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Abstract
CLLU1, a disease-specific gene associated with chronic lymphoid leukemia (CLL), is located on chromosome 12q22. Previ-
ous studies considered CLLU1 to be a non-coding RNA; however, recent research has discovered that its coding sequence 
region possesses the potential to encode a short peptide similar to interleukin-4. Remarkably, abnormally elevated expression 
of CLLU1 has only been detected in chronic lymphoid leukemia among all hematological cancers. High CLLU1 expression 
often indicates more malignant pathological features and an unfavorable prognosis for patients. Importantly, the expression 
level of CLLU1 remains unaffected by the passage of time or therapeutic interventions, thus rendering it a novel prognostic 
marker. This article provides a comprehensive summary of relevant research findings on CLLU1 in the context of CLL 
prognosis and clinical applications, aiming to guide subsequent theoretical and clinical investigations in this field.
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Abbreviations
CDS  Coding sequence
CLL  Chronic lymphoid leukemia
CLLU1  Chronic lymphocytic leukemia up-regulated 1
DFI  Disease-free interval
DSS  Disease-specific survival
HR  Hazard ratio
IgVH  Immunoglobulin heavy chain variable region
IL-4  Interleukin-4
LPL  Lipoprotein lipase
MRD  Minimal residual disease
Mut  Mutant
OS  Overall survival
PFI  Progression-free interval

PFS  Progression-free survival
WT  Wild-type

Introduction

Chronic lymphoid leukemia (CLL) is the most prevalent 
type of leukemia in adults, characterized by an abnormal 
increase in dysfunctional mature B lymphocytes [1, 2]. It 
primarily affects the elderly population, with a median age at 
diagnosis of 70 years, and shows a higher incidence among 
men [3, 4]. Clinical presentation of CLL exhibits substantial 
heterogeneity [5], leading to a wide range of survival out-
comes, varying from months to decades [6, 7].

The current clinical staging systems for CLL, namely Rai 
and Binet, face limitations in accurately predicting cancer 
progression and prognosis at early stages. As a result, the 
search for more precise prognostic markers is a crucial direc-
tion in current clinical research [5, 8, 9]. Nevertheless, repre-
sentative CLL prognostic marker genes have yet to be identi-
fied. The advancement of cytogenetics [10, 11], molecular 
biology, and immunology has contributed to the discovery 
of numerous factors associated with CLL prognosis [12]. 
Notably, current research has highlighted various biological 
markers with significant prognostic value, including gene 
mutations, chromosomal abnormalities, immune markers, 
and serum biochemical indicators [3, 13–15].
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The immunoglobulin heavy chain variable region (IgVH) 
gene undergoes mutations in at least 50% of CLL patients 
[16]. In 2006, Chronic Lymphocytic Leukemia Up-regulated 
1 (CLLU1) was identified as the first disease-specific gene in 
CLL. Notably, significant differential expression of CLLU1 
was observed between CLL cases with IgVH gene mutations 
and those without [17]. CLLU1 is located on chromosome 
12q22 and comprises three exons, flanked by BTG1 and 
EEA1. It encodes six mRNA transcripts that do not exhibit 
sequence homology with any known genes. Among these 
transcripts, CLLU1-203 and the coding sequence (CDS) 
display the highest expression levels. The majority of these 
transcripts cluster on chromosome 12q22, with most being 
non-coding, while a few, such as cDNA 4 and 5, potentially 
encode a peptide similar to interleukin-4 (IL-4). The CDS 
likely encodes a short peptide chain consisting of 121 amino 
acids (Fig. 1) [13, 17–21].

In recent years, CLLU1 has emerged as a prognostic 
marker contributing to the prediction of CLL disease activity 
and prognosis. It has become a research focal point regarding 
CLL prognostic factors. However, there is currently no exist-
ing review summarizing the research on CLLU1 in CLL. 
Therefore, this article aims to provide an overview of the 
feasibility and future research directions concerning CLLU1 
as a prognostic marker and therapeutic target in CLL.

