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Abstract: miR-30b, which is encoded by the gene located
on chromosome 8q24.22, plays an important role in a
variety of diseases. In most types of tumors, miR-30b
significantly inhibits the proliferation, migration, and
invasion of cancer cells through the regulation of target
genes. Moreover, miR-30b can inhibit the PI3K/AKT sig-
naling pathway through the regulation of EGFR, AKT,
Derlin-1, GNA13, SIX1, and other target genes, thus inhi-
biting the EMT process of tumor cells and promoting
apoptosis. In addition, miR-30 plays a significant role
in alleviating drug resistance in tumor cells. Although
the use of miR-30b as a clinical diagnostic indicator or
anticancer drug is still facing great difficulties in the short
term, with the deepening of research, the potential appli-
cation of miR-30b is emerging.
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1 Introduction

miRNA is a group of noncoding short sequence single-
stranded RNAs (ssRNAs) that attenuate or eliminate the
function of downstream genes by targeting the 3’-untrans-
lated region (3’-UTR) structure of mRNA and indirectly
regulate physiological and pathological states [1]. Since
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the first miRNA was discovered in Caenorhabditis elegans
in 1993, hundreds of different miRNAs have been identified
in humans in the past 30 years [2]. In mammals, the synth-
esis of miRNA is mainly divided into two steps. The first
step occurs in the nucleus. The miRNA genes are first tran-
scribed by RNA polymerase II [3] to produce primary
microRNAs (pri-miRNAs), and then pri-miRNAs are pro-
cessed by the Drosha-DGCR8 complex into precursor miRNAs
(pre-miRNAs) [4]. Finally, the pre-miRNAs are exported to
the cytoplasm via the Exportin-5 (Exp5), an RNA-dependent
transport receptor transfected with importin [5,6]. The second
step of processing occurs in the cytoplasm, where RNA
enzymes III endonuclease and Dicer microRNAs before cut-
ting into about 22nt long mature microRNA (7,8]. Although
miRNAs are mainly distributed in the cytoplasm, several
miRNAs can be repositioned to the nucleus by the miRISC
shuttle [9].

A large number of studies have shown that miRNAs
play a key role in many regulatory pathways such as body
development, cell differentiation, cell apoptosis, metabo-
lism, and signal transduction [10,11]. As a wide range of
gene expression regulators, miRNAs, and their targets
constitute a complex regulatory network [12]. On the
one hand, a single miRNA can bind to one or more
mRNA targets; on the other hand, multiple miRNAs can
synergistically control a single mRNA target [13]. There-
fore, even a single miRNA is also involved in a wide range
of functional and metabolic pathways, which can directly
or indirectly affect the expression of multiple down-
stream target genes and their corresponding biological
functions. To date, miRNAs are involved in regulating
the expression of more than one-third of the human pro-
tein-coding genes [14,15]. Previous studies have found
that more than half of nematode miRNAs have sequence
homology with human-expressed miRNAs [16]. These
studies indicate that miRNAs are an important group of
post-transcriptional regulators.

miR-30b, which is encoded by the gene located on
chromosome 8q24.22, is a member of the miR-30 family
consisting of five members (miR-30a, miR-30b, miR-30c,
miR-30d, and miR-30e) and plays an important role in a
variety of diseases [17]. The miR-30b sequence is highly
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conserved in the evolution of different species. Over the
years, numerous literature reports have emphasized that
miR-30b plays a crucial role in regulating key signaling
pathways. The abnormal expression of miR-30b under
various pathological conditions has attracted increasing
attention. This article collects, collates, and summarizes
the literature related to miR-30b in the past 15 years and
discusses the relationship between miR-30b and tumor,
apoptosis, and drug resistance.

2 Role of miR-30b in cancer
development

Proliferation, migration, and invasion are the most basic
features of the cancer development process. Since the
targets of miR-30b contain numerous proteins related to
proliferation, migration, and invasion, the dysregulation
of miR-30b expression leads to the uncontrolled develop-
ment of tumor cells (Table 1).

