
 
 
 

‘‘ΜΜΚΠ σταδιου ΙΙΙ, 
Συνδυασμένη Θεραπευτική 

Προσέγγιση 
& 

Θεραπευτικοί Αλγόριθμοι  
στην Κλινική Πράξη’’  

   
 
 

Ιωάννης Χ. Γκιόζος 
Πνευμονολόγος MD, PhD, FCCP 

 
 
 

Επ. Συνεργάτης Πανεπιστημίου Αθηνών 
Ογκολογική Μονάδα Γ’ΠΠ  

ΓΝΝΘΑ “Η Σωτηρία” 

  



 
                                  Disclosures 
 
 
Scientific Advisory Board: Boehringer Ingelheim 
 
Honoraria for Lectures: ASTRA, Boehringer Ingelheim, 
Bristol Myers Squibb, Roche 
 
Scientific Research: ASTRA, AbbVie 



What Constitutes Stage III NSCLC? 

 Heterogeneous group for which the treatment can differ 
dramatically based on details in disease presentation 

 

 Treatment options include surgery, chemotherapy, 
radiotherapy, immunotherapy, or any combination of these 
depending on N descriptor, P.S. of patient, comorbidities… 

 

 Multidisciplinary Approach is Mandatory 

 

 Most common presentations of stage III NSCLC 

‒ Stage IIIA: ipsilateral mediastinal node involvement 

‒ Stage IIIB: contralateral mediastinal node involvement 
Detterbeck. Chest. 2017;151:193. Rami-Porta. CA Cancer J Clin. 2017;67:13 











Lung Cancer Stage Grouping (AJCC 8th Edition) 

Detterbeck. Chest. 2017;151:193. Goldstraw. J Thorac Oncol. 2016;11:39. 
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5-Yr OS,* 
% 

IA1 IA2 IA3 IB IIA IIB 

Clinical 92 83 77 68 60 53 

Pathologic 90 85 80 73 65 56 

5-Yr OS,* 
% 

IIIA IIIB IIIC IVA IVB 

Clinical 36 26 13 10 0 

Pathologic 41 24 12 - - 

Locally Advanced  
Stage III NSCLC 

*5-yr OS per IASLC global database for patients receiving 
NSCLC diagnoses from 1999-2010. †All numbers in cm. 





Treatment of T3N1 to T4N0-1 

• Surgery & Adjuvant Chemotherapy 

• Definitive Concurrent Chemo-Radiation and 
consolidation Immunotherapy  

• Induction therapy & Surgery in experienced 
centers e.g. Pancoast tumors 

• Systemic Therapy based on histology, 
molecular status, PD L1 score 























Factors influencing historically  
in operating in N2  Disease  
 
Performance Status 
 
Co-morbidities of the patient 
 
ypR0 or pR0 achievement 
 
The amount of N2 disease identified by:  
 number of nodes,  
 extracapsular disease, 
 Med vs EBUS/EUS,  
 number of zones 
 
 
Where is the lobe of origin in relation to N+ involvement 
 
Need for less than a Right pneumonectomy? 
 
Response to induction therapy 

 
 



Presentation Number: 2042. Revised  (8th) edition of TNM staging system for lung cancer – Ramón Rami-Porta 

N1 Single = N1a 

N1 Multiple = N1b 

N2 Single N2 (“skip mets”) = N2a1 

N2 Single N2 + N1 =  N2a2 

N2 Multiple N2 = N2b 

N1a vs N1b vs N2a1 vs N2a2 vs N2b Comparisons  

Adjusted for Histology (adeno vs others), Sex,  Age 60+ , R0 Resection, and Region.  

(Cox PH regression on All cases) 

comparison HR P 
N1b vs N1a 1.38 0.0005 

N2a1 (skip) vs N1b 0.92 0.4331 

N2a2 vs N2a1 (skip) 1.37 0.0002 

N2b vs N2a2 1.21 0.0117 

N2a2 vs N1b 1.26 0.0197 
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Noninvasive Staging Invasive Staging 

Nonsurgical Surgical 

EUS 

EBUS 

Mediastinoscopy 

Anterior  

Mediastinotomy  

(Chamberlain  

Procedure) 

VATS 

CT  

PET  

Brain MRI 

Mediastinal Staging for Lung Cancer 



Silvestri. Chest. 2013;143(suppl):e211S. 

Modality, % Sensitivity Specificity 

CT (N = 7368) 55 81 

PET (N = 4105) 80 88 

Why Do Invasive Staging? 

 Accuracy of CT and PET staging in mediastinal lymph nodes 
from  
43 CT and 45 PET trials 



Silvestri. Chest. 2013;143(suppl):e211S. VanderLaan. Cancer Cytopathol. 2014;122:561. 

Procedure No. of Studies N Sensitivity, % Specificity, % 

Mediastinoscopy 35 10,648 81 100  

EUS 26 2443 89 100 

EBUS 26 2756 89 100 

EBUS/EUS 7 811 91 100 

Accuracy Comparison of Staging Tests for 
NSCLC 





Recommendations 

• Mediastinal nodal staging in patients with suspected or proven 
non-small-cell lung cancer (NSCLC) with abnormal mediastinal 
and/or hilar nodes at computed tomography (CT) and/or 
positron emission tomography (PET), endosonography is 
recommended over surgical staging as the initial procedure 
(Recommendation grade A). 
 

