
Optimizing chemotherapy in the 
first line for frail older pts with 

advanced non-small cell lung cancer
Vanita Noronha

Professor, Department of Medical Oncology, Tata Memorial Hospital
Editor-in-chief, Cancer Research Statistics and Treatment (www. CRSTonline.com)

@VanitaNoronha   @CRSTonline
vanita.noronha@gmail.com; CRSTonline@gmail.com

mailto:vanita.noronha@gmail.com
mailto:CRSTonline@gmail.com


Background

• Incidence of lung cancer peaks at age 65 years, making lung CA 
mostly a disease of older persons

• Older persons have been excluded from most of the pivotal trials
• The management of older persons with cancer is complex and 

unfortunately, robust evidence is lacking



Background: ELVIS: Chemo vs BSC

• Elderly Lung Cancer Vinorelbine Italian Study 
• Phase III RCT in 161 patients > 70 years
• Stage IIIB/IV NSCLC randomized to BSC vs 

Vinorelbine 30 mg/m2 D1,8 Q 21d
• ORR: 19.7%
• Toxicities: gr 3/4 neutropenia-10%, gr 2/3 

anemia-16%, constipation and fatigue
• OS improved: V-28 wks vs 21 wks-BSC; HR, 

0.65 (95% CI, 0.45-0.93)
• 1-yr survival: V-32%, BSC-14%

Gridelli, et al. JNCI 1991



Background: MILES-Monochemo vs Non-platinum combo 

• Multicenter Italian Lung Cancer in the Elderly Study 
• Phase III RCT in 698 patients > 70 years old.
• RND to Vlb or Gem or Vlb + Gem 
• No improvement in ORR: VG-21%, V-18%, G-16%; 

VG vs V: P=0.47; VG vs G: P=0.18
• No improvement in PFS: VG-19 weeks, V-18 weeks, 

G-17 weeks; VG vs V: P=0.32, HR-0.95 [95% CI, 0.76-
1.15]; VG vs G: P=0.31, HR-0.95 [95% CI, 0.78-1.16]) 

• No improvement in OS:VG-30 weeks, V-36 weeks, G-
28 weeks; VG vs V: P=0.93, HR-1.17 [95% CI, 0.95-
1.44], VG vs G: P=0.69, HR-1.06 [95% CI, 0.86-1.29]). 

• Combination was more toxic
• No difference in QoL

Gridelli, et al. JNCI 2003



Background: IFCT-0501: Monochemo vs Plat-comb 

• Phase III RCT in 451 pts 70-89 yrs
• RND to Pacli/Carbo x 4 # or Vlb or Gem
• Toxicities increased: 

• Neutropenia (48.4% versus 12.4%), 
• Febrile neutropenia (9% versus 3%)
• Asthenia (10.3% versus 5.8%)
• Treatment-related deaths-4.4% in PC arm 

• Median OS significantly improved: V or 
G-6.2m to PC-10.3m; HR, 0.64; 95% CI, 
0.52-0.78; P<0.0001  

• 1-yr survival: V or G-25.4%, PC-44.5%

Quoix, et al. Lancet 2011



Background: MILES-3 & MILES-4: Monochemo vs Cisplatin-comb 

• Phase III RCT in 531 pts > 70 yrs
• RND to 

• Pemetrexed alone OR Gemcitabine alone
• Cisplatin + Pemetrexed or Gemcitabine

• Toxicities significantly increased 
• ORR improved:15.5% vs 8.5%, P=0.02
• PFS improved: 4.6 vs 3 months; HR, 0.76; 

95% CI, 0.63-0.92; P=0.006
• OS not significant: 9.6 vs 7.5 months; 

HR, 0.86; 95% CI, 0.7-1.05; P=0.14

Gridelli, et al. JCO 2018





Background: GO2 trial (advanced gastroesophageal CA)

• Phase III non-inferiority RCT in 514 frail elderly pts
• RND to 

• Level A-Full dose Cape-Ox (n=170)
• Level B-80% dose Cape-Ox (n=171)
• Level C-60% dose Cape-Ox (n=173)

• Non-inferiority of PFS confirmed for
• Level B vs Level A (HR, 1.09; 95% CI, 0.89-1.32)
• Level C versus Level A (HR, 1.1; 95% CI, 0.9-1.33)

