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DISEASE PREVALENCE IN THE ELDERLY

Arthritis

Hyportension

Heart Disease

| __—
Cardiovascular / pulmonary co-morbidities and

15 20 25 30 35
Percentage of population 65 vears and older

Somrce: Uenters for Disease Controd and Prevention/Mational Center for Health Staistics. Coreend Estimates feoan the National
Health Interview Survey, 1995 Reparn 199, 18405
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Should Elderly Non—Small-Cell Lung Cancer Patients Be
Offered Elderly-Specific Trials? Results of a Pooled Analysis
From the North Central Cancer Treatment Group

Aminah Jatoi, Shauna Hillman, Philip Stella, Erin Green, Alex Adjei, Suresh Nair, Edith Perez,
Bipinkur Amin, Steven E. Schild, Rene Castillo, and James R. Jett

Table 2. Chemotherapy Regimens
N9921 N0022 98-24-52 NQ026

Paclitaxel 50 mg/m? IV days Vinorelbine 60 mg/m? Docetaxel 100 mg/m? IV day 1; gemcitabine Pemetrexed 500 mg/m? IV day 1;
1,8,15; carboplatin AUC = 2 orally on days 800 mg/m? IV days 1,8,15; cycle length gemcitabine 1250 mg/m? days
IV days 1,8,15; cycle 1,8,15,22; cycle 28 d OR docetaxel 50 mg/m? |V days 1, 1,8; cycle length 21 d OR
length 28 d length 28 d 15; gemcitabine 2,500 mg/m? IV days 1, gemcitabine 1,250 mg/m? IV

15: cycle length 28 d OR docetaxel 75 day 1; pemetrexed 500 mg/m?

mg/m? IV day 1; gemcitabine 700 mg/m? IV day 1; gemcitabine 1,250

IV days 1,8,15; cycle length 28 d mg/m? IV day 8; cycle length
21 d OR gemcitabine 1,250
mg/m2 IV day 1; pemetrexed
500 mg/m? IV day §;
gemcitabine 1,250 mg/m? IV
day 8; cycle length 21 d

Abbreviation: IV, intravenous.




CT for NSCLC:
trials without age limits

elderly pts eligible for such trials represent a selected
subgroup probably with better prognosis & treatment
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
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Table 4. Treatment Qutcome Stratified by Age

P

cpP

No. of elderly patients (= 70 years)
Response rate
%
95% ClI
Survival™
Median, months
959% ClI
Survival, %
1-year
95% CI
No. of younger patients (< 70 years)
Response rate
Y%
95% ClI
Survival, monthst
Median
95% ClI
Survival, %
1-year
95% ClI

/8

21
11 to 33

77

36
24 to b0

5.8
3.8 to 9.3

8.0
b.7to 11

31
22 1o 43

3b
26 to 48

19

15
10 to 22

207

28
21 to 3b

6.8
5.6 to 8.6

9.0
8.2 to 10.8

33
27 to 41

38

Abbreviations: P, paclitaxel;, CP, carboplatin-paclitaxel.




(No. events/no.entered)
Chemo NoC Hazard ratio

43/47 47/49 ]
125/132 112/117 ]
148/153 165/167 ]

!

_|_|
29/32 28/28

|
0.5 1 1.5

Chemo better NoC better

ios and 95% and 99% confidence intervals for survival by

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)




DC: docesanal 75 mg/m? v phus csplamn

75 mgfm” v on Day | every 5 woeks

Db docetawel 75 mg/m* w phs carboplatin
AUC = & mg/mLmin w on Day | every 3 wesks

W (control). wnorebae 25 mg/m” w on
Durps 1, @, 15, and 22, plus cnplatin
100 mgimy’ v on Day | ewery 4 wosks

ZO0—=P»PN—-—S0D0Z>=

Docetaxel 75 mg/m® + cisplatin 75 Doceiaxel 75 mg/m* + Vinorelbine 25 mg/m*fw +
mg/m* 3w carboplatin AUC 6 ¢3w cisplatin 100 mg/m* g4w*
Age < 65 yrs Agp = 65 yrs Age < 65 yrs Age = 65 yrs Age < 65 yrs Age = 65 yrs
(n =259 (n =149 (n = 288) (1 =118) (= 270) (n=134)
Median survival, months (95% CI) 1.0 (9.7-12.2) 126 (10.6-15.4) 9.7 8.7-11 9.0 (7.6-10.3) 10.1 (9.0-11.5) 9.9 8.7-12.2)
One-year survival, % (95% Cl) 44 (38-50) 52 (45-60) 37 13243 39 (29-4€) 41 (3647) 41 [33-49;
Two-vear survival, % (95% CI) 19 (14-23) 21 (16-32) 17 [12-22] 19 (11-27) 13 (9-18) 17 (10-21]
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The North Central Cancer Treatment Group

Pooled 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
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.”

