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0 The first in a series of therapeutic measures taken to tre
disease, typically a cancer.
0 The first treatment given for a disease. It is often part o
standard sets of treatments, such as surgery, chemother:
and radiation.



B~ ' ° > " National Institute for Clinical Excellence (NICI
Induction chemotherapyA general term that includes=o-
adjuvant chemotherapyandprimary chemotherapy
Neo-adjuvant chemotherapyChemotherapy given before
planned surgery or radiotherapy in patients with potentially
curable disease at presentation.

Primary chemotheragyChemotherapy given to patients wh
at the time of presentation are not considered suitable for
curative surgery or radiotherapy because thenour is too
large or appearsinresectable Chemotherapy is given with
the aim to downstage thetumour to enable them to then
proceed to treatment with curative intent. The response ra
and survival are much lower in this setting.

https://www.nice.org.uk/guidance/cgl21/evidence/full -
guideline - pdf - 181636957
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Fabre E, et al. Evolution of induction chemotherapy for non - small cell
lung cancer over the last 30 years: A surgical appraisal. Thoracic
Cancer 2015; 6: 731  6740.



a{ I f @I 3 Shasiberue therdpeutic option in
combined modality therapy. It refers gurgical treatment
when no other valid treatment options are availablecan be
applied after highdose stereotactic radiotherapy when aftel
an initial response or stable disease, there Is evidence of
progressive disease. Salvage surgery may be considered
patients with locally advanced NSCLC considered initially
unresectablavho present withlocoregionakecurrent or
progressive disease after flbsechemoradiotherapy

Van Schil PE, et al. Advances in the use of surgery and multimodality
treatment for N2 non - small cell lung cancer. Expert Rev Anticancer
Ther 2017;17:555 -561.
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1) European Society of Medical Oncology (201
2) NICE (2011)
2) National Comprehensive Cancer Network (201
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| ESMO clinical practice guidelines 2017
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| NICE clinical guidance 2011
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Risk assessment for surgery

— T

Post-operative Peri-operative Post-operative
cardiac event death dyspnoea
ACC/AHA* risk Thoracoscore Dynamic lung volumes,
stratification Appendix 5 transfer factor
+/- cardiology review +/- split function testing
*see text

l

Address any potentially modifiable risk factors & reassess

:

Does the patient accept the risk in each category +/- potential impact on lifestyle?

l No ¢ Yes

Exclude surgery from Offer surgery as part of multi-modality
multi-modality management management

Lim E, et al. Guidelines on the Radical Management of Patients with
Lung Cancer. Thorax 2010; 65 (  Suppl HD:iil - 127



RecommendationComorbidities are of paramount
Importance since the potential risi
toxicity/morbidity/mortality has to be balanced with the
potential benefit of any aggressive curativgent treatment

strategy.

Eberhardt WEE, et al. 2nd ESMO Consensus Conference in Lung
Cancer: locally advanced stage Ill non - small- cell lung cancer. Annals
of Oncology 2015; 26: 1573 d1588.



Mot a €ival TOoO €PWTHRUOATOA KO
ueE TN Oepamei a €1 Ay Y NCg T

=

AUV OKOAiegmavoatonva d1 OTIO i N on
>E€ TOIl €C¢ TIE P IETKTI LWOEWEFI LCU 0Bval K
MAOPEYXLUOATOC MPETA aA;TO 0O ¢
TeEXVI KEC OUVOKOAI €C T wWwv €
AVENUVEVOQIVERIMOWEK T O U WV
YTTOAEl YU O TTRIKAR2EKAT QAUE C(
AvéEénpéeéEvn voonpotTnrtaAOA
Avamtuvén TPWI WV EVKEQ@AA
KaBopl opog¢ €TI KOULPI &KKJTCO |Pr
AKpPpl BNnc KWHNMp!1I oM O (G

>

© 0N O AW



{ A\ % -_— A\ %

MP p =~ ¢ kT mBANLT A

WahlRL et alFrom RECIST to PERCIST: Evolving
Considerations for PET Response Criteria in Solid Tum:
JNuclMed 2009; 50:122950S

RECIST = Response Evaluation Criteria in Solid Tumc
PERCIST PET Response Criteria in Solid Tumors
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Ryu J- S, etal. FDG O&PET in staging and restaging non - small cell lung

cancer after neoadjuvant chemoradiotherapy : correlation with
hictonatholaayy | 1inada Cancer 2002 RE- 170 -1Q7
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Cefolio RJ et al. Restaging patients with N2 (stage llla ) non- small cell
lung cancer after neoadjuvant chemoradiotherapy : a prospective study.
J Thorac Cardiovasc Surg 2006; 131: 1229 - 35.
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De Leyn P, et al. Revised ESTS guidelines for preoperative mediastinal
lymph node staging for non - small- cell lung cancer. Eur J Cardiothorac
Surg 2014; 45:787 - 798.
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De Leyn P, et al. Revised ESTS guidelines for preoperative
mediastinal lymph node staging for non - small- cell lung cancer. Eur J

Cardiothorac Surg 2014; 45:787 -798.
Lardinois D, Schallberger A, Betticher D, Ris HB. Postinduction

video- mediastinoscopy is as accurate and safe as video - mediastinoscopy
In patients without pretreatment for potentially operable non - small cell
lung cancer, Ann Thorac Surg 2003; 75:1102 - 1106.
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Vansteenkiste J, Stroobnts SS. PET Scan in Lung Cancer: Current
Recommendations and Innovation.J  Thorac Oncol 2006; 1: 71 - 73.
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O Betticher DC, etal. Mediastinal lymph node clearance after
doxecatel - cisplatin chemotherapy is prognostic of survival in patients
with stage IlIA pN2 non - small cell lung cancer: A multicenter phase Il
trial. J Clin Oncol 2003; 21: 1752 - 17509.
0 van Meerbeeck JP, Kramer GW, Van Schil PE et al. Randomized
controlled trial of resection versus radiotherapy after induction
chemotherapy in stage IllIA - N2 non - small- cell lung cancer.J Natl
Cancer Inst  2007; 99: 442 450.
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1.vanMeerbeeck]P, Kramer GW, V&thIIPE et al. Randomized
controlledtrial of resection versus radiotherapy after induction
chemotherapyin stage HIAN2 nonrsmallcell lung cancedNatl Cancer
Inst 2007, 99: 442.450.

