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OBJECTIVE To observe and evaluate the value of utilizing
selective internal iliac artery infusion and selective internal
iliac artery embolization for the treatment of unremitting gross
hematuria of stage T4 bladder carcinoma.

METHODS  Fifty-eight stage T4 bladder carcinoma patients
were selected. The patients were grouped to the TAI group and
the TAE group. The main symptom of hemorrhage was gross
hematuria. None of the patients in our study could receive trunk
embolization. The infusion plan was oxaliplatin (100 mg/m?) and
epirubicin (EPI 50mg/m?®). Embolization was done with coils or
strips of gelatin sponge. The duration of gross hematuria was
observed. Routine urinalysis and routine blood examination were
performed. EORTC QLQ-C30 was used to evaluate the quality of
life before and after treatment.

RESULTS  Gross hematuria and hematuria by light microscope
in all patients were reviewed. Resolution time of gross hematuria
in the TAI group was 6.7 + 1.8 days and that in the TAE group
was 3.5 + 0.7 days. The changes in routine urianlysis, routine
blood examination and EORTC QLQ-C30 are shown in Figs.1-3.
Gross hematuria disappeared in both groups within 7 days after
treatment, but the time for the gross hematuria to resolve in the
TAE group was much less than that in TAI group (¢ =2.51, P <0.01),
and there were no significant differences in the 7" and 21" day
between the 2 groups. On the 90" day, the number of erythrocytes
in the urine was near 30, close to gross hematuria. The EORTC
QLQ-C30 scores decreased after interventional therapy in both
groups, which means that quality of life was increased, but there
were no significant differences between the 2 groups.
CONCLUSION  Selective internal iliac artery infusion and
selective internal iliac artery embolization are safe, and, in our
study, therapeutic efficacy was satisfactory in treating unremitting
gross hematuria of stage T4 bladder carcinoma in patients
who could not receive trunk embolization. TAE can stop gross
hematuria in the short term, but it can be used just once and
the long-term therapeutic effect is not satisfactory. TAI had a
therapeutic effect similar to TAE, but for a shorter duration, and
TAI can be performed multiple times. TAI is one of the facultative
treatments for treating gross hematuria of stage T4 bladder
carcinoma.
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Introduction

Gross hematuria is one of the most common symptoms
of stage T4 bladder carcinomal!'!, which can worsen
patients’ general condition™ and quality of lifel*l. It is
important to reduce hematuria in the short term in clini-
cal practice™, but satisfactory hemostasis is difficult to
achieve in stage T4 bladder carcinoma patients®®!. More-
over, it is hard for stage T4 bladder carcinoma patients
to undergo surgical procedures because of hematuria.
Selective internal iliac artery chemoembolization (SII-
ACE) or selective internal iliac artery embolization (SI-
IAE) is considered first-choice interventional therapy to
treat hemorrhage in stage T4 bladder carcinoma®™, but in
our clinical practice, many stage T4 bladder carcinoma
patients cannot receive selective embolization, which
becomes a block in the treatment. Selective internal
iliac artery chemotherapeutic infusion may be another
facultative technique. However, there is seldom clinical
research or comparative studies between embolization
and chemotherapeutic infusions. So we designed a ret-
rospective study to observe and evaluate the value of
utilizing selective internal iliac artery infusion and selec-
tive internal iliac artery embolization for treating gross
hematuria of stage T4 bladder carcinoma.

Materials and Methods

General data

This retrospective study was approved by the institu-
tional review board of our hospital; informed consent
was waived. From March 2003 to August 2008, stage T4
bladder carcinoma patients with unremitting hematuria
for over 7 days were selected for our study. Their main
symptom was gross hematuria where good hemostasis
had not achieved. Patients with disturbances in blood
coagulation, heart function or pulmonary dysfunction
were excluded. There were 58 cases with stage T4 blad-
der carcinoma chosen, among which 46 cases were
male and 12 female, and the patients were from 34 to 85
years in age, with a mean age of 64.2 years. The patients
would receive either selective internal iliac artery infu-
sion or trunk embolization in our department. Twenty-
two cases had a recurrence or metastasis postoperatively,
and 30 cases were deemed inoperable when a diagnosis
was made; 6 cases deemed inoperable after exploratory
laparoscopy; 36 cases deemed inoperable when stage
T4 bladder carcinoma diagnosis was made. Fifty-one
cases were transitional cell carcinoma; 5 cases adeno-
carcinoma, and 2 cases were squamous carcinoma. The
patients who had an evident internal pudendal artery
upon internal iliac arteriography were assigned to group
TAE. The patients who had no evident internal pudendal
artery were assigned to group TAI. There were 30 cases
in group TAI who received selective internal iliac artery
infusion, and there were 28 cases in group TAE who re-
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ceived selective internal iliac artery trunk embolization.