In non-small cell lung cancer, it was shown that miR-
30b directly binds to the 3’-UTR of collagen triple helix
repeat containing 1 (Cthrcl), which is closely related to
lymph node metastasis [18]. In osteosarcoma cells, auto-
phagy protein 5 (ATG5) not only participates in the forma-
tion of autophagosomes but also promotes cancer cell
proliferation and invasion. Therefore, miR-30b targeting
ATG5 not only participates in the regulation of autophagy
but also inhibits the proliferation and invasion of cancer
cells [19]. In the research related to esophageal squamous
carcinoma, homeobox protein Hox-A1 (HOXA1) and homeobox
protein Hox-A13 (HOXA13) were confirmed as the target genes
of miR-30b. The sponge effect of reintroduced and long-chain

Table 1: The regulation of miR-30b on cancer development
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non-coding RNA (IncRNA) HOTTIP was used to weaken the
targeted inhibition of miR-30b on HOXA1 and HOXA13 and to
improve the protein expression level. As a result, the inhibition
effect of miR-30b on the proliferation, metastasis, and invasion
of cancer cells was reversed [20,21]. In gallbladder carcinoma,
miR-30b inhibits the proliferation, metastasis, and invasion of
cancer cells by targeting ecto-5"-nucleotidase (NT5E) [22] and
proline-rich transmembrane protein 2 (PRRT2) [23]. In several
colorectal cancer cell lines, miR-30b suppressed the migration
and invasion via modulation of KAIl C-terminal interacting
tetraspanin (KITENIN) expression [24].

In addition, in colorectal cancer and pancreatic cancer,
other studies have found that miR-30b targeted SIX
homeobox 1 (SIX1) and snail, which were EMT (epithelial—-
mesenchymal transition)-promoting genes [25]. EMT is
currently regarded as a pathological process that leads to
tumor progression. In the process of malignant tumor evo-
lution, EMT enables tumor cells to metastasize and invade
and may also enable tumor cells to escape from certain
factors-induced apoptosis. Therefore, in the study of
tumors, the occurrence of EMT predicts the malignant pro-
gression of tumors. Studies have shown that miR-30b can
form significant E-cadherin depletion and vimentin
increase by targeting EIF5A2 in gastric cancer, which are
signature molecules of EMT [26]. Moreover, snail, a key
transcriptional activator of EMT, is also a direct target of
miR-30b [27]. The PI3K-AKT-MTOR signaling pathway is
an EMT activation pathway and functions by inhibiting the
EMT suppressor GSK-3f (Figure 1).

Derlin-1 is a transmembrane protein located in the
internal parasitic network, which is highly expressed in
various tumors and plays an important role in tumorigenesis.
In breast cancer, miR-30b can directly target Derlin-1 for nega-
tive regulation, and the loss of Derlin-1 inhibits the phosphor-
ylation of AKT. Therefore, a low miR-30b expression level

Cell type and physiology Target The functions involved
Non-small-cell lung cancer [18] Cthrc1 Invasion and migration
Osteosarcoma cells [19] ATG5 Proliferation, invasion, and autophagy
Esophageal cancer [20] HOXA1 Proliferation, migration, and invasion
Esophageal squamous cell carcinoma [21] HOXA13 Proliferation

Gallbladder carcinoma [22] NT5E Proliferation, migration, and invasion
Glioblastoma [23] PRRT2 Proliferation, migration, and invasion
Colorectal cancer [24] KITENIN Migration and invasion

Colorectal cancer [25] SIX1 Migration and invasion

Hepatocyte [27] Snail EMT

Gastric cancer [28] EIF5A2 EMT

Breast cancer, CC [29] Drelin-1 PI3K/AKT-EMT

Renal cell carcinoma [30] GNA13 PI3K/AKT-EMT
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Figure 1: The regulatory network of miR-30b on EMT and apoptosis.

leads to abnormal PI3K/AKT signaling pathway activation,
resulting in uncontrolled cell proliferation and invasion [28].
In addition, in cervical cancer (CC) studies, the downregula-
tion of Derlinl affects the activation of the AKT/mTOR sig-
naling pathway, and the absence of Derlinl can inhibit the
expression of p-AKT and p-mTOR [29]. Additionally, miR-30b
inhibits EMT in renal cell carcinoma by negatively regulating
the guanine nucleotide-binding protein subunit alpha-13
(GNA13) protein expression level [30].

3 miR-30b regulates apoptosis

Apoptosis is an ordered cell death process that occurs in
physiological and pathological conditions. Tumor necrosis
factor-related apoptosis-inducing ligand (TRAIL) is a pro-
mising pro-apoptotic protein that can rapidly induce exo-
genous apoptosis of tumor cells without affecting normal cells.
As a homologous trimer, TRAIL binds to the homologous
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death receptor 4 (DR4) or DR5 on the surface of target cells,
resulting in the recruitment of related proteins of adaptor pro-
tein FAS with death domain (FADD), which assemble and
activate caspase-8. Activation of caspase-8 leads to activation
of caspase-3, which initiates apoptosis and causes cell death.
In glioblastoma, caspase-3 was identified as one of the target
genes of miR-30b, so overexpression of miR-30b causes apop-
totic resistance [31]. In addition, miR-30b was found to inhibit
the EGFR pathway by targeting EGFR in non-small-cell lung
cancer, thus causing inhibition of Bax and caspase-3 [32].

