
LA TERAPIA MEDICA DEL CARCINOMA 

Adolfo FAVARETTO

S.S. ONCOLOGIA TORACICA

ONCOLOGIA MEDICA 2 

IOV-IRCCS PADOVA 

LA TERAPIA MEDICA DEL CARCINOMA 

DEL POLMONE NELL’ANZIANO



Ten Leading Cancer Types for the Estimated
New Cancer Cases and Deaths USA 2009
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Annual Age-adjusted Cancer Incidence Rates Among Males

and Females for Selected Cancer Types, US, 1975 to 2005
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Annual Age-adjusted Cancer Death Rates Among Males for

Selected Cancer Types, US, 1930 to 2005
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Annual Age-adjusted Cancer Death Rates Among Females for

Selected Cancer Types, US, 1930 to 2005
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Median Age at

diagnosis:71

US NSCLC Incidence:  Age at diagnosis
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Data from SEER Cancer Statistics Review 1975-2001



Comorbidity increases with age…
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ELDERLY SPECIFICELDERLY SPECIFIC AGE UNSPECIFIEDAGE UNSPECIFIED



CT for NSCLC: 

trials without age limits

• elderly pts eligible for such trials represent a selected

subgroup probably with better prognosis & treatment 

compliance
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compliance

• Data from that population can be misleading if generalized

to the clinical practice.

• Studies with a minimum required age of 70 yrs make pts

more representative of elderly pt population



Treatment of Elderly (>70 yrs) Lung Treatment of Elderly (>70 yrs) Lung 
Cancer Patient   (CALGB 9730)Cancer Patient   (CALGB 9730)

28/05/2010 12AGF OM2 IOV

Lilenbaum R JCO 2005   



OverallOverall Sv in Big Sv in Big LungLung Trial Trial 

Hazard ratios and 95% and 99% confidence intervals for survival by subgroups
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Spiro SG,   Thorax 2004

• Survival was related to stage (p= .0002) and WHO PS (p= .0001)

• Pts with squamous histology survived longer than those with 

adenocarcinoma (p= .008). 

• No evidence that survival was related to age (p= .49),

sex (p= .33), or chosen CT regimen (p= .99)



Survival analysis of elderly (>65yrs) and younger patients

with A-NSCLC in the TAX 326 study
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ELDERLY SPECIFICELDERLY SPECIFIC AGE UNSPECIFIEDAGE UNSPECIFIED

The North Central Cancer Treatment GroupThe North Central Cancer Treatment Group

Pooled Analysis on Elderly Pts TrialsPooled Analysis on Elderly Pts Trials

• Elderly-specific trials, designed to provide a gentler treatment approach, 

showed no statistically significant difference in survival

• Participation in the elderly-specific trials did not affect negatively the 
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JCO  Dec 2005

efficacy of cancer therapy. 

• Severe adverse event rates were more favorable in the elderly-specific

trials both for nonhematologic and hematologic toxicity.

• Moreover these elderly specific trials recruited far older patients, the so-

called “oldest of the old.”



ELDERLY SPECIFICELDERLY SPECIFIC AGE UNSPECIFIEDAGE UNSPECIFIED

The North The North CentralCentral CancerCancer Treatment GroupTreatment Group

PooledPooled AnalysisAnalysis on on ElderlyElderly PtsPts TrialsTrials
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JCO  Dec 2005

Incidence and severity of adverse events were worse among 
elderly patients participating in age-unspecified trials

Pts on the age-unspecified trials had better performance scores, 
yet after adjustment for factors as PS, still suffered higher toxicity



Randomised phase III trials in 

elderly patients with advanced NSCLC
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Survival

ELVIS study - Phase III
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Vinorelbine vs Best Supportive Care
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Gridelli, JNCI 1999

Cox model p=0.02
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Is a 2-drug non-platinum based poly-CT more 

effective than single agent non-platinum treatment, 

in elderly patients with A-NSCLC?

