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CANCEROUS TUMOURS IN THE RESPIRATORY ORGANS.

Tue lungs are less prone than most other ergans to cancerous
disease,  Indeed, ]T:lfll“hlgi.‘:‘t.‘i of vast l:‘.\'pl:'r'i{:ncr: have encoun-
tered but isolated examples of pulmonary cancer.! As our ac-
quaintance with tumours generally, and with malignant ones
in particular, was, until lately, somewhat defective,—the dia-
vnosis of a malady so rare as the present one, necessarily
remained obseure, and the records, concerning its course, very
imperfeet.  Several cases, recently observed by other patholo-
gists, and some by myself, have enabled me to draw up a his-
torical motice of the disease, which may possibly aid in its
detection during life.?

ancer of the lung 1s mcomparably more frequent in males
than in females.  Out of 22 cases, collected by myself, 5 con-
cern women, and 17 men.  In childhood, the discase is un-
known. Of the above 22 cases, 9 occurred between the 20th
and 20th years; 8 between the 30th and 39th; 2 between the
40th and 49th; 2 between the 50th and 59th; and 1 between
the 70th and 79th years. The morbid disposition is, accord-

inely, greatest in the prime of life.

The discase may be cither primary or secontary,—more ire-
quently the latter.  But even where the cancer originally and
mainly occupies the lungs, it is always deeply rooted in the
organism, other parts heing, simultancously, more or less in-
volved. This remark applies, particularly, to the secondary

' Out of 900 subjects examined, Bayle met with but one example of what he terms
“ Phithisie carcinomateuse.”

? Hesides the eases related by Morgagni, Bavle, Laennee, and Andral,—see
Octtinger (Jalirb. d. Miinchn. srtzl, p. 98, Ver. 18353); Struve (Diss. de fungo Pulm.
Lips. 1837); Heyfelder (Studien, &ec. Bd. i, p. Stokes (Discases of the Chest) ;
Carswell (Elementary Forms of Discase, fase. iii, pl. 1,2, 3); Durand-Fardel (Journ.
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e Yayinlanmis 22'den fazla
akciger kanseri vakasi
bulamamisti

e Solunum Organlarindaki
Kanserli Tumorler"
boliimiinde sunlar1 belirtti:

o "Akcigerlerde kanser
goriilme ihtimali diger
organlara gore daha

— azdir”
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https://www.visionlearning.com/en/glossary/view/Isaac+Newton/pop

= Lung cancer is a upnigue disease in that the major etiologic agent is an addictive product that is made and promoted by an industry.
Appmximatef cases are caused by voluntary or involuntary (second-hand) cigarette smoking. Reduction of lung cancer
mortality will require effective public health policies to prevent initiation of smoking, U.5. Food and Drug Administration (FDA) oversight of
tobacco products, and other tobacco control measures.

* Persistent smoking is associated with second primary cancers, treatment complications, drug interactions, other tobacco-related medical
conditions, diminished qguality of life, and reduced survival.

» Reports from the Surgeon General on both active smoking (http: .cdc. = 3 isti .pdf)
and second-hand smoke show that both cause lung cancer. The evidence shows 4
second-hand smoke exposure associated with living with a smoker i,'}

Every person should be informed of the health consequences, addictive nature, and mortal threat posed by tobacco consumption and
exposure to tobacco smoke, and effective legislative, executive, administrative, or other measures should be contemplated at the appropriate
governmental level to protect all persons from exposure to tobacco smoke (www.who.int'tobacco/framework/final_text/en/).

* Further complicating this problem, the delivery system of lung carcinogens also contains the highly addictive substance, nicotine.
Reduction of Iung cancer mortality will requlre wMespread |mplementat|nn of Agencyr for Healthcare Rege;lrth and l‘.Z‘IuaI|1:'l.|I (AHRQ)
Guidelines (h : 3 3 c.himl) to identify, counsel,
and treat patients with nu:ntlne habltuatmn

= Patients who are current or former smokers have significant risk for the development of lung cancer; chemoprevention agents are not yet
established for these patients. When possible, these patients should be encouraged to enroll in chemoprevention trials.

» Lung cancer screening using low-dose CT (LDCT) is recommended in select high-risk smokers and former smokers (see the NCCN
Guidelines for Lung Cancer Screening).

= See the NCCN Guidelines for Smoking Cessation.




e 1919'da St. Louis'deki Barnes
Hastanesi Tip Boliimii baskani
Dr. George Dock, egitim
hastanesindeki tiim ticiincii ve
dordiinci simif tip
ogrencilerinden cok nadir
goriilen bir hastalig: olan bir
adamin otopsisini
gozlemlemelerini istedi.
Ogrencilerin cogunun
muhtemelen kariyerlerinde
baska bir vaka

——gormeyeceklerini iddia etti




e Icinde bulundugumuz
cagda, en son kiiresel
istatistiksel analiz,
2012 yilinda
oniimiuzdeki 6 yil i¢in
tahmin;

o 1,8 milyon yeni
vakanin (2 milyon)

o 1,6 milyon olim
(1,76 milyon)




Hangi hastalar opere
olabilir

19% were diagnosed while the cancer was still confined to the primary

site; 24% were diagnosed after the cancer had spread to regional lymph
nodes or directly beyond the primary site; 95% were diagnosed after the
cancer had already metastasized: and for the remaining 2% the staging
information was unknown. The corresponding 5-year relative survival rates
were 61.4% for localized, 34.5% for regional, 6.1% for distant, and 14.6%

for unstaged.’

Genel kondisyon

Rezektable / Kiiratif

Secilmis oligometastaz

T1-2-3-4 (NO-1)

T1-2-T9 non inv N2

o Neoadjuvan sonrasi
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downstage
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Akciger kanserinde TNM

1.TNM 1977 Amerikan ortak
komitesi

ilk major revizyon 1997
Evre I ve II (IA-B/IIA-
B)
Satellit nodiil T4
Farkli lob nodiil M1

6. TNM 2001
o Degisiklik yok
o Cerrahi olgular
o  Smmirh cografya

7. TNM 2009

T2=3-7 cm

T3 >7cm

Satellit nodiil T3

Farkli lob T4
PET-CT heniiz ¢ok aktif degil
Cografi limitasyon devam ediyor

8. TNM 2017
19 iilke 40 merkez
Prospektif data eklendi
Cerrahi uygulanmayan
olgular daha cok temsil edildi




TNM 8th - Primary tumor characteristics

TNM 7th eprrroN TNM 8th eprrIoN
Tx Tumor in sputum/bronchial washings but not be assessed in imaging or
. bronchoscopy
T - Tis Ta No evidence of tumor

- Tmi i Carcinoma in situ

= Tss T1 <3 em surrounded by lung/visceral pleura, not involving main bronchus
T o Minimally invasive carcinoma

Tla (€2 cm) Tla (g1cm) Tla(m,, .

- i la -
Tib (>2-3 cm) ‘ '
What is new in the TNM 8th edition
T2a (>3-5cm) In the new TNM Sth edition the size went down for several T-categories, and 1 bronchus without carina, regardless of distance from

T2b (>5-7 cm)

T3 (>7 cm)
T3 - atelectasis/pneumd
involving whole lung)

T3 tumor involving the 1
bronchus <2cm distance
carina

N No changes

some new pathology based categories were introduced.

sceral pleural or
astructive pneumonitis extending to hilum

Also, new M-categories were introduced regarding extrathoracic metastatic

disease.

st dimension or
t involves chest wall, pericardium, phrenic nerve or
1e same lobe

Size of a =olid lesion is defined as maximum diameter in any of the three or-

thogonal planes in lung window.

nension or
ion of mediastinum, diaphragm, heart, great vessels,

In subsolid lesions T-classification is defined by the diameter of the solid com-  grve, carina, trachea, oesophagus, spine or

ponent and not the diameter of the complete groundglass lesion.

2

T3 -invasion of the diaphragm T4 (invasion of the diaphragm) 3
M

M.’ia

M1b - single extrathoracic metastasis Mub

M M1b - distant metastasis

M1c - multiple extrathoracic metastases ..

ferent lobe of ipsilateral lung

iial and/or hilar nodes and intrapulmonary nodes

Ipsilateral mediastinal and/or subcarinal nodes

Contralateral mediastinal or hilar; ipsilateral/contralateral scalene/
supraclavicular

Distant metastasis
Tumor in contralateral lung or pleural/pericardial nodule/malignant effusion
Single extrathoracic metastasis, including single non-regional lymphnode

Multiple extrathoracic metastases in one or more organs



Cum Survival (%)

0,81

0,47

0,27

0,04

Overall Sul
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Cum Survival (%)

1,07

0,87
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0,27

0,0

Overall Survival
8.TNM
A
1B
A
-
A

~+-1A-censored
~+-1B-censored
lIA-censored
—+-11B-censored
IlIA-censored
~+111B-censored
~IV-censored
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Klinik Evre Patolojik Evre

e Preoperatif donem
o Radyolojik pera
m PET-CT/CT o Piyesin detayl

o Postoperatif donem

o Invaziv - minimal invaziv incelenmesi

m EBUS/EUS
m Mdx




The Annals of Thoracic Surgery

Volume 60, Issue 2, August 1995, Pages 466-472

® 1995
o Overall survival

Survival in early-stage non-small cell lung cancer

p EVRE I %64.6 (%55 - %72)

MD Jonathan C. Nesbitt &, MD Joe B. Putnam Jr, MD Garrett L. Walsh, MD Jack A. Roth, MD Clifton F. Mountain

p EVRE II %41.2 (29% - %51)

tment of Thoracic and Cardiovascular Surgery, The University of Texas M. D. Anderson Cancer Center,

Houston, Texas, USA

Available online 5 April 2000.




