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Abstract
Adult T-cell leukemia/lymphoma (ATL) is a retrovirus-associated mature T-cell leukemia/lymphoma. It is speculated that ATL is an age-related disease and some 
changes are involved in malignant transformation and monoclonal expansion of the HTLV-1-infected cells. We previously reported that HTLV-1-infected cells and 
ATL cells exhibit CD30 and soluble CD30 (sCD30) is elevated in the sera of patients with ATL. Recently, we also evaluated the levels of sCD30 in ATL patients 
underwent chemotherapy and allogeneic hematopoietic stem cell transplantation (HSCT) to predict prognosis of ATL patients under 2 different clinical settings; 
before initiation therapy and before HSCT. Our results suggest that sCD30 may be a useful biomarker in HSCT therapy, because a high sCD30 level before HSCT 
was implicated in early death after HSCT. In addition, we report that sCD30 elevation was followed by acute crisis from chronic type of ATL. Previously, high 
levels of soluble proteins including cytokine receptor and membrane-binding protein were observed in patients with ATL.  A disintegrin and metalloproteinase 
(ADAM)10 and ADAM17 worked as sheddases of CD30 as well as the other proteins. ADAM10/17 also cleaved collagen and elastin which are structural proteins 
of tissues and may cause the tissue injury of important organs. It seems that ADAM10/17 plays a role as oncoproteins for tumorigensis in ATL.

Adult T-cell leukemia/lymphoma (ATL) is a retrovirus-associated 
mature T-cell leukemia/lymphoma [1-4]. A mean latency period 
of more than 50 years is required for only 2–5% of human T-cell 
leukemia virus type 1 (HTLV-1) carriers to develop ATL [5,6]. It is 
speculated that ATL is an age-related disease and some changes are 
involved in malignant transformation and monoclonal expansion of 
the HTLV-1-infected cells [7]. We previously reported that HTLV-1-
infected cells and ATL cells exhibit CD30 and soluble CD30 (sCD30) is 
elevated in the sera of patients with ATL [8]. CD30 (also known as Ki-
1, Ber-H2 and TNFRSF8) is a 120kDa type I cell surface glycoprotein 
and a member of the tumor necrosis factor receptor family. CD30 is 
physically expressed on activated T cells including CD45RO+ T cells, 
B cells, NK cells and monocytes. Pathologically, CD30 expression 
is observed on viral infected cells and tumor cells such as B cell 
lymphoma, T cell lymphoma, acute myeloid leukemia, and embryonal 
carcinoma [9,10]. CD30+ cells release soluble CD30 (sCD30) in vitro 
and in vivo, detected at low levels in the sera of healthy donors [11]. 
Levels of sCD30 have been proposed to be a prognostic factor for an 
unfavorable outcome in lymphoid malignancies such as Hodgkin’s 
lymphoma, and T-cell lymphomas [12-14]. Recently, we also evaluated 
the levels of sCD30 in ATL patients underwent chemotherapy and 
allogeneic hematopoietic stem cell transplantation (HSCT) to predict 
prognosis of ATL patients under 2 different clinical settings; before 
initiation therapy and before HSCT [15]. Levels of sCD30 were 
significant predictors of Overall Survival (OS) both before the initial 
therapy and before HSCT. Especially, our results suggest that sCD30 
may be a useful biomarker in HSCT therapy, because a high sCD30 
level before HSCT was implicated in early death after HSCT. In most of 
them, patients died of diffuse pulmonary infiltrates and/or interstitial 
pneumonia within 76 days. This is reason why ATL patients with 
sCD30 level ≥170 U/ml may not be a suitable transplantation therapy. 

Hopefully, the use of this marker will help to reduce the early deaths 
and transplantation-related mortality of HSCT. 

In addition, we reported that sCD30 elevation was followed by acute 
crisis from chronic type of ATL [16]. The lungs are the preferential site 
for HTLV-1–infected cells, and this peculiar tropism is responsible 
for the high incidence of pulmonary involvement [17-20]. A patient 
who progressed from indolent type to acute type of ATL showed lung 
invasion following elevation of the serum sCD30 levels. Furthermore, 
the level of sCD30 surged according to the formation of pulmonary 
lesions at relapse as well as at acute crisis of disease In the lung, Tax, 
trans-activator of HTLV-1 genome and cellular genes, is preferentially 
expressed in HTLV-1-infected cells [21] and the CD30 and CD30 
ligand interaction plays an important role for inflammation [22,23]. 
Therefore, a sustained high level of sCD30 may be associated with Tax 
expression and pulmonary involvement of ATL. 

Previously, high levels of soluble proteins including cytokine 
receptor and membrane-binding protein were observed in patients 
with ATL (Table 1). Soluble interleukin-6 receptor (sIL-6R) was shown 
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to circulate at elevated levels in HTLV-1-infected patients and to be 
associated activation of STAT3 signaling [24,25]. CD44 is a broadly 
distributed cell surface glycoprotein and has been identified as a 
tumor-promoting molecule that is implicated in cancer cell growth, 
invasion, and metastasis [26]. In vivo, plasma levels of soluble CD44 
(sCD44) were significantly associated with the performance status, 
total number of involved lesions, and lactic dehydrogenase [27]. As 
mentioned above, HTLV-1 carriers are known to develop pulmonary 
complications characterized by T-lymphocytic alveolitis. Sakamoto 
N et al. measured soluble Fas (sFas) and sFas ligand (sFasL) in serum 
and bronchoalveolar lavage fluid of 16 seropositive asymptomatic 
HTLV-1 carriers and 32 healthy subjects, and the levels of sFasL were 
significantly higher in asymptomatic carriers than the control [28].

