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Abstract

Background: Hepatocellular carcinoma (HCC) is supposed to have a venous drainage system to a portal vein,
which makes intrahepatic metastasis possible. However, the mechanism of extrahepatic recurrence, including the
possibility of a direct route to the systemic circulation from the HCC nodules, remains unclear. Therefore, we
performed retrograde hepatic venography for HCC in livers that had been explanted for liver transplantation in
order to explore the possible direct connection between the hepatic vein and HCC nodules.

Methods: Of 105 living-donor liver transplantations (LDLT) performed up to July, 2009 at the Department of
Surgery, Nagasaki University Hospital, dynamic hepatic venography was performed with contrast media under
fluoroscopy for the most recent 13 cases with HCC. The presence of a tumor stain for each HCC case was
evaluated and compared with the histological findings of HCC.

Results: Hepatic venography revealed a tumor stain in 2 of 13 cases (15%). Neither showed any microscopic tumor
invasion of HCC into the hepatic vein. In the other 11 cases, there were 4 microscopic portal venous invasions and
2 microscopic hepatic venous invasions. No patients have shown HCC recurrence in follow-up (median period, 13
months).

Conclusion: Using ex vivo hepatic venography, a direct connection to the hepatic vein from HCC in whole liver
was revealed in 2 cases without demonstrated histopathological invasion to hepatic vein for the first time in the

vein.

literature. The finding suggests that there is direct spillage of HCC cells into the systemic circulation via hepatic

Introduction

Hepatocellular carcinoma (HCC) is one of the most
common malignant tumors and the third most common
cause of cancer-related death in the world [1]. Despite
recent advances in treatments of HCC, the long-term
survival of patients with HCC is still unsatisfactory [2].
Intrahepatic or extrahepatic recurrence usually develops,
even after a curative liver resection or a total hepatect-
omy for orthotopic liver transplantation. There are two
mechanisms that are well known for intrahepatic recur-
rence of HCC: multicentric carcinogenesis due to the
underlying liver disease and intrahepatic metastasis with
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venous drainage to a portal vein [3]. On the other hand,
the mechanism of extrahepatic recurrence of HCC is
still controversial, with the possibility of a direct route
from HCC nodules to the systemic circulation still
unconfirmed. According to previous reports, the predic-
tors for extrahepatic recurrence of HCC are the size and
number of tumors, vascular invasion, and elevated
tumor markers [4-8]. However, even cases with small
and single HCC lesions sometimes develop extrahepatic
recurrence.

In this study, we performed hepatic venography for
HCC in explanted livers for liver transplantation, in
order to explore the direct connection between the
hepatic vein and HCC nodules.
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Methods

Patients

One hundred five living-donor liver transplantations
(LDLT) were performed up to July, 2009 at the Depart-
ment of Surgery, Nagasaki University Hospital. Of these
105 LDLTs, we performed hepatic venography on
explanted livers of the most recent 13 cases, which
detected HCC lesions preoperatively and/or postopera-
tively. There were 9 males and 4 females with a median
age at LDLT of 59 years (range; 52-68 years) (Additional
file 1, Table S1).

Ex vivo hepatic venography

Using livers explanted for LDLT, hepatic venography
was performed with contrast media (Urografin, Nihon
Schering, Osaka, Japan) under fluoroscopy. First, a
purse-string suture was placed around the orifice of the
right hepatic vein and the hepatic venous trunk of the
middle and left hepatic vein, respectively, to prevent the
backflow of the contrast media. Second, a plastic needle
was cannulated into the hepatic vein and tightened up
with the purse-string suture. Third, the contrast media
was injected into the hepatic vein by a slow retrograde
bolus injection with very low pressure manually (Figure
1). Thereafter, X-ray images were taken from several dif-
ferent angles in a series.

Evaluation of hepatic venography

We defined the venographic positve case as the presence
of a tumor stain corresponding to an HCC nodule con-
tiguous with hepatic vein, and smoothly filled with con-
trast media without any resistance. The presence of a

Purse string suture

Potal Vein

Figure 1 Methods of hepatic venography. 7 Purse-string suture
around the orifice of the hepatic vein (to prevent back flow) 2
Cannulation into the hepatic vein 3 Slow bolus injection of the
contrast media 4 X-ray imaging under fluoroscopy.
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tumor stain corresponding to an HCC nodule was
judged to be “positive”, while the absence of a tumor
stain was judged to be “negative” on the serial x-ray
images. The judgment was made by two or three
surgeons.

Statistical analysis

Fisher’s exact test was used for the data analysis. A level
of P < 0.05 was considered to indicate statistical
significance.