CLLU1 is a specific gene associated with CLL

CLLU1 is the first disease-specific gene identified in CLL 
[5, 22]. High expression of CLLU1 is exclusive to CLL 
patients and not observed in other hematological malignan-
cies [20, 22]. CLLU1 expression in B cells of CLL patients 

is significantly higher compared to normal B cells [18, 22]. 
The expression of CLLU1 in CLL patients showed a sig-
nificant increase compared to normal B cells, with the tran-
scripts CLLU1-203 and the CDS region transcripts being 
the predominant forms. CLLU1 content was notably higher 
in wild-type (WT)-IgVH CLL patients compared to mutant 
(mut)-IgVH patients, correlating with a poorer prognosis in 
WT-IgVH CLL patients [17]. CLLU1 expression remains 
stable over time and is unaffected by therapeutic interven-
tions, making it an intrinsic marker of CLL clones [22].

Furthermore, abnormal CLLU1 expression has been 
observed during the early onset of CLL, serving as an inde-
pendent predictor of prognosis for CLL patients of different 
ages [18]. The detection of CLLU1 content does not necessi-
tate excessive purification of blood or bone marrow samples 
[23], as accurate results can be obtained through direct PCR 
detection [13, 22]. This method is also applicable for detect-
ing residual CLL cells after treatment [24]. The simplicity 
of the detection method suggests potential widespread use 
in routine hospital settings [25].

To explore the potential aberrant expression profile 
of CLLU1 in other cancers, we downloaded the expres-
sion levels (TPM) of CLLU1 from the UCSC database 
(https:// xenab rowser. net/) for 33 tumors in the TCGA 
dataset. Corresponding tissue expression levels from the 
GTEx database were included as control samples. After 
removing data with zero expression and applying log2 
(TPM + 0.001) transformation, we grouped the sample 
data into tumor and normal groups. Using the unpaired 
Wilcoxon test (R version 4.3.1), we calculated the sig-
nificance of CLLU1 expression differences between nor-
mal and tumor samples for each cancer type and marked 

Fig. 1  CLLU1 transcript structure. A Genomic localization and tran-
script variants of CLLU1. CLLU1 is situated on chromosome 12q22 
in close proximity to BTG1 and EEA1. Buhl AM et  al. identified 
seven distinct cDNAs, namely cDNA 1, cDNA 1a, cDNA 2, cDNA 3, 
cDNA 4, cDNA 5, and cDNA 6, through the reverse transcription of 
CLLU1 mRNA. Notably, transcripts cDNA 4 and cDNA 5 are note-

worthy as they encompass coding sequences (CDS) capable of encod-
ing proteins. B Structure of the CDS-encoded IL-4-like short peptide. 
The structure of a short peptide has been accurately predicted using 
AlphaFold, a cutting-edge computational tool available at alphafold.
ebi.ac.uk

https://xenabrowser.net/
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them with asterisks based on their significance [26]. As 
shown in Fig. 2A, CLLU1 expression levels were sig-
nificantly downregulated in four cancers (ESCA, KIRC, 
OV, and THCA) (p < 0.05) and significantly up-regulated 
in three cancers (COAD, DLBC, and LAML) (p < 0.05). 
However, no significant changes in CLLU1 expression 
were observed in 24 cancers (ALL, BLCA, BRCA, CESC, 
CHOL, GBM, HNSC, KICH, KIRP, LGG, LIHC, LUAD, 
LUSC, PAAD, PCPG, PRAD, READ, SKCM, STAD, 
TGCT, THYM, UCEC, UCS, and UVM). In MESO and 
SARC, no comparison was made due to the lack of refer-
ence data for CLLU1 expression in corresponding normal 
tissues in the database.