Interventional procedure

A catheter was placed in the celiac artery through a fem-
oral arteriopuncture by Seldinger’s technique. Angiog-
raphy was performed to identify the size, position, type
of tumor, presence of possible arteriovenous fistulas and
condition of the major arteries. After infusion, the cath-
eter was withdrawn. To avoid bleeding, a pressure dress-
ing was given and patients were kept prone for 24 h.

Group TAI treatment plan

Oxaliplatin (100 mg/m?) and epirubicin (EPI 50 mg/m?)
were infused in the iliac arteries bilaterally, and the pro-
portion was according to angiography. If using the iliac
artery on one side was more advantageous, then 2/3 of
the chemotherapeutic agents would be infused to that
side, and the drug would be infused equally when there
was no difference between the 2 sides. The regimen was
repeated every 4 weeks. Group TAI received a total of 3
cycles of treatment.

Group TAE treatment plan

Embolization was done with coils when the catheter was
sent selectively into the internal iliac arterial trunk. The
diameters of the coils was 8 mm, and length was 5 cm.
Strips of gelatin sponge were used when necessary, and
arteriography was used to check the effect of emboliza-
tion. All of the patients received 1 cycle of treatment.

Follow up and valuation standard

All the patients were followed up for 3 months. The
duration of gross hematuria was observed. Routine uri-
anlysis and routine blood examination were performed.
EORTC QLQ-C30 was used to evaluate the quality of
life before and after treatment.

Duration of gross hematuria

Duration of gross hematuria was observed after treat-
ment, and assessed mainly by the extinction time of
gross hematuria.

Routine urinalysis

Routine urinalysis was made on the 1%, 3, 5% 14% 21,
30", 60", 90" day after treatment. The number of eryth-
rocyte were counted in 3 high power fields microscopi-
cally, and the mean was utilized as the result. If there
were too many erythrocytes, a count of 30 was used.

Routine blood examination

Routine blood examination was done on the 1%, 3%, 5%
141 21t 30™ 60", 90™ day after treatment to evaluate
hemoglobin.

Quality of life
EORTC QLQ-C30 (version 3.0) was used to evaluate
the quality of life before and after treatment.
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Statistical analysis
Statistical treatment of the data “® TAE e TAI
was made using statistics software
(SSPS, version 11.0), and was con-
sidered significant P < 0.05. 125
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Fig.1. Changes in hemoglobin.

chemotherapeutics, while those in 2
group TAE were pain and fever due
to tumor ischemia and necrosis.

Gross hematuria and microscopic
hematuria were performed in all pa-
tients. For changes in hemoglobin,
see Fig.1, and for changes in urine
erythrocytes, see Fig.2; for changes - \T
of EORTC QLQ-C30, see Fig.3. 0
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and that in the TAE group was 3.5 + Fig.2. Changes in urine erythrocytes.
0.7 days. The changes in routine uri-
nalysis, routine blood examination —e TAE = TAl
and EORTC QLQ-C30 are shown in 90
Figs.1-3.

Gross hematuria disappeared
in both groups within 7 days after
treatment, but the time for the gross
hematuria to resolve in the TAE
group was much less than that in the
TAI group (¢ = 2.51, P <0.01), and
there were no significant differences
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Fig.4. Black arrow shows the mass intruding into the Fig.5. Black arrow shows tumor stained
urinary bladder on pelvic CT scan. on internal iliac arteriography.

Discussion some concentration dependent chemotherapeutics, such

Persistent and intermittent gross hematuria is the most
frequent, almost the exclusive symptom, of stage T4
bladder carcinomal”. Gross hematuria brings physi-
ological and psychological stress to patients which
decreases patient compliance and even influences prog-
nosist®. Neovasculature and blood vessel dysplasia are
characteristic of malignant tumors?. Malignant tumors
show affluent blood supply in arteriography (Fig.4).
Invasion into vessels and into the mucous membrane of
the urinary bladder is a cause of hematuria in stage T4
bladder carcinoma patients!'” (Fig.5). Anomalous vessel
structure and disturbances in blood coagulation lead to
unsatisfactory therapeutic hemostasis“. Chemotherapy,
radiotherapy and irrigation of the bladder is cytotoxic
to cancer cells and leads to hematuria’. However, low
drug levels, locally and myelosuppression limit the need
for hemostatic drug agents!®.