 

• Subsequent surgical staging is recommended, when 
endosonography does not show malignant nodal involvement 
(Recommendation grade B). 

Combined endobronchial and esophageal endosonography for the diagnosis and staging of lung cancer: European Society of 
Gastrointestinal Endoscopy (ESGE) Guideline, in cooperation with the European Respiratory Society (ERS) and the European Society of 
Thoracic Surgeons (ESTS) Endoscopy 2015; 47: 545–559 



Recommendations 

• For mediastinal staging in patients with centrally located suspected or proven 
NSCLC without mediastinal or hilar involvement at CT and/or CTPET, we 
suggest performance of EBUS-TBNA, with or without EUS-(B)-FNA, in 
preference to surgical staging    

    (Recommendation grade D). 
 
 

• For mediastinal nodal staging in patients with suspected or proven 
non-small-cell peripheral lung cancer without mediastinal involvement 
at CT or CT-PET, we suggest that EBUS-TBNA and/or EUS-(B)-FNA 
should be performed before therapy, provided that one or more of 
the following conditions is present:  

     (i) enlarged or  FDG-PET(+) ipsilateral hilar  nodes;   
     (ii) primary tumor without FDG uptake; 
     (iii) tumor size ≥3cm         
     (Recommendation grade C). 

Combined endobronchial and esophageal endosonography for the diagnosis and staging of lung cancer: European Society of 
Gastrointestinal Endoscopy (ESGE) Guideline, in cooperation with the European Respiratory Society (ERS) and the European Society of 
Thoracic Surgeons (ESTS) Endoscopy 2015; 47: 545–559 







Auperin. J Clin Oncol. 2010;28:2181. 

Meta-analysis of Concurrent CRT vs Sequential 
CT + RT in Locally Advanced NSCLC: OS 

Time Since 
Randomization 

Absolute OS  
Benefit With cCRT, 
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HR = 0.84  
(95%CI: 0.74-0.95; 
P = .004) 

cCRT 
CT + RT 

35.6 

30.3 
23.8 

18.1 
12.8 10.6 

15.1 
18.4 

CALGB 8831 45/46 39/45 1.12 (0.73-1.72) 

Trial No. Deaths/No. Entered 
cCRT CT + RT 

HR HR (95% CI) 

cCRT Better CT + RT Better 

WJLCG 131/156 142/158 0.78 (0.61-0.99) 

RTOG 9410 180/204 189/203 0.80 (0.65-0.98) 

GMMA Ankara 95 15/15 15/15 0.87 (0.41-1.82) 

GLOT-GFPC NPC 87/102 96/103 0.80 (0.60-1.07) 

EORTC 08972 63/80 66/78 0.98 (0.69-1.39) 

Total 521/603 547/602 0.84 (0.74-0.95) 

0.25 1.00 4.00 

Median follow-up: 6 yrs 
cCRT effect: P = .004 

Test for heterogeneity: 
x2

5 = 3.24, P = .66, I2 = 0% 



Stage III Unresectable NSCLC: Survival 
Outcomes Using Recommended CRT Regimens 

1. Albain KS, et al. J Clin Oncol. 2002;20:3454-3560. 2. Belani CP, et al.  
J Clin Oncol. 2005;23:5883-5891. 3. Senan S, et al. J Clin Oncol. 2016;34:953-962. 

Trial Regimen Disease Stage Median Survival, Mos 

SWOG 9019[1] Cisplatin/etoposide + XRT[1] IIIB OS: 15 

LAMP[2] Carboplatin/paclitaxel + XRT[2] IIIA/B 
OS (CT → RT): 13.0 

OS (CT → CT + RT): 12.7 
OS (RT + CT → CT): 16.3 

PROCLAIM[3] Cisplatin/pemetrexed + XRT[3] 
IIIA/B 

(nonsquamous) 

OS: 26.8 
(vs 25.0 for 

cisplatin/etoposide + XRT) 
PFS: 11.4 vs 9.8 



 Vast majority of patients with stage III NSCLC are eligible for 
concurrent CRT but registry data show that 50% or fewer of these 
patients receive it 

Ahmed. Clin Lung Cancer. 2017;18:706. 

We Need to Ensure That All Eligible Patients With  
Stage III NSCLC Receive Concurrent Chemoradiation 

Selected Treatment Plans of Patients With NSCLC Who 
Were Deemed Not to Be Candidates for CRT but in 

Fact Were Eligible 

Clinical images courtesy of Kristin Higgins, MD. Emory University. 



