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High level of pre‑treatment 
C‑reactive protein to albumin 
ratio predicts inferior prognosis 
in diffuse large B‑cell lymphoma
Jongheon Jung1,6, Hyewon Lee1,2,6, Ja Yoon Heo3, Myung Hee Chang3, Eunyoung Lee1, 
Weon Seo Park4, Ju‑Hyun Park5 & Hyeon‑Seok Eom1*

The C-reactive protein-to-albumin ratio (CAR) has not been assessed in diffuse large B cell lymphoma 
(DLBCL, the most common non-Hodgkin lymphoma). This retrospective study evaluated the 
prognostic value of CAR in 186 DLBCL patients. A CAR value of 0.158 was selected as the most 
discriminative cut-off for identifying patients with high CAR values (73/141 patients, 51.8%). During 
a median follow-up of 32.5 months, the high CAR group had significantly poorer complete response 
to induction therapy (64.4% vs. 92.6%; p < 0.001), 3-year overall survival (OS) (68.3% vs. 96.2%; 
p < 0.0001), and 3-year progression-free survival (PFS) (53.5% vs. 88.0%; p < 0.0001). After adjusting 
for the International Prognostic Index components, a high CAR value independently predicted poor 
OS (HR: 6.02, 95% CI 1.19–30.38; p = 0.030) and PFS (HR: 3.62, 95% CI 1.40–9.36; p = 0.008). In an 
independent validation cohort (n = 50), patients with CAR > 0.158 also showed worse 3-year OS (47.9% 
vs. 87.2%, p = 0.0035) and 3-year PFS (36.1% vs. 82.1%, p = 0.0011). A high CAR remained significantly 
associated with poor outcomes for > 60-year-old patients (OS: p = 0.0038, PFS: p = 0.0015) and younger 
patients (OS: p = 0.0041, PFS: p = 0.0044). Among older patients, a high CAR value also predicted 
non-relapse mortality (p = 0.035). Therefore, the CAR might complement the International Prognostic 
Index in DLBCL cases.

Diffuse large B cell lymphoma (DLBCL) is the most common highly aggressive non-Hodgkin lymphoma1,2, and 
the initial treatment is often standard induction chemotherapy using rituximab, cyclophosphamide, doxorubicin, 
vincristine, and prednisone (R-CHOP)3. In addition, high-dose chemotherapy plus autologous hematopoietic 
stem cell transplantation (HSCT) has been frequently used for relatively young patients with relapsed or refrac-
tory DLBCL4. However, a large proportion of patients still die because of relapsed DLBCL5,6. Therefore, it is still 
important to predict the prognosis of patients with DLBCL.

The International Prognostic Index (IPI) is a useful prognostic marker for DLBCL, and some variants have 
been used to incorporate rituximab into standard chemotherapy as well as to consider more specific clinical 
factors, such as age, serum lactate dehydrogenase (LDH), and cancer stage7–9. Immunohistochemical markers, 
such as CD10, BCL6, and MUM1, have been used to clinically differentiate between the germinal centre B cell 
type (GCB) and non-GCB type, which revealed that the GCB type was associated with superior outcomes10. 
However, there is still a need for simple markers that can predict the prognosis of patients who experience relapse 
after remission or who fail to respond to immunochemotherapy.

Various markers related to the tumour microenvironment may be used in prognostication, including neu-
trophils, lymphocytes, platelets, serum globulin, ferritin, and serum free light chain (FLC)11–14. A common 
inflammatory marker is C-reactive protein (CRP), which may be clinically relevant in various malignancies15,16. 
Previous studies have also revealed that serum albumin can reflect the patient’s nutritional status and that 
hypoalbuminemia might indicate the presence of cancer-related inflammation17,18. Thus, the C-reactive protein-
to-albumin ratio (CAR) has been suggested as an easily accessible parameter that might facilitate prognostication 
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for various malignancies, including lung cancer, gastric cancer, and colorectal cancer19–21. However, the CAR has 
not been evaluated for haematological malignancies. Thus, the present study aimed to examine the prognostic 
value of the CAR and other laboratory biomarkers in DLBCL.

Patients and methods
Patients.  This retrospective study evaluated 186 patients with histologically diagnosed DLBCL who received 
R-CHOP between 2006 and 2018 at the National Cancer Center in Korea. The inclusion criteria were age 
of ≥ 20 years at the diagnosis, received at least one cycle of R-CHOP as induction therapy, and available baseline 
clinical and laboratory data from before the initial therapy. The exclusion criteria were age of < 20 years at the 
diagnosis, primary central nervous system DLBCL, received other induction therapy (including radiation treat-
ment or no chemotherapy), and immunodeficiency (including human immunodeficiency virus seropositivity). 
The medical records of the 186 patients were reviewed, and we ultimately identified 141 patients with baseline 
data for determining their CAR. Molecular subtypes were determined based on immunohistochemistry results 
according to the criteria of Hans et al.10. The initial responses to induction therapy were evaluated based on the 
Lugano classification, which classifies responses as complete response (CR), partial response (PR), stable disease 
(SD), and progressive disease (PD)22. The independent validation cohort included 50 patients who were treated 
with the identical regimen between 2015 and 2018 at the National Health Insurance Service Ilsan Hospital, 
Korea. The same inclusion/exclusion criteria and response evaluation were applied for that study.