• 707 randomized pts, >70 yrs, 707 randomized pts, >70 yrs, 707 randomized pts, >70 yrs, 707 randomized pts, >70 yrs, 
stage IV stage IV stage IV stage IV –––– IIIbIIIbIIIbIIIb :::: the largest the largest the largest the largest 
prospective randomized trial prospective randomized trial prospective randomized trial prospective randomized trial 
of CT dedicated to elderly pts of CT dedicated to elderly pts of CT dedicated to elderly pts of CT dedicated to elderly pts 

R

a

n

d

Vinorelbine

30 mg/m2 d1,8 q21

Gemcitabine

1200 mg/m2 d1,8 q21
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of CT dedicated to elderly pts of CT dedicated to elderly pts of CT dedicated to elderly pts of CT dedicated to elderly pts 
with Awith Awith Awith A----NSCLCNSCLCNSCLCNSCLC

• This study showed that polyThis study showed that polyThis study showed that polyThis study showed that poly----
chemotherapy with chemotherapy with chemotherapy with chemotherapy with gemcitabinegemcitabinegemcitabinegemcitabine
plus plus plus plus vinorelbinevinorelbinevinorelbinevinorelbine is not more is not more is not more is not more 
effective than effective than effective than effective than gemcitabinegemcitabinegemcitabinegemcitabine alone alone alone alone 
and and and and vinorelbinevinorelbinevinorelbinevinorelbine alone.alone.alone.alone. Gridelli C , JNCI 2003

d

o

m

1200 mg/m2 d1,8 q21

Vin 25 mg/m2 +

Gem 1000 mg/m2 

d1,8 q21
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Purpose

• To study the prognostic value for survival of baseline 

assessment of functional status, comorbidity and QoL

• 566 pts enrolled in the prognostic analysis study

A prognostic analysis of the MILES study

Geriatric Assessment

• FunctionalFunctionalFunctionalFunctional statusstatusstatusstatus (ADL* & IADL**)
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• FunctionalFunctionalFunctionalFunctional statusstatusstatusstatus (ADL* & IADL**)

• ComorbidityComorbidityComorbidityComorbidity (Charlson scale & a 33-item check-list)

• QualityQualityQualityQuality ofofofof LifeLifeLifeLife** (items 29 & 30 of EORTC QLQ-C30)

Analysis was performed by CoxCoxCoxCox model, stratified by treatment arm
*Patients were categorized for ADL as with none versus 1 or more dependency

**For IADL and QoL three categories representing the upper, intermediates 
and lower quarters of distribution were used



Patients Characteristics 

– Median age: 74 years, range 70–84

– 229 patients (40%) were >75 years old 

– Male gender 82%

– Stage IV: 69%

A prognostic analysis of the MILES study

Results
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– Stage IV: 69%

– Squamous cell carcinoma: 45%  Adenocarcinoma: 34%

– A median of 3 organs were affected by cancer

– ECOG PS 2: 19% of patients

– > 1 comorbidity 89% of the patients

– > 3 comorbidity 40%

– Charlson score: 42% were in the lowest category (score 0)



MILES-01PROGNOSTIC FACTORS
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JCO Oct 2005



MILES-01 
PROGNOSTIC 

FACTORS

Kaplan-Meier estimated

QoL

A.G. Favaretto      IOV      Maggio 2007

Kaplan-Meier estimated

overall survival curves

according to

Pretreatment

QOL and 

IADL Categories

IADL



Survival 

• 462 patients dead out of 566 eligible for prognostic analysis (82%)

• Median survival: 30 weeks (95% CI: 28-34)

• 6-month and 1-year probabilities of surviving: 0.56 and 0.32

A prognostic analysis of the MILES study

Results

A.G. Favaretto      IOV      Maggio 2007

• 6-month and 1-year probabilities of surviving: 0.56 and 0.32

• Baseline assessment of QoL (p= .0003) and IADL (p= .04) were 

significantly associated with prognosis

• ADL (p= .44) and Charlson score (p= .66) had no prognostic value.

• PS 2 (p= .006) and the number of metastatic sites (p= .02) also 

predicted shorter survival



The MILES-02 trial

Are typical cisplatin-containing doublets feasible in 

elderly patients with A-NSCLC?