Accordingly, serum levels of sCD30 may be a marker of matrix 
matalloproteinases activation on ATL cells (Figure 1). A Disintegrin 
and metalloproteinase (ADAM)10 and ADAM17 work as sheddases 
of CD30 as well as the other proteins (sFasL, sCD44, and sIL-6R) 
as shown in Table 1 [29-32]. ADAM10/17 also cleaves collagen and 
elastin which are structural proteins of tissues and may cause the tissue 
injury of important organs. It seems that ADAM10/17 play a role as 
oncoproteins for tumorigensis in ATL.
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Figure 1. Aggressive phenotype of ATL cells.
ADAM10 and 17 cleave membrane-bound proteins, ligands and receptors, and fibrous 
proteins, which are involved in the tumorigenesis, development, and metastasis of tumors.

ADAM10 ADAM17

Shedding proteins on ATL cells
CD30 [8,15] CD30 [8,15]

*Fas ligand (FasL) [28] IL-6 receptor (IL-6R) [24]
CD44 [27,32] CD44 [27,32]

Table 1. High levels of soluble proteins cleaved by ADAM10/17 in ATL patients.

*This report was demonstrated in HTLV-1 carriers

http://www.ncbi.nlm.nih.gov/pubmed/15743528
http://www.ncbi.nlm.nih.gov/pubmed/301762
http://www.ncbi.nlm.nih.gov/pubmed/6261256
http://www.ncbi.nlm.nih.gov/pubmed/6304725
http://www.ncbi.nlm.nih.gov/pubmed/7904671
http://www.ncbi.nlm.nih.gov/pubmed/7904671
http://www.ncbi.nlm.nih.gov/pubmed/16271075
http://www.ncbi.nlm.nih.gov/pubmed/9826579
http://www.ncbi.nlm.nih.gov/pubmed/10569134
http://www.ncbi.nlm.nih.gov/pubmed/10444260
http://www.ncbi.nlm.nih.gov/pubmed/9531614
http://www.ncbi.nlm.nih.gov/pubmed/9552063
http://www.ncbi.nlm.nih.gov/pubmed/22071475
http://www.ncbi.nlm.nih.gov/pubmed/8370441
http://www.ncbi.nlm.nih.gov/pubmed/15681503
http://www.ncbi.nlm.nih.gov/pubmed/16864677
http://www.ncbi.nlm.nih.gov/pubmed/3872708
http://www.ncbi.nlm.nih.gov/pubmed/18089617
http://www.ncbi.nlm.nih.gov/pubmed/18941223
http://www.ncbi.nlm.nih.gov/pubmed/16557588
http://www.ncbi.nlm.nih.gov/pubmed/9391124
http://www.ncbi.nlm.nih.gov/pubmed/21411116
http://www.ncbi.nlm.nih.gov/pubmed/21645921
http://www.ncbi.nlm.nih.gov/pubmed/15002756


Shigeki Takemoto (2015) Shedding by ADAM10 and ADAM17 is associated with progression of adult T-cell leukemia/lymphoma

 Volume 2(1): 79-81Integr Cancer Sci Therap, 2015      doi: 10.15761/ICST.1000118

31.	Eichenauer DA, Simhadri VL, von Strandmann EP, Ludwig A, Matthews V, et al. 
(2007) ADAM10 inhibition of human CD30 shedding increases specificity of targeted 
immunotherapy in vitro. Cancer Res 67: 332-338. [Crossref]

32.	Nagao O, Murakami D, Hartmann D, De Strooper B, Saftig P, et al. (2004) Cell-
matrix interaction via CD44 is independently regulated by different metalloproteinases 
activated in response to extracellular Ca2+ influx and PKC activation. J Cell Biol 165: 
893-902. [Crossref]

29.	Hansen HP, Dietrich S, Kisseleva T, Mokros T, Mentlein R, et al. (2000) CD30 shedding 
from Karpas 299 lymphoma cells is mediated by TNF-alpha-converting enzyme. J 
Immunol 165: 6703-6709. [Crossref]

30.	Vahdat AM, Reiners KS, Simhadri VL, Eichenauer DA, Böll B, et al. (2010) TNF-
alpha-converting enzyme (TACE/ADAM17)-dependent loss of CD30 induced by 
proteasome inhibition through reactive oxygen species. Leukemia 24: 51-57. [Crossref]

Copyright: ©2015  Shigeki Takemoto. This is an open-access article distributed under the terms of the Creative Commons Attribution License, which permits 
unrestricted use, distribution, and reproduction in any medium, provided the original author and source are credited.

http://www.ncbi.nlm.nih.gov/pubmed/17210715
http://www.ncbi.nlm.nih.gov/pubmed/15197174
http://www.ncbi.nlm.nih.gov/pubmed/11120787
http://www.ncbi.nlm.nih.gov/pubmed/19890373

	Title
	Correspondence
	Abstract
	Key words
	References 