Laboratory testing.  The pre-treatment CAR was determined using laboratory results from the day clos-
est to the start of the R-CHOP treatment (< 4 weeks). The CAR values were calculated as the serum CRP level 
(reference range: 0–0.30 mg/dL) divided by the serum albumin level (reference range: 3.3–5.2 g/dL). Serum 
globulin was measured based on the difference between the serum levels of protein and albumin (reference 
range: 2.2–3.4 g/dL), and the albumin-to-globulin ratio (AGR) was calculated as serum albumin divided by 
serum globulin. We also obtained data regarding serum ferritin levels (reference range: 16–400 ng/mL) and 
beta 2 microglobulin levels (reference range: 0.61–2.37 mg/L). All laboratory data had been obtained using the 
XE-2100 system (Sysmex, Kobe, Japan) at the National Cancer Center, Korea and at the National Health Insur-
ance Service Ilsan Hospital, Korea.

Statistical analysis.  Overall survival (OS) was calculated from the first day of induction therapy to death 
from any cause or the date of the last follow-up. Progression-free survival (PFS) was calculated from the start 
of induction therapy to the earliest instance of disease progression or death. Non-relapse mortality (NRM) was 
defined as the time from the start of induction therapy to death without relapse. To identify an appropriate cut-
off value for CAR in patients with DLBCL, we used one of Budczies et al.’s cut-off finder methods23; this identifies 
the optimal cut-off for the CAR value, at which the split results in the most significant log-rank test from survival 
analysis. To avoid any split with an extremely low or high CAR value, the method was employed under the con-
straint that either low or high CAR groups are assigned at least 20% of the total sample size. As a result, it was 
revealed that a CAR value of 0.158 was the most discriminative cut-off. The same method was used to identify 
appropriate cut-off values for the AGR, serum ferritin, and beta 2 microglobulin.

The high and low CAR groups were compared to identify differences in clinical characteristics and outcomes, 
including the response rate, OS, and PFS. Continuous variables were analysed using the two-sample t-test or the 
Mann–Whitney U test, depending on the result of the normality test. Categorical variables were analysed using 
the χ2 test or Fisher’s exact test, as appropriate. The survival analyses were performed using the Kaplan–Meier 
method and the log-rank test. Univariable and multivariable Cox proportional hazard models were used to evalu-
ate each variable’s prognostic value, and the results were reported as hazard ratios (HRs) and 95% confidence 
intervals (CIs). All statistical analyses were performed using R software (version 3.5.1; R Foundation for Statisti-
cal Computing, Vienna, Austria), and differences were considered significant at two-sided p-values of < 0.05.

Ethical approval.  The retrospective protocol was approved by the institutional review board (IRB) (National 
Cancer Center 2020-0110, National Health Insurance Service Ilsan Hospital 2020-04-020) and complied with 
the Declaration of Helsinki. Written informed consent was exempted from IRB because no intervention was 
involved due to the nature of the retrospective study.

Conference presentation.  The abstract was presented in the session for oral and poster abstracts at the 
60th annual American Society of Hematology meeting in 2018.

Results
Patient characteristics.  The 141 patients with data available to calculate their CAR (pre-treatment CRP 
and albumin values) were assigned to the high CAR group (73 patients, 51.8%) or the low CAR group (68 
patients, 48.2%). All patients had histologically confirmed DLBCL and received at least one cycle of induction 
R-CHOP therapy. The patients’ baseline characteristics are shown in Table 1. The high and low CAR groups had 
similar proportions of male sex (42 patients [57.5%] vs. 37 patients [54.4%]), and most patients in both groups 
were > 60 years old at the diagnosis, with no significant difference in the age distributions (p = 0.867). The high 
CAR group had a significantly higher proportion of patients with high IPI scores of 4–5 (21 patients [28.8%] vs. 6 
patients [8.8%]), and most of the IPI components were poorer in the high CAR group, with the exception of age 
of > 60 years. The characteristics of validation cohort are shown in Supplementary Table S1, in which 30 (60.0%) 
patients were classified as the high CAR group.
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Although 12 patients were excluded because of missing data regarding GCB status, the results revealed that 
the non-GCB type accounted for 56 cases (84.8%) in the high CAR group and 46 cases (73.0%) in the low CAR 
group. The high and low CAR groups both had a median of 6 cycles of induction chemotherapy (p = 0.395), 
although the high CAR group had significantly poorer CR to induction R-CHOP therapy (64.4% vs. 92.6%; 
p < 0.001). When we considered the overall response (CR + PR), the low CAR group had significantly better 
response to induction therapy (100% vs. 85.9%; p = 0.001). During the follow-up period, we identified 5 deaths 
in the low CAR group and 20 deaths in the high CAR group. Fifteen deaths were related to infectious diseases, 
such as pneumonia, neutropenic fever, and septic shock. Five deaths were related to disease progression, and 5 
deaths were related to other causes, such as brain haemorrhage, pneumoperitoneum, and liver failure. Among the 
116 surviving patients, 95 patients have been censored during follow-up at the time of analysis and 21 patients 
have been censored based on loss to follow-up.

Clinical outcomes according to the CAR​.  During a median follow-up of 32.5 months, the high CAR 
group had significantly poorer 3-year rates of OS (68.3% vs. 96.2%; p < 0.0001) and PFS (53.5% vs. 88.0%; 
p < 0.0001) (Fig.  1). In the univariable Cox analyses, high CAR values significantly predicted poor OS (HR: 
11.22, 95% CI 2.61–48.28; p = 0.001) and poor PFS (HR: 5.68, 95% CI 2.50–12.93; p < 0.001). In addition, most 
IPI components significantly predicted both OS and PFS, with the exception of > 1 extranodal lesions at the diag-
nosis (for OS, HR: 2.31, 95% CI 0.98–5.45, p = 0.055; for PFS, HR: 1.85, 95% CI 0.97–3.51, p = 0.061) (Table 2). 
In the analysis of the GCB subtype, patients with non-GCB revealed poorer tendencies for both OS and PFS, 
although these were not statistically significant. Patients who received more than 6 cycles of R-CHOP showed 
significantly worse PFS (HR: 1.97, 95% CI 1.03–3.76, p = 0.040) than patients treated with 6 cycles, However, 
we did not include the cycles of R-CHOP in multivariate analysis considering possible selection bias. After 
adjustment for age (> 60 years), stage (≥ III), LDH (> upper normal limit), Eastern Cooperative Oncology Group 

