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NEOPLASIE DEL POLMONE



Allo stato attuale la scelta del trattamento medico da proporre al paziente con malattia metastaica si
basa sulle caratteristiche del paziente e sulle caratteristiche hiologiche della malattia, e si rende
ecessaria una stratificazione in rapporto allo stato di EGER e all'istologia, L'informazione refativa
allo stato di ALK ¢ al momento utile per Ia decisione relativa al trattamento di pazienti in progressione
dopo chemioterapia di prima linea, in quanto crizotinib e approvato per I'impiego in seconda linea nef
casi con traslocazione i ALK,




In assenza di nutazione attrvante di EGER o net pazientt i cwt lo stato nutazionale di EGER non
s1a oto, 1 regim 4 due farmact contenentt cisplatno per 4-6 cicli costitutscono 1a terapta di scelta
nella prima linea.

Net pazientt con NSCLC avanzato ad sstologta diversa dalla squamosa, 1a combimazione cisplatino-
pemetrexed o |'tmptego di bevactzumab 1 assoctazone alla chemioterapta net pazientt elegaibils
pOsSON0 essere valutat come opziont terapeutiche di prima scelfa

La terapta ch mantenumento & un opzione terapentica da discutere con il paziente, tenendo conmuuneue
presente che, a luglo 2013, nessuno des farmact & rimborsato 1n Italta per tale indicazione.

La terapta radtante svolge un molo di pura palliazione, peraltro estremamente iportante nel
controllo delle metastast cerebralt, delle sindromt mediastiniche da ostruztone della cava supertore,
nelle metastast ossee e 1n particolare nelle compresstont mudollan da metastas vertebraly



L L | LI
L0 RS DR P Eg L300 D P R | RN AR FA R0

¥ |
Per 1 pazient 1n stadio IV vanno prese m considerazione la
chenuoterapia e la terapia di supporte. comprensiva della
A radioterapia ad intento palliativo, Il trattamento chenuoterapico | Positiva forte
di prima lnea va nservato a pazientt ambulatonial. senza
considerevole calo ponderale ed m buone condiziont general.

In assenza di nutaziom attrvant dell EGFR. 1 reginu a due

farmact confenentt platino rappresentanc i trattamento
standard di prima linea del NSCLC avanzato. Il cisplatino deve
essere considerato 1l farmaco di prima scelta, e 1l carboplatino
rappresenta  un  valida  alternativa 1 presenza i
controindicaziont all impiego del cisplatine.

Positiva forte

Nelle sstologie non squamose. sulla base dell analist per
softogruppt di wn solo studio randonuzzato, 1l regime cisplatine
A — pemeirexed  rappresenta una scelta preferenziale come | Positiva debole
traftamento i prima linea nspetto al regime cisplatno-
zemcitabina. per 1l suo mugliore rapporto nischiobeneficio,




Il bevacizumab puo essere mmpiegato m assoclazione a
carboplatino + paclitaxel, vatco regme con ol cuale ha
documentato un vantaggio di sopravvivenza, pur essendo 1
ndicazione con qualuncue regime a 2 farmact confenente
platino.

Positva debole

In pazientt anziant non seleztonaty, la monochemuoterapta deve
essere constderata o trattamento standard,

Positiva forte

In pazientt anziant selezionatr. una dopptetta con carboplatino
o cisplatino (a dost ndotte) possono rappresentare un opzione
fetapeutica

Positva debole

Pazientt 1n progressione di malattia dopo trattamento di prima
linea sono candidat a ricevere un trattamento ch seconda limea.
Farmact di posstbile 1mptego sono 1l docetaxel (per 1 pazient
che non abbtano neevuto ol farmaco 1 pnma limnea). il

pemetrexed (per 1 solt fument ad 13tologta non-squamosa. che
o abbtano ricevito 1l farmaco m prima hinea), [ etlotib,

Positiva forte




Paentt 10 progressone i malatia dope

seconda [mea dovrebbero essere valutat

mattamiento
fecedentemen

ls

7a lea con etlotanD (¢
e 1 fmaco).
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Positiva debole
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Treatment strategy o The treatment strategy should take into account the histology, molecular pathology, age, PS, comorbidities, and patient's

preferences.
+ Treatment decisions should be discussed within a multidisciplinary tumor board.

¢ Systemic therapy should be offered to all stage IV patients with PS 0-2 [1, A].
¢ In anystage of NSCLC, smoking cessation should be highly encouraged because it improves the outcome.



