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INTRODUCTION

Diffuse large B-cell lymphoma (DLBCL) primarily affects older 
individuals, with approximately 43% of new diagnoses and 
62% of deaths occurring in those aged 65 years or older [1]. 
Although age-related functional decline and comorbidities 
are highly heterogeneous and associated with treatment 
outcomes in DLBCL [2-8], they are usually under-recognized 
in clinical practice. Comprehensive geriatric assessment is 
used in older patients with cancer to evaluate physical func-
tioning, psychological health, level of comorbidities, and 
social well-being and can detect frail individuals who are 
not usually captured in routine assessment [9-11]. However, 
comprehensive geriatric assessment is not widely accepted 
for patients with DLBCL because it is time-consuming and 
has not been validated as a treatment guide. Thus, an ap-
propriate risk stratification model based on optimal geriatric 
assessment tools need to be established. Recently, the Ital-
ian lymphoma group classified older patients (≥ 65 yr) with 
DLBCL into three categories (fit, unfit, and frail) using three 
simplified geriatric assessment tools, Activities of Daily Living 
(ADL), Instrumental Activities of Daily Living (IADL), and the 
Cumulative Illness Rating Scale for Geriatrics, and age and 
validated them in an external cohort [12]. However, since 
that study, no prospective study on patients with DLBCL has 

reported the prognostic impact of these simplified geriatric 
assessment tools on treatment outcomes.

Several retrospective studies have attempted to address 
the impact of dose intensity of rituximab plus cyclophospha-
mide, doxorubicin (in particular), vincristine, and prednisone 
(R-CHOP) in older patients with DLBCL [5,13-17]. Despite 
the heterogeneity in the study population and in the defini-
tion and calculation of dose intensity, there is considerable 
agreement that maintaining a standard dose intensity of 
R-CHOP is of importance even in older patients with DLBCL 
[17]. However, this agreement gradually diminishes with in-
creasing age, particularly in patients aged 80 years or older. 
Most retrospective studies have shown no significant asso-
ciation between dose intensity and survival in very older pa-
tients [5,13-16]. One study [18] even reported that a doxo-
rubicin dose intensity ≥ 85% was associated with worse 
outcomes compared with dose intensity < 85%. This is ex-
plained by increased treatment-related toxicities and early 
mortality associated with higher dose intensities in patients 
with advanced age [18]. Given that pretreatment geriatric 
assessment can predict treatment-related toxicities in old-
er patients with DLBCL [2-5,12,19,20], it would be worth-
while to evaluate the impact of geriatric assessment-defined 
non-fitness on doxorubicin dose intensity and toxicities in 
older patients with DLBCL. To date, no study has prospec-
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tively evaluated the impact of non-fitness on the relative 
doxorubicin dose intensity (RDDI), toxicity, and survival out-
comes. Therefore, this GERIAD study aimed to develop a risk 
model based on a simplified geriatric assessment and other 
geriatric variables to predict event-free survival (EFS) in older 
patients with DLBCL and to evaluate the impact of geriatric 
non-fitness defined by the established risk model on RDDI, 
treatment-related toxicities, and survival outcomes.

METHODS

Study design and patients
This prospective multicenter observational cohort study 
included older patients with newly diagnosed DLBCL who 
underwent curative-intent chemoimmunotherapy at 13 in-
stitutions of the Korean Society of Hematology Lymphoma 
Working Party. Eligible patients had a histologic diagnosis 
of DLBCL, were 65 years or older, and intended to undergo 
treatment with the R-CHOP regimen. Patients with other 
histologies, including high-grade lymphoma, follicular lym-
phoma grade 3b, or primary central nervous system DLB-
CL were excluded. Additionally, patients with a history of 
indolent lymphoma or other malignancies requiring active 
treatment were also excluded. Demographics and baseline 
clinical, pathological, and laboratory data were collected 
using study-specific case record forms. Performance sta-
tus was assessed using the Eastern Cooperative Oncology 
Group performance status, and the age-adjusted Interna-
tional Prognostic Index (aaIPI) was used to determine prog-
nosis using baseline clinical variables.

Patients received the standard R-CHOP regimen (ritux-
imab 375 mg/m2 intravenously [IV], cyclophosphamide 750 
mg/m2 IV, doxorubicin 50 mg/m2 IV, and vincristine 1.4 mg/
m2 [maximum 2.0 mg] IV, all administered on day 1; and 
prednisone 100 mg orally administered on days 1–5) ev-
ery 21 days for 6–8 cycles. However, the actual dose and 
interval of R-CHOP therapy were left to the discretion of 
treating physician and were not based on the results of the 
geriatric assessment. All patients received primary prophy-
laxis with pegylated granulocyte-colony stimulating factor 
and prophylactic trimethoprim-sulfamethoxazole once daily 
throughout treatment.

The study protocol was approved by the Institutional Re-
view Board of each participating center (Chonnam National 
University Hwasun Hospital, CNUHH-2015-154; Jeonbuk 

National University Hospital, CUH-2015-08-007) and con-
ducted in accordance with the Declaration of Helsinki. All 
patients provided written informed consent before enroll-
ment, and the study was registered at www.clinicaltrials.gov 
(#NCT02555267 and #NCT03211702).

Assessment and endpoints
Geriatric assessment was performed by trained study staff 
prior to administering R-CHOP therapy using three tools: the 
modified Korean version of the Katz ADL [21], Lawton IADL 
[21], and Charlson’s Comorbidity Index (CCI) [22] (Supple-
mentary Table 1, 2). The ADL and IADL scales assessed sev-
en items of basic self-care activities and 10 items regard-
ing household work and independence status, respectively 
(Supplementary Table 1), and were determined by the total 
number of items performed independently. The CCI was 
calculated by summing the scores based on comorbidities 
and their severity. Comorbidities, such as leukemia (acute 
or chronic), metastatic solid tumor, and other lymphoma, 
were not considered as they were excluded from this study 
(Supplementary Table 2).

