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Il microcitoma non viene normalmente stadiato con il sistema 
TNM;piuttostoviene classificato come “malattia limitata”o 
“malattia estesa”.Lo stadio limitato è definito come il tumore 
confinato ad un emitorace e ai linfonodi regionali.
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Small Lung cell cancer
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Small Lung cell cancer

Limited stage



Limited disease
Mediana di sopravvivenza 18-20 mesi
Sopravvivenza a 5 anni 10%

Extensive disease
Mediana di sopravvivenza 10-12 mesi
Sopravvivenza a 5 anni 1-2 %

Small Lung cell cancer

Prognosi nei pazienti sottoposti a trattamento



Small Lung cell cancer

Chronological age should not be a barrier to the use of potentially curative therapy
or palliative, life-prolonging treatment; studies have shown that, with appropriate 
supportive care, otherwise-healthy older patients can obtain the same benefit from
standard treatment as younger patients. For SCLC in particular, the feeling should
be different, considering that chemotherapy provides significant survival
improvement. In SCLC there is a different starting point: chemotherapy improves
survival dramatically and the only question concerns what kind of chemotherapy to
use. 



TREATMENT
Currently, the standard treatment for LD-SCLC for unselected  patients consists of four to
six cycles of a platinumbased chemotherapy regimen combined with thoracic
radiotherapy (RT) of the tumor region and the mediastinum, which is followed by
prophylactic cranial irradiation (PCI) in cases of complete remission [38–40]. The 
concurrent (versus sequential) approach seems to offer better survival [38, 41].
Chemotherapy remains the only treatment for patients affected by ED-SCLC because RT 
has only a palliative role. 
Three options can be identified for the treatment of elderly SCLC patients: 

A) use the same chemotherapy as in younger patients; 
B) empirically reduce drug doses (usually by about 25%); and 
C) design active and well-tolerated regimens specifically for the elderly.

Small Lung cell cancer
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Half of all lung cancer cases present in patients of 65 years and over, and generally fewer
surgical options are provided for this group with its presumptive expectations of increased
frailty, less pulmonary reserve, a higher overall risk of significant postoperative complications
and a projected reduced ‘active’ life expectancy. Many of these assumptions reflect the 
differential treatment for lung cancer afforded by age alone, with little evidence base to
support these views. Thoracic surgery has been proved to be a safe and feasible alternative 
in well-selected groups of the elderly population. Since surgery offers the best chance of cure
for patients with early-stage lung cancer, and given that the operative mortality of thoracotomy
and pulmonary resection has attained acceptable rates, a reassessment of unit experience in the 
elderly is warranted. Effort should be made to detect lung cancer at an earlier stage in older
patients, such that there would potentially be an increased number of candidates suitable
for minimal resections or for video-assisted thoracoscopic resection (VATS). Here, VATS offers
advantages over thoracotomy in terms of reduced blood loss, less damage to the chest wall and 
minimal deterioration in performance status as reflected in the percentage postoperative
changes in vital capacity and FEV 1.0. In the elderly, multivariate analysis identifies operative 
duration as an independent risk factor in performance deterioration and preliminary
evidence suggests that in selected groups that there is no difference in long-term
cancerspecific survival between the VATS and open-surgery groups. The use of more limited
lung surgery (such as wedge resections) too may further decrease operative complications in 
elderly patients when a lobectomy is precluded. Though lobectomy is still the ideal oncological
operation for non-small cell lung cancer, wedge resections provide an adequate alternative in 
some patients with associated comorbidities

Surgical therapy
SCLC/NSLC



Lung cancer: keypoints

La polichemioterapia del tumore del polmone (SCLC) influenza 
in modo significativo la sopravvivenza 
(da poche settimane a diversi mesi).

La terapia chirurgica degli stadi inziali (SCLC/NSCLC) non è 
precludibile, in termini assoluti, neppure ai pazienti anziani che 
devono essere attentamente selezionati.
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Non metastatic disease



Non Small Lung cell cancer
Principle of
chemotherapy

Baseline prognostic variables (stage, weight loss, PS, gender) predict survival.

