
Cancer Clinical Trials in Older 
Adults:  

 
Lessons Learned 

Aminah Jatoi, M.D. 
Professor of Oncology 

Mayo Clinic, Rochester, Minnesota 
 

Chair, Cancer in Older Adult Committee 
Alliance for Clinical Trials in Oncology 

 
November 14, 2019 



• Shifting/shifted demographics 
 

• Chemotherapy adverse event profiles carry age-
based differences 
 

• Efforts to enroll more older cancer patients to 
trials 
 

 
• Working to define future research questions 



Trial Results and Contemporaneous Age-Based 
Demographics are Nonaligned…… 



Older Patients are Under-represented in FDA Registration Trials  
And Worst in Patients >/= 75 Years of Age  
(graph courtesy of Harpreet Singh, M.D. from the FDA) 



Accrual of Older Patients to NCI-Funded, Cooperative Group Trials 
is Poor and Not Improving 

Hurria et al JCO 2014  



The Alliance Experience in Breast Cancer:  Accrual of Older Patients is 
Poor -- with the Exception of Trials Designed for Older Patients 

Freedman et al JCO 2017 
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• Shifting/shifted demographics 
 

• Chemotherapy adverse event profiles carry age-
based differences 
 

• Efforts to enroll more older cancer patients to 
trials 
 

 
• Working to define future research questions 



Adverse Events Tend to Be Worse in Older 
Patients Even with Chemotherapy  

(Jatoi, et al, 2010) 



Adverse Events Tend to Be Worse in Older 
Patients Even with Radiation (Schild et al, 2005) 



Adverse Events Tend to Be Worse in 
Older Patients Even with  

Novel Agents  
 

(Tallarico, et al, 2016) 

 
 “Among CLL pts (259 pts ³ 65), the effect of age on the probability 

of experiencing a grade 3 hematologic toxicity differed by 
treatment type (age-by-treatment interaction p = 0.047). 

Specifically, the adjusted odds ratio (OR) (age ³ 65 vs. < 65) for pts 
receiving only biologic therapy was 3.075 (95% CI: 1,15-8.25), and 
that for pts receiving biologic + chemotherapy was 1.044 (95% CI: 

0.69 - 1.57). Similar results were seen in CLL pts for grade 4 
hematologic toxicities (age-by-treatment interaction p = 0.033; 

biologic OR 6.937, 95% CI: 1.76-27.35; biologic + chemo OR 1.484, 
95% CI: 1.04-2.13).” 





Do these differences have 
consequences? 

Yes. 



Long-term toxicity  
can compromise outcomes in  

older patients….. 



Pre- and post-treatment  

change in processing speed in  

patients with  

low cognitive reserve: 

Cancer therapy has a negative impact on cognition in 
older patients 

Mandelblatt JCO 2014 



N=150,000+ patients (SEER database): 

Jayadevappa R, et al.  2019 



The time to 
diagnosis 
of Alzheimer’s/ 
dementia  
was shorter  
with androgen 
deprivation 
therapy  
(ADT). 



30-50% fall rates in  
older cancer patients….. 

“… a fall occurs in 30% to 50% of cancer 
patients 65 years of age or older.” 



Motor neuropathy increases fall risk…. 
(Gewandter JS, et al. 2013  University of Rochester CCOP). 



• Shifting/shifted demographics 
 

• Chemotherapy adverse event profiles carry age-based 
differences. 
 
 

• Efforts to enroll more older cancer patients to trials 
 

 
• Working to define future research questions. 



Strategies to Improve Accrual  
(Alliance Survey  with Responses from 1,146 Members) 

Freedman et al. the Oncologist, 2018  



• Shifting/shifted demographics 
 

• Chemotherapy adverse event profiles carry age-based 
differences. 
 
 

• Efforts to enroll more older cancer patients to trials 
 

 
• And such differences should help define future 

research questions. 



Should the answer just be, 
“Enroll more older patients on trials”? 





Courtesy of Arti Hurria, M.D. 



Acknowledging the “Gray” 

 Function 

Comorbid medical conditions 

 Cognition 

 Nutritional status 

 Psychological state 

 Social support 

 Medications (polypharmacy) 

Factors other than chronological age that predict 
morbidity & mortality in older adults 



Should the answer just be, 
“Enroll more older patients on trials”? 

 
Or maybe the answer should be, 
“Design more trials to for older 

patients.” 