The primary endpoint was EFS, which was calculated 
from the date of inclusion to the date of disease progres-
sion, relapse from complete responders, unplanned chang-
es in therapy during treatment, death from any cause, or 
last follow-up, as appropriate. The secondary endpoints 
were progression-free survival (PFS), calculated from the 
date of inclusion to the date of progression, relapse, death 
from any cause, or last follow-up, and overall survival (OS), 
which was measured from the date of inclusion to the date 
of death from any cause or last follow-up. The dose inten-
sity of doxorubicin was calculated by dividing the total dose 
of doxorubicin administered by the number of weeks of 
treatment. The RDDI was then determined by dividing the 
received dose intensity by the projected dose intensity of 
doxorubicin. 

All patients underwent baseline, mid-treatment (after 
three cycles of R-CHOP), and post-treatment response as-
sessments, using the Lugano criteria [23,24]. Patients were 
followed up every 3 months for the first 2 years after treat-
ment, then every 4 months for the third year, and every 
6 months thereafter. Adverse events (AEs) were evaluated 
using the NCI-CTCAE version 4.03, from study enrollment 
to 4 weeks after the last R-CHOP therapy.
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Statistical analysis
The Kaplan–Meier method was used to estimate EFS, PFS, 
and OS, and comparisons between categorical variables 
were performed using the log-rank test. To develop a geri-
atric risk model based on geriatric variables, we performed 
univariable analysis to evaluate the association between 
EFS and different baseline variables. To define the cate-
gorization of continuous clinical and geriatric assessment 
variables, two different methods, X-tile analysis [25] and re-
ceiver operating characteristic (ROC) analysis, were used to 
determine the best cutoff values of these variables for event 
prediction. Clinical variables with p < 0.05 in the univariable 
analysis were included in the multivariable analysis using the 
Cox proportional hazard regression model. Covariates that 
remained significant after multivariable adjustment were se-
lected to build a geriatric model by summing the products of 
indicator variables (encoded as 0 for reference and 1 if a risk 
factor was present) multiplied by their respective beta coef-
ficients (natural logarithm of the HR) from the multivariable 
Cox regression model. To define categorical risk groups (i.e., 
fit, intermediate-fit, and frail), tertiles were defined within 
the distribution of geriatric scores. The predictive ability of 
the geriatric model was compared to models relying on indi-
vidual geriatric variables or combinations using the concor-
dance index (C-index) [26]. Descriptive statistics were report-
ed as percentages for categorical variables and as medians 
and interquartile ranges (IQRs) for continuous variables. All 

Table 1. Clinical characteristics of the enrolled patients

Characteristic Total (n = 249)

Age, yr 74 (65–88)

65–70 74 (29.7)

70–80 141 (56.6)

> 80 34 (13.7)

Sex

Male 124 (49.8)

Female 125 (50.2)

Ann Arbor stage 

I–II 109 (43.8)

III–IV 140 (56.2)

ECOG PS

0–1 195 (78.3)

2–4 54 (21.7)

Serum LDH level

Normal 103 (41.0)

Elevated 147 (59.0)

B symptoms

Absence 203 (81.5)

Presence 46 (18.5)

Bulky (> 10 cm) mass

No 227 (91.2)

Yes 22 (8.8)

Extranodal disease

≤ 1 179 (71.9)

> 1 70 (28.1)

Age-adjusted IPI

Low 65 (24.9)

Low-intermediate 68 (27.3)

High-intermediate 84 (33.7)

High 35 (14.1)

BM involvement

No 208 (33.5)

Yes 41 (16.5)

Hemoglobin level, g/dL 11.6 (7.0–15.7)

≥ 12 111 (44.6)

< 12 138 (55.4)

Serum albumin level, g/dL 3.7 (1.6–5.0) 

≥ 3.5 170 (68.3)

< 3.5 79 (31.7)

ADLa) 7 (4–7)

≥ 5 179 (71.9)

< 5 70 (28.1)

Characteristic Total (n = 249)

IADLa) 10 (5–10)

≥ 7 165 (66.3)

< 7 84 (33.7)

CCI 0 (0–1)

< 2 204 (81.9)

≥ 2 45 (18.1)

Follow-up duration, mo 41.7 (34.6–49.2)

Values are presented as median (interquartile range) or num-
ber (%).
ECOG PS, Eastern Cooperative Oncology Group performance 
status; LDH, lactate dehydrogenase; IPI, International Prognos-
tic Index; BM, bone marrow; ADL, Activities of Daily Living; 
IADL, Instrumental Activities of Daily Living; CCI, Charlson’s 
Comorbidity Index.
a)Total number of items doing independently.

Table 1. Continued
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statistical analyses were performed using R version 4.0 (the 
R Foundation for Statistical Computing, Vienna, Austria at 
https://www.r-project.org) and X-tile 3.6.1 software (Yale 
University, New Haven, CT, USA) [25].

RESULTS

Patient characteristics and geriatric  
assessment
Between September 2015 and April 2018, a total of 264 pa-
tients were screened, 15 of whom were ineligible for inclu-
sion in the cohort (Supplementary Fig. 1). Therefore, a total 

of 249 patients were enrolled in this study. The median age 
was 74 years (range, 65–88 yr), 34 patients (13.7%) were  
> 80 years old, and 125 (50.2%) were female. The baseline 
demographic information and disease characteristics are 
shown in Table 1.