Klinik Evre
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NO
N1
N2
N3

Events /N
5327 / 2211

Pathologic- RO

1

1688 / 3554

2262/ 39"
55/92

YEARS AFTER RESECTION

Location and Number of Pos Stations N1-N2 R0
Pathologic- RO

Events /N

. N1 Single 415 /1089
N1 Mulliple 146 / 306
. N2 Single 230 / 549
. N2 Single+N1 271 /540
. N2 Mulliple N2 403 /711

2
YEARS AFTER RESECTION
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Tam ve tedavideki gelismeler

2001 PET-CT, CT den daha sensitif. N2 olgularda
Ancak heniiz rutin evreleme ve o KT+ Mediastinal RT yerine
tanida kullanimi icin ¢ok erken KT+/- Mediastinal RT 6nerisi

2010 Onerisi . )
o EBUS-EUS evreleme PORT multiple N2, ekstrakapsiiler

girisimlerine eklenmeli N2, yetersiz/uygunsuz LN
diseksiyonu

>4 cm adjuvan tedavi
o Calisma sonucuna gore

CALGB 9633




52/yil - 221/y1l %38 A - %52 A

Yillik ortalama vaka sayisi HISTOLOJIK TIP
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%94 - %80

B 2004-2008 [l 2018-2021

57 Yas - 62 Yas
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%30 - %20 %27 - %24

Points scored Points scored

B Lobektomi [ Pnémonektomi B Pnémonektomi [} Sleeve L
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Tumor caplari %

50,00%
40,00%
30,00%
20,00%
10,00%

0,00%
<3cm

/ e NELSON trial (Nederlands Leuvens\

Longkanker
Screeningsonderzoek/Dutch—

B 2004-2008 [ 2018 Belgian Lung Cancer Screening Trial

tomografi tarama denemesidir

o  Yilliklow-dose CT (LDCT)

15 y1l iginde birakmig

o  15.822 katihmeiyla Avrupa'nin en
biiyiik akciger kanseri bilgisayarh

o 55—80Yyas, 30 paket y1l sigara veya

/

3-5cm 5-7 cm >7 cm



NO (%44-%70)-N1 (%43-%19)-N2 (%12-%10) 1 (%15-%43) - 11 (%35-%27) - I11A (%44-%25)

N DURUMU EVRELER
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Operable vaka sayilari hizla
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Az postoperatif
komplikasyon

Az kozmetik hasar
Kisa hospitalizasyon
Hizh giinliik hayata
doniis

Az eken donem
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Case Reports > Interact Cardiovasc Thorac Surg. 2011 Mar;12(3):514-5.
doi: 10.1510/icvts.2010.256222. Epub 2010 Dec 5.

Single-port video—assisted thoracoscopic lobectomy

1

Diego Gonzalez ', Marina Paradela, Jose Garcia, Mercedes Dela Torre

Affiliations — collapse

Affiliation

1 Department of Thoracic Surgery, Coruia University Hospital, Xubias 84, 15006
Corufia, Spain. diego.gonzalez.rivas@sergas.es

Abstract

The video-assisted thoracoscopic surgery (VATS) approach to lobectomy for non-small cell
lung cancer varies among hospitals. Although three to four incisions are usually made, the
operation may be successfully carried out using only two incisions with similar results. We
observed that for lower lobes the second incision could be eliminated in selected cases. We
describe a case report of a 74-year-old female operated by a single-port approach for a
lower-lobe VATS lobectomy.



> Ann Thorac Surg. 2013 Feb;95(2):426-32. doi: 10.1016/j.athoracsur.2012.10.070.
Epub 2012 Dec 5.

Uniportal video-assisted thoracoscopic lobectomy: two years of
experience

Diego Gonzalez-Rivas ', Marina Paradela, Ricardo Fernandez, Maria Delgado, Eva Fieira,
Lucia Mendez, Carlos Velasco, Mercedes de la Torre

Background: A video-assisted thoracoscopic approach to lobectomy varies among
surgeons. Typically, 3 to 4 incisions are made. Our approach has evolved from a 3-port to a
2-port approach to a single 4- to 5-cm incision with no rib spreading. We report results
with single-incision video-assisted thoracic major pulmonary resections during our first 2
years of experience.

Methods: In June 2010, we began performing video-assisted thoracoscopic lobectomies
through a uniportal approach (no rib spreading). By July 12, 2012, 102 patients had
undergone this single-incision approach.

Results: Of 102 attempted major resections, 97 were successfully completed with a single
incision (operations in 3 patients were converted to open surgery and 2 patients needed 1
additilar | incision). Five uniportal pneumonectomies were not included in the study. We
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> Eur J Cardiothorac Surg. 2020 Aug 1;58(Suppl_1):i14-i22. doi: 10.1093/ejcts/ezaa037.

Technical aspects of uniportal video-assisted
thoracoscopic double sleeve bronchovascular
resections

Diego Gonzalez-Rivas 1 2, Alejandro Garcia 2, Chang Chen !, Yang Yang ', Lei Jiang !,
Dmitrii Sekhniaidze 2, Gening Jiang !, Yuming Zhu '’

Affiliations + expand
' Diego Gbnzalez Rivas PMID: 32083654 DOI: 10.1093/ejcts/ezaa037

Uniportal VATS vascular anastomosis during double sleeve

Review > Eur J Cardiothorac Surg. 2016 Jan;49 Suppl 1:i6-16. doi: 10.1093/ejcts/ezv410.
Epub 2015 Nov 25.

Uniportal video—-assisted thoracoscopic
bronchovascular, tracheal and carinal sleeve
resectionst

Diego Gonzalez-Rivas 7, Yang Yang 2, Tomaz Stupnik 3, Dmitrii Sekhniaidze 4,
Ricardo Fernandez 8, Carlos Velasco €, Yuming Zhu 2, Gening Jiang 2

Affiliations + expand
PMID: 26609055 DOI: 10.1093/ejcts/ezv410
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3-5 cm VATS Tercihleri
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PRINCIPLES OF DIAGNOSTIC EVALUATION

. Patients[with a strong clinical suspicion of stage | or Il lung cancer (based on risk factors and radiologic appearance) do not require a biopsy ]

before surgery.

» A biopsy adds time, costs, and procedural risk and may not be needed for treatment decisions.

» A preoperative biopsy may be appropriate if a non-lung cancer diagnosis is strongly suspected that can be diagnosed by core biopsy or
fine-needle asplratlon (FNA).

; : erative ears difficult or very risky.!
» If a preoperalwe tlssue dmgnosm has nol been obtalned then an mtraoperatwe diagnosis (ie, wedge resection, needle biopsy) is necessary
before lobectomy, bilobectomy, or pneumonectomy.’
* Bronchoscopy should preferably be performed during the planned surgical resection, rather than as a separate procedure.
» Bronchoscopy is required before surgical resection (see NSCL-2).
» A separate bronchoscopy may not be needed for treatment decisions before the time of surgery and adds time, costs, and procedural risk.
» A preoperative bronchoscopy may be appropriate if a central tumor requires pre-resection evaluation for biopsy, surgical planning (eg,
potential sleeve resection), or preoperative airway preparation (eg, coring out an obstructive lesion).
* Invasive mediastinal staging is recommended before surgical resection for most patients with clinical stage | or Il lung cancer (see NSCL-2).
» Patients should preferably undergo invasive mediastinal staging (mediastinoscopy) as the initial step before the planned resection
(during the same anesthetic procedure), rather than as a separate procedure. For patients undergoing endobronchial ultrasound (EBUS)/
endoscopic ultrasound (EUS) staging, this may require a separate procedure to allow evaluation if onsite rapid cytology interpretation is
not available.
» A separate staging procedure adds time, costs, coordination of care, inconvenience, and an additional anesthetic risk.
» Preoperative invasive mediastinal staging may be appropriate for a strong clinical suspicion of N2 or N3 nodal disease or when
intraoperative cytology or frozen section analysis is not available.
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Solid and subsolid nodules are the 2 main types of pulmanary nodules that
may be seen on chest CT scans. The Fleischner Society has
recommendations for patients with solid and subslid nodules.
Subsolid nodules include 1) nonsolid nodules also known &s ground-glass
opacities (GGOs) or ground-glass nodules (GGNs); and 2) part-solid

~ 68,7173

nodules, which contain both ground-glass and solid components.

67,68

Nonsolid nodules are mainly adenocarcinoma in situ (AIS) or minimally
invasive adenocarcinoma (MIA), formerly known as bronchioloalveolar

carcinoma (BAC) (see Adenocarcinoma in this Discussion); patients have
5-year disease-free survival of 100% if these nonsolid nodules are

completely resected &2 Data suggest that many nonsolid nodules
discovered incidentally on CT imaging will resolve and many of those that
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PRINCIPLES OF DIAGNOSTIC EVALUATION

* Patients with a strong clinical suspicion of stage | or Il lung cancer (based on risk factors and radiologic appearance) do not require a biopsy
before surgery.
» A biopsy adds time, costs, and procedural risk and may not be needed for treatment decisions.
» A preoperative biopsy may be appropriate if a non-lung cancer diagnosis is strongly suspected that can be diagnosed by core biopsy or
fine-needle aspiration (FNA).
» A preoperative biopsy may be appropriate if an intraoperative diagnosis appears difficult or very risk'_v.'I
» If a preoperative tissue diagnosis has not been obtained, then an intraoperative diagnosis (ie, wedge resection, needle biopsy) is necessary
before lobectomy, bilobectomy, or pneumonectomy.1
+* Bronchoscopy should preferably be performed during the planned surgical resection, rather than as a separate procedure.
» Bronchoscopy is required before surgical resection (see NSCL-2).
» A separate bronchoscopy may not be needed for treatment decisions before the time of surgery and adds time, costs, and procedural risk.
» A preoperative bronchoscopy may be appropriate if a central tumor requires pre-resection evaluation for biopsy, surgical planning (eg,
potential sleeve resection), or preoperative airway preparation (eg, coring out an obstructive lesion).

* Invasive mediastinal staging is recommended before surgical resection for most patients with clinical stage | or Il lung cancer (see NSCL-2).
» Patients should preferably undergo invasive mediastinal staging (mediastinoscopy) as the initial step before the planned resection
(during the same anesthetic procedure), rather than as a separate procedure. For patients undergoing endobronchial ultrasound (EBUS)/
endoscopic ultrasound (EUS) staging, this may require a separate procedure to allow evaluation if onsite rapid cytology interpretation is

not available.
N separaie e add g, K

» Preoperative ivaive mediastinal staging may be appropriate for a strong clinic nodal disease or when
intraoperative cytology or frozen section analysis is not available.




Review > Transl Lung Cancer Res. 2014 Aug;3(4):225-33.
doi: 10.3978/j.issn.2218-6751.2014.08.05.