PACIFIC: Study Design 

Adult patients with locally 
advanced, unresectable 

 stage III NSCLC without PD after 
≥ 2 cycles definitive platinum-

based CT* concurrent with RT†; 
WHO PS 0/1;  

regardless of PD-L1 status‡ 

(N = 713)  

Durvalumab 10 mg/kg IV Q2W 
for up to 12 mos 

(n = 473) 

Placebo IV Q2W 
for up to 12 mos 

(n = 236) 

Until disease 
progression or 
unacceptable 

toxicity 

Stratified by age (< 65 vs ≥ 65 yrs), sex, and 
smoking history (current/former vs never) 

Antonia. N Engl J Med. 2017;377:1919. Antonia. WCLC 2018. Abstract PL02.01. Antonia. N Engl J Med. 2018;379:2342. 

Tx 
initiation 
1-42 days 

post 
concurrent 

CRT 

 Randomized, double-blind, placebo-controlled phase III trial   

 

 Co-primary endpoints: PFS by BICR per RECIST v1.1, OS  

 Secondary endpoints including: ORR, DoR, TTDM by BICR, PFS2 by investigator, 
safety, PROs  

*Platinum-based CT contained etoposide, vinorelbine, paclitaxel, docetaxel, vinblastine, or pemetrexed.  
†92% of patients received 54 Gy to 66 Gy RT dose. ‡If available, archived pre-cCRT tumor tissue tested for PD-L1.  



Questions That ARE Addressed…… 

 Do we recommend durvalumab after sequential chemotherapy 
and radiation therapy in patients who are not candidates for 
concurrent treatment due to frailty and other comorbidities? 

 Do we recommend durvalumab in patients who do not recover 
well from concurrent CRT and cannot start durvalumab within 
2-6 wks of treatment? 

 Do we recommend durvalumab in patients with driver 
mutations after concurrent therapy? 

 Mandatory biomarkers? 

 Required early Response assessment 

 PET-CT scan after Chemo-RT?  

 How would you treat a patient with stage III NSCLC who 
progresses to metastatic disease on or after durvalumab? 

 



Questions That ARE Addressed….. 

 What is the optimal treatment duration? 

  When should PD-(L)1 inhibition start (induction, concurrent, 
maintenance)? 

 The role of Surgery? 

 Radiotherapy Dose? 

 

 



Conclusions……. 

 Stage III, locally advanced NSCLC is heterogeneous with the majority 
of patients having unresectable tumors 

‒ 8th edition of the TNM classification for lung cancer divides stage III into 
3 subgroups, stage IIIA, IIIB, and IIIC 

‒ Experts recommend invasive staging procedures for NSCLC 

‒ Multidisciplinary management is critical 

 

 Before era of immunotherapy, concurrent CRT ± induction 
chemotherapy demonstrated 20% to 25% “cure” rate 

‒ Multiple strategies to improve survival in this setting tested without 
success 

 

 Advanced RT technologies have led to safer and more efficacious 
treatment of patients with stage III NSCLC, yet according to registry 
data, 50% or fewer of these patients receive concurrent CRT 

‒ All eligible patients with stage III NSCLC should receive concurrent CRT 



Conclusions…. 

 RT induces multiple immunomodulatory changes that may influence 
immunotherapy efficacy 

 

 

 In patients with unresectable stage III NSCLC and a good PS, concurrent 
platinum-based CRT followed by consolidation durvalumab is SoC 

‒ PACIFIC trial has changed the approach in unresectable stage III NSCLC 

 

 

 Clinical trials should be prioritized to continue progress in this setting 



 

III - NSCLC 
 

“We have to use all the help that we can get” 



 



Posterior probability 
of “H”  
given the evidence  

Prior probability of 
“H”  

Likelihood of the 
evidence “E” if the 
hypothesis “H” is 
true  

Prior probability 
that the evidence 
itself is true   

Bayes’ 

Theorem  



Combined Modality Therapy in Stage III 
NSCLC: 
Concurrent vs Sequential Chemoradiotherapy 

 Meta-analysis of concurrent CRT vs sequential CRT in 6 trials 
of locally advanced NSCLC (N = 1205) 

‒ ↑ OS (HR: 0.84; P = .004) 

‒ ↑ PFS (HR: 0.90; P = .07) 

‒ ↓ risk of locoregional progression (HR: 0.77; P = .01) 

‒ No difference in rates of distant progression between 
strategies 

‒ Acute esophageal toxicity (grade 3/4) increased from 4% to 
18% (RR: 4.9; 95% CI: 3.1-7.8; P < .001) 

‒ No difference in acute pulmonary toxicity 

Aupérin. J Clin Oncol. 2010;28:2181. 



Evaluate and Sample Contralateral 
Mediastinal Lymph Nodes, if Present 

• When performed for diagnosis and staging purposes, however, 

EBUS-TBNA should be performed first from N3 nodes, followed by 

N2 nodes and for diagnosis, when necessary N1 nodes 

 

• If N3 nodes were found to be positive for malignancy on rapid on-

site cytological evaluation, the procedure could be terminated 

Combined endobronchial and esophageal endosonography for the diagnosis and staging of lung cancer: European Society of 
Gastrointestinal Endoscopy (ESGE) Guideline, in cooperation with the European Respiratory Society (ERS) and the European Society of 
Thoracic Surgeons (ESTS) Endoscopy 2015; 47: 545–559 