Geriatric assessment and survival outcomes
Of the 249 patients, 191 (76.7%) completed the planned 
R-CHOP treatment. Treatment was discontinued because of 
toxicities in most patients who did not complete the planned 
treatment (74.1%) (Supplementary Table 3). With a median  
follow-up of 41.7 months (IQR, 34.6–49.2 mo), 116 patients 
died during treatment or follow-up, 72 of whom died be-
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  0 10 20 30 40 50 60
     Time (months)
No. at risk
 ADL ≥ 5 179 140 114 91 41 10 2
 ADL < 5 70 30 17 12 0 0 0

  0 10 20 30 40 50 60
     Time (months)
No. at risk
 Fit 162 130 107 86 39 10 2
 Intermediate-fit 25 13 11 8 2 0 0
 Frail 62 27 13 9 0 0 0

  0 10 20 30 40 50 60
     Time (months)
No. at risk
 Fit 162 132 109 87 40 10 2
 Intermediate-fit 25 16 13 9 3 0 0
 Frail 62 30 14 10 1 0 0

  0 10 20 30 40 50 60
     Time (months)
No. at risk
 Fit 162 143 126 97 47 12 3
 Intermediate-fit 25 19 15 11 3 0 0
 Frail 62 35 22 12 2 0 0

  0 10 20 30 40 50 60
     Time (months)
No. at risk
 CCI < 2 204 144 114 93 37 7 2
 CCI ≥ 2 45 26 17 10 4 3 0

  0 10 20 30 40 50 60
     Time (months)
No. at risk
 IADL ≥ 7 163 130 107 86 39 10 2
 IADL < 7 86 40 24 17 2 0 0

A

D

B

E

C

F

HR 95% CI Log-rank p
ADL ≥ 5 1
ADL < 5 3.38 2.37–4.82 < 0.001

HR 95% CI Log-rank p
Fit 1

Intermediate-fit 2.61 1.52–4.49 < 0.001
Frail 4.61 3.15–6.75 < 0.001

HR 95% CI Log-rank p
Fit 1

Intermediate-fit 2.11 1.19–3.74 0.010
Frail 4.57 3.11–6.72 < 0.001

HR 95% CI Log-rank p
Fit 1

Intermediate-fit 2.16 1.17–3.99 0.014
Frail 5.45 3.64–8.17 < 0.001

HR 95% CI Log-rank p
CCI < 2 1
CCI ≥ 2 1.95 1.32–2.89 0.001

HR 95% CI Log-rank p
IADL ≥ 7 1
IADL < 7 3.84 2.70–5.47 < 0.001

Figure 1. Survival analysis according to each simplified geriatric assessment tool and the established geriatric risk model. Event-free surviv-
al and (A) ADL, (B) IADL, and (C) CCI. (D) Event-free survival, (E) progression-free survival, and (F) overall survival based on the established 
geriatric risk model. ADL, Activities of Daily Living; IADL, Instrumental Activities of Daily Living; CCI, Charlson’s Comorbidity Index; HR, 
hazard ratio; CI, confidence interval. 
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cause of lymphoma progression, 18 related to therapy toxic-
ities, 9 deemed unrelated to toxicities or to disease progres-
sion, and 17 because of unknown causes. Eleven patients 
experienced disease progression but were still alive at the 
time of analysis. Additionally, nine patients had unplanned 
therapy changes during R-CHOP treatment (six to radiother-
apy, and three to systemic therapy with palliative intent); 
five of these patients had lymphoma progression and died. 
A total of 127 PFS and 131 EFS events were documented. 
The 2-year EFS, PFS, and OS were 53.5% (95% CI, 47.2–
59.8), 55.9% (95% CI, 49.6–62.1), and 63.9% (95% CI, 
57.8–70.0), respectively.

The median ADL and IADL scores were 7 (IQR, 4–7) and 
10 (IQR, 5–10), respectively. Frequently impaired activities 
in ADL were related to independence in bathing (42.9%), 
transferring (31.7%), and dressing (22.0%). Similarly, the 
most frequently impaired activities in IADL were transpor-
tation (45.7%), laundry (39.7%), and housework (38.5%). 
The median CCI score was 0 (IQR, 0–1), and the fre-
quent comorbidities were diabetes without complications 
(18.1%), mild liver disease (7.6%), and cerebrovascular dis-
ease (5.6%).

To identify subgroups of patients with different progno-
sis according to geriatric assessment results, we evaluated 
the prognostic value of each geriatric assessment tool. From 
the identical results of the X-tile software and ROC analysis, 
an ADL score of 5 (sensitivity 43.5%, specificity 89.8%), an 
IADL of 7 (sensitivity 54.2%, specificity 87.3%), and a CCI 
of 2 (sensitivity 36.0%, specificity 90.7%) were determined 
to be the best cutoffs for predicting EFS. Seventy patients 
(28.1%) had an ADL score < 5, 84 (33.7%) an IADL score 
< 7, and 45 (18.1%) a CCI ≥ 2. Patients with ADL score  
< 5, IADL score < 7, and CCI ≥ 2 had worse outcomes with 
2-year EFS of 24.3% (HR 3.38, 95% CI 2.37–4.82; p < 
0.001), 26.7% (HR 3.84, 2.70–5.47; p < 0.001), and 39.6% 
(HR 1.95, 1.32–2.89; p = 0.001) respectively, compared 
to 65.2%, 68.0%, and 56.6% for those with ADL score 
5–7, IADL score 7–10, and CCI 0–1, respectively (Fig. 1A-C). 
Hence, each geriatric assessment tool identified two distinct 
survival outcome subgroups.