Preoperative mediastinal lymph node staging for
non-small cell lung cancer: 2014 update of the 2007

ESTS guidelines

Paul De Leyn 1, Christophe Dooms ', Jaroslaw Kuzdzal !, Didier Lardinois ', Bernward Passlick 1,
Ramon Rami-Porta 1, Akif Turna ', Paul Van Schil 1, Frederico Venuta ', David Waller 1,
Walter Weder 1, Marcin Zielinski




Normal mediastinal LNs

-Tumor < 3cm

- Peripheral tumor

- Central tumor
-Tumor > 3cm

- ¢-N1 tumeor
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Annals of the American Thoracic Society

Home > Annals of the American Thoracic Society > List of Issues > Volume 14, Issue 1

What Exactly Is a Centrally Located Lung Tumor? Results of an Online Survey

Roberto F. Casal 1, Macarena R. Vial 2 Russell Miller 2 Lakshmi Mudambi 1, Horiana B. Grosu 1, George A. Eapen 1,
Carlos A. Jimenez 1, Rodolfo C. Morice 1, Lorraine Cornwell 2, and David Ost !
+ Author Affiliations

e total number of participants was 218. The response rate was 23% (130/556) for AABIP members, and
% (88/1,193) for CTS Net members, with 95% of all respondents practicing within the United States.

ith regard to the definition of central lung tumors, 119 (55%) participants chose the inner one-third of
he hemithorax, 63 (29%) chose tumors in contact with hilar structures, 33 (15%) chose the inner two-
hirds of the hemithorax, and 3 (1%) chose “other definitions.” Responses to all questions are
summarized in Table 2.




It is important to be aware that there are other definitions of central/peripheral lung tumors that were
created with different purposes, unrelated to the prevalence of occult mediastinal disease. The most
popular definition is likely the one created by radiation oncologists, who define central tumors as those
located within 2 cm of the proximal bronchial tree, heart, great vessels, trachea, or other mediastinal
structures (12, 13). This definition was developed to evaluate the safety of stereotactic body radiation
therapy in central versus peripheral tumors, and it is commonly used to adjust radiation doses. However,
its ability of to predict occult N2 disease was never tested, and, hence, it should not be employed to
decide whether or not invasive mediastinal staging is indicated.
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IMAGE STAGING

N

0-3 cm BCS 0-2 cm (izole
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O

Occult N2 %1,7

Tim caplarda

o %6
Limitasyon
o EBUS verileri
o Cerrahiye konsiilte
edilmeyen hasta
o Yetersiz PET-BT

verileri

CT/PET l

e Kuzey Amerika calismasi: Periferik tiimorlerde
BT ve PET-BT de cNo-pN2 varlig1 %2,9 ---
Santral timorlerde bu oran %21,6

The Annals of Thoracic Surgery

Volume 84, Issue 1, July 2007, Pages 177-181
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2003-2005 VS 2017-2019

ARASTIRMA MAKALESI / RESEARCH ARTICLE

Table 2. Demographic and pathological features of the patients

Variables Total, (n=715) Group 1, (n=454) Group 2, (n=261) p value
Gender, n (%)

What Has Changed in the Indications and Outcomes of = - W - St

Age, years + SD . . 0.457

Cervical Mediastinoscopy for Mediastinal Staging in ,. e e

0.103

Non-small Cell Lung Cancer Over the Years? '

Patients underwent resection®,

Villr Igerisinde Kiictik Hicreli Digi Akcier Kanserinin Mediastinal Evrelemesinde, Servikal " n' | ‘ e Pr

0.065

Mediastinoskopi Endikasyonu ve Sonuglarinda Neler Degisti? ~San 7 1 - i

tion 0.685

Volkan Erdogu', Yunus Aksoy', Atilla Pekcolaklar?®, Muzaffer Metin'

"Department of Thoracic Surgery, Yedikule Chest Diseases and Thoracic Surgery Education and Research Hospital, Istanbul;
*Thoracic Surgery Department, Bursa City Hospital, Bursa, Turkey
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PRINCIPLES OF DIAGNOSTIC EVALUATION

» The least invasive biopsy with the highest yield is preferred as the first diagnostic study.
{ Patients with central masses and suspected endobronchial invelvement should undergo bronchoscopy.
{ Patients with peripheral (outer one-third) nodules may benefit from navigational bronchoscopy, radial EBUS, or transthoracic needle
aspiration (TTNA).
{ Patients with suspected nodal disease should be biopsied by EBUS, EUS, navigational bronchoscopy, or mediastinoscopy.
— EBUS provides access to nodal stations 2R/2L, 4R/4L, 7, 10R/10L, and other hilar nodal stations if necessary.
— An EBUS-TBENA negative for malignancy in a clinically (PET and/or CT) positive mediastinum should undergo subsequent

mediastinoscopy prior to surgical resection.

— EUS—guided biopsy provides additional access to stations 5. 7. 8. and 9 lymph nodes if these are clinically suspicious.

— TTNA and anterior mediastinotomy (ie, Chamberlain procedure) provide additional access to anterior mediastinal (stations 5 and 6)
lymph nodes if these are clinically suspicious. If TTNA is not possible due to proximity to aorta, VATS biopsy is also an option.

O EUS also provides reliable access to the left adrenal gland.

{ Lung cancer patients with an associated pleural effusion should undergo thoracentesis and cytology. A negative cytology result on
initial thoracentesis does not exclude pleural involvement. An additional thoracentesis and/or thoracoscopic evaluation of the pleura
should be considered before starting curative intent therapy.

{ Patients suspected of having a solitary site of metastatic disease should have tissue confirmation of that site if feasible.

{ Patients suspected of having metastatic disease should have confirmation from one of the metastatic sites if feasible.

{ Patients who may have multiple sites of metastatic disease—based on a strong clinical suspicion—should have biopsy of the primary
lung lesion or mediastinal lymph nodes if it is technically difficult or very risky to biopsy a metastatic site.
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> EurJ Cardiothorac Surg. 2014 May;45(5):882-7. doi: 10.1093/ejcts/ezt478. Epub 2013 Sep 29.

The N2 paradox: similar outcomes of pre- and
postoperatively identified single-zone N2a positive
non-small-cell lung cancer

Thomas Tsitsias |, Anas Boulemden, Keng Ang, Apostolos Nakas, David A Waller
Affiliations — collapse

Affiliation

1 Department of Thoracic Surgery, Glenfield Hospital, Leicester, UK.

Results: At a median follow-up of 38.7 months (standard error 10, 95% confidence interval (Cl) 19.0-
PMID: 24080282 DO 58.4), the overall median survival was 22.2 months (95% Cl 14.6-29.8) with 1-, 2- and 5-year survival
rates of 63.3, 46.6 and 13.2%, respectively. Survival after resection of pN2 disease is adversely affected
by the need for pneumonectomy, multizone pN2b involvement and by non-compliance with adjuvant
chemotherapy. Pathological involvement of the subcarinal zone but no other zone appears to be
associated with an adverse prognosis (hazard ratio (HR) 1.87, P = 0.063) Jllslsly&=1aa VAT e (=110
survival is not different between those patients who have a negative preoperative PET-CT scan and yet

are found to have pN2 after resection, and those who are single-zone cN2a positive before resection
on PET-CT scan (HR 1.37, P = 0.335)
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INITIAL TREATMENT
Surgical explokration
and resection” + '
o See Adjuvant
Operable—, medlagtlnal Iymph Treatment
node dissection or NSCL4

systematic lymph

Ne%gtiv: I node sampling
mediastina
nodes
* Pulmonary function tests Medically Definitive R, preferably
(PFTs] (if not previously x —>|stereotactic ablative
done) inoperable™ " iotherapy (SABR]™"
Stage IA * Bronchoscopy
. (intraoperative preferred)
(peripheral Tfabe, NO) | Consider pathologic
medmsﬂnal Iymph node
evaluation™ _
+FDG PETICT scan! (if not
previously dong) e
mi';‘;inal See Stage LIAVIB (NSCLS)
nodes or Stage llIBIIIC (NSCL-12)

0 Tesfing is not listed in order of priority and is dependent on clinical circumstances,
institutional processes, and judicious use of resources.

" Methods for evaluation include mediastinoscopy, mediastinotomy, EBUS,
EUS, and CT-guided biopsy. An EBUS-TBNA negative for malignancy in a
chmcally (PET and/or CT) positive mediastinum should undergo subsequent
mediastinoscopy prior o surglcal resection

"There is low likelinood of positive mediastinal lymph nodes when these nodes are
CTand PET nega ive i solid tumrs <1 cm and purely non-solid fumors <3 cm
Thus, ;%re fesection i:atho\oglc mediastinal evaluation is optional in these setfings.

IPETIC perlurmed skull base to knees or whole body. Positive PETICT scan

findings for distant disease need pathologic or other radiologic confirmation. If

PETICT scan is posttive in the mediastinum, lymph node status needs pathologic

confirmation

 See Principles of Surgical Therapy (NSCL-B).

I See Principles of Radiation Therapy (NSCL-C).

™ Image-quided thermal ablafion therapy (eg, cryolherapy, microwave,
mdmfrequen%) may be an option for select patients not receiving SABR
o g%fL nitive RT. See Principles of Image-Guided Thermal Ablation Therapy

"f empiric therapy is contemplated without fissue confirmation, multidisciplinary
evaluation that at least includes interventional radiology, thoracic surgery, and
Interventional pulmonology is required to deferming the safest and most efficient
approach for biopsy, or o provide consensus that a biopsy is toa risky or difficult
and that the patient can proceed with therapy without fissue confirmation.
(Wsseldijk MA, et al. J Thorac Oncol 2019;14:583-595)

Tumar size 23cm
¢ Tumar=lcm=>T13

o Tumor >1cm but £2cm ==T1hb

o Tumar =2¢m but £3cm == Tic
T1a({mi) is pathology proven

'minimally invasive’, irrespective of size.
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CLINICALASSESSMENT PRETREATMENT EVALUATIONY

INITIAL TREATMENT

Surgical exploration
and resection® +
mediastinal lymph
node dissection or
systematic lymph

See Adjuvant
Treatment

(NSCL-4)

/Operabl

Negative
mediastinal
nodes

node sampling

* Pulmonary function tests
(PFTs) (if not previously
done)

* Bronchoscopy
(intraoperative preferred)

* Consider pathologic
mediastinal lymph node
evaluation™! )

« FDG PET/CT scan! (if not
previously done)

Stage IA
(peripheral T1abc, NO)

9 Testing is not listed in order of priority and is dependent on clinical circumstances,

institutional processes, and judicious use of resources.

" Methods for evaluation include mediastinoscopy, mediastinotomy, EBUS,

EUS, and CT-guided biopsy. An EBUS-TBNA negative for malignancy in a
clinically (PET and/or CT) positive mediastinum should undergo subsequent

~ mediastinoscopy prior to surgical resection.

'There is low likelihood of positive mediastinal lymph nodes when these nodes are
CT and PET negative in solid tumors <1 cm and purely non-solid tumors <3 cm.
Thus,

IPET/CT performed skull base to knees or whole body. Positive PET/CT scan
ﬁndings for distant disease need pathologic or other radiologic confirmation. If
PET/CT scan is positive in the mediastinum, lymph node status needs pathologic
confirmation.

Positive |
mediastinal
nodes

re-resection ﬁathologic mediastinal evaluation i1s optional in these settings.

