps/docs/committees/cancer/cancer_protocols/2013/Lung_13protocol_3300.pdf
http://www.archivesofpathology.org/doi/pdf/10.5858/arpa.2012-0720-OA
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The pathway is intended to be used for informational purposes only. The pathway is not intended to constitute or be a substitute for medical advice and should not be relied upon in any such regard. Further, all pathways are subject to clinical judgment and actual practice patterns may 
not follow the proposed steps set out in the pathway. In the situation where the reader is not a healthcare provider, the reader should always consult a healthcare provider if he/she has any questions regarding the information set out in the pathway. The information in the pathway does 
not create a physician-patient relationship between Cancer Care Ontario (CCO) and the reader.
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EGFR*

Formalin-fixed, paraffin-

embedded  specimens or 

fresh, frozen, or

alcohol-fixed specimens

Determine Adequacy of 

Specimen for EGFR 

Testing

Assess cancer

cell content and DNA 

quantity and quality.

Macrodissection for 

tumor cell enrichment as 

needed.

Validated EGFR testing method with 

sufficient performance characteristics 

that are able to detect mutations in 

specimens with at least 30% cancer cell 

content. Refer to CAP guideline for 

minimum mutation set. 

ALK FISH assay by a validated method

Use dual-labeled break-apart probes for selecting patients 

for ALK TKI therapy

ALK FISH Testing Section 

Selection

Assess tumor architecture, 

cytology, and specimen quality.

Interpretation of ALK FISH slides

Results should be available within 2 weeks (10 working days) of receiving the specimen 

in the testing laboratory as per the  CAP guideline.

*EGFR mutation testing reports and ALK FISH reports should include a results and interpretation section readily understandable by oncologists and by nonspecialist pathologists. [Refer to CAP checklist]. 

Results go to ordering surgeon, respirologist or interventional radiologist, and family physician. 

ALK 

immunohistochemistry

(if equivocal or 

positive

proceed to FISH)*

Interpretation of EGFR results

Results should be available within 2 

weeks (10 working days) of receiving 

the specimen in the testing laboratory 

as per the  CAP guideline.

Treatment with or 

without appropriate 

inhibitors depending 

on results from 

biomarker testing

From 

Page 4

http://www.archivesofpathology.org/doi/pdf/10.5858/arpa.2012-0720-OA
http://www.archivesofpathology.org/doi/pdf/10.5858/arpa.2012-0720-OA
http://www.cap.org/apps/docs/committees/cancer/cancer_protocols/2013/LungBiomarker_13Template_1100.pdf
http://www.archivesofpathology.org/doi/pdf/10.5858/arpa.2012-0720-OA
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