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Who are “elderly” patients?

• Definition

• 65: American Society of Clinical Oncology

• 70:  International Society of Geriatric Oncology 

• Importance of assessment of functional status

• Chronological age is less important

• Geriatric assessment

• Not standardized

• Provides challenge in interpreting trial or research results

• SEER-Medicare study

• 57% of patients age >85 only received palliative care or no 
treatment

Diamond A et al. ASH. 2022
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How can we assess/define frailty?

• FIL study

• “Simplified” Geriatric Assessment

• Prospective cohort

• 1,163 patients with age ≥65

• Significantly correlates with OS
• 3-year OS

• Fit: 75%

• Unfit: 58%

• Frail: 43%

• Can be used as an eligibility criteria (cumbersome…)

Merli F et al. J Clin Oncol. 2021;39(11):1214-1222
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There is unmet need for older patients 

• PFS from R- mini-CHOP is not adequate: 2-yr 47%

• Only 72% received the full intended 6 cycles

• 12 deaths, 8% grade 5 toxicity

• Unmet need to improve outcome

• Can we get rid of chemotherapy?

Peyrade F et al. Lancet Oncol. 2011; 12(5):460-8
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R2 + miniCHOP: LYSA study

• 249 patients 

• R-miniCHOP (127) vs R2-miniCHOP (122)

• 15% patients stage I/II

• CR/uCR 53% vs 58%

• 2-year PFS

• 56.2% in the R-miniCHOP

• 54.8% in the R2-miniCHOP

• 15 deaths attributed to Treatment (6%)

• No improvement

Oberic L F et al. J Clin Oncol. 2021; 39(11):1203-1213



Ibrutinib + R-miniCHOP: Australian study 

• Single arm 79 patients 

• Age ≥75 are eligible, median age 82 (75-95)

• IPI high in 63%

• ORR 76%, CR rate 70%

• 2-year endpoint

• PFS: 60% (significant from 47% ref)

• OS: 68% (not significant from 59% ref)

• 5 deaths attributed to Treatment (7%)

• 12 other not reported

• Worked but toxic (and made trial negative)
Verner E et al. Blood Adv. 2024



MDACC 1L trial for unfit/frail patients

• Hypothesis
• Epcoritamab in combination with R-miniCVP is tolerable and 

efficacious in frail patients with DLBCL



Non-anthracycline 1L treatment: R-GCVP

• 61 patients

• Median age: 76.5 (52-90)

• Not older patients focused

• Mainly eligible due to cardiac reason

• ORR: 61%, CR rate: 29% (non PET)

• 2-year outcomes

• PFS: 50%

• OS: 56%

• Only 52% received full cycles

Fields PA et al. J Clin Oncol. 2014;32(4):282-7



Non-anthracycline 1L treatment: BR

• 49 patients

• Dose of Bendamustine, 90mg/m2

• Median age: 81 (71-89)

• ORR: 62%, CR rate: 53% (non PET)

• 2-year outcomes

• PFS: 38%

• OS: 51%

• Only 52% received full cycles

• 13 (29%) primary refractory

Storti S et al. Haematologica. 2018;103(8):1345-1350



Non-anthracycline 1L treatment: R2 (or ReRi)

• 65 patients

• 6 cycles induction (20mg) and 6 cycles maintenance (10mg)

• Median age: 83 (70-91)

• ORR: 51%, CR rate: 28% 

• 2-year outcomes

• PFS: 41%

• OS: 48%

• 34% completed 1 year treatment

• Treatment delay was common, 42%

Gini G et al. Blood. 2023;142(17):1438-1447
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BTK + lenalidomide + rituximab

BTK was Zanubrutinib or orelabrutinib

Jiang et al, ASH 2022



Non-anthracycline 1L treatment: 
mosunetuzumab
• 54 patients

• Mosun 8 cycles (17 if PR or SD)

• 30mg, not 45mg

• Median age: 83 (65-100)

• ORR: 56%, CR rate: 43% 

• 1-year outcomes

• PFS: 38%

• OS: 75%

• No grade 3 CRS, 7% grade 2

• Does not work for DHL, bulky disease
Olszewski A et al. ASH. 2022
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Polatuzumab + Zanubrutinb + Rituximab

Ren et al, EHA 2024



LOTIS-9 Design

Cohort A: 
unfita patients

Target Enrollment, 
n=40
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Lonca-R: 

Lonca IV Q3W 150 μg/kg for 
cycles 1 and 2, then 75 μg/kg for 

subsequent cycles 
+

Rituximab:
375 mg/m2 on day 1 of each cyclec

Lonca-R: 21-day cycle × 1 cycled Patients will be followed for up to 5 years

Cohort B: 
frailb or patients with 
≥1 cardiac comorbidity

Target Enrollment, 
n=40

Lonca-R: 21-day cycle × 1 cycled

KEY SECONDARY ENDPOINTS

• ORR (2014 Lugano classification), 2-year PFS, 
DOR, 3-year OS, safety, HRQoL, PK parameters

PRIMARY ENDPOINTS

• Cohort A: CR rate

• Cohort B: CR rate, tolerability

aDefined by the sGA as ≥80 years of age, an ADL score of 6, an IADL score of 8, and for CIRS-G; no score of 3-4 and <5 scores of 2 based on the FIL tool. bDefined by the 
sGA as ≥80 years of age, an ADL score of <6, an IADL score of <8, and for CIRS-G: ≥1 score of 3-4 and ≥5 scores of 2 based on the FIL tool. cA subcutaneous formulation of 
rituximab may be used at a flat dose of 1400 mg, starting from cycle 2. dDoses as per cycle 3.

Lonca-R: 21-day cycle × 3 cyclesd

Lonca-R: 21-day cycle × 3 cyclesd

Lonca-R: 
Lonca IV Q3W 150 μg/kg for 

cycles 1 and 2, then 75 μg/kg for 
subsequent cycles 

+
Rituximab:

375 mg/m2 on day 1 of each cyclec
PR/SD

CR

Westin et al, EHA 2022



Conclusion

• Elderly patients are a challenging population to manage a potentially 

fatal but treatable disease

• Dose reduced chemotherapy may help some, but is not optimal 

especially with high IPI

• Adding targeted therapy to RCHOP continues to underwhelm

• Novel Novel combinations are promising but not approved

• Toxicities are difficult to attribute – to drug or to age



Thank you!

Obrigado!

Jason Westin, MD MS FACP FASCO
Jwestin@mdanderson.org
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