Definitive RT, preferably
—=|stereotactic ablative
radiotherapy (SABR)!:Mm:n

\Medically
inoperablek

_ See Stage IIA/IIIB (NSCL-8)
| or Stage IIIB/IIC (NSCL-12)

k See Principles of Surgical Therapy (NSCL-B).

I See Principles of Radiation Therapy (NSCL-C).

m Image-guided thermal ablation therapy (eg, cryotherapy, microwave,
radiofre_quenqp may be an option for select patients not receiving SABR
or definitive RT. See Principles of Image-Guided Thermal Ablation Therapy

(NSCL.D) _ o _ o

"' If empiric therapy is contemplated without tissue confirmation, multidisciplinary
evaluation that at least includes interventional radiology, thoracic surgery, and
interventional pulmonology is required to determine the safest and most efficient
approach for biopsy, or to provide consensus that a biopsy is too risky or difficult
and that the patient can proceed with therapy without tissue confirmation.
(lJsseldijk MA, et al. J Thorac Oncol 2019;14:583-595.)




lenf nodu rezeksiyonunun roliinii ele alan Ingilizce makaleleri belirlemek igin bir Medline arastirmasi
yapildi. Tam lenfatik diseksiyonun tercih edilme nedenlerine iligkin goriigler arasinda tam rezeksiyon,
tespit edilmemis mikrometastazin rezeksiyonu nedeniyle gelismis nodal evreleme ve daha 1yi lokal kontrol.

Rutin tam lenfatik diseksiyona kars1 argiimanlar, artan morbidite, ameliyat siiresinin uzamasi ve
sagkalimda 1yilesme olduguna dair kanit eksikligidir. Kiiciik hiicreli dig1 akciger kanserinin tam
rezek31yonu icin bircok yazar, cerrahl sirasinda standart yaklasim olarak sistematik bir nodal diseksiyon

. v . . .
...".\.‘ C OUNUnN Ny VeiC nodal evreleme sagladisint hem de tam rezek OnNun o4drdll !O‘I



Although frailty is an increasingly recognized predictor of surgical and
other treatment morbidity, a preferred frailty assessment system has not
been established. 5

The Principles of Surgical Therapy are described in the NSCLC algorithm
and are summarized here (see the NCCN Guidelines for NSCLC).
Determination of resectability, surgical staging, and pulmonary resection
should be performed by thoracic surgeons who should participate in
multidisciplinary clinics and/or tumor boards for patients with lung cancer.

Version 2 2021 © 2020 National Ct

Network® (NCCNE), Al i

Lymph Node Dissection
The ACOSOG Z0030 randomized trial compared systematic mediastinal
lymph-node sampling versus complete lymphadenectomy during

pulmonary resection in patients with NSCLC who had either ND (no
demonstrable metastasis to regional lymph nodes) or N1 (metastasis to
lymph nodes in the ipsilateral peribronchial and/or hilar regien, including
direct extension) disease. In patients with early-stage NSCLC who had
negative nodes by systematic lymph node dissection, complete
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mediastinal lymph node dissection did not improve survival.**3* Thus,
systematic lymph node sampling is appropriate during pulmonary
resection; one or more nodes should be sampled from all mediastinal
stations. For right-sided cancers, an adequate mediastinal
lymphadenectomy should include stations 2R, 4R, 7, 8, and 9. For
left-sided cancers, stations 4L, 5, 6, 7, 8, and 8 should be sampled.**
Patients should have N1 and N2 node resection and mapping (American
Thoracic Society map) with a minimum of 3 N2 stations sampled or a
complete lymph node dissection. ™ The lymph node map from the IASLC
may be useful. ** Formal ipsilateral mediastinal lymph node dissection is
indicated for patients undergoing resection for stage lllA (N2) disease. For
patients undergoing sublobular resection, the appropriate N1 and N2
lymph node stations should be sampled unless not fechnically feasible
because sampling would substantially increase the surgical risk.

postoperative morbidity and mortality, minimal risk of intraoperative
bleeding, or minimal locoregional recurrence. **** Thoracoscopic
lobectomy is associated with less morbidity, fewer complications, and
more rapid retum to function than lobectomy by thoracotomy, %%

In patients with stage | NSCLC who had thorascopic lobectomy with lymph
node dissection, the 5-year survival rate, long-term survival, and local
recurrence rate were comparable to those achieved by routine open lung
resection. " Thorascopic lobectomy has also been shown to improve
discharge independence in older populations and patients at high

risk 75 Data show that thorascopic lobectomy improves the abilty of
pafients to complete postoperative chemotherapy regimens. ™" Based
on its favorable effects on pastoperative recovery and morbidity,
thorascopic lobectomy (including robofic-assisted approaches) is
recommended in the NSCLC algorithm as an acceptable approach for

MLND ve MLNS yi karsilastiran en biiyiik
randomize calisma ACOSOG Z0030
o J Thorac Cardiovasc Surg
2011;141:662-70

during pulmonary resection in the patient with

3 3 3 e A 13 a3

Evre I sagkalim fark: yok

Evre II sagkalim fark: var

Conclusions

If systematic and thorough presection sampling of the mediastinal and hilar lymph
nodes is negative, mediastinal lymph node dissection does not improve survival in
patients with early stage non—-small cell lung cancer, but these results are not
generalizable to patients staged radiographically or those with higher stage tumors.
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Evalustion PRINCIPLES OF SURGICAL THERAPY

» Determination of resectability, surgical staging, and pulmonary r ion shoul rform horacic sur ns wh rform lun
cancer surgery as a prominent part of their practice.

* CT and PET/CT used for staging should be within 60 days before proceeding with surgical evaluation.

« For medically operable disease, resection is the preferred local treatment modality (other modalities include SABR, thermal ablation such
as radiofrequency ablation, and cryotherapy). Thoracic surgical oncology consultation should be part of the evaluation of any patient being
considered for curative local therapy. In cases where SABR is considered for high-risk or borderline operable patients, a multidisciplinary
evaluation including a radiation oncologist is recommended.

+ The overall plan of treatment as well as needed imaging studies should be determined before any non-emergency treatment is initiated.

» Thoracic surgeons should actively participate in multidisciplinary discussions and meetings regarding lung cancer patients (eg,
multidisciplinary clinic and/or tumor board).

« Patients who are active smokers should be provided counseling and smoking cessation support (NCCN Guidelines for Smoking Cessation).
While active smokers have a mildly increased incidence of postoperative pulmonary complications, these should not be considered
a prohibitive risk for surgery. Surgeons should not deny surgery to patients solely due to smoking status, as surgery provides the
predominant therapy for patients with early-stage lung cancer.

Resection

. i ion i jori i ith NSCLC

+ Sublobar resection - Segmentectomy and wedge resection should achieve parenchymal resection margins 22 cm or 2 the size of the nodule.

* Sublobar resection should also sample appropriate N1 and N2 lymph node stations unless not technically feasible without substantially

increasing the surgical risk.
> . §egmentectomy Zpre?erred) or wedge resection is appropriate in selected patients for the following reasons:
» Poor pulmonary reserve or other major comorbidity that contraindicates lobectomy

» Peripheral nodule® <2 cm with at least one of the following:
O Pure AIS histology
0 Nodule has 250% ground-glass appearance on CT
¢ Radiologic surveillance confirms a long doubling time (2400 days)

ients with no anatomic or
surgical contraindications, as long as there is no compromise of standard oncologic and dissection principles of thoracic surgery.

« In high-volume centers with significant VATS experience, VATS lobectomy in selected patients results in improved early outcomes (ie,
decreased pain, reduced hospital length of stay, more rapid return to function, fewer complications) without compromise of cancer
outcomes.

* Lung-sparing anatomic resection (sleeve lobectomy) is preferred over pneumonectomy, if anatomically appropriate and margin-negative
resection is achieved.

+ T3 (invasion) and T4 local extension tumors require en-bloc resection of the involved structure with negative margins. If a surgeon or center
is uncertain about potential complete resection, consider obtaining an additional surgical opinion from a high-volume specialized center.

Margins and Nodal Assessment (see NSCL-B 2 of 4) The Role of Surgery in Patients with Stage IlIA (N2) NSCLC

1Peripheral is defined as the outer one third of the lung parenchyma. (see NSCL-B 2 of 4 through NSCL-B 4 of 4)
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Randomized trial of lobectomy versus limited resection for
T1 NO non-small cell lung cancer. Lung Cancer Study Group.

Ginsberg RJ1, Rubinstein LV

Author information »
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Conclusions: Compared with lobectomy, limited pulmonary resection does not confer improved
perioperative morbidity, mortality, or late postoperative pulmonary function QEZe TR0 0,y
death rate and locoregional recurrence rate associated with limited resection, lobectomy still must be
considered the surgical procedure of choice for patients with penpheral T1 MO non-small cell lung
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Articles

Segmentectomy versus lobectomy in small-sized
peripheral non-small-cell lung cancer
(JCOG0802/WJOG4607L): a multicentre, open-
label, phase 3, randomised, controlled, non-

inferiority trial

Prof Hisashi Saji MD ® & &, Morihito Okada MD °, Masahiro Tsuboi MD €, Ryu Nakajima MD ¢, Kenji Suzuki MD €,
Keiju Aokage MD , Tadashi Aoki MD ':JIF'O Okami MD B, Ichiro Yoshino MD ", Hiroyuki Ito MD ', Norihito Okumura
MDJ, Masafumi Yamaguchi MD k Norihiko lkeda MD ', Masashi Wakabayashi MSc ™, Kenichi Nakamura MD ™,
Haruhiko Fukuda MD ™, Shinichiro Nakamura MD ©, Tetsuya Mitsudomi MD P, Shun-Ichi Watanabe MD ", Hisao
Asamura MD 9 on behalf of the

Sonuglar

Erken evre KHDAK'li hastalarda lobektomi uygulanan hastalar, wedge rezeksiyon yapilan
hastalara gore en diisiik OS risk oranina sahipti, bu da lobektomi uygulanan hastalarin genel
sagkaliminin wedge rezeksiyon uygulanan hastalardan daha yiiksek oldugunu gosterir. Ancak,
DFS ve RFS ile ilgili olarak, ti¢ cerrahi yaklasim anlamh bir fark gostermedi.