Development of geriatric risk model
Based on the identification of subgroups with worse surviv-
al outcomes using each geriatric tool, we next investigat-
ed whether a geriatric risk model integrating geriatric and 
clinical variables could more accurately predict outcomes 

compared to each geriatric tool alone or in combination. In 
univariable analysis, all variables, except sex and bulky dis-
ease status, were significantly associated with EFS, PFS, and 
OS (Supplementary Table 4). In multivariable Cox propor-
tional hazard analysis, which included significant variables 
from the univariable analysis, geriatric variables (age, ADL 
and IADL scales, and CCI) and aaIPI were associated with 
EFS (Supplementary Table 5). To build a stricter geriatric 
risk model, the Cox model was re-fitted with only geriat-
ric variables (i.e., age, ADL and IADL scales, and CCI) and 
showed that all these variables were independent factors 
for EFS (Table 2). Thus, the final geriatric risk model included 
age, ADL and IADL scales, and CCI. The beta coefficients 
for each indicator variable were determined based on the 
final Cox model (Table 2), and the geriatric score was calcu-
lated for each group (Table 3). Finally, patients were strati-
fied into three groups according to their geriatric scores: fit  
(≤ 33rd percentile; n = 162, 65.1%), intermediate-fit (> 33rd 
percentile and ≤ 66th percentile; n = 25, 10.0%), and frail  
(> 66th percentile; n = 62, 24.9%), with 2-year EFS of 67.7% 
(HR 1), 44.0% (HR 2.61, 95% CI, 1.52–4.49; p < 0.001), and 
21.0% (HR 4.61, 95% CI 3.15–6.75; p < 0.001), respective-
ly (Fig. 1D). The established geriatric model demonstrated 

Table 2. Final Cox model for event-free survival

Covariates HR (95% CI) p value
Beta  

coefficienta)

Age, yr 0.014

≤ 70 1 0

70–80 1.55 (0.97–2.49) 0.438

> 80 2.44 (1.34–4.45) 0.891

ADL 0.025

≥ 5 1 0

< 5 1.89 (1.08–3.33) 0.636

IADL 0.003

≥ 7 1 0

< 7 2.36 (1.35–4.12) 0.858

CCI 0.027

< 2 1 0

≥ 2 1.59 (1.05–2.41) 0.463

HR, hazard ratio; CI, confidence interval; ADL, Activities of 
Daily Living; IADL, Instrumental Activities of Daily Living; CCI, 
Charlson’s Comorbidity Index.
a)The beta coefficient was calculated using the natural loga-
rithm of the HR from the final Cox model.

www.kjim.org


507

Yhim HY, et al. Geriatric risk model for older DLBCL

www.kjim.orghttps://doi.org/10.3904/kjim.2023.265

the highest predictive ability (C-index 0.7060) among the 
geriatric variables alone or in various combinations (Supple-
mentary Table 6) and was also strongly associated with PFS 
and OS (Fig. 1E, F).

RDDI and treatment-related toxicities accord-
ing to established geriatric risk model
To determine whether geriatric intermediate-fit or frail pa-
tients may benefit from standard dose-intensity therapy, we 
compared the RDDI, treatment-related toxicities, and surviv-
al outcomes of fit patients with those of intermediate-fit or 
frail patients. The median RDDI administered to all patients 
was 61.6% (IQR, 55.5–75.4), which was significantly higher 

in fit patients (66.2%; IQR, 56.8–79.7) compared to that 
in intermediate-fit or frail patients (60.0%; IQR, 51.1–70.0;  
p = 0.001). To define the optimal RDDI cutoff for predict-
ing EFS, two different approaches, X-tile and ROC analy-
ses, were performed. In the X-tile analysis, the best cutoff 
of RDDI for EFS was 60.2%, and ROC analysis identified 
a 64.6% RDDI as an optimal cutoff. Therefore, we chose 
a RDDI threshold of 62.4% (sensitivity 39.4%, specificity 
87.5%), corresponding to the mean of the cut-offs iden-
tified from the X-tile (60.2%) and ROC analysis (64.6%). A 
RDDI of 62.4% separated the study cohort into two groups 
of 133 patients with a RDDI < 62.4% (fit, n = 75; inter-
mediate-fit or frail, n = 58) and 116 patients with a RDDI  