JCO Dec 2005
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Table 4. Adverse Events

Age-Unspecified Elderly-Specific
(n=118) (n =104

No.

Patients with any grade 3+ event

Patients with any grade 3+ hematologic event 80
Patients with any grade 2+ nonhematologic event 95
Patients with grade 3+ neutropenia 66
Patients with grade 3+ dyspnea 21
Patients with grade 3+ fatigue 30
Patients with grade 3+ leukopenia 47

Patients with grade 3+ thromhocylopenia 16
Patients with grade 3+ febrile neutropenia 15




ELVIS, 1999

SICOG, 2000

MILES, 2003

KUDOH, 2006

VNR
Vs
BSC

VNR
Vs
VNR+GEM

VNR or
GEM
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VNR+GEM
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in elderly patients with A-NSCLC?

707 randomized pts, >70 yrs,
stage IV — llIb : the largest

B -drug non-platinum based poly-CT more
effective than single agent non-platinum treatment,

Vinorelbine
30 mg/m?d1,8 q21

prospective randomized trial
of CT dedicated to elderly pts
with A-NSCLC

This study showed that poly-
chemotherapy with gemcitabine

35 o as o o

plus vinorelbine is not more
effective than gemcitabine alone
and vinorelbine alone.

28/05/2010 AGF OM2 10V

Gemcitabine
1200 mg/m?d1,8 q21

Vin 25 mg/m? +
Gem 1000 mg/m?
d1,8 q21

Gridelli C , JNCI 2003
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Pretreatment Quality of Lile and Functional Status
Assessment Significantly Predict Survival of Elderly

Patients With Advanced Non-Small-Cell Lung Cancer
Receiving Chemotherapy: A Prognostic Analysis of the
Multicenter Italian Lung Cancer in the Elderly Study

Paolo Maione, Francesco Perrone, Ciro Gallo, Lingi Manzione, FrancoVito Piantedosi, Santi Barbera,
Silvio Cigolari, Francesco Rosetti, Elena Piazza, Sergio Federico Robbiati, Oscar Bertetto, Silvia Novello,
Maria Rita Migliorino, Adolfo Favaretto, Mario Spatafora, Francesco Ferraii, Luciano Frontini,
Alessandra Bearz, Lazzaro Repetto, and Cesare Gridelii




A prognostic analysis of the MILES study

Purpose

e To study the prognostic value for survival of baseline
assessment of functional status, comorbidity and QoL

e 566 pts enrolled in the prognostic analysis study

Geriatric Assessment

* Functional status (ADL* & IADL*™)
« Comorbidity (Charlson scale & a 33-item check-list)
* Quality of Life** (items 29 & 30 of EORTC QLQ-C30)

Analysis was performed by Cox 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

28/05/2010 AGF OM2 |0V
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A prognostic analysis of the MILES study
Results

Patients Characteristics
— Median age: 74 years, range 70—84
— 229 patients (40%) were >75 years old
— Male gender 82%
— 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)

28/05/2010 AGF OM2 |0V 22



PROGNOSTIC FACTORS

MILES-01

Table 3. Multivariate Analysis

Variable

95% CL

HR Upper Lower  P*

Sex

Male {n = 485)

Female (nh = 1017)
Age, years

= 75 (n = 337)

75-79 (n = 210}

=80 (=19
Performance status

0-1 (h = 480)

2 (h = 106)
Charlson score

0in = 237)

1 (n=210]

2(n=92

=3(n =27
ADL

Mo dependence (n = 482)

1ADL
Better (n = 188]
Intermediate (h = 217)
Warse (n = 161)

One or more dependence (n =

.07

1.64

&

1.88
.66

44

g4)

(<

Quality of Life
Better (n = 119)
Intermediate (n = 294)
Worse (n = 153}
Stage
lllb {nh = 178)
IV in — 388)
Histotype
Other (n = 314)
Squamous (n = 252)
No. of sites of disease
For each added site
Center by No. of enrclled patients
<10 (nh = 148} Ref
1029 (n = 259) 1.19
=30 (nh = 159) 1.24

1.13

0.94
1.03

1.62
1.74

Abbreviations: HR, Hazard ratio of death: CL, confidence limits: Ref,
reference category; ADL, Activities of Daily Living; 1ADL, Instrumental

Activities of Daily Living.
*Likelihood ratio test.