We conducted this randomised, controlled, non-inferiority trial at 70 institutions in
Japan. Patients with clinical stage IA NSCLC (tumour diameter <2 cm;
consolidation-to-tumour ratio >0-5) were randomly assigned 1:1 to receive either
lobectomy or segmentectomy. Randomisation was done via the minimisation

Improved overall survival was observed consistently across all predefined subgroups

i e WD s o TS ekt dub syl =s e bl el At 1 year follow-up, the significant difference in the

reduction of median forced expiratory volume in 1 sec between the two groups was

[3-5% (p<0-0001), which did not reach the predefined threshold for clinical

Aol LGB . The 5-year relapse-free survival was 88-0% (95% CI 85-0-90-4)

0-474-0.927; one-sided p<0-0001 for non-inferiority; p=0-0082 for superiority)
Improved overall survival was observed consistently across all predefined subgroups
IR AT AT a Ty g i) At 1 year follow-up, the significant difference in the

Bildigimiz kadariyla bu ¢alisma, kiiciik periferik KHDAK'i hastalarin genel
sagkaliminda lobektomiye kars1 segmentektominin faydalarini gosteren ilk faz 3
denemeydi. Bulgular, segmentektominin bu hasta popiilasyonu icin standart cerrahi

prosediir olmas: gerektigini gostermektedir.
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Research Paper
Prognostic significance of subclassification of stage 1IIB lung
cancer: a retrospective study of 226 patients

Nanchang Yin!, Minwen Ha? Yu Liu3, Huizi Gu?, Zetian Zhang® and Wei Liu?

differences in the 5-year survival between Tib and T2a, between T1b and T2b, and
between Tic and T2b (p = 0.005, 0.002, and 0.042, respectively). The 5-year survival of
patients with pleural invasion and vessel invasion was significantly worse than that of
their counterparts (p 0.009 and <0 001 respectlvely) Subclassification of stage IIB
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THE NEWLY-PROPOSED
N CLASSIFICATION? A
MODELLING STUDY
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Pekcolaklar, Muzaffer Metin, Adnan Sayar ‘
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I Model A (T1 N1a)
-1 Model B (T2a/T2b N1a, T3 NO)
~ Model C (T1/T2a/T2b N1b)

p=0.03
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T2bNi1b
HR: 1.672

Models Median survival (months) | Hazard ratio
Model A (n=85) 69 1.000
Model B (n=438) 56 1.217
Model C (n=159) 47 1.541

I I I |
12 24 36 60

Time (months)
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Surgical expluratlun
and resection®P:9 +
Operable — |mediastinal lymph node |—»
dissection or systematic

See Adiuva nt
Treatment (NSCL-4)

) ‘ Negative
_ * PFTs (if not previously mediastinal Consider adjuvant
Stage IB (peripheral done) nodes NO _,. Definitive RT, __,.|chemotherapy" for
T2a, NO) . Bmmhﬂmpz. preferably SABRM high-risk stages
Stage | (central * Pathologic mediastina Medically IB-IIBS
T1abc-T2a, NO) lymph node evaluation” inoperable®
Stage Il (T1abc-2ab, " *FOGPETICT scamv (it Definltive Durvalumabt¥
N1; T2b, NO) not previously done . o , :
Stage IIB (T3, N0O)® = Brain with contrast”| N1~ chemoradiation't (category 1 stage Il
Stage IIIA (T3, N1) (Stage II, IIA)
(Stage IB [optional)) A . See Stage IA/IIB (NSCL-8)
nodes or Stage HIB/IC (NSCL-12)

n If empiric therapy is contemplated without tissue confirmation, multidisciplinary
evaluation that at least includes interventional radiology, thoracic surgery, and
interventional pulmonology is required to determine the safest and most efficent
approach for biopsy, or to provide consensus that a biopsy is too risky or difficult
and that the patient can proceed with therapy without tissue confirmation.

(lJsseldijk MA, et al. J Thorac Oncol 2019;14:583-595 )




e Senkron Akciger Kanseri e Metakron Akciger Kanseri
e Farkli histolojik tip e Farkli histolojik tip

e Aym histoloji
Molekiiler genetik calismalar
Bir taraf in situ CA
Farkli lob veya akciger ve

< 2 y1l metastaz
2-4 y1l Gri bolge
o Aymi taraf ise = lokal niiks =
cerrahi

ortak lenfatik yolakta tiimor
yok

Ekstrapulmoner metastaz
olmamasi

o Kars taraf ise sistemik met =
olguya gore hareket et

>4yl




e Aymi tarafta birden fazla kanser

e [Evreleme mediastinoskopi

e Pozitif ise metastaz e Negatifise

4




e Ayni lob aym histoloji - e Satellit = Rezeksiyon
e Farkl lob ayni histoloji ‘ e Mediastinal ve hiler LN frozen s.

Pozitif ise e Negatifise
metastaz = Senkron Ake

Metastaz CA =
cerrahisi Rezeksiyon

e Ayni lob farkl histoloji ‘ e Senkron Akc CA = Rezeksiyon




e Bilateral birden fazla kanser

e [Evreleme mediastinoskopi

e Pozitif ise metastaz e Negatifise

4




e Her iki taraf timor tanisi biliniyor e Rezeksiyon (Ilk daha ileri evreye)

Tam ve tedavi amach cerrahi (ilk
olarak tanisi bilinmeyen tarafa)

e Bir taraf tiimor tanisi biliniyor




CLINICAL PRETREATMENT EVALUATION CLINICAL EVALUATION
ASSESSMENT

Superior sulcus tumor —— See Treatment (NSCL-6)

Chest wall » See Treatment (NSCL-7)

* PFTs (if not previously done)

* Bronchoscopy

« Pathologic mediastinal lymph node
evaluation”

Stage IIB (T3 invasion, NO) « Brain MRI with contrast®

Proximal airway

X
ormodisstinum See Treatment (NSCL-7)

Stage A (T4 extension, |—|+ MRI with contrast of spine +

NO-1; T3, N1; T4, NO-1) thoracic inlet for supe‘r)ior sulcus Stage IlIA (T4, NO-1) —— See Treatment (NSCL-7)
lesions abutting the spine or
subclavian vessels

« FDG PET/CT scanl (if not previously Unresectable disease — See Treatment (NSCL-7)
done)

Positive mediastinal

nodes ——— See Stage IIIA/IIIB (NSCL-8)

See Treatment for Metastasis

Metastatic disease —|limited sites (NSCL-14) or
distant disease (NSCL-17)




CLINICAL PRESENTATION INITIALTREATMENT

B [fporeane ]
(T3 invasion, cﬁncurreg_t tion"t
Not) chemoradiation

Surgical
Possibly Preoperative reevaluation
resectable® — " |concurrent including chest
chemoradiation"t CT with or without

X
contrast £ PET/ICT) Unresdll} #l)':n Mo
Superior T ey i T AR
sulcus tumor

(T4 extension,
NO-1)

Definitive concurrent

k
Unresectable™ —» chemoradiation"

Staging Go to: »

By definition Pancoast tumors are classified as T3 tumors when they invade only the chest wall
and/or the sympathetic chain. Tumors that invade the brachial plexus, vertebral bodies, and
vascular structures are classified as T4. According to their N status, the final stage is I[IB if the tunjor

[} fil N1 _ 2 o AN 1 2194 = I o1 L AN _— A 3o edia = 2301110
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CLINICAL INITIAL TREATMENT
PRESENTATION

Surgeryk:9
(preferred)
Chest wall,
proximal airway,
(T3 invasion, NO-1
Resectable T4
extension, NO-1)

Stage llIA (T4, NO—1) P—

chemoradiation’t
or
Chemotherapy’

PET/CT

Stage llIA (T4, NO-1) Definitive concurrent
Unresectable chemoradiation't (category 1)

k See Principles of Surgical Therapy (NSCL-B).

I See Principles of Radiation Therapy (NSCL-C).

9 Consider testing for EGFR mutation on surgical tissue or biopsy in stages IB—IIIA.
rSee Systemic Therapy Regimens for Neoadjuvant and Adjuvant Therapy (NSCL-E).
tSee Concurrent Chemoradiation Regimens (NSCL-F).

Y Durvalumab is not recommended for patients following definitive surgical resection.
vV RO = no residual tumor, R1 = microscopic residual tumor, R2 = macroscopic residual tumor.

Y Consider RT boost if chemoradiation is given as initial treatment.
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CLINICAL
PRESENTATION

Chest wall,

proximal airway,

or mediastinum
< 5 N

T3

Stage IlIA (T4, NO-1) : v Bad va . e e
Unresectable (category 1) (NSCL-16)

k See Principles of Surgical Therapy (NSCL-B).
I See Principles of Radiation Therapy (NSCL-C).

9 Consider testing for EGFR mutation on surgical tissue or biopsy in stages IB—IIIA.
rSee Systemic Thera Regimens for Neoadjuvant and Adjuvant Thera NSCL-E).
tSee Concurrent Chemoradiation Regimens (NSCL-F).

Y Durvalumab is not recommended for patients following definitive surgical resection.

vV RO = no residual tumor, R1 = microscopic residual tumor, R2 = macroscopic residual tumor.
Y Consider RT boost if chemoradiation is given as initial treatment.
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CLINICAL INITIAL TREATMENT ADJUVANT TREATMENT
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Margins r _ Surveillance
negative (RO)¥ Chemotherapy (NSCL-16)

K Reresection + chemotherapy”

Surgery®9 or Surveillance
(preferred) Chemoradiation' (NSCL-16)
Chest wall, Margins (sequential’ or concurrentt)

proxim?l airway, positive

Reresection + chemotherapy” s in
(T3 invasion, NO-1 or urveillance
Resectable T4 Concurrent chemoradiation”t (NSCL-16)

extension, NO-1)

Margins Surveillance

Stage IIIA (T4, NO-1) P Surgical negative (Ro)¥ — . Observe > (NSCL-16)

chemoradiation't reevaluation
or including

chestCT %
Margins positive “ Surveillance
= R1.R2)Y S o~ Reresectiony (NSCL-16)

Chemotherapy’

Stage IlIA (T4, NO-1) Definitive concurrent _ DurvalumabtY . Surveillance
Unresectable chemoradiation’t (category 1) (category 1) (NSCL-16)

k See Principles of Surgical Therapy (NSCL-B).

I See Principles of Radiation Therapy (NSCL-C).

9 Consider testing for EGFR mutation on surgical tissue or biopsy in stages IB—IIIA.

r See Systemic Therapy Regimens for Neoadjuvant and Adjuvant Therapy (NSCL-E).

tSee Concurrent Chemoradiation Regimens (NSCL-F).

Y Durvalumab is not recommended for patients following definitive surgical resection.

vV RO = no residual tumor, R1 = microscopic residual tumor, R2 = macroscopic residual tumor.
Y Consider RT boost if chemoradiation is given as initial treatment.
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Evaluation
» Determination of resectability, surgical staging, and pulmonary resection should be performed by thoracic surgeons who perform lung

cancer surgery as a prominent part of their practice.