Table 1.   Clinical characteristics of patients with diffuse large B-cell lymphoma. Data are presented as 
number of patients (frequency) for categorical variables and as median [range] for continuous variables. CAR​ 
C-reactive protein-to-albumin ratio, ECOG PS Eastern Cooperative Oncology Group performance status, 
LDH lactate dehydrogenase, UNL upper normal limit, IPI International Prognostic Index, GCB germinal 
centre B-cell, R-CHOP rituximab, cyclophosphamide, doxorubicin, vincristine, and prednisone, CR complete 
response, PR partial response, SD stable disease, PD progressive disease. *High-CAR group vs. low-CAR group. 
† CR vs. others.

Total Low CAR (≤ 0.158) High CAR (> 0.158) P*

Number 141 68 (48.2%) 73 (51.8%)

Male sex 79 (56.0%) 37 (54.4%) 42 (57.5%) 0.737

Age > 60 years 74 (52.5%) 35 (51.5%) 39 (53.4%) 0.867

Stage > 2 79 (56.0%) 23 (33.8%) 56 (76.7%)  < 0.001

ECOG PS > 1 19 (13.5%) 3 (4.4%) 16 (21.9%) 0.003

LDH > UNL 90 (63.8%) 28 (41.2%) 62 (84.9%)  < 0.001

Extranodal > 1 49 (34.8%) 13 (19.1%) 36 (49.3%)  < 0.001

IPI  < 0.001

0 17 (12.1%) 13 (19.1%) 4 (5.5%)

1 32 (22.7%) 26 (38.2%) 6 (8.2%)

2 29 (20.6%) 17 (25.0%) 12 (16.4%)

3 36 (25.5%) 6 (8.8%) 30 (41.1%)

4 22 (15.6%) 6 (8.8%) 16 (21.9%)

5 5 (3.5%) 0 5 (6.8%)

Non-GCB type 102 (79.1%) 46 (73.0%) 56 (84.8%) 0.130

Cycles of R-CHOP 61–8 61–8 61–8 0.395

Response to induction

CR 110 (78.0%) 63 (92.6%) 47 (64.4%)  < 0.001†

PR 10 (7.1%) 2 (2.9%) 8 (11.0%)

SD 1 (0.7%) 0 1 (1.4%)

PD 8 (5.7%) 0 8 (11.0%)

Not available 12 (8.5%) 3 (4.4%) 9 (12.3%)

Overall response 120 (93.0%) 65 (100%) 55 (85.9%) 0.001

CRP (mg/dL) 0.65 [0.01–18.03] 0.2 [0.01–0.64] 2.2 [0.54–18.03]  < 0.001

Albumin (g/dL) 3.9 [2.3–4.9] 4.1 [3.3–4.9] 3.6 [2.3–4.6]  < 0.001

Globulin (g/dL) 2.6 [1.5–4.3] 2.6 [1.7–3.8] 2.6 [1.5–4.3] 0.799

Ferritin (ng/mL) 98 [3–11,700] 74 [3–963] 149 [10–11,700] 0.018

B2-microglobulin (mg/L) 2.2 [1.2–11.1] 2.1 [1.2–4.6] 2.7 [1.5–11.1]  < 0.001
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(ECOG) performance status (> 1), and extranodal involvement (> 1 lesion), high CAR values independently pre-
dicted poor OS (HR: 6.02, 95% CI 1.19–30.38; p = 0.030) and poor PFS (HR: 3.62, 95% CI 1.40–9.36; p = 0.008). 
High CAR was still an independent prognostic marker for PFS after adjusting for the IPI itself, but not for OS 
(Table 3). When patients were stratified by IPI score (0–2 vs. 3–5), the high CAR group showed significantly 
worse 3-year PFS (72.7% vs. 91.5%, p = 0.019) in the lower IPI group, although 3-year OS did not show any sig-
nificant difference (Supplementary Figure S1). In the higher IPI group, the high CAR group presented tenden-
cies toward poorer 3-year OS (53.8% vs. 80.0%, p = 0.059) and PFS (44.0% vs. 70.0%, p = 0.079), although these 
were not statistically significant (Supplementary Figure S2).  

To validate the clinical universality of CAR, we applied the same cut-off value to the independent cohort 
(n = 50). Males were 52.0% of the group, and 37 (74%) were older than age 60 at diagnosis. CR was achieved 

Figure 1.   Kaplan–Meier curves for overall survival and progression-free survival according to the C-reactive 
protein-to-albumin ratio (CAR) at the diagnosis of diffuse large B-cell lymphoma.

Table 2.   Univariable analyses of overall survival and progression-free survival in patients with available pre-
treatment C-reactive protein-to-albumin ratio data. OS overall survival, PFS progression-free survival, HR 
hazard ratio, CI confidence interval, LDH lactate dehydrogenase, UNL upper normal limit, ECOG PS Eastern 
Cooperative Oncology Group performance status, EN extranodal, CAR​ C-reactive protein-to-albumin ratio, 
GCB germinal centre B-cell. a Compared to 6. b Compared to GCB type.