Table 3. Risk stratification by geriatric scores in each potential risk group

Indicator variables Geriatric score 
calculated

Risk groups by tertiles
No. of patients 

allocatedAge, yr ADL IADL CCI

≤ 70 ≥ 5 ≥ 7 < 2 0.000 Fit 51

70–80 ≥ 5 ≥ 7 < 2 0.438 66

≤ 70 ≥ 5 ≥ 7 ≥ 2 0.463 6

≤ 70 < 5 ≥ 7 < 2 0.636 0

≤ 70 ≥ 5 < 7 < 2 0.858 2

> 80 ≥ 5 ≥ 7 < 2 0.891 17

70–80 ≥ 5 ≥ 7 ≥ 2 0.901 17

70–80 < 5 ≥ 7 < 2 1.074 3

≤ 70 < 5 ≥ 7 ≥ 2 1.099 Intermediate-fit 0

70–80 ≥ 5 < 7 < 2 1.296 10

≤ 70 ≥ 5 < 7 ≥ 2 1.321 2

> 80 ≥ 5 ≥ 7 ≥ 2 1.354 2

≤ 70 < 5 < 7 < 2 1.494 8

> 80 < 5 ≥ 7 < 2 1.527 1

70–80 < 5 ≥ 7 ≥ 2 1.537 0

> 80 ≥ 5 < 7 < 2 1.749 2

70–80 ≥ 5 < 7 ≥ 2 1.759 Frail 3

70–80 < 5 < 7 < 2 1.932 36

≤ 70 < 5 < 7 ≥ 2 1.957 5

> 80 < 5 ≥ 7 ≥ 2 1.990 0

> 80 ≥ 5 < 7 ≥ 2 2.212 1

> 80 < 5 < 7 < 2 2.385 8

70–80 < 5 < 7 ≥ 2 2.395 6

> 80 < 5 < 7 ≥ 2 2.848 3

ADL, Activities of Daily Living; IADL, Instrumental Activities of Daily Living; CCI, Charlson’s Comorbidity Index.
A linear predictor was calculated using the weighted sums of the indicator variables and their beta coefficients, and was catego-
rized into tertiles.
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  0 10 20 30 40 50 60
     Time (months)
No. at risk
 RDDI < 62.4% 58 30 21 15 2 0 0
 RDDI ≥ 62.4% 29 10 3 2 0 0 0

  0 10 20 30 40 50 60
     Time (months)
No. at risk
 RDDI < 62.4% 75 57 49 42 14 4 0
 RDDI ≥ 62.4% 87 73 58 44 25 6 2A B

HR 95% CI Log-rank p

RDDI < 62.4% 1
RDDI ≥ 62.4% 2.15 1.30–3.35 0.002

HR 95% CI Log-rank p

RDDI < 62.4% 1
RDDI ≥ 62.4% 0.94 0.56–1.56 0.810

Figure 2. Event-free survival according to RDDI administered. (A) Intermediate-fit or frail patients (n = 87) and (B) fit patients (n = 162). 
RDDI, relative doxorubicin dose intensity; HR, hazard ratio; CI, confidence interval.

Table 4. Hematologic and non-hematologic adverse events

Adverse events Fit (n = 162) Intermediate-fit/frail (n = 87) p value

Hematologic adverse events (grade ≥ 3)

Neutropenia 84 (52.2) 51 (58.6) 0.331

Anemia 23 (14.2) 19 (21.8) 0.125

Thrombocytopenia 38 (23.5) 26 (29.9) 0.268

Non-hematologic adverse events (grade ≥ 3)

Laboratory 31 (19.1) 21 (24.1) 0.355

Glucose elevated 28 19

AST, ALT, or gamma-GT elevated 2 3

Lipase elevated 2 1

Symptomatic 45 (27.8) 55 (63.2) < 0.001

Febrile neutropenia 29 25

Fatigue 7 19

Lung infection 2 10

Nausea/vomiting/mucositis 4 10

Autonomic/sensory neuropathy 3 3

Sepsis 2 1

Other viral infection 1 0

Othersa) 2 3

Values are presented as number (%).
AST, aspartate aminotransferase; ALT, alanine aminotransferase; gamma-GT, gamma-glutamyl transferase.
a)Included 2 pulmonary embolism, 1 myocardial infarct, 1 atrial flutter, and 1 pelvic bone fracture.
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≥ 62.4% (fit, n = 87; intermediate-fit or frail, n = 29). In 87 
patients of the intermediate-fit or frail group, patients with 
RDDI ≥ 62.4% had significantly worse EFS (2-year, 10.3% vs. 
36.2%; HR 2.15, 95% CI 1.30–3.53; p = 0.002), PFS (2-year, 
13.8% vs. 41.1%; HR 1.95, 95% CI 1.19–3.20; p = 0.007), 
and OS (2-year, 20.7% vs. 48.0%; HR 2.16, 95% CI 1.30–
3.59; p = 0.002) than those with RRDI < 62.4% (Fig. 2A,  
Supplementary Fig. 2). However, in 162 fit patients, EFS  
(2-year, 66.4% vs. 69.5%; HR 0.94, 95% CI 0.56–1.56;  
p = 0.810), PFS (2-year, 67.5% vs. 70.8%; HR 0.96, 95% CI 
0.57–1.60; p = 0.884), and OS (2-year, 78.0% vs. 77.1%; 
HR 0.88, 95% CI 0.51–1.53; p = 0.661) did not differ sig-
nificantly between those with RDDI ≥ 62.4% and < 62.4%  
(Fig. 2B, Supplementary Fig. 2).

Grade ≥ 3 hematologic and non-hematologic AEs are list-
ed in Table 4. Grade ≥ 3 neutropenia, anemia, and throm-
bocytopenia were reported in 135 (54.2%), 42 (16.9%), 
and 64 (25.7%) patients, respectively. The risk of grade  
≥ 3 hematologic AEs was not significantly higher in interme-
diate-fit or frail patients than in fit ones (Table 4). Similarly, 
laboratory non-hematologic AEs (grade ≥ 3) were docu-
mented in 52 (20.9%) patients, where the most common 
abnormality was transient hyperglycemia during steroid 
therapy, but the risk of these AEs did not differ significantly 
according to geriatric risk groups (Table 4). However, the 
risk of grade ≥ 3 symptomatic non-hematologic AEs, such as 
febrile neutropenia, fatigue, and lung infection significantly 
increased in intermediate-fit or frail patients compared to 
that in fit patients (63.2% vs. 27.8%, p < 0.001; Table 4). 
Consequently, the rates of early treatment discontinuation 
due to therapy-related AEs were significantly higher in in-
termediate-fit or frail patients compared to those in fit pa-
tients (30 [34.5%] vs. 13 [8.0%]; p < 0.001). Notably, the 
risk of treatment discontinuation due to toxicities was 1.9% 
in fit and 14.9% in intermediate-fit or frail patients in the 
first cycle, and 6.2% in fit and 29.9% in intermediate-fit 
or frail patients by the third cycle, which was significantly 
higher in intermediate-fit or frail patients (p < 0.001). Taken 
together, we established a geriatric risk model integrating 
age, ADL and IADL scales, and CCI score which showed bet-
ter predictive power than each geriatric variable alone or in 
combination. Our geriatric risk model identified a vulnerable 
older patient subset at high risk of non-hematologic toxici-
ties, early treatment discontinuation, and mortality follow-
ing R-CHOP therapy.