Conclusionsin selected patients with pathologically proven stage-ll/
N2 NSCLC and a response to induction chemothesapyical resection
did not improve overall or progression free survival compared with
radiotherapy.In view of its low morbidity and mortality, radiotherapy
should be considered the preferrédcoregionakreatment for these
patients.




2. AlbainKS, Swann RBuschvW et al. Radiotherapy plus
chemotherapy with or without surgical resection for stage Ill4sorall
cell lung cancer: a phaserdhdomiseacontrolled trial.Lancet 2009;
374 37%386.

ConclusionsThere waso significant survival advantage to surgery ai
chemoRTdespite improved progression free surviabthchemoRT
with definitive RT andhemoRTfollowed by resection (preferably
lobectomy) are options for patients with stage A (N2) NSCLC




3. PlesdVl, StuppR,RIisHR et al. Inductiooshemoradiationn stagelllA/
N2 non-smalkcell lung cancer: a phasaandomisedrial. Lancet2015;
386. 10491056

ConclusionsRkRadiotherapy did not add any benefit to induction
chemotherapy followed by surgerWe suggest that one definitive locz
treatment modality combined witmeoadjuvantchemotherapy is
adequate to treatresectble stage IIIA/N2 smattelHung-cancer.




4.EberhardtWE,P 6 t tCgGaulerTC et al. Phase Il studysofrgery
versusdefinitive concurrenthemoradiotherapyoost in patientswith
resectablestage IIIA(N2) and selected I1IB remaltcell lungcancer

after induction chemotherapy and concurreahemoradiotherapy
(ESPATUE)CIinONncol2015; 33: 41944201

Conclusionsthe 5-year overall survival and progression free survival
rates in randomly assigned patients wrdsectablestage Il norsmall
cell lung cancer werexcellent with both treatmentsBoth are
acceptable strategies for this good prognosis group.




[~ . meta‘analysis

Mc ElnayPJ et al. Outcomeof surgery versus radiotherapy after
Induction treatment in patients with N2 disease: systematic review &
meta-analysis ofandomisedrials. Thorax 2015; 70: 76468.

Conclusionssurgeryshould be considered as part of multimodality
treatment for patients withresectabldung cancer angosilateral
mediastinainodal diseasédn trials where patients received surgery as
part of trimodality treatment, overall survival was better than
chemoradiotherapwalone
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Massard G, etal. N2 -I1lIAnon - small cell lung cancer: a plea for
surgery! J Thorac Dis 2016; 8( Suppl 11): S849 - S854.



“It Is Impossible to identify any treatmemélated predictive
or prognostic factors for selecting surgery in the treatment
patients with stage lllN2 NS CL C. 7

Jeremic B, etal. Treatment - related predictive and prognostic factors
In trimodality approach in stage [IIA/N2 non - small cell lung cancer .
Fontiers Oncol 2018; 8: 30
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Fabre E, et al. Evolution of induction chemotherapy for non - small cell
lung cancer over the last 30 years: A surgical appraisal. Thoracic
Cancer 2015; 6: 731  6740.
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NationalComprehensive Cancer Network (NCCN) guidel
2012 & 2017
T3 extension and T4 local invasion tumors require en bl
resection of the involved structuresith negative margins
If a surgeon or center isncertain about potential resection
consider obtaining an additional surgical opinion from a h
volume specialized center.
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Fabre E, etal.  Evolution of induction chemotherapy for non - small cell
lung cancer over the last 30 years: A surgical appraisal. Thoracic
Cancer 2015; 6: 731  9740.

Massard G, etal. N2 -I1lIA non- small cell lung cancer: a plea for
surgery! J Thorac Dis 2016 ; 8( Suppl 11): S849 - S854.

Voltolini L, et al. Results  of induction chemotherapy followed by

surgical resection in patients with stage Il1IA (N2) non - small cell lung
cancer: the importance of the nodal down - staging after chemotherapy.
Eur J Cardiothorac Surg 2001; 20: 1106 -1112.
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Ceresoli GL, et al. Brain metastases in locally advanced non small cell
lung carcinoma after multimodality treatment . Risk factors analysis.
Cancer 2002; 95: 605 0d12.

Wang S, et al. Risk of cerebral metastases for postoperative locally
advanced non- small cell lung cancer.J  Clin Oncol 2008; 26 ( Suppl):
8113

Mamon HJ, et al. High risk of brain metastases in surgically staged

IIIA non dsmall- cell lung cancer patients treated with
cliraerv chemotheranvy and radiation . Clin Oncol 2005 231520 -
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“ypTNMshould consider only viable tumor cells and not si
of regressed tumor tissue such as scars, fibrotic areas, fib
nodules, , granulation tissue arucinl a k e s ”
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Brierley JD, et al . The oyo6o symbol: an ir
neoadjuvant cancer treatment. Cancer 2006; 11: 2526 - 2527.

Pathologistclinician collaboration: A marriage o

necessity toward improving the quality of patient
care
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