OS PFS

HR (95% CI) p HR (95% CI) p

Age > 60 years 2.81 (1.09–7.27) 0.033 2.06 (1.05–4.03) 0.035

Stage (III, IV) 5.66 (1.66–19.23) 0.006 4.51 (1.98–10.25)  < 0.001

LDH > UNL 6.77 (1.57–29.14) 0.010 3.19 (1.40–7.25) 0.006

ECOG PS > 1 4.14 (1.67–10.29) 0.002 3.49 (1.69–7.21) 0.001

EN > 1 2.31 (0.98–5.45) 0.055 1.85 (0.97–3.51) 0.061

CAR > 0.158 11.22 (2.61–48.28) 0.001 5.68 (2.50–12.93)  < 0.001

Cycles of R-CHOP > 6a 2.14 (0.72–6.38) 0.173 1.97 (1.03–3.76) 0.040

Non-GCB typeb 3.26 (0.76–13.91) 0.110 1.90 (0.85–4.23) 0.118



5

Vol.:(0123456789)

Scientific Reports |         (2021) 11:2674  | https://doi.org/10.1038/s41598-021-82087-6

www.nature.com/scientificreports/

in 35 (70%), PR in 6 (12.0%). During a median follow-up of 27 months, the high CAR group showed signifi-
cantly worse 3-year OS (47.9% vs. 87.2%, p = 0.0035) and 3-year PFS (36.1% vs. 82.1%, p = 0.0011) (Fig. 2). In 
the univariable Cox analysis, high CAR values were significantly associated with poorer OS (HR: 6.81, 95% CI 
1.54–30.11; p = 0.011) and PFS (HR: 6.07, 95% CI 1.77–20.85; p = 0.004). After adjustment for the components 
of the IPI, the high CAR values retained their predictability for OS (HR: 6.13, 95% CI 1.06–35.34; p = 0.042) and 
PFS (HR: 4.66, 95% CI 1.09–19.93; p = 0.038) (Supplementary Table S1).

Prognostic value of the CAR according to age.  Subgroup analyses were performed to determine 
whether the prognostic value of CAR varied according to age. Among the 65 patients who were ≤ 60 years old 
and had available CAR data, we observed that high CAR and high IPI (≥ 3) values significantly predicted poor 
3-year OS (for CAR: 77.6% vs. 100%, p = 0.0041; for IPI: 62.3% vs. 100.0%, p = 0.00021) and poor 3-year PFS 

Table 3.   Multivariable analyses of overall survival and progression-free survival in patients with available 
pre-treatment C-reactive protein-to-albumin ratio data. OS overall survival, PFS progression-free survival, HR 
hazard ratio, CI confidence interval, LDH lactate dehydrogenase, UNL upper normal limit, ECOG PS Eastern 
Cooperative Oncology Group performance status, EN extranodal, CAR​ C-reactive protein-to-albumin ratio, 
IPI international prognostic index.

OS PFS

HR (95% CI) p HR (95% CI) p

Age > 60 years 2.91 (1.05–8.07) 0.040 1.90 (0.93–3.89) 0.080

Stage (III, IV) 2.15 (0.54–8.57) 0.278 2.52 (1.00–6.36) 0.050

LDH > UNL 1.77 (0.34–9.19) 0.499 1.16 (0.44–3.05) 0.769

ECOG PS > 1 1.96 (0.77–4.97) 0.158 1.81 (0.85–3.84) 0.124

EN > 1 1.26 (0.48–3.35) 0.637 0.96 (0.46–1.98) 0.908

CAR > 0.158 6.02 (1.19–30.38) 0.030 3.62 (1.40–9.36) 0.008

IPI ≥ 3 8.97 (1.93–41.63) 0.005 3.17 (1.43–7.00) 0.004

CAR > 0.158 4.35 (0.94–20.15) 0.060 3.35 (1.36–8.20) 0.008

Figure 2.   Kaplan–Meier curves for overall survival and progression-free survival according to the C-reactive 
protein-to-albumin ratio (CAR) at the diagnosis of diffuse large B-cell lymphoma in the validation cohort.
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(for CAR: 60.7% vs. 96.8%, p = 0.0044; for IPI: 57.0% vs. 88.3%, p = 0.007) (Fig. 3). Among the 74 patients who 
were > 60 years old at the diagnosis, high CAR and high IPI values also significantly predicted poor 3-year OS 
(for CAR: 60.0% vs. 91.7%, p = 0.0038; for IPI: 58.6% vs. 93.8%, p = 0.0096) and poor 3-year PFS (for CAR: 47.6% 
vs. 77.9%, p = 0.0015; for IPI: 45.3% vs. 81.1%, p = 0.00086) (Fig. 4). Among the older patients, a high CAR value 
also significantly predicted a poor NRM rate (p = 0.035), although a high IPI value did not significantly predict a 
poor NRM rate (p = 0.21) (Fig. 5). None of the younger patients (< 60 years old at diagnosis) experienced NRM. 

Figure 3.   Kaplan–Meier curves for overall survival and progression-free survival according to the C-reactive 
protein-to-albumin ratio (CAR) and International Prognostic Index (IPI) among patients who were ≤ 60 years 
old at the diagnosis of diffuse large B-cell lymphoma.
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In validation cohort, a high CAR value did not predict a poor NRM rate in both all patients (p = 0.12) and elderly 
patients (p = 0.26) despite of tendencies toward poor outcome (Supplementary Figure S3).

