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* PFTs (if not previously Negative
done) mediastinal
* Bronchoscopy nodes
Stage IA (intraoperative preferred)
(peripheral T1ab, NO) * Pathologic mediastinal Positive
lymph node evaluation™! mediastinal
* FDG PET/CT scan/ (if not A
previously done)
* PFTs (if not previously Negative
Stage 1B done) mediastinal
|(peripheral T2a, NO) * Bronchoscopy nodes
Stage | * Pathologic mediastinal
(central T1ab—T2a, NO) | _ lymph node evalu»ationh
Stage Il * FDG PET/CT scan! (if not
(T1ab—2ab, N1; T2b, NO) previously done) s
Stage IIB (T3, N0)® * Brain MRI with contrast Positive
Stage IIIA (T3, N1) (Stage 11, IIA mediastinal
Stage IB [category 2B]) nodes

€T3, NO related to size or satellite nodules.

9Testing is not listed in order of priority and is dependent upon clinical
circumstances, institutional processes, and judicious use of resources.

hMethods for evaluation include mediastinoscopy, mediastinotomy, EBUS, EUS,

~and CT-guided biopsy.

Solid tumors <1 cm and purely non-solid tumors <3 cm that are CT and PET
negative have a low likelihood of positive mediastinal lymph nodes and pre-

_ resection pathologic mediastinal evaluation is optional.

IPositive PET/CT scan findings for distant disease need pathologic or other
radiologic confirmation. If PET/CT scan is positive in the mediastinum, lymph
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INITIAL TREATMENT

Surgical exploration and

Operable —> resectionX + mediastinal lymph See Adj.vant
node dissection or systematic Tieammert.
y (NSCL-3)

lymph node sampling

Medically
inoperabl

Definitive RT including stereotactic
ablative radiotherapy' (SABR)™

See Stage IlIA (NSCL-7) or Stage llIB (NSCL-11)

>

Surgical exploration and

- - - i
Operable —» ‘resectlonk’" + mediastinal lymph| ?;:\n?el:‘\;ant
node dissection or systematic e e
lymph node sampling NSCL-3
Definitive Consider adjuvant
: : | chemotherapy®
- g;ér;:'ludmg (category 2B) for high-

risk stages IB-IIIAP

N1—Definitive chemoradiation"9

Medically
inoperable

| » See Stage llIA (NSCL-7) or Stage IlIB (NSCL-11)

ISee Principles of Radiation Therapy (NSCL-C).

Minterventional radiology ablation is an option for selected patients.

NAfter surgical evaluation, patients likely to receive adjuvant chemotherapy may be
treated with induction chemotherapy as an alternative.

9See Chemotherapy Regimens for Neoadjuvant and Adjuvant Therapy (NSCL-D).

PExamples of high-risk factors may include poorly differentiated tumors (including
lung neuroendocrine tumors [excluding well-differentiated neuroendocrine tumors]),
vascular invasion, wedge resection, tumors >4 cm, visceral pleural involvement,
and incomplete lymph node sampling (Nx). These factors independently may not
be an indication and may be considered when determining treatment with adjuvant
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THE LANCET

Stereotactic ablative radiotherapy versus lobectomy for operable stage | non-small- ?
cell lung cancer: a pooled

analysis of two randomised trials

STARS 234 patients screened in STARS trial ROSEL

54 opted for surgery
9 opted for radiotherapy
Joptedfor notreatment
P 20 previous malignancy <5 years
2 not surgical candidate
72did not meet eligibility criteria
19 other

‘ 58 patients (ROSEL + STARS)

36 enrolled and randomly assigned 22 enrolled in ROSEL trial and randomly assigned

| |
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\_’_1 \—H \—‘—1 . comparing SABR with surgery in
[ :
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y

1in SABR group included 17 insurgery group included
in pooled analysis in pooled analysis

Chang JY, Senan S, Paul MA et al. Lancet Oncol. 2015, 16(6):630-7.




Intfroduzione

Recidiva nel 10-20 %, maggiore parte nei primi 2 anni.

Le alterazioni benigne nel parenchima polmonare sono molto frequenti
(62% acute, 91% croniche) con una loro continua evoluzione che si puo

osservare anche oltre 2 anni.

Difficile diagnosi differenziale tra fibrosi e recidiva locale.
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Radiographic changes after lung stereotactic ablative radiotherapy (SABR)
Can we distinguish recurrence from fibrosis?
A systematic review of the literature
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Scopo

|dentificare dei quadri radiologici (High Risk
Features: HRF) che consentano con sufficiente
specificita (SP) e sensibilita (SE) una diagnosi

precoce di recidiva.



Materiali e metodi

Revisione delle immaging (TC) pre-trattamento a 3,6,12 ¢ >12 mesi dopo SBRT

dei pazienti trattati presso 1’U.O. di Radioterapia dell’Ospedale Bellaria di Bologna per

NSCLC in stadio precoce.