Arm A: vinorelbine (25 mg/m2 dd 1&8) + cisplatin (d1, dose-finding, 
then phase II) 
Arm B: gemcitabine (1000 mg/m2 dd 1&8) + cisplatin (d1, dose-
finding, then phase II) 

Cisplatin was feasible: at 60 mg/m2 with gemcitabine

at 40 mg/m2 with vinorelbine
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at 40 mg/m2 with vinorelbine

Pts enrolled: 159
Cisplatin + 
Gemcitabine

Cisplatin + 
Vinorelbine

Phase 1 Recommended dose of cisplatin 60 mg 40 mg

Phase 2 Pts treated without unacceptable toxicity (%) 50/60 (83.3) 50/61 (81.9)

Response Rate (%)              26/60 (43.3) 22/61 (36.1)

Median progression free survival 25.3 weeks 21.1 weeks       

Median overall survival     43.6 weeks 33.1 weeks          



The MILES-02 trial

• A cisplatin-based chemotherapy is feasible and active in 

the treatment of elderly patients with advanced NSCLC

Conclusion
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• Namely, the combination of cisplatin given at 60 mg/m2 

and gemcitabine deserves comparison versus single-

agent chemotherapy in this setting of patients



Treatment of Non-small Cell Lung Cancer, Stage IV: ACCP Evidence-Based Clinical Practice

Guidelines (2° Edition)

Mark A. Socinski, Richard Crowell, Thomas E. Hensing, Corey J. Langer, Rogerio Lilenbaum, Alan 

B. Sandler and David Morris Chest 2007; 132; 277-89  DOI 10.1378/chest 07-1381

RECOMMENDATIONS

1. In patients who have stage IV NSCLC and are elderly (≥70 to 79 years

old), single-agent chemotherapy is recommended for most. Grade of

recommendation, 1A

2. However, in patients who have stage IV NSCLC, are elderly (≥70 to 79

years old), have good PS, and lack significant comorbidities, two drug

combination chemotherapy is recommended as an option. Grade of

recommendation, 1B

3. In patients who have stage IV NSCLC and are ≥80 years old, the benefit

of chemotherapy is unclear and should be decided on the basis of

individual circumstances. Grade of recommendation, 2C



Elderly Patients Benefit From 
Second-Line Cytotoxic CT 
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Weiss,  JCO 2006



MEDIAN OVERALL SURVIVAL TIME 
(A) patients < 70 yrs: pemetrexed, 7.8 mos vs docetaxel, 8.0 mos

(HR 1.02; 95%CI, 0.82 to 1.26)

(B) patients > 70 yrs: pemetrexed, 9.5 mos vs docetaxel, 7.7 mos
(HR 0.86; 95%CI, 0.53 to 1.42)

A.G. Favaretto      IOV      Maggio 2007
Weiss,  JCO 2006



RESPONSERESPONSE
PR 8   10% 
SD 33  41%

Med resp duration 8 months

Erlotinib (Tarceva™) Phase II study in elderly 

pts with untreated A-NSCLC

Jackman DM, Yeap BY et al. 

Patient characteristicsPatient characteristics

Pts treated and evaluable 80 pts (40 F/40 M)
Median age 75 yrs (range 70-91); 
ECOG PS 0/1/2 (%) 16/74/10 

Erlotinib, an EGFR TKI, given @ 150mg/day p.o. Stage IIIB wet, or IV, PS 0-2 
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Med resp duration 8 months
Med SD duration 3.5 months

JCO,  March 2007

Histology adenocarcinoma 51% 
squamous 9% 
adenocarcinoma 
with BAC features 8% 
BAC 5%, 
other NSC 28% 

smoking status (%) never 10
former 84
current 6

Toxicity
Skin rash 79%
Diarrhea 69%
ILD 4pts 1 death



Erlotinib Phase II study in elderly pts with untreated A-NSCLC

A.G. Favaretto      IOV      Maggio 2007 JCO,  March 2007

CONCLUSION
• Erlotinib monotherapy is active and relatively well tolerated in chemotherapy-naive

elderly patients with advanced NSCLC
• Erlotinib merits consideration for further investigation as a first-line therapeutic option

in elderly patients.