Results

Ex vivo hepatic venography

In 2 of 13 cases (15%), tumor stains were confirmed in a
corresponding lesion to indicate the location of an HCC
nodule. One positive case was a 65-year-old male with
2.2-cm HCC located at segment six, associated with
hepatitis C virus-related cirrhosis. The tumor stain from
the right hepatic vein was clearly detected with contrast
media by retrograde hepatic venography (Figure 2). The
other positive case was a 68-year-old male having a 3.2-
cm HCC at segment six. A tumor stain was also seen by
retrograde hepatic venography from the right hepatic
vein (image not shown). The other 11 cases were judged
negative by hepatic venography (Additional file 2, Table
S2). Though negative cases showed no tumor stains
with contrast media, they did show venous compression
from the tumor (Figure 3).

Figure 2 A hepatic venography-positive case. A 65-year-old male
with a 2.2-cm HCC at segment 6 (white arrowheads on CT). The
broken circle indicates the site of the tumor. Hepatic venography
shows tumor stains (arrows) corresponding with an HCC nodule. A:
Enhanced CT B: Early phase image of hepatic venography C: Late
phase image of hepatic venography D: magnified image of the late
phase.
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Figure 3 A hepatic venography-negative case. A 58-year-old
male with multiple HCCs. A 6.2-cm HCC at segment 4 (white
arrowheads). The broken circle indicates the site of the tumor.
Hepatic venography shows no tumor stain but venous compression
from the tumor (arrows). A: Enhanced CT, early phase B: Enhanced
CT, delayed phase C: Image of hepatic venography D: Magnified
image of hepatic venography.

The relationship between hepatic venography and
histopathological findings

Histopathologically, there were 4 portal venous inva-
sions and 2 hepatic venous invasions among the 13
cases. Of the 2 positive hepatic venography cases, one
showed portal venous invasion, but neither showed
microscopic hepatic venous invasion. No statistically sig-
nificant relationship was found between tumor stains by
ex vivo hepatic venography and microscopic hepatic
venous invasion in positive hepatic venography cases.

Outcomes after LDLT

Five of the patients who underwent hepatic venography
died. Two patients died of sepsis, and the other three
died due to liver failure. However, no recurrent HCC
was found in the follow-up (median period, 25 months)
of the 13 cases, including the two patients with venogra-
phically demonstrable HCC, who had follow-up periods
of 35 and 25 months after LT, respectively, at this writ-
ing (Additional file 2, Table S2).

Discussion

In this study, we have demonstrated a direct connection
between primary HCC nodules and the systemic circula-
tion (vena cava) by retrograde hepatic venography with
livers explanted for liver transplantation. To our knowl-
edge, this is the first report to visualize the direct com-
munication from HCC nodules to the systemic
circulation in explanted whole livers from liver trans-
plantation. In this study, 2 of 13 cases showed tumor
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stains, which indicate direct venous drainage to the
hepatic vein (or vena cava), by hepatic venography. The
stains might represent HCC cells or tumor thrombi
spilled from the primary HCC into systemic circulation
and thereby likely to be carried to distant organs by the
bloodstream. In spite of the presence of a direct connec-
tion to the hepatic veins, neither of the two positive
cases showed microscopic hepatic venous invasion.
These results suggest that the route of the cancer cells
into the vessels could be independent of histopathologi-
cal invasion.

Based on previous reports, various factors are thought
to contribute to extrahepatic recurrence; for instance,
Funaki et al. reported hematogenous spreading of HCC
cells from the primary tumor [9]. Recently, some studies
have reported that adhesion molecules, such as E-cad-
herin [10,11] or CD44 [12,13], play an important role in
the extrahepatic recurrence of HCC after hepatectomy
or liver transplantation. Other reports have indicated
that the presence of cancer stem cells is a key factor
[14,15]. In any case, cancer cells from the primary lesion
likely migrate into the bloodstream of systemic circula-
tion to form metastatic foci in distant organs.

Moreover, several factors seem to be involved in the
occurrence of distant metastasis, such as 1) escape from
local immunity, 2) connection to systemic circulation, 3)
spilling of HCC cells from the primary lesion into the
bloodstream, 4) escape from the host immune surveil-
lance systems, 5) adhesion to another organ, and 6)
growth. A recent study represents a case of metastasis
without pathological venous invasion. Sugino et al.
[16,17] described sinusoidal angiogenesis as a non-inva-
sive mechanism of blood-borne metastasis in HCGC; i.e.,
an invasion-independent metastasis pathway. This may
suggest that patients after liver transplantation need par-
ticularly vigilant observation for extrahepatic recurrence
because of their immunosuppressive states.

In addition, the possibility of intrahepatic metastasis as
well as extrahepatic metastasis via systemic circulation
has also been reported [18]. Thus, patients having HCC
with a direct connection to systemic circulation should
be monitored, not only for extrahepatic recurrence but
also for intrahepatic recurrence, even after liver
transplantation.