Exploring other non‑CAR laboratory biomarkers.  The prognostic value of the AGR was compared 
between the high and low AGR groups (> 1.381 vs. ≤ 1.381). Relative to the low AGR group (n = 72), the high 
AGR group (n = 114) experienced significantly better 3-year OS (89.1% vs. 75.6%, p = 0.017) and tended to have 

Figure 4.   Kaplan–Meier curves for overall survival and progression-free survival according to the C-reactive 
protein-to-albumin ratio (CAR) and International Prognostic Index (IPI) among patients who were > 60 years 
old at the diagnosis of diffuse large B-cell lymphoma.
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more favourable 3-year PFS (73.2% vs. 63.2%, p = 0.068) (Supplementary Figure  S4). In the univariable Cox 
analyses, high AGR was significantly associated with superior OS (HR: 0.40, 95% CI 0.18–0.87; p = 0.022) but 
not with superior PFS (HR: 0.61, 95% CI 0.35–1.04, p = 0.071). After adjustment for the IPI components, AGR 
was not significantly related to OS (HR: 0.68, 95% CI: 0.30–1.51; p = 0.338) or PFS (HR: 0.95, 95% CI 0.54–1.68; 
p = 0.869) (Supplementary Table S2).

Serum ferritin data were available for 83 patients (> 319 ng/mL vs. ≤ 319 ng/mL). Relative to the low ferritin 
group, the high ferritin group (n = 17) experienced significantly poorer 3-year OS (55.5% vs. 86.0%, p = 0.027) 
but not significantly poorer 3-year PFS (61.1% vs. 68.6%, p = 0.45) (Supplementary Figure S5). In the univari-
able Cox analysis, high serum ferritin was significantly associated with poor OS (HR: 3.41, 95% CI 1.07–10.89; 
p = 0.038), although serum ferritin was not independently associated with OS or PFS in the multivariable Cox 
analyses (Supplementary Table S3).

Serum beta 2 microglobulin data were available for 121 patients (> 3.09 mg/L vs. ≤ 3.09 mg/L). Relative to the 
low beta 2 microglobulin group, the high beta 2 microglobulin group (n = 28) experienced significantly worse 
3-year OS (70.5% vs. 89.3%, p = 0.011) and 3-year PFS (48.9% vs. 74.8%, p = 0.0068) (Supplementary Figure S6). 
In the univariable Cox analyses, high serum beta 2 microglobulin was significantly associated with poor OS (HR: 
3.66, 95% CI 1.25–10.71; p = 0.018) and poor PFS (HR: 2.48, 95% CI 1.26–4.88; p = 0.009). In the multivariable 
Cox analyses, high beta 2 microglobulin levels did not predicted poor OS or PFS (Supplementary Table S4).

Discussion
This retrospective study evaluated the prognostic value of CAR and other markers in patients with DLBCL and 
revealed three main findings. First, a high pre-treatment CAR significantly predicted poor OS and poor PFS. 
Second, it appears that high CAR values, especially in older patients, may predict NRM, in addition to OS and 
PFS. Third, AGR, serum ferritin, and beta 2 microglobulin were potentially useful prognostic markers, although 
they did not remain significant after adjustment for the IPI components. To the best of our knowledge, this is 
the first study to examine the prognostic value of CAR in haematological malignancies.

Recent research has focused on the use of immune markers and their ability to predict clinical outcomes. For 
example, CRP is one of the strongest markers of the innate immune system, and is considered a clinically and 
pathologically significant acute-phase marker of infection and inflammation24. In addition, CRP has prognostic 
value in various malignancies and can be used to predict treatment response and tumour recurrence15,25. Serum 
albumin has also been recognised as a clinically significant nutritional marker, and may be a useful tumour 
marker, as tumour cells might produce higher rates of albumin degradation and turnover26. Another report has 

Figure 5.   Kaplan–Meier curves for non-relapse mortality according to the C-reactive protein-to-albumin ratio 
(CAR) and International Prognostic Index (IPI) among patients who were > 60 years old at the diagnosis of 
diffuse large B-cell lymphoma.
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indicated that low serum albumin levels were associated with the inflammatory process, which might influence 
the response to anticancer therapy via effects on drug pharmacokinetics and adverse drug reactions27. These 
markers (CRP and albumin) have been examined for creating risk groups of patients with DLBCL28, and the 
prognostic value of the CAR has also be considered based on the changing CRP and albumin levels in the tumour 
microenvironment21. The present study revealed that the pre-treatment CAR value could be used to predict clini-
cal outcomes and that this prognostic value was independent of the IPI components. Moreover, the pre-treatment 
CAR value was able to robustly predict diverse clinical outcomes (including NRM) in elderly patients, who are a 
unique subgroup with many comorbidities. Thus, given that CAR considers relatively non-specific biomarkers, 
relative to the cancer-specific IPI components, it is possible that the CAR could be useful for predicting more 
diverse clinical outcomes. In addition, a high CAR might predict NRM in elderly patients during induction 
therapy, so we recommend closer monitoring and active supportive care for this group.

The present study also evaluated the prognostic values of pre-treatment AGR, serum ferritin, and beta 2 
microglobulin. In this context, pre-treatment AGR has been suggested as a prognostic marker in various diseases, 
including DLBCL29,30, while serum ferritin and beta 2 microglobulin have also been proposed to have prognostic 
value in patients with DLBCL31–34. The present study revealed some prognostic value for these markers in the 
univariate analyses, although most of the relationships disappeared after adjusting for the IPI components, with 
the exception of the relationship between beta 2 microglobulin and OS. Nevertheless, higher values for these 
markers tended to be associated with a relatively poor prognosis, and our findings are generally compatible 
with those of previous studies that described these markers’ roles in inflammation and/or tumour burden35–37.