Interventional therapy is an important treatment for
the alleviation of symptoms in stage T4 bladder carcino-
ma and includes embolization and infusion. Emboliza-
tion of the terminal branch is difficult to do because the
feeding artery of stage T4 bladder carcinoma is seldom
found. Coils were used to embolize the main branch of
the feeding artery!'?, and microparticles were used to
embolize the terminal branch!'*. Embolization of the
main branch of feeding artery was usually performed
in cases of emergency bleeding!'Y. But embolization of
the main branch has poor repeatability, even when per-
formed just once.

There are some characteristic features of selective
internal iliac artery infusion!'s. Firstly, arterial infusion
leads to high drug concentrations locally in tissue, in-
cluding in the urinary bladder and in lymphoid tissue. It
has been reported that local tissue has more than 200 to
400 times the drug concentration after selective internal
iliac artery infusion, compared to that of intravenous
chemotherapy, and the drug concentration in tumor tis-
sue has 5-20 times of that in normal tissue. Secondly,
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as adriamycin can act on DNA of tumor cells directly
and have more than 2 to 20 times of the drug concentra-
tion via arterial infusion in comparison to that via intra-
venous chemotherapy!'?. Because of the first pass effect,
chemotherapeutics concentrate in bladder tumors with a
lower concentration than in other organs. So, interven-
tional infusion has less influence on the heart, brain and
kidney.

Cisplatin or carboplatin with epirubicin was consid-
ered the classic regimen in treating stage T4 bladder car-
cinoma, but the administration of cisplatin or carboplatin
was limited due to their serious gastrointestinal effects
and renal toxicity!''®]. Oxaliplatin had characteristics
of better therapeutic effect, poorer gastrointestinal tract
effects and less drug resistance compared with other pla-
tonic drugs!''®l. However, oxaliplatin was seldom used
in interventional infusions. EPI is a kind of anthracene
nucleus chemotherapeutic with strong cellular intravasa-
tion"). Internal iliac artery infusion with oxaliplatin and
EPI can help control recurrence, metastasis and progres-
sion, and even increase in life span 2%,

In our research, all of the cases were diagnosed as
stage T4 bladder carcinoma. In the TAI group, there was
no myelosuppression, hepatic or renal toxicity. It may be
that local infusion had lower dosages than intravenous
chemotherapy. Further, the duration of hematuria was
much less in the TAE group than that in the TAI group
(P < 0.01), which showed that TAE would be appropri-
ate for hemostasis in the short term. Erythrocytes in
urine, hemoglobin and quality of life on the 7%, 14%, 21,
30", 60" day demonstrated that TAI had effects similar
to TAE, but that TAI had better results than TAE on the
90" day. So we think that TAI is appropriate for long
term treatment. It was reported that collateral circulation
can form within 24 h after embolization". Perhaps this
can explain the reason why erythrocytes in the urine has
a tendency to increase in the TAE group. Though the
time to resolution of gross hematuria in the TAI group
was longer than that in the TAE group, the therapeutic
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efficacy was similar between the 2 groups. It should
be pointed out that the correlation between the number
of infusions and therapeutic effect deserves further re-
search.

In our study, the EORTC QLQ-C30 scores of the 2
groups decreased, and the quality of life was increased.
The reason maybe as follows: immunosuppressive
therapy was stopped after treatment, and the nutrients
consumed by the malignant tissue were decreased. How-
ever, we think that the most important reason is that the
gross hematuria disappeared in 7 days in both groups,
which alleviated mental stress in patients and improved
their quality of 11ife

In a word, selective internal iliac artery infusion and
selective internal iliac artery embolization are effective
in treating gross hematuria of stage T4 bladder carci-
noma in patients who cannot receive trunk embolization.
TAE can stop gross hematuria in the short term. Howev-
er, it can be used just once, and the long-term therapeu-
tic effect is not satisfactory. TAI has a therapeutic effect
similar to TAE for a period of time longer than TAI, and
TAI can be performed multiple times. TAI is one of the
facultative treatments for gross hematuria in stage T4
bladder carcinoma.

Conflict of interest statement
No potential conflicts of interest were disclosed.

References

1 Sugimura K, Ikemoto SI, Kawashima H, et al. Micro-
scopic hematuria as a screening marker for urinary
tract malignancies. Int J Urol 2001; 8: 1-5.

2 Ismaili N, Arifi S, Flechon A, et al. Small cell cancer
of the bladder: pathology, diagnosis, treatment and
prognosis. Bull Cancer 2009; 96: E30-44.