There are some reports of efferent vessels of HCC.
Mitsunobu et al. [19] demonstrated that the portal vein
serves as an efferent vessel in advanced HCC by direct
injection of radiopaque media into HCC nodules of
resected specimens. Other reports have made similar
conclusions from different points of view, namely, histo-
pathological study [20] or color Doppler imaging exami-
nation using ultrasonography [21]. Those previous
reports suggested the following mechanism. The efferent
vessel of hepatic tumors is basically the hepatic vein;
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blood from the HCC still flows out to the hepatic vein
at its early stage. With the progress of HCC, the portal
vein also acts as an efferent vessel. It is supposed that a
capsule is formed as the HCC undergoes dedifferentia-
tion, resulting in regurgitation of blood to the portal
vein with the rising internal pressure of HCC nodule.
This causes intrahepatic metastasis through the portal
vein as well.

In regard to the outcomes of LDLTs for the 13
patients, there has been no recurrence of HCC so far.
This may be due to the fact that the follow-up periods
are not very long (37 months at most), and that all
cases except one were within the Milan criteria [22].

Conclusion

Hepatic venography of 2 of 13 livers explanted for
HCC-related LDLT revealed a direct connection
between primary HCC nodules and the hepatic vein.
Such cases should be strictly observed for extrahepatic
and intrahepatic recurrence, even in cases within the
Milan criteria and without microscopic hepatic venous
invasion.

Additional material

Additional file 1: Table S1. Patients Characteristics.

Additional file 2: Table S2. Tumor characteristics and clinical outcomes
of patients who underwent hepatic venography.

Authors’ contributions

SE designed and coordinated the study. KM, AS, MH, KH performed and
carried out the hepatic venography, and KM wrote the manuscript. All
authors evaluated the results of the hepatic venography. KY, MT, TK, SE
supervised in critically reviewed the manuscript. All authors contributed
significantly to this work, and approved the final manuscript.

Competing interests
The authors declare that they have no competing interests.

Received: 5 April 2011 Accepted: 27 September 2011
Published: 27 September 2011

References

1. Botha JF, Langnas AN: Liver transplantation for hepatocellular carcinoma:
an update. J Natl Compr Canc Netw 2006, 8:762-767.

2. Eguchi S, Kanematsu T: Liver Cancer Study Group of Japan: Comparison
of the outcomes between an anatomical subsegmentectomy and a non-
anatomical minor hepatectomy for single hepatocellular carcinomas
based on a Japanese nationwide survey. Surgery 2008, 143:469-475.

3. Mitsunobu M, Toyosaka A, Oriyama T, Okamoto E, Nakao N: Intrahepatic
metastases in hepatocellular carcinoma: the role of the portal vein as an
efferent vessel. Clin Exp Metastasis 1996, 14:520-529.

4. Okuda K, Ohtsuki T, Obata H, Tomimatsu M, Okazaki N, Hasegawa H,
Nakajima Y, Ohnishi K: Natural history of hepatocellular carcinoma and
prognosis in relation to treatment Study of 850 patients. Cancer 1985,
56:918-928.

5. The Cancer of the Liver ltalian Program (CLIP) Investigators: A new
prognostic system for hepatocellular carcinoma: a retrospective study of
435 patients. Hepatology 1998, 28:751-755.

Page 4 of 4

6. Llovet JM, Bru C, Bruix J: Prognosis of hepatocellular carcinoma: the BCLC
staging classification. Semin Liver Dis 1999, 19:329-338.

7. Kanda M, Tateishi R, Yoshida H, Sato T, Masuzaki R, Ohki T, Imamura J,
Goto T, Yoshida H, Hamamura K, Obi S, Kanai F, Shiina S, Omata M:
Extrahepatic metastasis of hepatocellular carcinoma: incidence and risk
factors. Liver Int 2008, 28:1256-1263.

8. Yang Y, Nagano H, Ota H, Morimoto O, Nakamura M, Wada H, Noda T,
Damdinsuren B, Marubashi S, Miyamoto A, Takeda Y, Dono K, Umeshita K,
Nakamori S, Wakasa K, Sakon M, Monden M: Patterns and
clinicopathologic features of extrahepatic recurrence of hepatocellular
carcinoma after curative resection. Surgery 2007, 141:196-202.

9. Funaki NO, Tanaka J, Seto SI, Kasamatsu T, Kaido T, Imamura M:
Hematogenous spreading of hepatocellular carcinoma cells: possible
participation in recurrence in the liver. Hepatology 1997, 25:564-568.

10.  Soyama A, Eguchi S, Takatsuki M, Kawashita Y, Hidaka M, Tokai H,
Nagayoshi S, Mochizuki S, Matsumoto S, Hamasaki K, Tajima Y,

Kanematsu T: Significance of the serum level of soluble E-cadherin in
patients with HCC. Hepatogastroenterology 2008, 55:1390-1393.