First-line treatment » In the subgroup of non-squamous tumors and in patients treated with third- generation regimens, including gemcitabine and

taxanes, cisplatin should be the treatment of choice 1, B].

o Pemetrexed is preferred to gemcitabine in patients with non-squamous tumors [11, B]. Pemetrexed use should be restricted to
non-squamous NSCLC in any line of treatment

» Bevacizumab combined with a paclitaxel-carboplatin regimen may be offered to patients with non-squamous histology NSCLC
and P50-1 after exclusion of contraindications [1, A].

* The combination of bevacizumab and other platinum based chemotherapies may be considered in eligible patients with non-
squamous NSCLC [1, A].

* Non-platinum-based combination chemotherapy with third-generation agents should be considered only if platinum therapy is
contraindicated [1, A].

o The timing and duration of palliative first-line treatment: chemotherapy should be initiated while the patient has a good PS. For
most patients, four cycles of chemotherapy are recommended, with a maximum of six cycles [11, B].



PS 22 patients:

¢ Chemotherapy prolongs survival and possibly improves the QoL in NSCLC patients with a PS of 2, when compared with BSC
[1, B]. Single-agent chemotherapy with gemcitabine, vinorelbine, and taxanes represents an option. Platinum-based
combinations may also be considered as an altemative [11, B].

+ Poor P5 (3-4) patients should be offered best supportive care [11, B] in the absence of tumors with activating (sensitizing) EGF,
mutations.

Elderly patients:

+ Single-agent chemotherapy is the standard of care for first-line therapy for clinically unselected elderdy advanced NSCLC
patients.

* A survival advantage has been seen for combination therapy in patients aged 70-89 with PS0-2.

o Platinum-based chemotherapy is the preferred option for eldery patients with PS 0-1—as well as selected P52—and adequate
organ function, A single-agent approach might remain the recommended treatment of elderly unfit or comorbid patients who
are more likely to present with more treatment-related adverse events [, B].



Maintenance treament o In patients with a non-squamous histology, improvements in PFS and OS were observed with pemetrexed switch maintenance

versus placebo following four cycles of platinum-based chemotheraphy.

o Switch maintenance with erlotinib versus placebo demonstrated PFS and OS benefit in all histologies, with a greatest benefit in
efficacy in patients with stable disease (SD) after induction treatment leading to a label restriction for such patients.

+ Decisions about maintenance must take info account the histology, response to platinum-doublet chemotherapy, remaining
toxicity after first-line chemotherapy, PS, and patient preference [1, B].

o Any patient with a tumor bearing an activating (sensitizing) EGFR mutation should receive an EGFR TKI as maintenance, if
not received as the first-line therapy [I1, A].

o Continuing pemetrexed following completion of first-line cisplatin plus pemetrexed chemotherapy is recommended in patients
with a non-squamous histology [1, B].



Second-line treatment  # Patients clinically or radiologically progressing after first-line chematherapy with PS5 0-2 should be offered second-line
chemotherapy.
+ Comparable options as the second-line therapy consist of pemetrexed —for a non-squamous histology only—or docetaxel [, B].
Erotinib is an additional option in EGFR WT patients with PS 0-3 [I1, B]
« Any patient with a tumor bearing an activating (sensitizing) EGFR mutation should receive an EGFR TKI as the second-line
therapy, if not received previously [1, A].
o Treatment may be prolonged if the disease is controlled and the toxicity acceptable [11, B].

Subsequent lines of ~ » Eddotinib is indicated for EGFR WT patients who have not yet received EGFR TKIs, with PS 0-3 [I1, B].
treatment « Any patient with a tumor bearing an activating (sensitizing) EGFR mutation should receive an EGFR TKI in any line of
therapy, if not received previously [1, A].



Treatment of o Stage [V NSCLC patients presenting with solitary metastases, if localized to brain, adrenals, or lung, can be treated with curative
oligometastatic NSCLC  intent
o In the case of solitary brain metastasis, surgical resection followed by WBRT or altematively radiosurgery + WBRT might be
beneficial. Further options include surgical resection of the primary lung combined with systemic chemotherapy [IL; B], or
definitive chemoradiotherapy, preferred in the case of locally advanced primary, such as solitary station N2 disease [IIL; B]
o In cases of solitary—histological proven—adrenal metastasis, prolonged survival after resection of the adrenal and the primary
tumor has been suggested in selected patients [I1; B].
o Solitary lesions in the contralateral lung should, in most cases, be considered as synchronous secondary primary tumors and
treated, if possible, with surgery and adjuvant chemotherapy (if indicated), definitive radiotherapy or chemoradiotherapy [ILA].
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Recommendation summary