Overall Survival

MNo. at risk:

Overall Survival

No. at risk:

Worse
s |ntarmediate
Better

—— Worse
Intermediate

586




A prognostic analysis of the MILES study
Results

Survival

e 462 patients dead out of 566 eligible for prognostic analysis (82%)
e Median survival: 30 weeks (95% CI: 28-34)

e 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
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Are typical cisplatin-containing doublets feasible in
elderly patients with A-NSCLC?

Arm A: vinorelbine (25 mg/m? dd 1&8) + cisplatin (d1, dose-finding,
then phase IT)
Arm B: gemcitabine (1000 mg/m? dd 1&8) + cisplatin (d1, dose-
finding, then phase IT)
Cisplatin was feasible: at 60 mg/m?2 with gemcitabine

at 40 mg/m? with vinorelbine

Pts enrolled: 159 Cispl?tin_+ C_isplatin_ ¥
Gemcitabine 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

28/05/2010 AGF OM2 10V 26
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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 DO/ 10.1378/chest 07-13817

1. In patients who have stage IV NSCLC and are elderly (270 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



Table 2. Response Rate, Median Time to Progression, and Median Overall Survival

Outcome

Age = 70 Years
in = 76)

Pemetrexed
(n = 40)

Docetaxel
(n = 36)

Age < 70 Years
n = 462)

Pemetrexed
(n = 224)

Docetaxel
(n = 238)

9.2

Objective response rate, %
Stable disease rate, %

5.0
60.0

5.6
41.7

9.8
43.3

47.1

Age =70 Years
n = 886)

Pemetrexed
(h = 47)

Docetaxel
(n =239)

Age < 70 Years
(n = 485)

Pemetrexed
(n = 236)

Docetaxel
(n = 249)

3.9

Median time to progression, months
Median overall survival, months

% surviving at 12 months

% surviving at 24 months

4.6
95
204
6.1

2.9
7.7
231
10.6

3.0

7.8
30.8
10.67

8.0
30.8
0*

*Estimated % difference is 10.6 (P = .0054; 95% CI, 3.1 to 18.0).




(A) patients < 70 yrs: pemetrexed, 7.8 mos vs docetaxel, 8.0 mos
(HR 1.02; 95%CI, 0.82 to 1.26)

Pemetrexed (n = 236) —
Docetaxel (n=249)

Cistribution Function

6
Owerall Survival (months)

Pemetrexed (n = 47)
Docetaxel (n = 39)

Distribution Function

L} 1 L}
6 9 12
Owverall Survival (months)




Erlotinib (Tarceva™) Phase II study in elderly
pts with untreated A-NSCLC
Jackman DM, Yeap BY et al.

Erlotinib, an EGFR TKI, given @ 150mg/day p.o. Stage IIIB wet, or IV, PS 0-2

Patient characteristics RESPONSE

PR 8 10%
SD 33 41%

Med resp duration 8 months
Med SD duration 3.5 months

Toxicity
Skin rash 79%
Diarrhea 69%

ILD 4pts 1 death

A.G. Favaretto IOV  Maggio 2007



N Median TTP  1-Year Median 0S  1-Year 2-Year

80 35months  20% 109months  46%  19%

Progression-Free Probability (%) 3>
8888833888
Survival Probability (%)

6 12 18 24 30 36 6 12 18 24 30 36
Time to Progression {months) Overall Survival (months)

0

N Median 1-Year D N Median  1-Year
Rash present 63 143 months 56% EGFR mutant 9 =15months 89%
Rash absent 17  42months  12% EGFR wild-type 34 8.1 months 38%

Log-rank P < .001 Log-rank P=.012

EGFR mutant

Rash present

Survival Probability (%)

=
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=
T
==
[=]
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©
=
=
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=
w

Rash absent
T T T T

D\rer:I Sur:ris\ral (n?:?mths?0 * 6Over;fl Sur;isval {r::nthsfo >
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

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

e Accrual: From February 1994 to April 2001
Study Population
e Elderly pts were defined as age >65 and young pts as age <65

e 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

eta <65 >65

# pts 327 155

Over Sv 5aa CT 66% 70%
Nil 58% 46%

Dis Spec Sv 5aa CT /3% 73%
Nil 60% 56%

28/05/2010

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



Table 1. Summary of Prognostic Fectors by Age Group for All Rendomby Assigned Patisnts

‘foung = BE years; Elderly (= 65 y=ars;
n =327 n = 15€i

Total Ma.