The present study has several limitations that should be addressed. First, although we included a meaningful 
number of patients (n = 141), a relatively high percentage of cases (24%, 45/186) were excluded because CRP 
was not a routine work-up at diagnosis. In addition, while 25 deaths occurred during the follow-up period, 25 
patients were also lost to follow-up. These potential limitations (high rates of exclusion and loss to follow-up) 
are attributable to the retrospective design, and further validation in a prospective multicentre study is needed. 
However, we included all patients who were available in our institution. In addition, we also tested the clini-
cal validity of CAR in an independent cohort. In this aspect, our results have value despite the relatively small 
sample size. Second, we only included patients who received standard R-CHOP therapy in an attempt to avoid 
confounding, although this precluded an analysis of salvage therapy after relapse and/or HSCT, which are impor-
tant factors that affect survival outcomes4,38. However, our centre tends to use a standardised salvage regimen 
and policy for HSCT in patients with DLBCL, which would suggest that these factors did not substantially affect 
our findings. Nevertheless, it would be prudent to consider changes in these biomarkers based on any changes 
to the therapeutic regimen and in patients who received HSCT. Third, the IPI remains the strongest prognostic 
index for patients with DLBCL, and none of the potential inflammatory markers have been able to exceed the 
robustness of the IPI. While the present study aimed to identify novel and robust prognostic markers, the IPI 
remained a powerful marker, as expected. Although, CAR did not outperform IPI in terms of prognostication, 
our findings revealed that CAR might be another useful prognostic marker in DLBCL, especially for predicting 
NRM in elderly patients although it was not significant when we independently validated probably due to small 
sample size. Thus, given the convenience and objectivity of the CAR, further studies are needed to validate its 
prognostic significance in this setting.

In conclusion, the pre-treatment CAR might be a prognostic marker for DLBCL, especially in cases involv-
ing elderly patients. Furthermore, the AGR, serum ferritin, and beta 2 microglobulin markers exhibited some 
potential prognostic value. Therefore, further studies are needed to verify the precise prognostic values of these 
markers in this setting.

Data availability
All relevant data are included in the manuscript and the supplementary information.

Received: 14 November 2019; Accepted: 5 January 2021

References
	 1.	 Swerdlow, S. H. et al. The 2016 revision of the World Health Organization classification of lymphoid neoplasms. Blood 127, 

2375–2390. https​://doi.org/10.1182/blood​-2016-01-64356​9 (2016).
	 2.	 Lee, H. et al. Nationwide statistical analysis of lymphoid malignancies in Korea. Cancer Res. Treat. 50, 222–238. https​://doi.

org/10.4143/crt.2017.093 (2018).
	 3.	 Sehn, L. H. et al. Introduction of combined CHOP plus rituximab therapy dramatically improved outcome of diffuse large B-cell 

lymphoma in British Columbia. J. Clin. Oncol. 23, 5027–5033. https​://doi.org/10.1200/JCO.2005.09.137 (2005).
	 4.	 Hamadani, M. et al. Early failure of frontline rituximab-containing chemo-immunotherapy in diffuse large B cell lymphoma does 

not predict futility of autologous hematopoietic cell transplantation. Biol. Blood Marrow Transplant. 20, 1729–1736. https​://doi.
org/10.1016/j.bbmt.2014.06.036 (2014).

	 5.	 Vaidya, R. & Witzig, T. E. Prognostic factors for diffuse large B-cell lymphoma in the R(X)CHOP era. Ann. Oncol. 25, 2124–2133. 
https​://doi.org/10.1093/annon​c/mdu10​9 (2014).

	 6.	 Howlader, N. et al. Cancer-specific mortality, cure fraction, and noncancer causes of death among diffuse large B-cell lymphoma 
patients in the immunochemotherapy era. Cancer 123, 3326–3334. https​://doi.org/10.1002/cncr.30739​ (2017).

	 7.	 International Non-Hodgkin’s Lymphoma Prognostic Factors Project. A predictive model for aggressive non-Hodgkin’s lymphoma. 
N. Engl. J. Med. 329, 987–994. https​://doi.org/10.1056/NEJM1​99309​30329​1402 (1993).

	 8.	 Sehn, L. H. et al. The revised International Prognostic Index (R-IPI) is a better predictor of outcome than the standard IPI for 
patients with diffuse large B-cell lymphoma treated with R-CHOP. Blood 109, 1857–1861. https​://doi.org/10.1182/blood​-2006-
08-03825​7 (2007).

	 9.	 Zhou, Z. et al. An enhanced International Prognostic Index (NCCN-IPI) for patients with diffuse large B-cell lymphoma treated 
in the rituximab era. Blood 123, 837–842. https​://doi.org/10.1182/blood​-2013-09-52410​8 (2014).

https://doi.org/10.1182/blood-2016-01-643569
https://doi.org/10.4143/crt.2017.093
https://doi.org/10.4143/crt.2017.093
https://doi.org/10.1200/JCO.2005.09.137
https://doi.org/10.1016/j.bbmt.2014.06.036
https://doi.org/10.1016/j.bbmt.2014.06.036
https://doi.org/10.1093/annonc/mdu109
https://doi.org/10.1002/cncr.30739
https://doi.org/10.1056/NEJM199309303291402
https://doi.org/10.1182/blood-2006-08-038257
https://doi.org/10.1182/blood-2006-08-038257
https://doi.org/10.1182/blood-2013-09-524108


10

Vol:.(1234567890)

Scientific Reports |         (2021) 11:2674  | https://doi.org/10.1038/s41598-021-82087-6

www.nature.com/scientificreports/

	10.	 Hans, C. P. et al. Confirmation of the molecular classification of diffuse large B-cell lymphoma by immunohistochemistry using 
a tissue microarray. Blood 103, 275–282. https​://doi.org/10.1182/blood​-2003-05-1545 (2004).

	11.	 Mu, S. et al. Prognostic role of neutrophil-to-lymphocyte ratio in diffuse large B cell lymphoma patients: An updated dose-response 
meta-analysis. Cancer Cell Int. 18, 119. https​://doi.org/10.1186/s1293​5-018-0609-9 (2018).