• Toxicities lowest for Level C
• No difference in OS
• OTU scores at 9 weeks best for Level C

Hall, et al. ASCO 2019



Background: GO2 trial-OTU



Improved 
QoL
54%

Symptom relief
15%

Prolongation of 
survival

31%

EXPECTATIONS FROM THERAPY IN PTS WITH ADVANCED 
NSCLC (N=94, DEC 2020 TO JULY 2021)

Unpublished data from the geriatric oncology clinic at Tata Memorial Hospital, Mumbai



Aim and Hypothesis

• Aim: To identify the optimal dose of platinum-based combination 
chemotherapy, balancing efficacy with toxicities, QoL and patient 
tolerability.

• Hypothesis: A lower dose of platinum-based combination 
chemotherapy in older patients with advanced NSCLC is non-inferior 
to the standard full dose platinum-based chemotherapy, with lower 
toxicity, maintenance of QoL and better OTU. 



Endpoints

• Primary: 
• OS

• Secondary:
• PFS
• Toxicities
• QoL
• OTU
• Response rate
• Chemotherapy-induced cognitive impairment
• PK/PD
• Factors that affect OS, PFS and predict toxicity 



Randomized 
1:1

Open Label

ARM B (LOW DOSE)
Same chemo meds  
as Arm A but 75% 

dose

ARM A (FULL DOSE)
-ADENO Pem 500mg/m2 + 
Carbo AUC 5 Q21d x 4 

maint Pem Q21d OR
-OTHERS: Pacli 175 mg/m2 

+ Carbo AUC 5 Q21d x 4

ELIGIBILITY CRITERIA
• Age > 60 yrs
• Histologic/cytologic NSCLC
• Stage IIIB not amenable to radical 

therapy or Stage IV
• First-line palliative intent
• No activating EGFR or ALK mutation
• ECOG PS 0 to 2
• Adequate organ function
• No hypersensitivity to pemetrexed, 

paclitaxel or carboplatin
• Score on the G8 < 14

STRATIFY
• Age (=/< 70 vs > 70)
• ECOG PS (0/1 v.2)
• HPR (non-sq vs sq)
• Plan for IO (yes vs no)

Study Schema

Evaluation: Clinical- Q 3 wks in both arms; Radiologic-Q 3 cycles, then every 2-3 months
Duration of Therapy: until PD, unacceptable toxicity or consent withdrawal.



Treatment Plan

• Arm A: 
• AdenoCA: Pem 500 mg/m2 + Carbo AUC 5 Q 3 weeks x 4maint Pem. If 

Pembrolizumab is affordable: Pembro 200mg Q 3 weeks for max 35 cycles
• All other histologies: Pacli 175 mg/m2 + Carbo AUC 5 Q 3 weeks x 4. If 

Pembrolizumab is affordable: Pembro 200mg Q 3 weeks for max 35 cycles

• Arm B:
• Same chemo meds as Arm A, but at 75% dose
• Pembrolizumab, if affordable, will be given at full dose.



Sample Size
• Non-inferiority is defined as an increase in HR <1.33 in Arm B-dose reduced 

chemotherapy regimen) as compared to Arm A-Standard full dose regimen. 
• One-year survival of ≥ 33% and 23% are assumed in the standard arm and 

experimental arm, respectively. 
• As the nature of treatment is palliative, a slight increase in the risk of death 

will be considered clinically non-significant and may be offset by a decrease 
in toxicity or cost. 

• Type 2 error of 20%
• One-sided type I error of 5% 
• Equal allocation between both arms 
• Accrual over 2 years and a study duration of 4 years 
• We will require 220 events and sample size of 308 patients.



Ethics committee comments…



Ethics committee comments-July 2020



Ethics committee comments-Oct 2020



Ethics committee comments-May 2021



Ethics committee comments-May 2021 (contd)



My questions?

• Is the study ethically appropriate in the current form?
• What changes should I make to the design of the study, to make it 

acceptable to the ethics committee?
• Should I include all patients, rather than frail older patients?
• Should I restrict the age criteria to only a particular cohort like 60 to 70 years, 

as suggested by the IEC? What would the rationale of this be?
• Should this be a phase II design rather than a phase III non-inferiority RCT?
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