PAI-1is another target gene of miR-30b found in gas-
tric cancer by bioinformatics analysis and western blot. It
was shown that PAI-1 overexpression could counteract
the effect of promoting apoptosis by miR-30, and ectopic
expression of miR-30b had a similar promoting-apoptosis
effect compared with silencing PAI-1 expression. PAI-1,
as an inhibitor of AKT, is significantly overexpressed in
gastric cancer tumors, resulting in inhibition of Bax, cas-
pase-3, and caspase-9 expressions, thus forming apop-
totic resistance [33].
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4 Regulatory role of miR-30b in
cellular drug resistance

The study on the drug resistance mechanism is the basic
research on the clinical treatment of tumor drug resis-
tance, and the function of miR-30b to regulate the expres-
sion of drug-sensitive proteins in cells through target
genes has been confirmed. For example, in the study on
the mechanism of trastuzumab resistance in the treat-
ment of breast cancer, it was found that the expression
of miR-30b was significantly upregulated in the sensitive
strain BT474wt and the survival rate was decreased by
60%. CCNE2 is a cell cycle regulation gene, which is
highly expressed in the sensitive strain BT474r and low
in acquired drug-resistant cell strain BT474wt. miR-30b
can precisely target CCNE2. By upregulating miR-30b and
negatively regulating CCNE2 expression, HER2 + breast
cancer has reduced resistance to Trastuzumab [34].

In non-small-cell lung cancer (NSCLC) studies, it has
been found that miR-30b combined with a low dose rate
(LDR) can inhibit the overexpression of PAI-1, effectively
controlling the negative control effect of PAI-1 on the
efficacy of LDR in the treatment of tumors. AKT and
ERK are downstream survival signals of PAI-1, and inhi-
biting PAI-1 can reduce the phosphorylation of AKT and
ERK. Inhibition of PAI-1 decreased the survival rate and
EMT progression of NSCLC cells. In a xenograft mouse
model with miR-30b as the carrier, low-dose radiation
therapy and radiotherapy were shown to effectively reduce
tumor growth and invasivity.

In addition to the aforementioned studies on the
mechanism of action of miR-30b in the treatment of
breast cancer and NSCLC with Trastuzumab, miR-30b
has also been found to have a regulatory effect on drug
resistance in some diseases but the specific mechanism
has not been clearly explained. For example, in studies on
the mechanism of drug resistance in gefitinib treatment for
NSCLC, it was found that the expression of miR-30b was
downregulated after treatment with MET inhibitors, and
the sensitivity of NSCLC to gefitinib was increased [35,36].

5 Discussion

In recent years, the regulatory role of miRNAs in many
diseases has attracted wide attention. The imbalance of
miR-30b especially plays an important role in the occur-
rence and development of tumors and might be a poten-
tial target for tumor diagnosis and treatment, among
which it has been reported as a biomarker for gastric
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cancer, breast cancer, and liver cancer. With the contin-
uous advancement of sequencing technology, the under-
standing of miR-30b is increasingly comprehensive and
in-depth, and the feasibility and trend of using miR-30b
as a diagnostic and prognostic marker for a variety of
diseases as well as the application of miR-30b in the
field of disease treatment through knockdown and over-
expression medical technologies are more and more pro-
minent. However, there are still great difficulties and
challenges from basic research to clinical application.
The overall background of microRNA-based therapeutics
is still in its infancy, and the distribution of miR-30b target
genes are involved in a wide range of functions. Therefore,
in the future, on the one hand, the mechanism of action
between miR-30b and target genes needs to be further
elaborated. On the other hand, how to achieve accurate
regulation of miR-30b may be the key to its clinical appli-
cation. Although the use of miR-30b as a clinical diag-
nostic indicator or anticancer drug is still facing great dif-
ficulties in the short term, with the deepening of research,
the potential application of miR-30b will emerge.

Funding information: This study was supported by the
National Natural Science Foundation of China (Grant No.
81874355, 82174028) and the Natural Science Foundation
of Zhejiang province, China (Grant No. LY22H280006).

Author contributions: Zhen-Jie Fu completed the design
idea, data collection, and collation of the article. All the
authors participated in the manuscript writing of the
article. All the authors have given consent to the publica-
tion of the article.

Conflict of interest: Authors state no conflict of interest.

Data availability statement: Data sharing is not applic-
able to this article as no datasets were generated or ana-
lyzed during the current study.