	12.	 Jung, J. et al. Prognostic role of the neutrophil-to-lymphocyte ratio in patients with primary central nervous system lymphoma. 
Oncotarget 8, 74975–74986. https​://doi.org/10.18632​/oncot​arget​.20480​ (2017).

	13.	 Maurer, M. J. et al. Elevated serum free light chains are associated with event-free and overall survival in two independent cohorts 
of patients with diffuse large B-cell lymphoma. J. Clin. Oncol 29, 1620–1626. https​://doi.org/10.1200/JCO.2010.29.4413 (2011).

	14.	 Kato, A. et al. Serum IgA level, monocyte count, and international prognostic index are independently associated with overall 
survival in patients with HTLV-I-negative nodal peripheral T cell lymphoma. Ann. Hematol 93, 1185–1191. https​://doi.org/10.1007/
s0027​7-014-2025-0 (2014).

	15.	 Qin, W. et al. Prognostic value of pre-therapy C-reactive protein level in diffuse large B-cell lymphoma: A meta-analysis. Leuk. 
Lymphoma 60, 358–366. https​://doi.org/10.1080/10428​194.2018.14825​40 (2019).

	16.	 Yamamoto, M. et al. Prognostic value of the combination of pre- and postoperative C-reactive protein in colorectal cancer patients. 
Surg. Today 48, 986–993. https​://doi.org/10.1007/s0059​5-018-1689-9 (2018).

	17.	 Fearson, K. C. et al. Albumin synthesis rates are not decreased in hypoalbuminemic cachectic cancer patients with an ongoing 
acute-phase protein response. Ann. Surg. 227, 249–254 (1998).

	18.	 Eatrides, J., Thompson, Z., Lee, J. H., Bello, C. & Dalia, S. Serum albumin as a stable predictor of prognosis during initial treatment 
in patients with diffuse large B cell lymphoma. Ann. Hematol. 94, 357–358. https​://doi.org/10.1007/s0027​7-014-2150-9 (2015).

	19.	 Zhang, F. et al. The C-reactive protein/albumin ratio predicts long-term outcomes of patients with operable non-small cell lung 
cancer. Oncotarget 8, 8835–8842. https​://doi.org/10.18632​/oncot​arget​.13053​ (2017).

	20.	 Tominaga, T. et al. The C-reactive protein to albumin ratio as a predictor of severe side effects of adjuvant chemotherapy in stage 
III colorectal cancer patients. PLoS ONE 11, e0167967. https​://doi.org/10.1371/journ​al.pone.01679​67 (2016).

	21.	 Xu, H. J. et al. The prognostic value of C-reactive protein/albumin ratio in human malignancies: An updated meta-analysis. Onco. 
Targets Ther. 10, 3059–3070. https​://doi.org/10.2147/OTT.S1370​02 (2017).

	22.	 Cheson, B. D. et al. Recommendations for initial evaluation, staging, and response assessment of Hodgkin and non-Hodgkin 
lymphoma: The Lugano classification. J. Clin. Oncol. 32, 3059–3068. https​://doi.org/10.1200/JCO.2013.54.8800 (2014).

	23.	 Budczies, J. et al. Cutoff Finder: A comprehensive and straightforward Web application enabling rapid biomarker cutoff optimiza-
tion. PLoS ONE 7, e51862. https​://doi.org/10.1371/journ​al.pone.00518​62 (2012).

	24.	 Ansar, W. & Ghosh, S. C-reactive protein and the biology of disease. Immunol. Res. 56, 131–142. https​://doi.org/10.1007/s1202​
6-013-8384-0 (2013).

	25.	 Shrotriya, S., Walsh, D., Bennani-Baiti, N., Thomas, S. & Lorton, C. C-Reactive protein is an important biomarker for progno-
sis tumor recurrence and treatment response in adult solid tumors: A systematic review. PLoS ONE 10, e0143080. https​://doi.
org/10.1371/journ​al.pone.01430​80 (2015).

	26.	 Andersson, C., Lonnroth, C., Moldawer, L. L., Ternell, M. & Lundholm, K. Increased degradation of albumin in cancer is not due 
to conformational or chemical modifications in the albumin molecule. J. Surg. Res. 49, 23–29 (1990).

	27.	 Deme, D. & Telekes, A. Prognostic importance of albumin in oncology. Orv. Hetil. 159, 96–106. https​://doi.
org/10.1556/650.2018.30885​[inHun​garia​n] (2018).

	28.	 Sun, F. et al. An inflammation-based cumulative prognostic score system in patients with diffuse large B cell lymphoma in rituximab 
era. BMC Cancer 18, 5. https​://doi.org/10.1186/s1288​5-017-3931-z (2018).

	29.	 Bi, X. W. et al. The pretreatment albumin to globulin ratio predicts survival in patients with natural killer/T-cell lymphoma. PeerJ 
4, e1742. https​://doi.org/10.7717/peerj​.1742 (2016).

	30.	 Kim, S. H. et al. Prognostic impact of pretreatment albumin to globulin ratio in patients with diffuse large B-cell lymphoma treated 
with R-CHOP. Leuk. Res. 71, 100–105. https​://doi.org/10.1016/j.leukr​es.2018.07.014 (2018).

	31.	 Yoh, K. A. et al. The prognostic significance of elevated levels of serum ferritin before chemotherapy in patients with non-Hodgkin 
lymphoma. Clin. Lymphoma Myeloma Leuk. 14, 43–49. https​://doi.org/10.1016/j.clml.2013.09.008 (2014).

	32.	 Yamazaki, E. et al. Serum ferritin level is prognostic of patient outcome in extranodal NK/T cell lymphoma, nasal type. Med. Oncol. 
31, 149. https​://doi.org/10.1007/s1203​2-014-0149-7 (2014).