Faotor of Paticnta Ma. e . L

Trestment
Chermotherapy 242
Chasrvation 240

Country
Caneda
Lnited States

S
Malke
Female

Fatholagic subtype
Al cinuine
Sguamous
Cther

Ferormance status
]

1

Res mutation status
Present
foaent
Lnknown

Moda| status
o0}

M1

T staging

T

43.7

B3 Be @3

I
Stape of diseass
IE
11
113
Smoking history
Monsmoker
Srmaker
Lnknown
Recsfethnicity
White
Cther
Fadk-years
= 20
=20
Ezszline enemia
Mone
= Grade 1
Surgery
FriEummanectomry
L=sser resection
Cther
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No. of patients (%)

1982-1994 1995-2003 Total

Pasients 157 (49) 165 (5 1) 122

Sex
Male 95 (64) 95 (58) 190 (59)
Female €2 (39) 70 (42) 132 (41)

Agz= (years)
70-74 102 (65) 86 (52) 188 (58)
75-79 45 (29) 63 (38) 108 (34)
BO+ 10 (&) 6 (10] 26 (8)
Performarce status
0 10 (6) 54
I 88 (56) 52
2 39 (25) 17 (47] I'16 (35)
3 15 (10) 29 (18) 44 (14)
| (
| (

3) 15 (5)
32) 140 (43)

4 4(3) ) 5 (3)
Noz known (1)

I

) 2(h
Cisplatin-containing regimes 16 (10) 32 (19) 48 (15)
Carboplatin combinations 59 (38) 93 (56) 152 (47)
Nonplatinum single agents 60 (38) 23 (14) 83 (26) y:
Other non-platinum combinations 27 (1 4) 17 (10 39 (12) au

BJC 2006
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Survival by year of presentation

w1084 1094
1995+




Survival by chemotherapy

Groups
— Cis
mmm Carbo
s Single agent

w— Other
combination
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CONCLUSION

e 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

e 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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Platinum-Etoposide Chemotherapy in Elderly Patients
With Small-Cell Lung Cancer: Results of a Randomized

Multicenter Phase II Study Assessing Attenuated-Dose or
Full-Dose With Lenograstim Prophylaxis—A Forza
Operativa Nazionale Italiana Carcinoma Polmonare and
Gruppo Studio Tumori Polmonari Veneto (FONICAP-

GSTPV) Study

Andrea Ardizzoni, Adoljo Favaretto, Luca Boni, Editta Baldini, Federico Castiglioni, Paola Antonelli,
Franca Pari, Carmelo Tibaldi, Alfonso M. Alderi, Sante Barbera, Giancarlo Cacciani, Mario Raimondi,
Lucia Tixi, Micaela Stefani, Silvio Monfarding, Antonio Andlli, Riccardo Rosso, and Adriano Paccagnella




STUDY DESIGN

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”,
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




ATTENUATED DOSE CT

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




Table 1. Patient Characteristics

FO Armm in = &71

I,

Tatal i = G&)

a6

a1
=

16

Table 2. Frirmary Outcoms

AD Arm ino= 280 FCv & in = 57§

Mo, Mo,

Total i = GE)

Therapautic succsss
Therapeautic failurs
Lack of chjective response
Toxizity
Treatment4elated death
Death unrelated to freatment
Fati=nt refusal
Urknown

10 42

18 26
13

3

2

Abbreviations: AD, attenuated-doss; FO, fulldoss.




Tahle 3. Objective Turmor Response and Survival

AD Arm (n = 281

FOv & Ino= E7)

Tatal (N = 95}

M.

%

&

Complets remizsion
Partial rernisszion
Stable dissass
Frogressive diseazs
Mot asssssdle
nknicem
Cheerall responss ate
5% Cl, %
Crverall survival
1 year, %
2 year, %
fedian, wesks

221 to BB3

18
]
31

]
37
G

Fi
]
a
48
BE.0 to 79,1
30

12
41

13.4
EE.2
3.0
&.0
1.9
45
==h)

2.5

Table 4. 'WHOD Grade 3 ard 4 Tomicities

Taxicity

AD Armn no= 2830

FOv Arrm i = E7)

=
o

WEC
Hermaglokin
Flatelsts

Fenal

Mausea fwarniting
Muzcsitis
Meurlagic
Cardiac

Fatigue
Cutaneous

1
1
1

| w | rar e = o |F

— B = pa B2 N = 0D el s

— B = k)R = 0D sl s | R

Abbreviations: AD, attenuated-doss; FO, fulldoss,




IsTITuTO
ONCOLOGICO
VENETO