* CT and PET/CT used for staging should be within 60 days before proceeding with surgical evaluation.

« For medically operable disease, resection is the preferred local treatment modality (other modalities include SABR, thermal ablation such
as radiofrequency ablation, and cryotherapy). Thoracic surgical oncology consultation should be part of the evaluation of any patient being
considered for curative local therapy. In cases where SABR is considered for high-risk or borderline operable patients, a multidisciplinary
evaluation including a radiation oncologist is recommended.

= The overall plan of treatment as well as needed imaging studies should be determined before any non-emergency treatment is initiated.

= Thoracic surgeons should actively participate in multidisciplinary discussions and meetings regarding lung cancer patients (eg,
multidisciplinary clinic and/or tumor board).

- Patients who are active smokers should be provided counseling and smoking cessation support (NCCN Guidelines for Smoking Cessation).
While active smokers have a mildly increased incidence of postoperative pulmonary complications, these should not be considered
a prohibitive risk for surgery. Surgeons should not deny surgery to patients solely due to smoking status, as surgery provides the
predominant therapy for patients with early-stage lung cancer.

Resection

« Anatomic pulmonary resection is preferred for the majority of patients with NSCLC.

- Sublobar resection - Segmentectomy and wedge resection should achieve parenchymal resection margins 22 cm or 2 the size of the nodule.

- Sublobar resection should also sample appropriate N1 and N2 lymph node stations unless not technically feasible without substantially
increasing the surgical risk.

- Segmentectomy (preferred) or wedge resection is appropriate in selected patients for the following reasons:

» Poor pulmonary reserve or other major comorbidity that contraindicates lobectomy
» Peripheral nodule’ <2 cm with at least one of the following:

¢ Pure AIS histology

¢ Nodule has 250% ground-glass appearance on CT

¢ Radiologic surveillance confirms a long doubling time (2400 days)

= VATS or minimally invasive surgery (including robotic-assisted approaches) should be strongly considered for patients with no anatomic or
surgical contraindications, as long as there is no compromise of standard oncologic and dissection principles of thoracic surgery.

= In high-volume centers with significant VATS experience, VATS lobectomy in selected patients results in improved early outcomes (ie,
decreased pain, reduced hospital length of stay, more rapid return to function, fewer complications) without compromise of cancer
outcomes.

» Lung-sparing anatomic resection (sleeve lobectomy) is preferred over pneumonectomy, if anatomically appropriate and margin-negative

T3 (invasion) and T4 local extension tumors require en-bloc resection of the involved structure with negative margins. If a surgeon or center
is uncertain about potential complete resection, consider obtaining an additional surgical opinion from a high-volume specialized center.

Margms and Nodal Assessment (see NSCL-B 2 of 4) The Role of Surgery in Patients with Stage IlIIA (N2) NSCLC
Peripheral is defined as the outer one third of the lun arenchvma. (see NOSCIL._B 2 of4through NSCL_EB 4 of 4)
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MEDIASTINAL BIOPSY INITIAL TREATMENT ADJUVANT TREATMENT
FINDINGS

Surgical resectionk
+ mediastinal lymph
T1-3, NO—1 ResectableX:P ——— | node dissection or » See Adjuvant Treatment (NSCL-4)

(including T3 systematic l.ymph

with multiple node sampling

nodules in

same lobe) Medically » See Treatment according.
inoperable to clinical stage (NSCL-3)

Definitive concurrent DurvalumabtY __ Surveillance

T1-2, T3 chemoradiation't (category 1) (category 1) (NSCL-16)
(other than
invasive), | J or No apparent

K 1 G i
N2 nodes progression > Surgery® £ RT!' (if not given)

positive, MO

Induction

See Treatment for Metastasis

Systemic — |limited sites (NSCL-14) or
distant disease (NSCL-17)

chemotherapy”Z = RT! Local — RT! (if not given) + chemotherapy”
Progression <

T3
(invasion), n Definitive concurrent Durvalumabt! Surveillance
N2 nodes U chemoradiation't " (category 1) (NSCL-16)

positive, MO

k See Principles of Surgical Therapy (NSCL-B).

| See Principles of Radiation Therapy (NSCL-C).

P After surgical evaluation, patients likely to receive adjuvant chemotherapy may be treated with induction chemotherapy as an alternative.
rSee Systemic Thera Regimens for Neoadjuvant and Adjuvant Thera NSCL-E).

t See Concurrent Chemoradiation Regimens (NSCL-F).

4 Durvalumab is not recommended for patients following definitive surgical resection.

Z Chest CT with contrast and/or PET/CT to evaluate progression.
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ASSESSMENT .
Ipsilateral
n’":g;a:;g‘;'ive —» See Treatment for Stage IlIA (NSCL-7)
Contralateral T4. NO—1)
o mediastinal o
. FDG_PETICT scan! (if not node negative Ipsilateral Definitive
previously done) mediastinal concurrent DurvalumabbtY
= Brain MRI with contrast® node positive chemoradiation't (category 1)
N ° Pathologic confirmation (T4, N2) (category 1) T

Stage 1B o:ﬂNf’-_B d_isease by either: *

T4, N2 » Mediastinoscopy Contralateral s

(Stage II)IC > Suprac_lavucular lymph mediastinal gﬁggﬁl;%?aot;cnlfﬁrent Durvalumabty Surveillance

(T4, N3) node biopsy node positive (categoiy 1) (category 1) > (NSCL-16)

)| » Thoracoscopy (T4, N3) Bexy

» Needle biopsy

» Mediastinotomy

» EUS biopsy See Treatment for Metastasis

» EBUS biopsy Metastatic disease limited sites (NSCL-14) or

- FDG PET/CT scanl (if not distant disease (NSCL-17)

previously done)
Stage IVA = Brain MRI with contrast® Negative®® See Treatment according to TNM stage
M1a: pleu'ral = Molecular testing )

oL dial (as per NSCL-18) Local ther_apy if necessary (eg,

:frfs:ir::‘ar = Thoracentesis or pleurodesis, ambulatory small catheter
pericardiocentesis Positive®® drainage, pericardial window) +
thoracoscopy if thoracentesis treatment for stage IV disease solitary
indeterminate site or distant disease (NSCL-18)

J PET/CT performed skull base to knees or whole body. Positive PET/CT scan

Y Durvalumab is not recommended for patients following definitive surgical

findings for distant disease need pathologic or other radiologic confirmation
PET/CT scan is positive in the mediastinum, lymph node status needs pathplogic
confirmation.

! See Principles of Radiation Therapy (NSCL-C).

° If MRI is not possible, CT of head with contrast.
t See Concurrent Chemoradiation Regimens (NSCL-F).

€€ Most pleural (pericardial) effusions with lung cancer are a result of the tumor. In
a few patients, however, multiple microscopic examinations of pleural (pericardial)
fluid are negative for tumor, and fluid is non-bloody and not an exudate. If these
elements and clinical judgment dictate that the effusion is not related to the tumor,
the effusion should be excluded as a staging descriptor.
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- Repeat mediastinoscopy, while possible, is technically difficult and has a lower accuracy compared to primary mediastinoscopy. One
possible strategy is tg perform EBUS (x EUS) in the initial pretreatment evaluation and reserve mediastinoscopy for nodal restaging after
neoadi an herapy, ‘

- Patients with a single lymph node smaller than 3 cm can be considered for a multimodality approach that includes surgical resection.’®

= Restaging after induction therapy is difficult to interpret, but CT +/- PET should be performed to exclude disease progression or interval
development of metastatic disease.

Neoadjuvant chemoradiotherapy is used in 50% of the NCCN Member Institutions, while neoadjuvant chemotherapy is used in the other
50%. Overall survival appears similar provided RT is given postoperatively, if not given preoperatively.*"'9 Neoadjuvant chemoradiotherapy
is associated with higher rates of pathologic complete response and negative mediastinal lymph nodes.'? However, that is achieved at the
XD E ] Ko l.l‘ 1€ . - B ._t .l‘l e =ie t J
* When neoadjuvant chemoradiotherapy is used with doses lower than those used for standard definitive therapy, all efforts should be made
to minimize any possible breaks in radiotherapy for surgical evaluation. Treatment breaks of more than 1 week are considered unacceptable.
* When timely surgical evaluation is not available, the strategy of neoadjuvant chemoradiotherapy should not be used. Another option in
individual cases, and with the agreement of the thoracic surgeon, is to complete definitive chemoradiotherapy prior to re-evaluation and
consideration for surgery.’1:12 If a surgeon or center is uncertain about the feasibility or safety of resection after definitive doses of radiation,
consider obtaining an additional surgical opinion from a high-volume specialized center. These operations may also benefit from additional

- Data from a large multi-institutional trial indicate that pneumonectomy after neoadjuvant chemoradiotherapy has unacceptable morbidity
and mortality.2 However, it is not clear if this is also true with neoadjuvant chemotherapy alone. Further, many groups have challenged
that cooperative group finding with single-institution experiences demonstrating safety of pneumonectomy after induction therapy.?3-1€ In

addition, there is no evidence that adding RT to induction regimens for patients with operable stage IlIA (N2) disease improves outcomes

compared to induction chemotherapy.

A questionnaire was submitted to the NCCN Member Institutions in 2010 regarding their approach to patients with N2 disease. Their
responses indicate the patterns of practice when approaching this difficult clinical problem.
a) Would consider surgery in patients with one N2 lymph node station involved by a lymph node smaller than 3 cm: (90.5%)
b) Would consider surgery with more than one N2 lymph node station involved, as long as no lymph node was bigger than 3 cm: (47.6%)
c) Uses EBUS (+/- EUS) in the initial evaluation of the mediastinum: (80%)
d) Uses pathologic evaluation of the mediastinum, after neoadjuvant therapy, to make a final decision before surgery: (40.5%)
e) Would consider neoadjuvant therapy followed by surgery when a patient is likely, based on initial evaluation, to require a
pneumonectomy: (54.8%)
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Oneri Ozetleri

Discrete Mediastinal Node Involvement

3.5.1. In patients with discrete N2 involvement by NSCLC identified preoperativelv (IITA).
we recommend the treatment plan should be made with the input from i

team (Grade 1C).

Remar e H‘iL‘l]Il:'il\Llphrlﬂl"\ team should include at a minimum a thoracic
and radiation onco

either definitive chemoradiation therapy or induction therapy owed by surgerv is
recommended over either surgery or radiation alone (Grade 14]

Remark : As the data do not permit the selection of one option or the other as superior, patient values and
hould fac ificantly in the decision.

4.5.1. In patients with NSCLC undergoing surgical resection, systematic mediastinal lymph
node sampling or complete mediastinal lymph node dissection is recommended (Grade 1B).