A. First-ing chematharapy
Al Evidanca supports use of chemotharapy in patients with stage [V* NSCLC with ECOG/Zubrod performanca status of 0, 1, possibly 2

Al In patients with parformanca status of O or 1, avidanca supports using combination of two cytotoxic drugs for firstdine herapy:
niatinum combinations are prefarmad over nonplatinum combinations because they are superior in respansa rate and marginally

supariar in 015, nonplatinum tharapy combinations ara reasonable in patients wha have confraindications to platinum tharapy;
recommendations A8 and A9 address whether to add bevacizumab or catuximab to frst-ing cytotoxic tharapy

Al Available data support use of single-agent chamotherapy in patients with parformanca Status of 2; data are insufficient to make
recommendation for or against using combination of two cytotoxic drugs in patients with performance status of 2

A Evidence doas not suppart selaction of spacific firstding chemaotherapy drug or compination based on age alona

AR Choica of eithar cispiatin or carboplatin is accaptable; drugs that may be combinad with platinum incluide third-genaration cytotoxic

drugs docatayel, gemcitabing, irnatacan, pachtaxal, pemetraxed, and vinoralbing; avidenca sUgoests cisplatin combinations result
In higher responsa rates than carboplatin and may improva survival when combined with third-genaration agents; carboplatin is

l@ss likaly to cause nausaa, nephrotoxicity, and neuratoxicity than cisplatin but more likaly to cause thrombocytopenia

AB In patients with stage [V NSCLC, firsting cytotoxic chemotherapy should ba stoppad at disease prograssion or after four cycles in
natients whose disease is stable but not responding to treatment, two-drug cytotoxic combinations shauld be administarad for
no mora than six cycies; for patients with stable disease or response after four cycles, immediate treatment with
lternative, single-agent chemotherapy such as pemetrexed in patients with nonsquamous histology, docataxel in
unselected patients, or erlotinib in unselected patients may be considered; limitations of this data are such that braak
from cytotoxic chemotherapy after fixed course is also acceptable, with initiation of second-line chemotherapy at
diseasa prograssion




AT In Unselectad patients, eriotinib or gefiinib should not be used in combination with cytatoxic chamotherapy 23 firsting tharzpy; i
Unsalectad pafients, evidance s insuficient to recommend single-agent riotinib or gefitind as frstdna tharapy: firstina usa of
efitin may b recommendad for patients with activating EGFR mutations; if EGFR mutation status i5 nagative or unknown,
Cytotoxic chematherapy 1s praferred (see AZ

A O Dass of results of on krge pase 1 ACT, updata commites racommends addtion of bavaczumd (15 moky every 3 wasks| to
camopiainypachtaxe, axcapt for patiants wih squamous cal carcnoma histologi fyne, brain metastasas, dinically sqnificant hemaptyss,
madeaate crgn function, ECOG performance statls 1, therapeutc antioaguistion, cinicaly sonficant cadiovaseelar dsazse, or medcaly
ncontroled fypartension; Devaczumad may be confinuad as tolerated unl diseasa progression

Ad On basis of resuts of on large phasa |1l ACT, clinicians may consider additon of catuximab to cispiatinvinoreloine n firstdng

therapy in patients with EGFR-pasitiv tumar as measured by immunohistochamistry; catiimab may be continuad as toleratad
Untl disaasa prograssion



8. Sacond-ing
chemotherapy

B

B2

C. ThirdHine
chemotherapy

1

(2

ocataxal, eriofinib, gefitinid, or pametraxad i accaptadle a3 sacondHing therapy for patients with advancad NSCLC with adequata
narformance stafus whan dissase fias progressed during or aftr first-ing platinum-Dased therapy

Evidance doas not support slaction of spacific second-ine chematherapy drug or combination based on age 2lon

WWhen diseasa prograsses on or aftar second-ing chematharapy, treatment with eriotinib may ba racommendsd s third-ina therapy
for patients with performance status of 0 to 3 who have not recaived prior arlotinib or gefitinib

(ata ara not sufficient to make recommendation for or against using cytotoxic drug a3 thirdine therapy; patiants should consider
axpenmental treatment, cinical tnals, and Dest supportive cara
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