AN EXAMPLE: 
 
FOCUS 2 



Comments on Trials Designed for 
Older Patients 





Trials included in the pooled analysis: 

Dyda Dao et al. The Oncologist 2019;24:e284-e291 

©2019 by AlphaMed Press 



Characteristics of cohorts in older‐patient‐specific and age‐unspecified trials 

Dyda Dao et al. The Oncologist 2019;24:e284-e291 
©2019 by AlphaMed Press 



Survival outcomes based on trial type.  

Dyda Dao et al. The Oncologist 2019;24:e284-e291 

©2019 by AlphaMed Press 



Subgroup analysis of overall survival based on trial type but with adjustment for performance 
score.  

Dyda Dao et al. The Oncologist 2019;24:e284-e291 

©2019 by AlphaMed Press 



Multivariate analysis of overall survival (OS) and recurrence‐free survival (RFS)  

Dyda Dao et al. The Oncologist 2019;24:e284-e291 

©2019 by AlphaMed Press 



Jatoi , et al.  J Clin Oncol, 2005 

Similar findings in lung cancer trials….. 







Should the answer just be, 
“Enroll more older patients on trials”? 

 
Or maybe the answer should be, 

“Make use of the data we have on 
older patients.” 



Older patients who had renal insufficiency and who 
received chemotherapy dose modifications were not at 

increased risk for complications.  



Yes. 



Older patients are more likely to discontinue chemotherapy 
because of cancer progression and more likely to discontinue 

because of toxicity or choice. 



75% of older, curatively treated breast cancer patients develop debilitating  
musculoskeletal events. 



E-Prognosis can be used to estimate age-based prognosis when discussing  
whether or not to pursue adjuvant chemotherapy for early-stage breast cancer 

in older patients.  



Limitations of “Database” Studies 

• Heavy reliance on patients who had been 
enrolled on clinical trials. 
 

• Full profile of health and morbidity sometimes 
lacking. 
 

• Sometimes no age-based comparison. 



CONCLUSIONS 

• Older patients are underrepresented on cancer 
clinical trials. 
 

• Specific research initiatives – designing trials for 
older patients and relying on data bases  -- will 
help us better under issues these patients face. 
 

• Now is the time to study older cancer patients. 



 
The time is  

now for  
determining how  

best to  
treat  

older patients with  
cancer. 


	Cancer Clinical Trials in Older Adults: ��Lessons Learned
	Slide Number 2
	Slide Number 3
	Older Patients are Under-represented in FDA Registration Trials �And Worst in Patients >/= 75 Years of Age �(graph courtesy of Harpreet Singh, M.D. from the FDA)
	Accrual of Older Patients to NCI-Funded, Cooperative Group Trials is Poor and Not Improving
	The Alliance Experience in Breast Cancer:  Accrual of Older Patients is Poor -- with the Exception of Trials Designed for Older Patients
	Slide Number 7
	Adverse Events Tend to Be Worse in Older Patients Even with Chemotherapy �(Jatoi, et al, 2010)
	Adverse Events Tend to Be Worse in Older Patients Even with Radiation (Schild et al, 2005)
	Adverse Events Tend to Be Worse in Older Patients Even with �Novel Agents ��(Tallarico, et al, 2016)��
	Slide Number 11
	Do these differences have consequences?
	Slide Number 13
	Slide Number 14
	Slide Number 15
	Slide Number 16
	Slide Number 17
	Motor neuropathy increases fall risk….�(Gewandter JS, et al. 2013  University of Rochester CCOP).
	Slide Number 19
	Strategies to Improve Accrual �(Alliance Survey  with Responses from 1,146 Members)
	Slide Number 21
	Should the answer just be,�“Enroll more older patients on trials”?
	Slide Number 23
	Slide Number 24
	Slide Number 25
	Should the answer just be,�“Enroll more older patients on trials”?��Or maybe the answer should be,�“Design more trials to for older patients.”
	Slide Number 27
	Comments on Trials Designed for Older Patients
	Slide Number 29
	Slide Number 30
	Slide Number 31
	Slide Number 32
	Slide Number 33
	Slide Number 34
	Slide Number 35
	Slide Number 36
	Slide Number 37
	Should the answer just be,�“Enroll more older patients on trials”?��Or maybe the answer should be,�“Make use of the data we have on older patients.”
	Slide Number 39
	Slide Number 40
	Slide Number 41
	Slide Number 42
	Slide Number 43
	Limitations of “Database” Studies
	CONCLUSIONS
	�The time is �now for �determining how �best to �treat �older patients with �cancer.