1ark: Tt is unclear whether lymphadenectomy o a survival benefit over atic sampling, but in

general, lymphadenectomy i ed if there is evidence of N2 node involvement.
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Abstract

Objectives: Stage 11l non-small cell lung cancer (NSCLC) describes a (S el IV olele 1V E1T T R
disease presentation ranging from apparently resectable tumors with occult microscopic nodal

S r R GV T hr=To e o] (0 o1 T oo B WG [ B This review updates the published clinical trials since
the last American College of Chest Physicians guidelines to make treatment recommendations for this
controversial subset of patients.

Results: For individuals with stage |14 or 1IE disease, good performance scores, and minimal weight

loss, treatment with combined chemeradiotherapy results in better survival than radictherapy alone.

Consolidation chemotherapy or targeted therapy following definitive chemoradiation for stage lllA is

el $:0eJalely e} Neoadjuvant therapy followed by surgery is neither clearly better nor clearly worse
S TR WER EnTeld Most of the arguments made regarding patient selection for

Oneri Ozetleri

4.5.2. In patients with NSCLC who have incidental (occult) N2 disease (IITA) found at
surgical resection despite thorough preoperative staging and in whom complete resection of
the lymph nodes and primary tumor is technically possible, completion of the planned lung
resection and mediastinal lymphadenectomy is suggested (Grade 2C).

Remark: This recommendation assumes that staging for distant disease and invasive preoperative
mediastinal staging according to guidelines have been carried out.

Remark: In a patient who has not received preoperative staging despite clinical suspicion of N2 node
involvement (ie, enlarged on CT, uptake on PET, or negative CT and PET but with a central tumor or N1
involvement), the operation should be aborted and staging completed if N2 disease is identified
intraoperatively.

National

C h,
Sambrehensive Non- Small Cell Lung Cancer

Network® NCCN Evidence Blocks™

PRINCIPLES OF SURGICAL THERAPY

Margins and Nodal Assessment

« Surgical pathologic correlation is critical to assess apparent close or positive margins, as these may not represent true margins or may not
truly represent areas of risk for local recurrence (eg, medial surface of or when lymph
node dissection has been performed; pleural margin adjacent to aorta when no attachment to aorta is present).

- N1 and N2 node resection and mapping should be a routine component of lung cancer resections—a minimum of three N2 stations sampled
or complete lymph node dissection.

- Formal ip: Iymph node is

for patients uadargoing resoction for stage IIA (N2) disease.

-C ins, nox and the highest mediastinal node negative
for tumor. The resection is deﬂnod as there is positive lymph nodes,
or positive pleural or pe A is referred to as Ro positive as R1, and
macroscopic residual tumor as R2.

- Patients with pathologic stage Il or groater s should be referred to medical oncology for evaluation.

-c referral to a stage HlIA.

The Role of Surgery in Patients with Stage IlIA (N2) NSCLC

The role of surgery in patients with pathologically documented N2 disease remains. ial.! Two ized trials the role of

surgery in this population, but neither showed an overall survival benefit with the use of surgery.>? this

and the panel believes that these trials did not the present with the heterogeneity of N2 disease and the likely

oncologic benefit of surgery in specific clinical situations.

- The presence or absence of N2 disease should be by both and invasive staging prior to the initiation of
therapy since the presence of mediastinal nodal disease has a impact on and (NSCL-1, NSCL-2, and

wnh the planned resection along

Patients with it-positive N2 nodes di at the time of ion should
with formal mediastinal lymph node dissection. If N2 disease is noted in patients VAYS th
procedure so that induction therapy can be administered before surgery; i is also an option.
The determination of the role of surgery in a patient with N2-positive lymph nodes should be mau. rior to the initiation of an

- The presence of N2-positive lymph nodes the of positive N3 lymph nodes. Pathologic evaluation of the
mediastinum must include evaluation of the subcarinal station and contralateral lymph nodes. EBUS +/- EUS are additional techniques for
staging that are y to Even when these modalities are employed
itis to have an of the number of stations involved and biopsy and of
lymph node involvement prior to a final treatment decisio
The Role of Surgery in Patients with Stage IlIIA (N2) NSCLC is continued on NSCL-B 3 of 4 through NSCL-B 4 of 4
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THE BOTTOM LINE
Management of Stage III Non-Small-Cell Lung Cancer: ASCO Guideline
Guideline Questions

.What is the appropriate evaluation and staging workup for patients with
suspected stage I non-small-cell lung cancer (NSCLC)?

.Which patients with stage I1I NSCLC may be considered for surgical
resection?

.Which patients with potentially resectable stage I1I NSCLC should be
considered for neoadjuvant therapy?

. Which patients with resected stage III NSCLC should be considered for
adjuvant therapy?

.What is the appropriate management for patients with unresectable stage
III NSCLC?

Target Population
Patients with stage III NSCLC.

Target Audience
Medical oncologists, radiation oncologists, thoracic surgeons, pulmonologists,

pathologists, radiologists, primary care physicians, nurse practitioners,
physician assistants, pharmacists, nurses, and other providers.

Methods
An Expert Panel was convened to develop clinical practice guideline
recommendations on the basis of a systematic review of the medical literature.




ABLE 1. bvidence |able Regarding Multimodality [reatment With or Without surgery 1or Stage |1l NoCLC
Patient or population: Patients with stage Ill NSCLC

Setting: Outpatient

Intervention: Induction/Concurrent CRT + Surgery

Comparison: Definitive RT or CRT

Anticipated Absolute Effects®

(95% CI)
Risk With No. of Certainty of the
Definitive RT  Risk With Induction  Relative Effect Participants Evidence
Outcomes or CRT CRT + Surgery (95% CI) (studies) (GRADE) Comments
0S 320 per 298 per 1,000 HR 0.92 1,322 Low® Meta-analysis did not find a significant
1,000 (271 to 330) (0.82 to 1.04) (six RCTs) difference in OS in patients with locally
Meta-analysis advanced NSCLC after induction treatment
and surgery compared with definitive CRT®

OS follow up: 325 per 289 per 1,000 HR 0.87 396 Low®*® There was no significant survival advantage
mean 22.5 1,000 (240 to 351) (0.70 to 1.10) (one RCT) to surgery after CRT despite improved
months PFS$*

OS follow-up: 175 per 144 per 1,000 HR 0.81 161 Low® The evidence suggests that induction
median 78 1,000 (97 to 214) (0.53 to 1.25) (one RCT) CRT + surgery results in little to no
months difference in 0S*

OS follow-up: 303 per 318 per 1,000 HR 1.06 332 Low"® Surgery did not improve OS or PFS compared
median 6 1,000 (264 to 377) (0.85 to 1.31) (one RCT) with radiotherapy®?
years

0S 344 per 289 per 1,000 HR 0.81 61 Low" The evidence suggests that induction

1,000 (57 to 856) (0.14 to 4.60) (one RCT) CRT + surgery results in little to no
difference in 0S®°

0S 392 per 351 per 1,000 HR 0.87 341 Low"™ Induction CRT + surgery may result in little

1,000 (290 to 418) (0.69 to 1.09) (one RCT) to no difference in 0S'4¢




Oneri Ozetleri N2 de cerrahi

e Cerrahi rezeksiyon icin planlanan N2 hastalig1 olan hastalar
neoadjuvan kemoterapi veya neoadjuvan es zamanl
kemoradyoterapi almalidir (Tip: Kanita dayali; yarar zarardan agir

basar; Kanit kalitesi: yiiksek; Oneri giicii: giiclii)




Iyi prognoz

Iyi prognoz

e Neoadjuvan tedavi
oncesi e Neoadjuvan tedavi
o Dusiik hastalik yiku sonrasl
m T ve N2 tutulum Diisuk PET-BT
derecesi aktivitesi

Genc yas T de kiictilme
Diisiik komorbidite Mediastinal
Dustuk PET-BT downstage
aktivitesi
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PRINCIPLES OF SURGICAL THERAPY

The Role of Surgery in Patients with Stage IlIA (N2) NSCLC

- Repeat mediastinoscopy, while possible, is technically difficult and has a lower accuracy compared to primary mediastinoscopy. One

possible strategy is to perform EBUS (x EUS) in the initial pretreatment evaluation and reserve mediastinoscopy for nodal restaging after

neoadjuvant therapy.

Patients with a single lymph node smaller than 3 cm can be considered for a multimodality approach that includes surgical resection.’-6.7

Restaging after induction therapy is difficult to interpret, but CT +/- PET should be performed to exclude disease progression or interval

development of metastatic disease.

Patients with negative mediastinum after neoadjuvant therapy have a better prognosis.-"8

Neoadjuvant chemoradiotherapy is used in 50% of the NCCN Member Institutions, while neoadjuvant chemotherapy is used in the other

50%. Overall survival appears similar provided RT is given postoperatively, if not given preoperatively.*"'9 Neoadjuvant chemoradiotherapy

is associated with higher rates of pathologic complete response and negative mediastinal lymph nodes.'? However, that is achieved at the

expense of higher rates of acute toxicity and increased cost.

* When neoadjuvant chemoradiotherapy is used with doses lower than those used for standard definitive therapy, all efforts should be made
to minimize any possible breaks in radiotherapy for surgical evaluation. Treatment breaks of more than 1 week are considered unacceptable.

* When timely surgical evaluation is not available, the strategy of neoadjuvant chemoradiotherapy should not be used. Another option in

individual cases, and with the agreement of the thoracic surgeon, is to complete definitive chemoradiotherapy prior to re-evaluation and

consideration for surgery.’1:12 If a surgeon or center is uncertain about the feasibility or safety of resection after definitive doses of radiation,

consider obtaining an additional surgical opinion from a high-volume specialized center. These operations may also benefit from additional

considerations of soft tissue flap coverage in the radiation field at the time of resection.

Data from a large multi-institutional trial indicate that pneumonectomy after neoadjuvant chemoradiotherapy has unacceptable morbidity

and mortality.2 However, it is not clear if this is also true with neoadjuvant chemotherapy alone. Further, many groups have challenged

that cooperative group finding with single-institution experiences demonstrating safety of pneumonectomy after induction therapy.?3-1€ In

addition, there is no evidence that adding RT to induction regimens for patients with operable stage IlIA (N2) disease improves outcomes

compared to induction chemotherapy.1?