SBRT: Dose mediana, prescritta all'isodose 80% ¢ stata di 50 Gy in 5 frazioni (fX)

(range 45-60 Gy/3-12 fx), somministrata mediante 7-12 campi statici.



Risultah

Caratteristiche Totale pazienti Recidiva Non recidiva p-value
Sesso 0,367
Maschio (%) 34 (75.56) 11 (84,62) 23 (71,88)
Femmina (%) 11 (24.44) 2 (15,38) 9 (28,13)

45 pazienti selezionati per lo [ 24550 11ese e
1b (26) 11 (24.44) 2 (15,38) 9 (28,13)
studio: 2

T1a (%) 20 (44.44) 5 (38,46) 15 (46,88)

T1b (%) 16 (35.56%) 6 (46,15) 10 (31,25)
35 pz stadio 1A B
p Lobo 0,391

LSD (%) 20 (44.44) 7 (53,85) 13 (40,63)

'I O d M I B LMD (%) 4 (8,89) 1 (7.69) 3 (9,38)

pZ Sll.a 10 LID (2%) 5 (11,11) = 5 (15,63)

LSS (2%) 10 (22,22) 2 (15,38) 8 (25)

FU mediano: 21 mesi = L R
[ ]

Localizzazione 0,333

Centrale (%) 2 (7.41) = 2 (7.41)
R 'd' L I’ .'I 3 Periferico (%) 37 (94.87) 12 (100) 25 (92,59)
ecidive Locali:13 pz

Non tipizzato (%) 35 (77.8) 10 (76,92) 25 (78,13)
Sqguamoso (%) 3 (6.67) - 3 (9,38)

Andenocarcinoma 7 (15,56) 3 (23,08) 4 (12,5)
(%)

EQ 2gy 0,072
< 100 (%) 29 (64.44) 11 (84,62) 18 (56,25)
=~ 100 (%) 16 (35.56) 2 (15,38) 14 (43,75)



Risultati

Pattern Precoci Pattern Tardivi

. Consolidazione diffusa: 12%

— : ~a70, o
Consolidazione a chiazze: 37 % Pattern convenzionale modificato: 28%

Opacita ground-glass diffuse: 12% Fibrosi a forma di cicatrice: 23%

Opacita ground-glass a chiazze: 14% Fibrosi a forma di massa: 37%

. . Nessun aumento densitometrico rilevabile: 12%
Nessun aumento densitometrico

rilevabile: 25%

Consolidazione a chiazze ) ) ;
Fibrosi a forma di massa



Sensibilita e Specificita delle singole
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HRF

Ingrandimento dell'opacitd dopo 12 mesi

(1012): 20 TC

Perdita del broncogramma aereo (PBA):

18 TC
Crescita cranio caudale(CCG):15 TC
Ingrandimento dell'opacita (10): @ TC
Comparsa di margine bulging: 7 TC
Perdita dei margini lineari (PML): 2 TC



Sensibilita e Specificita calcolate
in base al numero di HRF

Numero di Totale pazienti Recidiva (%) Non Recidiva (%) p-value Sensibilita Specificita
HRF (%)

25(55,6) 12 (92,3) 13 (40,6) 0,002 92,3 59,4
21 (46,6) 12(92,3) 9(28,1) <0,0001 92,3 71,9
13(28,9)  9(69,2) 4 (12,5) <0,0001 69,2 87,5

9 (20) 7 (53,8) 2(6,3) <0,0001 53,8 93,7
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High-risk CT features for detection of local recurrence after
stereotactic
ablative radiotherapy for lung cancer

Sensitivity and specificity of CT based on number of high-risk CT features identified

Number of HRFs All Patients N (%) Rec N (%) No-Rec N (%) p-Value Sens (%) Spec (%)

21 21(%8) 12(100) 9(38) <001 100 63

22 20(56) 12(100) §(33) <0001 100 67

23 13(3) 11(%) 2(8) <001 90 9

24 12(3) 10(83) 2(8) <0001 83 9

25 9(25) 9(75) - <001 75 100

26 7(19) 1(58) - <0001 58 100

21 4(N) 4(33) - 0008 3 100
Odds ratio (95% C1) p-Value

Per each additional HRF 401(220,732) <0001

Results:

All HRFs were significantly associated with local recurrence (p < 0.01), and one new
HRF was identified: cranio-caudal growth (p < 0.001). The best individual predictor of
local recurrence was opacity enlargement after 12-months (100% sensitivity, 83%
specificity, p < 0.001).

Huang et al. Radiotherapy and Oncology 109 (2013) 51-57



Conclusioni

Il riscontro di HRF e predittivo di ripresa di malattia con una specificita
che aumenta con il numero di HRF osservate. Questa osservazione
puo consentirci di meglio definire I’algoritmo diagnostico nel follow up
di questi pazienti suggerendo di eseguire ulteriori indagini solo in quei

pazienti in cui sono osservabili >1 HRF.
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