• Platinum-based chemotherapy prolongs survival, improves symptom control 
and yields superior quality of life compared to best supportive care.

• New agent platinum combinations have generated a plateau in overall 
response rate ( 25-35%), time to progression (4-6 mo), median survival (8-10 
mo), 1 y survival rate (30-40%) and 2 y survival rate (10-15%) in fit patients.

• Fit elderly merit appropriate treatment.
• Unfit of any age (performance status 3-4) do not benefit from cytotoxic

treatment.

Metastatic disease



First-line therapy

• Bevacizumab + chemotherapy or chemotherapy alone is indicated in PS 0-2 patients with
advanced or recurrent NSCLC.

• Two drug regimens are preferred; three drug regimens do not add a benefit, with the
exception of bevacizumab in treatment-naïve PS 0-1

• In locally advanced NSCLC, chemoradiation is superior to radiation alone: concurrent
chemoradiation appears to be better than sequential chemoradiation.

• Cisplatin-based combinations have been proven superior to best supportive care in 
advanced, incurable disease, with improvement in median survival of 6-12 wks, and a  
doubling of one-year survival rates (absolute 10-15% improvement).

• Cisplatin or carboplatin have been proven effective in combination with any of the
following agents: paclitaxel, docetaxel, gemcitabine,vinorelbine, irinotecan, etoposide,  
vinblastine.

• New agent/non-platinum combinations are reasonable alternatives if available phase I/II
data show activity and tolerable toxicity.

• Single agent therapy is a reasonable alternative in PS 2 patients or the elderly.
• Systemic chemotherapy is not indicated in PS 3 or 4 patients.

Non Small Lung cell cancer
Principle of
chemotherapyMetastatic disease



Non Small Lung cell cancer
Principle of
chemotherapy

Second-line therapy

•In patients who have experienced disease progression either during or after first-
line therapy, single agent docetaxel or pemetrexed, or tyrosine kinase inhibitor,
erlotinib are established second-line agents.

•Docetaxel has been proven superior to BSC, vinorelbine, or ifosfamide with
improved survival/QOL.

•Pemetrexed has been shown to be equivalent to docetaxel with less toxicity.

Third line therapy  

•Erlotinib has proven superior to BSC with significantly improved survival and
delayed time to symptom deterioration.

Metastatic disease



Lung cancer: keypoints

Attualmente, anche il paziente con NSCLC sembra avere la 
possibilità di un miglioramento della prognosi.

L’età di per sé non preclude l’accesso alla chemioterapia anche 
se è necessario considerare attentamente le specifiche tossicità
dei farmaci e scegliere adeguatamente il miglior rapporto 
efficicacia/tossicità. 



Corretta selezione del paziente:
solo una questione di  performance 
status ?



Farmaci

Farmaco Target Tossicità
Cisplatino Legame a ponte con il DNA e inibizione 

della replicazione
Piastrinopenia, Neutropenia, 
Neuropatia +++(>65aa), IRA

Carboplatino Come Cisplatino Piastrinopenia, Neutropenia, 
Neuropatia(>65aa), IRA

Doxorubicina Intercalazione del DNA, inibizione del 
DNA periribosomiale e dell’RNA, 
alterazione membrame cellulari, form. 
Radicali liberi

Leucopenia (++), Nausea(+++), 
vomito (+++), Diarrea, Alopecia 
totale, aritmie anche fatali, 
scompenso cardiaco.