A questionnaire was submitted to the NCCN Member Institutions in 2010 regarding their approach to patients with N2 disease. Their
responses indicate the patterns of practice when approaching this difficult clinical problem.

a) Would consider surgery in patients with one N2 lymph node station involved by a lymph node smaller than 3 cm: (90.5%)

b) Would consider surgery with more than one N2 lymph node station involved, as long as no lymph node was bigger than 3 cm: (47.6%)
c) Uses EBUS (+/- EUS) in the initial evaluation of the mediastinum: (80%)

d) Uses pathologic evaluation of the mediastinum, after neoadjuvant therapy, to make a final decision before surgery: (40.5%)

Would consider neoadjuvant therapy followed by surgery when a patient is likely, based on initial evaluation, to require a

54.8%)
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Evre III olgularda cerrahi, multimodalite tedavi
rejiminin bir parcasi olmal mi1?
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Evre III olgularda cerrahi, multimodalite tedavi
rejiminin bir parcasi olmal mi1?

Table 1

Answers to case 1 stratified by specialty of respondent

Surgery + adjuvant chemotherap
Neoadjuvant chemotherapy + surgery

Trimodality (CRT + surgery)

Concurrent CRT

Concurrent CRT plus durvalumab

All options possible

CRT, chemoradiotherapy.

PD-L1 0%: 17%%
PD-L1 >1%: 20%
PD-L1 0%: 7%
PD-L1 >1%: 7%
PD-L1 0%: 0%
PD-L1 >1%: 0%
PD-L1 0%: 7%
PD-L1 >1%: 0%
PD-L1 0%: 17%
PD-L1 >1%: 13%

PD-L1 0%: 16%
PD-L1 >1%: 8%
PD-L1 0%: 2%
PD-L1 >1%: 2%
PD-L1 0%: 12%
PD-L1 >1%: 4%
PD-L1 0%: 2%
PD-L1 >1%: 32%
PD-L1 0%: 20%
PD-L1 >1%: 14%

PD-L1 0%: 17%
PD-L1 >1%: 11%
PD-L1 0%: 17%
PD-L1 >1%: 15%
PD-L1 0%: 13%
PD-L1 >1%: 0%
PD-L1 0%: 7%
PD-L1 >1%: 33%
PD-L1 0%: 7%
PD-L1 >1%: 2%

single-station N2 with good physiological reserve and resectable with a lobectomy)

PD-L1 0%: 11%
PD-L1 >1%: 7%
PD-L1 0%: 11%
PD-L1 >1%: 7%
PD-L1 0%: 4%
PD-L1 >1%: 0%
PD-L1 0%: 0%
PD-L1 >1%: 21%
PD-L1 0%: 21%
PD-L1 >1%: 18%




Evre III olgularda cerrahi, multimodalite tedavi
rejiminin bir parcasi olmal mi1?

Answers to case 2 stratified by specialty of respondentf (single-station N2 with good physiological reserve and resectable with a
pneumonectomy)

l Radiation oncologists  Medical oncologists  Respiratory physicians

Surgery + adjuvant chemotherapy
Neoadjuvant chemotherapy + surgery
Trimodality (CRT + surgery)
Concurrent CRT

Concurrent CRT plus durvalumab

options possib

CRT, chemoradiotherapy.

PD-L1 0%: 33%
PD-L1 >1%: 34%
PD-L1 0%: 17%

PD-L1 0%: 17%
PD-L1 >1%: 10%
PD-L1 0%: 13,6

PD-L1 0%: 7%
PD-L1 >1% 10%

PD-L1 >1% 14%

PD-L1 0%: 16%
PD-L1 >1%: 8%
PD-L1 0%: 6%

PD-L1 >1%: 6%
PD-L1 0%: 0%

PD-L1 >1%: 0%
PD-L1 0%: 40%

PD-L1 0%: 12%

PD-L1 >1,6 62%

PD-L1 >1% 14%

PD-L1 0%: 15%
PD-L1 >1%: 11%
PD-L1 0%: 11%
PD-L1 >1%: 0%
PD-L1 0%: 19%
PD-L1 >1%: 19%
PD-L1 0%: 30%

PD-L1 0%: 9%
PD-L1 >1% 519’

PD-L1 >1% 9%

PD-L1 0%: 21%
PD-L1 >1%: 21%
PD-L1 0%: 11%
PD-L1 >1%: 0%
PD-L1 0%: 7%
PD-L1 >1%: 4%
PD-L1 0%: 18%

PD-L1 0%: 0%
PD-L1 >]% 39%

PD-L1 >1% 18%




Evre III olgularda cerrahi, multimodalite tedavi
rejiminin bir parcasi olmal mi1?

Answers to case 3 stratified by specialty of respondent) multi-station N2 with good physiological reserve and resectable with a lobectomy

Thoracic surgeons | Radiation oncologists

Medical oncologists  Respiratory physicians

Surgery + adjuvant chemotherapy
Neoadjuvant chemotherapy + surgery
Trimodality (CRT + surgery)
Concurrent CRT

Concurrent CRT plus durvalumab

All options possible

CRT, chemoradiotherapy.

PD-L1 0%: 20%
PD-L1 >1%: 17%
PD-L1 0%: 17%
PD-L1 >1%: 21%
PD-L1 0%: 10%
PD-L1 >1%: 7%
PD-L1 0%: 23%
PD-L1 >1%: 14%
PD-L1 0%: 0%
PD-L1 >1%: 14%
PD-L1 0%: 13%
PD-L1 >1%: 14%

PD-L1 0%: 12%
PD-L1 >1%: 4%
PD-L1 0%: 2%
PD-L1 >1%: 0%
PD-L1 0%: 4%
PD-L1 >1%: 0%
PD-L1 0%: 60%
PD-L1 >1%: 2%
PD-L1 0%: 12%
PD-L1 >1%: 88%

PD-L1 >1%: 6%

PD-L1 0%: 28%
PD-L1 >1%: 17%
PD-L1 0%: 6%
PD-L1 >1%: 11%
PD-L1 0%: 9%
PD-L1 >1%: 9%
PD-L1 0%: 38%
PD-L1 >1%: 6%
PD-L1 0%: 11%
PD-L1 >1%: 45%

PD-L1 >1%: 2%

PD-L1 0%: 11%
PD-L1 >1%: 11%
PD-L1 0%: 7%
PD-L1 >1%: 0%
PD-L1 0%: 14%
PD-L1 >1%: 11%
PD-L1 0%: 36%
PD-L1 >1%: 47

PD-L1 0%: 4%
PD-L1 >1%: 54%

PD-L1 >1%: 14%




Klinik ITIB subgrup sagkalimlar
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PACIFIC Study: Patient Baseline Characteristics?
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Salvage Surgery Post Definitive
Chemoradiotherapy and e
Durvalumab for Lung Cancer

Kentaro Minegishi, MD, Hiroyoshi Tsubochi, MD, PhD,
Keisuke Ohno, MD, Kenjiro Komori, MD,
Masaki Ozeki, MD, and Shunsuke Endo, MD, PhD

Department of General Thoracic Surgery, Saitama Medical
Center, Jichi Medical University, Saitama, Japan

Although concurrent chemoradiotherapy (CRT) followed
by consolidation immunotherapy considerably improves
the duration of survival in patients with unresectable
stage III non-small cell lung cancer (NSCLC), few data
are available on the management of local relapse after
therapy. We present a patient with initially unresectable
NSCLC who underwent a right upper lobectomy with
reconstruction of the bronchus and pulmonary artery af-
ter definitive CRT, followed by consolidation durvalu-
mab. No postoperative complications occurred, and he
was recurrence-free at the 10-month follow-up. Salvage
surgery might be a viable option for local relapse of
NSCLC treated with definitive CRT and durvalumab.
(Ann Thorac Surg 2021;112:e53-5)
© 2021 by The Society of Thoracic Surgeons

Comment

Surgical lung resections after high-dose radiotherapy
are technically demanding because of dense fibrotic
changes in the hilum, especially in a case of delayed
salvage resection. Moreover, the morbidity and mor-
tality of salvage surgery after CRT are high, although
recent statistics have shown improvement.”” There are
no data about whether durvalumab can make the ad-
hesions more rigid. There is also no clarity about
whether consolidative immunotherapy after CRT in-
fluences operative outcomes, including survival and
complication rates. Moreover, optimal treatment for
relapse after CRT and durvalumab has not been
established. Accordlng to updated results from the
PACIFIC tr1al reported approxlmately 3 years after the

surgery for local relapse or regrowth.’ Some of those

patients might be good candidates for salvage surgery,
like the current patient In the patient in the current

because the bulky medlastmal lymph nodes were
adjacent to the SVC and trachea on CT. However, after
CRT, the lymph nodes dramatically shrank and
continued to be stable with durvalumab therapy
despite regrowth of the primary tumor.



> Ann Thorac Surg. 2008 Nov;86(5):1632-8; discussion 1638-9.
doi: 10.1016/j.athoracsur.2008.07.042.
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Salvage lung resection after definitive radiation (>59 Gy) for
non-small cell lung cancer: surgical and oncologic outcomes

Definitif KRT alacak
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Abstract

Background: Isolated local relapse occurs in 24% to 35% of patients after definitive
chemoradiation for locally advanced non-small cell lung cancer. Although originally considered
inoperable, select patients are referred for surgical salvage. We describe a series of salvage lung
resection after curative-intent radiation.

Methods: Twenty-four consecutive patients from 1997 to 2005 were identified retrospectively.
Medical records reviewed. Patients were grouped by surgical indication: A, cbvious relapse by
computed tomography (CT), 7 patients; B, abnormal fluorodeoxyglucose-positron emission
tomography (FDG-PET), 12; C, delayed conversion to trimodality, 4; and D, chronic bronchopleural
fistula, 1.

Results: All patients received definitive radiation (median, 63.9 Gray), 22 with concurrent
chemotherapy. Original staging included cardiothoracic surgical consultation in 4. Median time from
radiation to resection was 21 weeks. Twenty-four patients underwent 25 resections: one wedge, 10
lobectomies, 4 bilobectomies, and 10 pneumonectomies. Nineteen flaps were performed, 16
omental. Fourteen had complications, including one death from adult respiratory distress
syndrome. Viable tumor was found in 19 patients. Median overall survival was 30 months (12
months, group A; 43 months, group B). Estimated 3-year survival was 47%. The Kaplan-Meier
survival curve for group B was superior to that for group A (p = 0.019).

Cerrahi, kiiratif tek tedavi sansi olacak. Rezektabl
olacak

Conclusions: Salvage lung resection after definitive chemoradiation is feasible, with encouraging
survival. Surgical indication is predictive, with higher survival among patients undergoing resection
for abnormal FDG-PET than for obvious relapse by CT. FDG-PET should be studied prospectively in
selecting patients for salvage lung resection. Systematic staging may have increased primary
incorporation of surgery, minimizing the need for late salvage.

Erken evre SBRT sonrasi relaps
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