CLLU1 as a prognostic marker in CLL

Prognostic markers play a crucial role in identifying high-
risk patients and facilitating timely intervention for better 
outcomes [27]. CLLU1 has emerged as a novel prognostic 
marker with potential value in CLL [14]. Patients with high 
CLLU1 expression exhibit significantly worse overall sur-
vival (OS) and progression-free survival (PFS) compared to 
those with low expression [14, 18]. Notably, in patients with 
IgVH gene mutations, the 6-year survival rate is significantly 
lower in those with high CLLU1 expression (50%) compared 
to those with low expression (76%) [7, 14]. Josefsson et al. 
reported a median survival time of 5.0 years for CLL patients 
with CLLU1 expression higher than 40 times, compared to 

Fig. 2  The diagnostic, prognostic, and therapeutic value of CLLU1. 
A *** indicates adjusted-p  <  0.001. ** indicates adjusted-p  <  0.01. 
* indicates adjusted-p  <  0.05. "ns" indicates no significant differ-
ence. CLLU1 showed significant downregulation in four cancers 
(ESCA, KIRC, OV, THCA) (p  < 0.05) and significant upregula-
tion in three cancers (COAD, DLBC, LAML) (p  < 0.05), while no 
significant changes were observed in 24 cancers (ALL, BLCA, 
BRCA, CESC, CHOL, GBM, HNSC, KICH, KIRP, LGG, LIHC, 
LUAD, LUSC, PAAD, PCPG, PRAD, READ, SKCM, STAD, 
TGCT, THYM, UCEC, UCS, and UVM). In THCA, high expres-
sion of CLLU1 was associated with a higher risk of overall survival 
(B). In LIHC, DLBC, and UCEC, high expression of CLLU1 was a 
risk factor for progression-free interval (C). In UCEC, high expres-
sion of CLLU1 was a risk factor for disease-free interval, while 
in LGG, it was a protective factor for disease-free interval (D). In 
DLBC, patients with high expression of CLLU1 were at a higher 

risk for disease-specific survival (E). F The x-axis indicates the cor-
relation between the drug and the expression of CLLU1. Positive 
values in green indicate a positive correlation, while negative values 
in red indicate a negative correlation. The sensitivity of 13 drugs 
was positively correlated with high expression of CLLU1, including 
Megestrol acetate, BAY-876, Isotretinoin, Imiquimod, Fluphenazine, 
Zoledronate, S-63845, CB-839, Nandrolone phenpropionate, Ace-
tylcysteine, JNJ-54302833, HPI-1, and AMG-176. There were four 
drugs whose sensitivity was negatively correlated with high expres-
sion of CLLU1, including VS-4718, 6-Thioguanine, Veliparib, and 
LOR-253. OS, overall survival; DSS, disease-specific survival; PFI, 
progression-free interval; DFI, disease-free interval; HR, hazard ratio. 
Please check the following link for the full name of TCGA abbre-
viations. Please check the following link for the full name of TCGA 
abbreviations. Link: https:// gdc. cancer. gov/ resou rces- tcga- users/ tcga- 
code- tables/ tcga- study- abbre viati ons

https://gdc.cancer.gov/resources-tcga-users/tcga-code-tables/tcga-study-abbreviations
https://gdc.cancer.gov/resources-tcga-users/tcga-code-tables/tcga-study-abbreviations
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8.1 years for patients with lower expression [18]. Subsequent 
studies have consistently demonstrated a negative correlation 
between CLLU1 expression and CLL prognosis, with high 
expression levels associated with shorter treatment dura-
tion and lower overall survival rates [3, 13]. Assessment of 
blood CLLU1 levels serves as a reliable marker of tumor 
burden, offering independent predictive power [3, 9]. Fur-
thermore, CLLU1 expression analysis complements current 
techniques for minimal residual disease (MRD) monitoring 
in CLL patients [28, 29]. High CLLU1 expression is also 
significantly associated with unfavorable pathological fea-
tures, including WT-IgVH gene, ZAP-70 positivity, CD38 
positivity, and 13q deletion [5, 13, 14].

To investigate whether CLLU1 has a similar prognostic 
value in other cancers, we obtained patient survival data 
[OS, disease-specific survival (DSS), progression-free 
interval (PFI), and disease-free interval (DFI)] from TCGA 
Pan-Cancer (PANCAN). Using the one-way COX test, we 
calculated the risk score of CLLU1 across different cancer 
types and depicted the results in Fig. 2B–E. In THCA, high 
CLLU1 expression was associated with a higher hazard ratio 
(HR) for OS (p < 0.05). Similarly, in DLBC, high CLLU1 
expression correlated with a higher HR for DSS (p < 0.05). 
Moreover, in LIHC, DLBC, and UCEC, high CLLU1 
expression was linked to a higher HR for PFI (p < 0.05). 
In UCEC, high CLLU1 expression was associated with a 
higher HR for DFI, while LGG exhibited a lower HR for 
DFI (p < 0.05).