3 Latini DM, Lerner SP, Wade SW, Lee DW, Quale DZ.
Bladder cancer detection, treatment and outcomes:
opportunities and challenges. Urology 2010; 75:
334-339.4

4 Salazar GM, Petrozza JC, Walker TG. Transcatheter en-
dovascular techniques for management of obstetrical
and gynecologic emergencies. Tech Vasc Interv Radiol
2009; 12: 139-147.

5 Liguori G, Amodeo A, Mucelli FP, et al. Intractable
haematuria: long-term results after selective emboli-
zation of the internal iliac arteries. BJU Int 2010; 105:
300-308.

6 Sogni F, Brausi M, Frea B, et al. Morbidity and quality
of life in elderly patients receiving ileal conduit or or-

10

11

12

13

14

15

16

17

18

19

20

21

thotopic neobladder after radical cystectomy for inva-
sive bladder cancer. Urology 2008; 71: 919-923.
Shariat SF, Sfakianos JP, Droller MJ, et al. The effect of
age and gender on bladder cancer: a critical review of
the literature. BJU Int 2010; 105: 300-308.

Satoh A, Hanawa Y, Nakamura S. Clinical study of
bladder cancer: Proteinuria as a predictor of recur-
rence and efficacy of intravesical bacille Calmette-
Guerin therapy. IntJ Urol 2004; 11: 476-482.

Raica M, Cimpean AM, Ribatti D. Angiogenesis in
pre-malignant conditions Eur J Cancer 2009; 45:
1924-1934.

Hargunani R, Al-Dujaily S, Abdulla A, et al. Haematuria
as a presentation of metastatic oesophageal carci-
noma. Int Semin Surg Oncol 2005; 2: 4.

Fradet Y. Screening for bladder cancer: the best op-
portunity to reduce mortality. Can Urol Assoc J 2009;
3:S180-183.

El-Assmy A, Mohsen T. Internal iliac artery emboli-
zation for the control of severe bladder hemorrhage
secondary to carcinoma: long-term follow-up. Scien-
tificWorldJournal 2007; 7: 1567-1574.

Ratnam LA, Gibson M, Sandhu C, et al. Transcatheter
pelvic arterial embolisation for control of obstetric and
gynaecological haemorrhage. J Obstet Gynaecol 2008;
28: 573-579.

Liguori G, Amodeo A, Mucelli FP, et al. Intractable hae-
maturia: long-term results after selective embolization
of the internal iliac arteries. 18 BJU Int 2010 Jan 29.
[Epub ahead of print]

Shimizu H, Nishimura T, Kimura G, et al. Effect of ad-
juvant transarterial infusion of anticancer agents after
transurethral resection in patients with pT2a muscle
invasive transitional cell carcinoma of the bladder: five
and ten-year outcome. J Nippon Med Sch 2004; 71:
263-269.

Mackie S, Lam T, Rai B, et al. Management of urologi-
cal hemorrhage and the role of transarterial angioem-
bolization. Minerva Med 2007; 98: 511-524.

Bhargava A, Vaishampayan UN. Satraplatin: leading the
new generation of oral platinum agents. Expert Opin
Investig Drugs 2009; 18: 1787-1797.

Jang JS, Lim HY, Hwang IG, et al. Gemcitabine and ox-
aliplatin in patients with unresectable biliary cancer
including gall bladder cancer: a Korean Cancer Study
Group phase Il trial.Cancer Chemother Pharmacol
2010; 65: 641-647.

Parente TE, De-Oliveira AC, Beghini DG, et al. Lack of
constitutive and inducible ethoxyresorufin-O-deeth-
ylase activity in the liver of suckermouth armored
catfish (Hypostomus affinis and Hypostomus aurogut-
tatus, Loricariidae). Comp Biochem Physiol C Toxicol
Pharmacol 2009; 150: 252-260.

Chang LC, Wu SC, Tsai JW, et al. Optimization of epi-
rubicin nanoparticles using experimental design for
enhanced intravesical drug delivery. Int J Pharm 2009;
376: 195-203.

Yang SH, Cheng SP, Xu WH,et al. An experimental
study of collateral circulation re-establishment follow-
ing internal lliac arterial emboilzation. Zhonghua Guke
Zazhi 2000; 20: 431-43 (Chinese).

@ Springer




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /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 1048576
  /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 /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /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 150
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /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 600
  /MonoImageMinResolutionPolicy /Warning
  /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 ()
  /PDFXTrapped /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 <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