DISCUSSION

This prospective study demonstrated that a geriatric risk 
model integrating age, functional status, and comorbidi-
ties can predict survival outcomes, therapy-related toxic ef-
fects, and is useful in determining the feasibility of standard 
dose-intensity R-CHOP therapy. Older non-fit patients had 
an increased risk of disease progression, death, symptomatic 
non-hematologic AEs, and early treatment discontinuation, 
regardless of aaIPI, which were consistent with previous re-
ports [2-5,12,19,20]. Notably, a higher RDDI was associat-
ed with adverse outcomes in older, non-fit patients. These 
findings indicated that geriatric fitness itself is a relevant sur-
rogate marker for long-term outcomes in DLBCL, and thus 
novel treatment strategies for non-fit patients need to be 
explored in this highly vulnerable patient subgroup.

Although evidence-based treatment guidance could not 
be offered from this study because the choice of regimen 
and dose intensity was not based on geriatric assessment and 
was left to the discretion of the treating physician, our data 
provides relevant information on geriatric assessment-based 
treatment approaches in older patients with DLBCL. Given 
the acceptable rates of non-hematologic toxicities and early 
treatment discontinuation among fit patients in the pres-
ent study, these patients may be candidates for a standard 
dose-intensity chemoimmunotherapy approach, which is 
consistent with previous data [27,28]. By contrast, the main 
cause of early treatment discontinuation in intermediate-fit 
or frail patients in our study cohort was treatment-related 
toxicities (34.5%). Most toxicities associated with treatment 
discontinuation were grade ≥ 3 non-hematologic toxicities 
such as febrile neutropenia, fatigue, and lung infection, 
which was in line with previous studies [17,20,29]. These 
data indicated that reducing treatment-related toxic effects 
may be a reasonable approach for improving short-term 
outcomes in older, non-fit patients. In this study, intermedi-
ate-fit or frail patients with an attenuated RDDI (< 62.4%) 
had better survival outcomes than those with higher RDDI 
(≥ 62.4%), suggesting the feasibility of dose-attenuated 
chemoimmunotherapy strategy in older non-fit patients. 
This idea was further supported by observations from two 
previous phase 2 trials evaluating the efficacy and safety of 
R-miniCHOP [30] and ofatumumab-miniCHOP [31] in pa-
tients older than 80 years that reported 2-year OS rates of 
59% and 65%, respectively, with acceptable toxicity pro-
files. However, although these results suggest the feasibil-
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ity of a dose-attenuated chemoimmunotherapy strategy in 
older non-fit patients, reducing treatment-related toxicities 
without compromising therapy efficacy remains a challeng-
ing issue. Other data suggest that reducing treatment-re-
lated toxicities using anthracycline-free chemoimmuno-
therapy may compromise therapeutic efficacy and result in 
inferior outcomes in older non-fit patients [12-14,16,19]. 
Furthermore, although non-fit patients with an attenuat-
ed RDDI showed superior survival outcomes to those with 
higher RDDI in our study, it was slightly disappointing that 
the 2-year EFS of patients with attenuated RDDI was only 
36.2%, indicating that there is a still considerable room for 
improvement in this highly selected population. Currently, 
new treatment strategies incorporating novel agents, such 
as bispecific antibodies, are being actively investigated in 
older/unfit patients with DLBCL, and early clinical data have 
shown promising results [32]. Thus, future randomized trials 
incorporating these novel strategies in older non-fit patients 
will offer optimal treatment options for this highly vulner-
able patient subgroup. Our geriatric risk model might be 
beneficial in determining the patients most likely to benefit 
from such a novel approach.

This study has several limitations. First, an independent 
validation cohort was absent because a simplified geriat-
ric assessment using the three tools was not yet routinely 
evaluated in Korea. In addition, the number of patients was 
based on the potential number of patients we were able to 
feasibly enroll rather than on statistical calculations, owing 
to the absence of data regarding simplified geriatric assess-
ment in older patients with DLBCL at the time of the study 
design. Thus, unfortunately, sample size was inadequate 
for internal validation. Second, as the number of patients 
was quite small in the intermediate-fit group (n = 25), these 
patients were not exclusively analyzed but were combined 
with the frail group, which might be another limitation. 
Finally, we only considered baseline functional status and 
did not evaluate dynamic changes in functional fitness over 
time after the initiation of R-CHOP therapy, which may have 
underestimated the actual proportion of non-fit patients.

In conclusion, this multicenter prospective cohort study 
establishes a geriatric risk model integrating age, ADL and 
IADL scales, and the CCI score that appropriately predicts 
the risk for treatment-related toxicity, early treatment dis-
continuation, and death in older patients with newly diag-
nosed DLBCL. Our geriatric model can assist in identifying 
potentially vulnerable older patients who may be candidates 

for new treatment strategies that incorporate novel drugs. 
Our geriatric risk model and the observed findings warrant 
further validation in a prospective study with a larger pop-
ulation.

KEY MESSAGE
1. Age-related functional decline and comorbidities 

affect survival in older patients with DLBCL.
2. A geriatric risk model based on age, ADL and IADL 

scales, and CCI identified vulnerable older patients 
at high risk of chemotherapy-induced toxicities and 
death.

REFERENCES

1. Lee H, Park HJ, Park EH, et al. Nationwide statistical analysis of 

lymphoid malignancies in Korea. Cancer Res Treat 2018;50: 

222-238.