CLLU1 and other biomarkers in CLL

The addition of additional prognostic markers in CLL can 
enhance risk prediction by reducing the impact of tumor 
heterogeneity [30]. We compared CLLU1 with other bio-
markers in Table 1. The Rai and Binet staging systems are 
widely used for prognostic assessment in CLL, based on 
physical examination and categorization of patients accord-
ing to the number of involved lymphatic areas [31]. How-
ever, these staging systems have limitations, as more than 
70% of patients classified as low risk at diagnosis still pro-
gress. Therefore, while these systems serve as immediate 
prognostic indicators at the time of diagnosis, they cannot 
predict disease progression or survival time after progres-
sion. CLLU1 expression was found to be correlated with 
Rai and Binet staging system, with lower CLLU1 levels 
observed in patients with Binet A stage compared to Binet 
B and C patients [7, 13].

Table 2 and Fig. 3 display the current prognostic indi-
cators of CLL, including four categories: gene mutation, 
chromosomal abnormality, immune markers, and serum 
biochemical indicators. To date, only two molecules have 
been identified with CLL-specific genetic mutation signa-
tures: the IgVH structure and CLLU1 expression level [22]. 

CLL can be divided into two types based on the presence 
or absence of somatic mutations in the IgVH gene: mutated 
and unmutated. Patients with IgVH mutation have slower 
disease progression, longer median survival time, and treat-
ment time, whereas CLL patients without IgVH gene muta-
tion exhibit rapid disease progression, poor prognosis, and 
shorter survival time [5, 22]. However, the IgVH gene serves 
as a late prognostic indicator and cannot predict early out-
comes. Studies have shown that patients without IgVH gene 
mutations have higher levels of CLLU1 [7, 13]. Regarding 
chromosomal abnormalities, del(17p) and del(11q) have 
been identified as markers of advanced disease [18], and 
high-risk cytogenetic features increase the risk of early death 
[18]. However, these abnormalities do not show significant 
correlation with CLLU1 and are considered independent 
prognostic factors.

In terms of immune markers, CD38 expression in CLL 
was initially considered as a surrogate marker for IgVH 
gene analysis, but subsequent studies showed insufficient 
correlation with IgVH mutation status [32]. Elevated CD38 
levels (over 30%) are associated with shorter survival [5, 
33]. Multiple studies have reported higher CLLU1 levels in 
CD38-positive patients [7, 13, 14]. ZAP-70, initially rec-
ognized as one of the most differentially expressed genes 
between mutated and unmutated IgVH gene CLL cases, was 
proposed as a surrogate marker for IgVH mutations [34]. 
ZAP-70 aids in distinguishing patients requiring early treat-
ment [5, 35, 36]. However, the correlation between ZAP-70 
and CLLU1 is not limited to CLL [3, 13]. ZAP-70-positive 
patients have been shown to have higher CLLU1 levels [13, 
14] although there are reports suggesting no association 
between CLLU1 and ZAP-70 [7].

There are currently limited studies on serum biochemi-
cal indicators in CLL, with only a mention of significant 
differences in lipoprotein lipase (LPL) expression between 
patients with wild-type IgVH and mutated CLL [37]. Multi-
ple studies have confirmed high expression of LPL in wild-
type IgVH CLL compared to mutated CLL.