References

[1] Mahdavinezhad A, Mousavibahar SH, Poorolajal J,
Yadegarazari R, Jafari M, Shabab N, et al. Association between
tissue miR-141, miR-200c and miR-30b and bladder cancer:

a matched case-control study. Urol J. 2015;12(1):2010-3.

[2] Lee RC, Feinbaum RL, Ambros V. The C elegans heterochronic
gene lin-4 encodes small RNAs with antisense complemen-
tarity to lin-14. Cell. 1993;75(5):843-54.

[3] LeeY, Kim M, Han J, Yeom KH, Lee S, Baek SH, et al. MicroRNA
genes are transcribed by RNA polymerase Il. Embo ).
2004;23(20):4051-60.



106 —— Zhen-JieFuetal.

(6]

(7]

(11]

(12]

(13]

[14]

(17]

(18]

[19]

[20]

(21]

Han J, Lee Y, Yeom KH, Kim YK, Jin H, Kim VN. The Drosha-
DGCR8 complex in primary microRNA processing. Genes Dev.
2004;18(24):3016-27.

Kim VN. MicroRNA precursors in motion: exportin-5 mediates
their nuclear export. Trends Cell Biol. 2004;14(4):156-9.

Yi R, Qin Y, Macara IG, Cullen BR. Exportin-5 mediates the
nuclear export of pre-microRNAs and short hairpin RNAs.
Genes Dev. 2003;17(24):3011-6.

Ketting RF, Fischer SE, Bernstein E, Sijen T, Hannon G/,
Plasterk RH. Dicer functions in RNA interference and in
synthesis of small RNA involved in developmental timing in C.
elegans. Genes Dev. 2001;15(20):2654-9.

Knight SW, Bass BL. A role for the RNase Ill enzyme DCR-1 in
RNA interference and germ line development in
Caenorhabditis elegans. Science. 2001;293(5538):2269-71.
Catalanotto C, Cogoni C, Zardo G. MicroRNA in control of gene
expression: an overview of nuclear functions. Int ) Mol Sci.
2016;17(10):1712.

Ambros V. The functions of animal microRNAs. Nature.
2004;431(7006):350-5.

Ebert MS, Sharp PA. Roles for microRNAs in conferring
robustness to biological processes. Cell. 2012;149(3):515-24.
Friedman RC, Farh KK, Burge CB, Bartel DP. Most mammalian
mRNAs are conserved targets of microRNAs. Genome Res.
2009;19(1):92-105.

Landgraf P, Rusu M, Sheridan R, Sewer A, lovino N, Aravin A,
et al. A mammalian microRNA expression atlas based on small
RNA library sequencing. Cell. 2007;129(7):1401-14.

Lewis BP, Burge CB, Bartel DP. Conserved seed pairing, often
flanked by adenosines, indicates that thousands of human
genes are microRNA targets. Cell. 2005;120(1):15-20.

Lewis BP, Shih IH, Jones-Rhoades MW, Bartel DP, Burge CB.
Prediction of mammalian microRNA targets. Cell.
2003;115(7):787-98.

Banez-Ventoso C, Vora M, Driscoll M. Sequence relationships
among C. elegans, D. melanogaster and human microRNAs
highlight the extensive conservation of microRNAs in biology.
PLoS One. 2008;3(7):e2818.

Mao L, Liu S, Hu L, Jia L, Wang H, Guo M, et al. miR-30 family: a
promising regulator in development and disease. Biomed Res
Int. 2018;2018:9623412.

Chen S, Li P, Yang R, Cheng R, Zhang F, Wang Y, et al.
microRNA-30b inhibits cell invasion and migration through
targeting collagen triple helix repeat containing 1in non-small
cell lung cancer. Cancer Cell Int. 2015;15:85.

Gu Z, Hou Z, Zheng L, Wang X, Wu L, Zhang C. LncRNA DICER1-
AS1 promotes the proliferation, invasion and autophagy of
osteosarcoma cells via miR-30b/ATG5. Biomed Pharmacother.
2018;104:110-8.

Li Q, Zhang X, Li N, Liu Q, Chen D. miR-30b inhibits cancer cell
growth, migration, and invasion by targeting homeobox A1l

in esophageal cancer. Biochem Biophys Res Commun.
2017;485(2):506-12.

Lin C, Wang Y, Wang Y, Zhang S, Yu L, Guo C, et al.
Transcriptional and post-transcriptional regulation of HOXA13
by IncRNA HOTTIP facilitates tumorigenesis and metastasis in

(22]

(24]

[25]

(26]

(31

(32]

(33]

(34]

(35]

(36]

DE GRUYTER

esophageal squamous carcinoma cells. Oncogene.
2017;36(38):5392-406.