Vinorelbina Legame con la tubulina e sovvertimento 
del fuso mitotico

Leuco-neutropenia (++), dolore 
toracico,  affaticabilità (++)

Ifosfamide Legame a ponte e rottura della catena 
del DNA

Mielosoppressione (+++), nausea-
vomito (+++), alopecia (++), 
cistite emorragica

Etoposide Inibizione delle topoisomerasi II Neutropenia (+++), alopecia (+), 
neuropatia (+)



Farmaci

Farmaco Target Tossicità
Gemcitabina Inibizione della ribonuclide -reduttasi, 

competizione con citidina trifosfato per 
l’incorporazione del DNA

Anemia, neutropenia (+), eurzioni 
cutanee (++), edema periferico

Irinotecan Inibizione della topisomerasi I Neutropenia (+++), diarrea (+++), 
Alopecia (++)

Docetaxel Promozione di formazione, proliferazione 
di microtubuli non funzionanti

Neutropenia (+++), anemia (++), 
alopecia totale, neuropatie 
periferiche (+), ritenzione 
idrica(+)

Pemetrexed Inibizione degli enzimi folato 
dipendenti:timidilato sintetasi, 
diidrofolato-reduttasi….

Neutropenia (+++), stomatite 
(++), diarrea (++), eruzione 
cutanea eritemato-papulosa (++)

Erlotinib Inibizione della attivazione e delle vie di 
segnale per l’EGFR attraverso l’inibizione 
delle tirochinasi EGFR dipendenti

Diarrea (++), eruzione cutanea 
acneiforme (+++)

Bevacizumab Anticorpo monoclonale contro il VGF Emorragie (+++), eruzioni cutanee 
(++), ermorragia polmonare (+), 
ipertensione (++)



La neoplasia



La tipizzazione della neoplasia (NSCLC) e 
outcome clinico: lo stadio iniziale



Overall e survival free in 101 pazienti in NSCLS stadio I-II con una 
tipizzazione del profilo neoplastico a 5 geni.

La tipizzazione della neoplasia (NSCLC) e 
outcome clinico: lo stadio iniziale



La tipizzazione della neoplasia (NSCLC) e 
la risposta terapeutica: lo stadio iniziale.



La tipizzazione della neoplasia (NSCLC):   
lo stadio iniziale.

Kaplan–Meier Estimates of Disease-free Survival and Overall Survival among 187 Patients with 
Completely Resected, Stage I Non–Small-Cell Lung Cancer, According to RRM1 Expression Level.



La tipizzazione della neoplasia (NSCLC) e la 
risposta terapeutica: lo stadio avanzato.



La tipizzazione della neoplasia (NSCLC) e la 
risposta terapeutica: lo stadio avanzato.

Kaplan–Meier survival analysis for (A) excision 
repair cross-complementation 1 (ERCC1), (B)
ribonucleotide reductase M1 (RRM1) and  (C)
epidermal growth factor receptor, according to 
median values of gene expression in overall 
population, and for the combination of ERCC1 and 
RRM1 in cisplatin-treated patients with (D)
concomitant low  expression and (E) at least one 
gene with low expression

RRM1 ERCC1 EGFR

RRM1+ ERCC1 RRM1 o ERCC1







La complessità del mondo reale: trattare 
intensivamente un paziente con neoplasia 
polmonare con sepsi?

Quali outcome?













Lung cancer: keypoints

La genetica della neoplasia del polmone (ma non solo) sembra permettere di 
identificare alcuni profili neoplastici in base ai quali sembra possibile prendere 
decisioni terapeutiche importanti (PKT si/no).

Può rappresentare un modello per una nuova forma “tecnologica di
assessment”?
Se si, può essere un modello esportabile?

La scelta delle terapie sembra sempre essere più mirata su bersagli sempre più precisi 
( EGFR, TKA-EGFR etc..).
Questo comporta l’utilizzo di farmaci con minore tossicità e di maggiore 
maneggevolezza (1 cp al giorno!).

Il target rappresenta davvero la nuova frontiera o si rischia di perdere di 
vista l’insieme della patologia?

L’ambiente oncologico, specie per il paziente anziano, sottolinea sempre la necessità 
del Comprehensive Geriatric Assessment.

In un paziente oncologico conta maggiormente la disabilità o la demenza 
come indicatore di “derangement” del sistema biologico?