	33.	 Seo, S. et al. Prognostic significance of serum beta-2 microglobulin in patients with diffuse large B-cell lymphoma in the rituximab 
era. Oncotarget 7, 76934–76943. https​://doi.org/10.18632​/oncot​arget​.12734​ (2016).

	34.	 Kim, Y. R. et al. Monoclonal and polyclonal gammopathy measured by serum free light chain and immunofixation subdivide the 
clinical outcomes of diffuse large B-cell lymphoma according to molecular classification. Ann. Hemtol. 93, 1867–1877. https​://doi.
org/10.1007/s0027​7-014-2132-y (2014).

	35.	 Cassuto, J. P., Krebs, B. P., Viot, G., Dujardin, P. & Masseyeff, R. Beta 2 microglobulin, a tumour marker of lymphoproliferative 
disorder. Lancet 2, 950 (1978).

	36.	 Jardin, F. et al. Immunoglobulin heavy chain/light chain pair measurement is associated with survival in diffuse large B-cell lym-
phoma. Leuk. Lymphoma 54, 1898–1907. https​://doi.org/10.3109/10428​194.2013.76745​6 (2013).

	37.	 Kell, D. B. & Pretorius, E. Serum ferritin is an important inflammatory disease marker, as it is mainly a leakage product from 
damaged cells. Metallomics 6, 748–773. https​://doi.org/10.1039/c3mt0​0347g​ (2014).

	38.	 Van Den Neste, E. et al. Outcome of patients with relapsed diffuse large B-cell lymphoma who fail second-line salvage regimens 
in the International CORAL study. Bone Marrow Transplant. 51, 51–57. https​://doi.org/10.1038/bmt.2015.213 (2016).

Author contributions
Conception and design: J.J., H.L., H.E. Data collection and organization: J.J., J.Y.H., M.H.C., E.L., H.L., H.E. 
Data analysis and interpretation: J.J., W.S.P., J.P., H.L. Manuscript writing: J.J., H.L., H.E. Final approval of the 
manuscript: all authors.

Competing interests 
The authors declare no competing interests.

Additional information
Supplementary Information The online version contains supplementary material available at https​://doi.
org/10.1038/s4159​8-021-82087​-6.

Correspondence and requests for materials should be addressed to H.-S.E.

Reprints and permissions information is available at www.nature.com/reprints.

https://doi.org/10.1182/blood-2003-05-1545
https://doi.org/10.1186/s12935-018-0609-9
https://doi.org/10.18632/oncotarget.20480
https://doi.org/10.1200/JCO.2010.29.4413
https://doi.org/10.1007/s00277-014-2025-0
https://doi.org/10.1007/s00277-014-2025-0
https://doi.org/10.1080/10428194.2018.1482540
https://doi.org/10.1007/s00595-018-1689-9
https://doi.org/10.1007/s00277-014-2150-9
https://doi.org/10.18632/oncotarget.13053
https://doi.org/10.1371/journal.pone.0167967
https://doi.org/10.2147/OTT.S137002
https://doi.org/10.1200/JCO.2013.54.8800
https://doi.org/10.1371/journal.pone.0051862
https://doi.org/10.1007/s12026-013-8384-0
https://doi.org/10.1007/s12026-013-8384-0
https://doi.org/10.1371/journal.pone.0143080
https://doi.org/10.1371/journal.pone.0143080
https://doi.org/10.1556/650.2018.30885[inHungarian]
https://doi.org/10.1556/650.2018.30885[inHungarian]
https://doi.org/10.1186/s12885-017-3931-z
https://doi.org/10.7717/peerj.1742
https://doi.org/10.1016/j.leukres.2018.07.014
https://doi.org/10.1016/j.clml.2013.09.008
https://doi.org/10.1007/s12032-014-0149-7
https://doi.org/10.18632/oncotarget.12734
https://doi.org/10.1007/s00277-014-2132-y
https://doi.org/10.1007/s00277-014-2132-y
https://doi.org/10.3109/10428194.2013.767456
https://doi.org/10.1039/c3mt00347g
https://doi.org/10.1038/bmt.2015.213
https://doi.org/10.1038/s41598-021-82087-6
https://doi.org/10.1038/s41598-021-82087-6
www.nature.com/reprints


11

Vol.:(0123456789)

Scientific Reports |         (2021) 11:2674  | https://doi.org/10.1038/s41598-021-82087-6

www.nature.com/scientificreports/

Publisher’s note  Springer Nature remains neutral with regard to jurisdictional claims in published maps and 
institutional affiliations.

Open Access   This article is licensed under a Creative Commons Attribution 4.0 International 
License, which permits use, sharing, adaptation, distribution and reproduction in any medium or 

format, as long as you give appropriate credit to the original author(s) and the source, provide a link to the 
Creative Commons licence, and indicate if changes were made. The images or other third party material in this 
article are included in the article’s Creative Commons licence, unless indicated otherwise in a credit line to the 
material. If material is not included in the article’s Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will need to obtain permission directly from 
the copyright holder. To view a copy of this licence, visit http://creat​iveco​mmons​.org/licen​ses/by/4.0/.

© The Author(s) 2021

http://creativecommons.org/licenses/by/4.0/

	High level of pre-treatment C-reactive protein to albumin ratio predicts inferior prognosis in diffuse large B-cell lymphoma
	Patients and methods
	Patients. 
	Laboratory testing. 
	Statistical analysis. 
	Ethical approval. 
	Conference presentation. 

	Results
	Patient characteristics. 
	Clinical outcomes according to the CAR​. 
	Prognostic value of the CAR according to age. 
	Exploring other non-CAR laboratory biomarkers. 

	Discussion
	References