CLLU1 and CLL treatment

Determining the optimal timing for CLL treatment is crucial 
due to the heterogeneity of patients, with some requiring 
early treatment and others not needing it in the early stages 
[4, 5]. Bubl et al. [13] conducted a Cox multiple regression 
analysis to assess the relationship between CLLU1 expres-
sion levels and the initiation of CLL therapy. The study 
revealed that doubling the expression of cDNA1 transcripts 
increased the risk of early treatment by 19%, while dou-
bling the amount of CDS increased the risk by 47%. Patients 
with cDNA1 levels above the median had a median time to 
treatment initiation of 1.19 years, compared to 8.6 years for 
those with levels below the median. Patients with higher 
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CDS levels started treatment at a median of 1.19 years, 
whereas those with lower CDS levels initiated treatment 
after 13 years [13]. Josefsson et al. found that patients with 
high CLLU1 expression had a median time to first treatment 
of 9.0 months, while patients with low CLLU1 expression 
had a median time to first treatment of 4.6 years [18]. These 
findings indicate that patients with high CLLU1 expres-
sion require early clinical intervention to achieve molecular 
remission, thereby improving survival rates and prolonging 
the overall survival period. Additionally, Josefsson et al. [18]
observed that each doubling of CLLU1 expression was asso-
ciated with a 7% increase in the risk of premature death. The 
expression level of CLLU1 can predict the timing of CLL 
treatment initiation, and patients with high CLLU1 expres-
sion should be closely monitored for clinical changes that 
may necessitate early intervention.

To further investigate the association between CLLU1 
and clinical treatment, we performed a drug sensitivity 
analysis. Using the CellMiner database (http:// disco ver. nci. 
nih. gov/ cellm iner/) [38], we obtained RNA expression data 
and relevant drug information. Missing values in the sup-
plementary drug susceptibility data were imputed using the 
nearest neighbor mean. Pearson correlation coefficients were 
calculated to assess the relationship between gene expression 
and different drugs. The analysis results were screened based 
on a significance threshold of P value < 0.05. As depicted 
in Fig. 2F, high expression of CLLU1 was positively cor-
related with the sensitivity of 13 drugs, including Megestrol 
acetate, BAY-876, Isotretinoin, Imiquimod, Fluphenazine, 
Zoledronate, S-63845, CB-839, Nandrolone phenpropionate, 
Acetylcysteine, JNJ-54302833, HPI-1, and AMG-176. Con-
versely, four drugs showed a negative correlation between 
sensitivity and high expression of CLLU1, namely VS-4718, 
6-Thioguanine, Veliparib, and LOR-253.

Concluding remarks and future perspectives

CLLU1 stands as a specific marker for CLL, expressed early 
in the disease and exhibiting relative stability. Evaluating the 
blood CLLU1 level can serve as a monitoring indicator for 
early treatment of CLL patients, with its expression level 
closely linked to prognosis, often indicating a poor prog-
nosis for patients with high CLLU1 expression. Assessing 
the blood CLLU1 level provides a reliable marker of tumor 

Table 2  Multiple biomarkers are prognostically associated with CLL

Prognostic indicators Good prognosis Poor prognosis References

Clinical staging Binet A,
Rai 0, I

Binet B, C
Rai II, III, IV

[7, 13]

CD38 Low expression High expression [5, 33]
IgVH Mutation No mutation [5, 22]
ZAP-70 Low expression High expression [13, 14]
Cytogenetic abnor-

malities (del(11q) 
or del(17p))

Normal Abnormal [18]

CLLU1 Low expression High expression [3, 18, 24]

Fig. 3  Commonly used molecu-
lar markers in CLL. ZAP-70 
plays a crucial role in BCR 
signaling, promoting enhanced 
proliferation through path-
ways, such as NF-κB signaling 
and CD38, a transmembrane 
glycoprotein. Loss or muta-
tion of TP53 and chromosomal 
abnormalities involving 11q- 
and 17p-disrupt cell repair 
mechanisms. Although the exact 
reasons for the elevated expres-
sion of LPL and CLLU1 in CLL 
remain unknown, these markers 
are associated with increased 
risk in patients

http://discover.nci.nih.gov/cellminer/
http://discover.nci.nih.gov/cellminer/
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burden and addresses the gap in MRD monitoring technol-
ogy for CLL patients. Future studies can incorporate blood 
tests for CLLU1 to detect residual CLL cells post-treat-
ment, monitor molecular responses to therapy, and guide 
decisions regarding consolidation or maintenance therapy. 
This approach will ultimately enhance our understanding of 
the interplay between treatment response kinetics, disease 
relapse, and long-term survival.
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