11. Huang GT, Lee HS, Chen CH, Sheu JC, Chiou LL, Chen DS: Correlation of E-
cadherin expression and recurrence of hepatocellular carcinoma.
Hepatogastroenterology 1999, 46:1923-1927.

12. Hirohashi K, Yamamoto T, Uenishi T, Ogawa M, Sakabe K, Takemura S,
Shuto T, Tanaka H, Kubo S, Kinoshita H: CD44 and VEGF expression in
extrahepatic metastasis of human hepatocellular carcinoma.
Hepatogastroenterology 2004, 51:1121-1123.

13.  Endo K, Terada T: Protein expression of CD44 (standard and variant
isoforms) in hepatocellular carcinoma: relationships with tumor grade,
clinicopathologic parameters, p53 expression, and patient survival. J
Hepatol 2000, 32:78-84.

14.  Kamohara Y, Haraguchi N, Mimori K, Tanaka F, Inoue H, Mori M,
Kanematsu T: The search for cancer stem cells in hepatocellular
carcinoma. Surgery 2008, 144:119-124.

15. Yang ZF, Ngai P, Ho DW, Yu WC, Ng MN, Lau CK, Li ML, Tam KH, Lam CT,
Poon RT, Fan ST: Identification of local and circulating cancer stem cells
in human liver cancer. Hepatology 2008, 47:919-928.

16.  Sugino T, Yamaguchi T, Ogura G, Saito A, Hashimoto T, Hoshi N, Yoshida S,
Goodison S, Suzuki T: Morphological evidence for an invasion-
independent metastasis pathway exists in multiple human cancers. BMC
Med 2004, 5:2-9.

17. Sugino T, Yamaguchi T, Hoshi N, Kusakabe T, Ogura G, Goodison S,

Suzuki T: Sinusoidal tumor angiogenesis is a key component in
hepatocellular carcinoma metastasis. Clin Exp Metastasis 2008, 25:835-841.

18. Sakon M, Nagano H, Nakamori S, Dono K, Umeshita K, Murakami T,
Nakamura H, Monden M: Intrahepatic recurrences of hepatocellular
carcinoma after hepatectomy: analysis based on tumor hemodynamics.
Arch Surg 2002, 137:94-99.

19. Toyosaka A, Okamoto E, Mitsunobu M, Oriyama T, Nakao N, Miura K:
Pathologic and radiographic studies of intrahepatic metastasis in
hepatocellular carcinoma; the role of efferent vessels. HPB Surg 1996,
10:97-103.

20. Nakashima Y, Nakashima O, Hsia CC, Kojiro M, Tabor E: Vascularization of
small hepatocellular carcinomas: correlation with differentiation. Liver
1999, 19:12-18.

21. Tochio H, Kudo M: Afferent and efferent vessels of premalignant and
overt hepatocellular carcinoma: observation by color Doppler imaging.
Intervirology 2004, 47:144-153.

22. Mazzaferro V, Regalia E, Doci R, Andreola S, Pulvirenti A, Bozzetti F,
Montalto F, Ammatuna M, Morabito A, Gennari L: Liver transplantation for
the treatment of small hepatocellular carcinomas in patients with
cirrhosis. N Engl J Med 1996, 14;334:693-699.

doi:10.1186/1477-7819-9-111

Cite this article as: Miyazaki et al: Ex vivo hepatic venography for
hepatocellular carcinoma in livers explanted for liver transplantation.
World Journal of Surgical Oncology 2011 9:111.



http://www.biomedcentral.com/content/supplementary/1477-7819-9-111-S1.XLS
http://www.biomedcentral.com/content/supplementary/1477-7819-9-111-S2.XLS
http://www.ncbi.nlm.nih.gov/pubmed/18374043?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18374043?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18374043?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18374043?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8970582?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8970582?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8970582?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2990661?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2990661?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9731568?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9731568?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9731568?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10518312?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10518312?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18710423?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18710423?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17263976?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17263976?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17263976?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9049199?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9049199?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18795696?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18795696?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10430370?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10430370?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15239258?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15239258?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10673070?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10673070?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10673070?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18656616?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18656616?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18275073?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18275073?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18712609?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18712609?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11772225?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11772225?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9184864?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9184864?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9928760?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9928760?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15383723?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15383723?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21899409?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21899409?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21899409?dopt=Abstract

	Abstract
	Background
	Methods
	Results
	Conclusion

	Introduction
	Methods
	Patients
	Ex vivo hepatic venography
	Evaluation of hepatic venography
	Statistical analysis

	Results
	Ex vivo hepatic venography
	The relationship between hepatic venography and histopathological findings
	Outcomes after LDLT

	Discussion
	Conclusion
	Authors' contributions
	Competing interests
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /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 true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 500
  /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 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 500
  /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 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /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 ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 5.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents suitable for reliable viewing and printing of business documents.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


