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Introduction:

Diffuse large B-cell lymphoma (DLBCL) is the most common subtype of Non-Hodgkin Lymphoma (NHL), accounting for ap-
proximately 30% of all cases. While NHL mortality rates have shown a downward trend over the last two decades, compre-
hensive investigations into DLBCL mortality trends and disparities across racial, ethnic, gender, and geographical categories
in the United States are notably scarce.

Methods:

Utilizing the Centers for Disease Control and Prevention’s (CDC) WONDER database we identified all patients who died
from NHL and DLBCL from 2000 to 2020. Age-adjusted mortality rates per 100,000 persons (AAMR) were calculated and
standardized to the 2000 US census data. The National Cancer Institute (NCI) Joinpoint Regression Program was used to
analyze these data to calculate annual percent changes (APCs) and average annual percent changes (AAPCs). Statistically
significant changes were confirmed when the confidence interval for the APC or AAPC did not encompass zero. Additionally,
subgroup analyses were conducted based on race, ethnicity, gender, and geographic location.

Results:

The study identified 434,419 NHL and 46,252 DLBCL deaths. NHL mortality showed a statistically significant average annual
decrease of 2.5% (95% Cl: -2.7 to -2.4). DLBCL mortality trends varied, initially decreasing from 2000 to 2008, then notably
increasing from 2008 to 2011, and subsequently rising moderately from 2011 to 2020. This pattern culminated in a statisti-
cally significant overall average annual increase of 3.5% (95% Cl: 0.4 to 6.7) in DLBCL mortality. Subgroup analyses revealed
that males, Blacks, and Asians or Pacific Islanders experienced the most marked upward trends in DLBCL mortality. Both
metropolitan and non-metropolitan areas reported an increase in DLBCL mortality, with metropolitan areas showing a more
pronounced rise.

Conclusion:

Representing the most comprehensive analysis of DLBCL mortality trends to date, our study revealed intriguing disparities
among the subgroups we investigated, along with an upward trend in mortality rates that departs from previously reported
data. The divergence could be attributed, in part, to the expansive population coverage of the database we utilized and the
use of death certificates, which may present discrepant results from other cancer registries. These findings underscore the
necessity for ongoing research, guiding the development of targeted intervention strategies for DLBCL and informing efforts
to bridge the identified disparities.
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Figure represents Joinpoint regression analysis of NHL and DLBCL mortality rates (2000-2020). The joinpoints
signify points where the APC significantly changes. APC trends, showing how mortality rates change over time.
Table: Trends in Mortality by Demographic and Regional Groups
| AAMR | Total Deaths | Time period | APC (95% CI) | AAPC (95% CI)
Overall
2000-2005 | -3.4*(-3.810-2.9)
All NHL cases 6.2 434,419 20052020 | 23% (23 1022) -2.5%(-2.7to -2.4)
2000-2008 | -9.0* (-11.1 to -7.0)
All DLBCL cases | 0.6 46,252 2008-2011 32.6% (8.0t062.9) | 35*(041t06.T)
2011-2020 6.9% (4.9 to 8.9)
DLBCL Subgroups
Sex
2000-2008 | -9.5% (-12.2 to -6.8)
Female 0.5 20,571 2008-2011 32.5*% (0.9 to 73.9) 33(-0.7t07.5)
2011-2020 T.0* (4.4 10 9.7)
2000-2008 | -10.1*(-12.3t0-7.9)
Male 0.6 25,681 2008-2011 39.7* (1210 74.2) 3.7%(04107.2)
2011-2020 6.7* (4.6 to B.9)
Race
2000-2008 | -8.8* (-10.9 to -6.7)
White 0.6 41,370 2008-2011 32.8* (7.81063.6) | 3.9*(0.8107.2)
2011-2020 7.6* (5.6109.7)
2000-2008 | -6.1* (-9.310-2.9)
Black 0.4 3,085 2008-2011 34.1 (-1.7 to 83) 4.9%(0.3109.8)
2011-2020 6.8% (3.8109.8)
. 2000-2006 -7.6 (-17.8 to 4.0)
Asian 0.6 1,587 2006-2020 | 14.3* (107 t0 18.1) 7.3%(3.2t0 11.5)
Ethnicity
2000-2008 | -8.8* (-13.4 10 -4.0)
Non-Hispanic 0.7 42818 2008-2011 38.7(-13.410122) | 49(-2.11t0 12.4)
2011-2020 8.3*(3.710 13.0)
2000-2008 | -9.1*(-11.1 to -7.1)
Hispanic 0.6 3434 2008-2011 | 34.2*(10.0 10 63.7) | 3.6* (0.6 10 6.6)
2011-2020 6.7* (4.8 10 8.6)
Urbanization Code
2000-2008 | -10.6* (-13.4 10 -7.7)
Metro 0.7 37,749 2008-2011 41.1* (7.5t0 80.2) | 3.7* (0.6 t0 6.8)
2011-2020 T7.6% (4510 10.7)
2000-2008 | -12.7*(-18.9 t0 -6.3)
Non-Metro 0.7 8,503 2008-2011 37.1* (6.1 to 77.1) 22(-0.8105.3)
2011-2020 6.3% (3.9 10 B.8)
This table displays mortality trends for Non-Hodgkin's Lymphoma (NHL) and Diffuse Large B-cell Lymphoma
(DLBCL). AAMR signifies adjusted mortality rate per 100,000, APC (95% CI): Yearly percent change in mortality
within each period. AAPC (95% CI): Average yearly percent change over the entire study period. Asterisk (*)
represents statistical significance.
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