2. Tucci A, Ferrari S, Bottelli C, Borlenghi E, Drera M, Rossi G. A 

comprehensive geriatric assessment is more effective than clin-

ical judgment to identify elderly diffuse large cell lymphoma 

patients who benefit from aggressive therapy. Cancer 2009; 

115:4547-4553.

3. Olivieri A, Gini G, Bocci C, et al. Tailored therapy in an unse-

lected population of 91 elderly patients with DLBCL prospec-

tively evaluated using a simplified CGA. Oncologist 2012;17: 

663-672.

4. Spina M, Balzarotti M, Uziel L, et al. Modulated chemothera-

py according to modified comprehensive geriatric assessment 

in 100 consecutive elderly patients with diffuse large B-cell 

lymphoma. Oncologist 2012;17:838-846.

5. Tucci A, Martelli M, Rigacci L, et al. Comprehensive geriatric 

assessment is an essential tool to support treatment deci-

sions in elderly patients with diffuse large B-cell lymphoma: 

a prospective multicenter evaluation in 173 patients by the 

Lymphoma Italian Foundation (FIL). Leuk Lymphoma 2015;56: 

921-926.

6. Liu H, Zhang CL, Feng R, Li JT, Tian Y, Wang T. Validation and 

refinement of the age, comorbidities, and albumin index in el-

derly patients with diffuse large B-cell lymphoma: an effective 

tool for comprehensive geriatric assessment. Oncologist 2018; 

23:722-729.

7. Wieringa A, Boslooper K, Hoogendoorn M, et al. Comor-

www.kjim.org


511

Yhim HY, et al. Geriatric risk model for older DLBCL

www.kjim.orghttps://doi.org/10.3904/kjim.2023.265

bidity is an independent prognostic factor in patients with 

advanced-stage diffuse large B-cell lymphoma treated with 

R-CHOP: a population-based cohort study. Br J Haematol 

2014;165:489-496.

8. Kobayashi Y, Miura K, Hojo A, et al. Charlson Comorbidity 

Index is an independent prognostic factor among elderly pa-

tients with diffuse large B-cell lymphoma. J Cancer Res Clin 

Oncol 2011;137:1079-1084.

9. DuMontier C, Sedrak MS, Soo WK, et al. Arti Hurria and the 

progress in integrating the geriatric assessment into oncology: 

Young International Society of Geriatric Oncology review pa-

per. J Geriatr Oncol 2020;11:203-211.

10. Bang HJ, Shim HJ, Kim GR, et al. Geriatric functional assess-

ment for decision-making on adjuvant chemotherapy in older 

colon cancer patients. Korean J Intern Med 2022;37:660-672.

11. Choi JY, Kim KI. Assessing frailty using comprehensive geriat-

ric assessment in older patients with hematologic malignancy. 

Blood Res 2022;57(S1):1-5.

12. Merli F, Luminari S, Tucci A, et al. Simplified geriatric assess-

ment in older patients with diffuse large B-cell lymphoma: the 

prospective elderly project of the Fondazione Italiana Linfomi. 

J Clin Oncol 2021;39:1214-1222.

13. Eyre TA, Salisbury R, Eyre DW, Watson C, Collins GP, Hatton 

CS. Results of a large retrospective analysis of the effect of 

intended dose intensity of R-CHOP on outcome in a cohort of 

consecutive, unselected elderly patients with de novo diffuse 

large B cell lymphoma. Br J Haematol 2016;173:487-491.

14. Eyre TA, Martinez-Calle N, Hildyard C, et al. Impact of intended 

and relative dose intensity of R-CHOP in a large, consecutive 

cohort of elderly diffuse large B-cell lymphoma patients treat-

ed with curative intent: no difference in cumulative incidence 

of relapse comparing patients by age. J Intern Med 2019;285: 

681-692.

15. Vidal L, Lando S, Vaxman I, et al. The effect of R-CHOP dose 

reduction on overall survival of elderly patients with DLBCL - 

comparative study. Leuk Lymphoma 2018;59:904-910.

16. Juul MB, Jensen PH, Engberg H, et al. Treatment strategies 

and outcomes in diffuse large B-cell lymphoma among 1011 

patients aged 75 years or older: A Danish population-based 

cohort study. Eur J Cancer 2018;99:86-96.

17. Bataillard EJ, Cheah CY, Maurer MJ, Khurana A, Eyre TA, El-

Galaly TC. Impact of R-CHOP dose intensity on survival out-

comes in diffuse large B-cell lymphoma: a systematic review. 

Blood Adv 2021;5:2426-2437.

18. Carson KR, Riedell P, Lynch R, et al. Comparative effectiveness 

of anthracycline-containing chemotherapy in United States 

veterans age 80 and older with diffuse large B-cell lymphoma. 

J Geriatr Oncol 2015;6:211-218.

19. Isaksen KT, Mastroianni MA, Rinde M, et al. A simplified frailty 

score predicts survival and can aid treatment-intensity deci-

sions in older patients with DLBCL. Blood Adv 2021;5:4771-

4782.

20. Vijenthira A, Mozessohn L, Nagamuthu C, et al. Frailty in 

patients with newly diagnosed diffuse large B-cell lymphoma 

receiving curative-intent therapy: a population-based study. J 

Natl Compr Canc Netw 2022;20:635-642.e9.

21. Won CW, Yang KY, Rho YG, et al. The development of Korean 

Activities of Daily Living(K-ADL) and Korean Instrumental Activ-

ities of Daily Living(K-IADL) Scale. J Korean Geriatr Soc 2002;6: 

107-120.