Wang N, Xiang X, Chen K, Liu P, Zhu A. Targeting of NT5E by
miR-30b and miR-340 attenuates proliferation, invasion and
migration of gallbladder carcinoma. Biochimie.
2018;146:56-67.

Li Z, Guo J, Ma Y, Zhang L, Lin Z. Oncogenic role of microRNA-
30b-5p in glioblastoma through targeting proline-rich trans-
membrane protein 2. Oncol Res. 2018;26(2):219-30.

Park SY, Kim H, Yoon S, Bae JA, Choi SY, Jung YD, et al. KITENIN-
targeting microRNA-124 suppresses colorectal cancer cell motility
and tumorigenesis. Mol Ther. 2014;22(9):1653-64.

Zhao H, Xu Z, Qin H, Gao Z, Gao L. miR-30b regulates migration
and invasion of human colorectal cancer via SIX1. Biochem |J.
2014;460(1):117-25.

Tian SB, Yu JC, Liu YQ, Kang WM, Ma ZQ, Ye X, et al. MiR-30b
suppresses tumor migration and invasion by targeting EIF5A2
in gastric cancer. World J Gastroenterol. 2015;21(31):9337-47.
Zhang J, Zhang H, Liu J, Tu X, Zang Y, Zhu J, et al. miR-30
inhibits TGF-B1-induced epithelial-to-mesenchymal transition
in hepatocyte by targeting Snaill. Biochem Biophys Res
Commun. 2012;417(3):1100-5.

Zeng JS, Tian QH, Zeng ZM, Cai J, Ye MY, Liu YX, et al. Derlin-1
exhibits oncogenic activities and indicates an unfavorable
prognosis in breast cancer. Cell Biol Int. 2020;44(2):593-602.
Li L, Liu M, Zhang Z, Zhang W, Liu N, Sheng X, et al. Derlinl
functions as an oncogene in cervical cancer via AKT/mTOR
signaling pathway. Biol Res. 2019;52(1):8.

Liu W), Li HH, Wang Y, Zhao XY, Guo YY, Jin |, et al. MiR-30b-5p
functions as a tumor suppressor in cell proliferation, meta-
stasis and epithelial-to-mesenchymal transition by targeting
G-protein subunit a-13 in renal cell carcinoma. Gene.
2017;626:275-81.

Quintavalle C, Donnarumma E, laboni M, Roscigno G,
Garofalo M, Romano G, et al. Effect of miR-21 and miR-30b/c
on TRAIL-induced apoptosis in glioma cells. Oncogene.
2013;32(34):4001-8.

Qi Z, Zhang B, Zhang J, Hu Q, Xu F, Chen B, et al. MicroRNA-30b
inhibits non-small cell lung cancer cell growth by targeting the
epidermal growth factor receptor. Neoplasma. 2018;65(2):
192-200.

Zhu ED, Li N, Li BS, Li W, Zhang WJ, Mao XH, et al. miR-30b,
down-regulated in gastric cancer, promotes apoptosis and
suppresses tumor growth by targeting plasminogen activator
inhibitor-1. PLoS One. 2014;9(8):e106049.

Tormo E, Adam-Artigues A, Ballester S, Pineda B, Zazo S,
Gonzalez-Alonso P, et al. The role of miR-26a and miR-30b in
HER2 + breast cancer trastuzumab resistance and regulation
of the CCNE2 gene. Sci Rep. 2017;7:41309.

Chen JC, Su YH, Chiu CF, Chang YW, Yu YH, Tseng CF, et al.
Suppression of Dicer increases sensitivity to gefitinib in human
lung cancer cells. Ann Surg Oncol. 2014;21(Suppl 4):5555-63.
Garofalo M, Romano G, DiLeva G, Nuovo G, Jeon YJ, Ngankeu A,
et al. EGFR and MET receptor tyrosine kinase-altered microRNA
expression induces tumorigenesis and gefitinib resistance in
lung cancers. Nat Med. 2011;18(1):74-82.



	1 Introduction
	2 Role of miR-30b in cancer development
	3 miR-30b regulates apoptosis
	4 Regulatory role of miR-30b in cellular drug resistance
	5 Discussion
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (None)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 524288
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org?)
  /PDFXTrapped /False

  /CreateJDFFile false
  /SyntheticBoldness 1.000000
  /Description <<
    /POL (Versita Adobe Distiller Settings for Adobe Acrobat v6)
    /ENU (Versita Adobe Distiller Settings for Adobe Acrobat v6)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [2834.646 2834.646]
>> setpagedevice