NCI-C  BR.10 Adjuvant P-V vs Nil Study

Study Design

• A phase III randomized trial of adjuvant cisplatin and vinorelbine versus 
observation after complete resection of stage IB or stage II NSCLC

• Accrual: From February 1994 to April 2001

Study Population

• Elderly pts were defined as age >65 and young pts as age ≤65

• The chemotherapy regimen was 3  cycles every 28-day of:

28/05/2010 33

• The chemotherapy regimen was 3  cycles every 28-day of:
vinorelbine 25 mg/m2 dd. 1, 8, 15, and 22 cisplatin 50 mg/m2 dd 1, 8

Pepe, C. et al. J Clin Oncol; 25:1553-1561 2007

età <65 >65

# pts 327 155

Over Sv 5aa          CT 66% 70%

Nil 58% 46%

Dis Spec Sv 5aa     CT 73% 73%

Nil 60% 56%



NCI-C  BR.10 Adjuvant P-V vs Nil Study

Pepe, C. et al. J Clin Oncol; 25:1553-1561 2007



età <65 >65

PS 0 pts 57% 36%

Toxicity =

NCI-C  BR.10 Adjuvant P-V vs Nil Study
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Dose Intensity VNR DDP

Treatment Completed 56% 40%

Treatment Refused 23% 40%

Pepe, C. et al. J Clin Oncol; 25:1553-1561 2007



Demographic data and treatment modalities stratified 
by year of presentation in 322 SCLC elderly 

patients treated between 1982-2003

A.G. Favaretto      IOV      Maggio 2007

Yau 

BJC 2006



Survival differences among elderly SCLC patients 
between 1982–1994 and 1995–2003
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Yau  BJC 2006



Survival differences among elderly SCLC 
patients between 1982–2003, by treatment

• Patients who received 
platinum combinations 
(carbo- or cisplatin) 
had significantly 
improved survival over 
those who received 
single agents or other 
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Yau  BJC 2006

single agents or other 
combinations 
(P<0.001)

• There was no 
significant difference 
between carboplatin 
and cisplatin (P=0.7).



CONCLUSION

• This study suggests that there has been a significant

improvement in survival for SCLC elderly patients (age >70 

years) receiving treatment over the past 20 years despite the 

trend to treat more of the very elderly and patients with a 

worse PS worse PS 

• This improvement is still present when patients are controlled

for sex, stage and PS, suggesting that this is due to advances

in patient management adjunctive therapies and in particular

the use of platinum (and carboplatin)-based therapy rather

than earlier presentation of the disease.
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• AIM of the STUDY

to evaluate the therapeutic index of 2 platinum/etoposide regimens

an attenuated dose (AD) arm 

a full-dose (FD) arm combined with prophylactic lenograstim 

• A randomized phase II design was used 

• A combined primary end point, named “therapeutic success”, 

STUDY DESIGN
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• A combined primary end point, named “therapeutic success”, 

was used; it took into account activity, toxicity, and compliance 

• A Therapeutic Success was defined as a patient receiving 

at least 3 cycles of CT at the planned dose and schedule

having an objective response

without (1) grade 3-4 nonhematological toxicity, 

(2) complications such as febrile neutropenia, 

infection, bleeding, or transfusion

(3) any toxicity leading to hospitalization or death



TREATMENT

• ATTENUATED DOSE CT

Cisplatin     25  mg/m2 dd. 1-2 
Etoposide   60  mg/m2 dd. 1-3 

• FULL DOSE CT  
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Cisplatin     40  mg/m2 dd. 1-2 
Etoposide 100  mg/m2 dd. 1-3

plus Lenograstim 5 µg/kg   dd.  5-12

• 4 courses, q 3 weeks, were planned. 

• Support Treatment: In both arms Amoxicillin+Clavulanic Acid 
was planned when leukopenia gr.4 occurred.



RESULTS
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RESULTS
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CONCLUSIONS

In elderly patients with SCLC

• a full-dose Cisplatin/Etoposide regimen combined with

prophylactic lenograstim is active and feasible
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prophylactic lenograstim is active and feasible

• attenuated doses of the same regimen are associated with a 

poor therapeutic outcome.