22. Charlson ME, Pompei P, Ales KL, MacKenzie CR. A new meth-

od of classifying prognostic comorbidity in longitudinal stud-

ies: development and validation. J Chronic Dis 1987;40:373-

383.

23. Cheson BD, Fisher RI, Barrington SF, et al. Recommendations 

for initial evaluation, staging, and response assessment of 

Hodgkin and non-Hodgkin lymphoma: the Lugano classifica-

tion. J Clin Oncol 2014;32:3059-3068.

24. Yoo KH. Staging and response assessment of lymphoma: a 

brief review of the Lugano classification and the role of FDG-

PET/CT. Blood Res 2022;57(S1):75-78.

25. Camp RL, Dolled-Filhart M, Rimm DL. X-tile: a new bio-infor-

matics tool for biomarker assessment and outcome-based 

cut-point optimization. Clin Cancer Res 2004;10:7252-7259.

26. Harrell FE. Multivariable modeling strategies. In: Harrell FE, ed. 

Regression modeling strategies.Cham: Springer, 2015:63-102.

27. Coiffier B, Lepage E, Briere J, et al. CHOP chemotherapy plus 

rituximab compared with CHOP alone in elderly patients with 

diffuse large-B-cell lymphoma. N Engl J Med 2002;346:235-

242.

28. Pfreundschuh M, Schubert J, Ziepert M, et al. Six versus eight 

cycles of bi-weekly CHOP-14 with or without rituximab in 

elderly patients with aggressive CD20+ B-cell lymphomas: 

a randomised controlled trial (RICOVER-60). Lancet Oncol 

2008;9:105-116.

29. Kim YR, Kim SJ, Park Y, et al. Risk factors for neutropenic 

fever in non-Hodgkin’s lymphoma patients with primary gran-

ulocyte colony-stimulating factor prophylaxis. Korean J Intern 

Med 2021;36:1181-1189.

30. Peyrade F, Jardin F, Thieblemont C, et al. Attenuated immu-

nochemotherapy regimen (R-miniCHOP) in elderly patients 

older than 80 years with diffuse large B-cell lymphoma: a mul-

www.kjim.org


512 www.kjim.org

The Korean Journal of Internal Medicine Vol. 39, No. 3, May 2024

https://doi.org/10.3904/kjim.2023.265

ticentre, single-arm, phase 2 trial. Lancet Oncol 2011;12:460-

468.

31. Peyrade F, Bologna S, Delwail V, et al. Combination of ofa-

tumumab and reduced-dose CHOP for diffuse large B-cell 

lymphomas in patients aged 80 years or older: an open-label, 

multicentre, single-arm, phase 2 trial from the LYSA group. 

Lancet Haematol 2017;4:e46-e55.

32. Olszewski AJ, Avigdor A, Babu S, et al. Mosunetuzumab 

monotherapy continues to demonstrate promising efficacy 

and durable complete responses in elderly/unfit patients with 

previously untreated diffuse large B-cell lymphoma. Blood 

2022;140(Supplement 1):1778-1780.

Received : June 19, 2023
Accepted : November 27, 2023

Correspondence to
Deok-Hwan Yang, M.D., Ph.D.
Department of Internal Medicine, Chonnam National University 
Hwasun Hospital, Chonnam National University Medical School, 322 
Seoyang-ro, Hwasun-eup, Hwasun 58128, Korea
Tel: +82-61-379-7636, Fax: +82-61-379-7628
E-mail: drydh1685@hotmail.com
https://orcid.org/0000-0002-8167-8520

CRedit authorship contributions
Ho-Young Yhim: conceptualization, methodology, resources, investi-
gation, data curation, formal analysis, writing - original draft, writing 
- review & editing, project administration, funding acquisition; Yong 

Park: resources, investigation, data curation, writing - review & ed-
iting; Jeong-A Kim: resources, investigation, data curation, writing - 
review & editing; Ho-Jin Shin: resources, investigation, data curation, 
writing - review & editing; Young Rok Do: resources, investigation, 
data curation, writing - review & editing; Joon Ho Moon: resources, 
investigation, data curation, writing - review & editing; Min Kyoung 
Kim: resources, investigation, data curation, writing - review & edit-
ing; Won Sik Lee: resources, investigation, data curation, writing - re-
view & editing; Dae Sik Kim: resources, investigation, data curation, 
writing - review & editing; Myung-Won Lee: resources, investigation, 
data curation, writing - review & editing; Yoon Seok Choi: resources, 
investigation, data curation, writing - review & editing; Seong Hyun 
Jeong: resources, investigation, data curation, writing - review & ed-
iting; Kyoung Ha Kim: resources, investigation, data curation, writing 
- review & editing; Jinhang Kim: resources, investigation, data curation, 
writing - review & editing; Chang-Hoon Lee: resources, investigation, 
data curation, formal analysis, writing - review & editing; Ga-Young 
Song: resources, investigation, data curation, formal analysis, writing - 
review & editing; Deok-Hwan Yang: conceptualization, methodology, 
resources, investigation, data curation, formal analysis, writing - origi-
nal draft, writing - review & editing, Supervision, Funding acquisition; 
Jae-Yong Kwak: resources, investigation, data curation, writing - re-
view & editing, supervision

Conflicts of interest
The authors disclose no conflicts.

Funding
This study was supported by Fund of Biomedical Research Institute, 
Jeonbuk National University Hospital, the Korea Health Technology 
R&D Project through the Korea Health Industry Development Institute 
(KHIDI) funded by the Ministry of Health & Welfare, Republic of Ko-
rea Under Grand HR20C0021, and the Chonnam National University 
Hwasun Hospital Research Institute of Clinical Medicine under Grant 
HCRI22009.

www.kjim.org

