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A Phase II Study of Gemcitabine at Fixed
Infusion Rate of 10 mg/m2/min with or without
Immunotherapy in Advanced Renal Cancer
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Abstract. Background: Advanced renal cancer remains a
challenge for oncologists since no treatment other than surgery
has demonstrated a clear survival advantage. Patients and
Methods: Gemcitabine was given to suitable patients at a fixed
infusion rate of 10 mg/m?/min. Eighteen patients received
concomitant immunotherapy, mostly low doses of interleukin 2
(IL2). Results: Thirty patients were enrolled. The overall
response rate was 14% (22% in the subset of patients treated
with both chemotherapy and immunotherapy) with a median
progression-free survival time of 4.1+ months. Toxicity was not
mild, mostly fatigue, nausea and anaemia, even though not life
threatening. Conclusion: Gemcitabine at the fixed infusion rate
of 10 mg/m?/min with concomitant low doses of IL2 could be
useful in the palliative treatment of symptomatic patients with
renal carcinoma progressing after tyrosine kinases inhibitor.

Renal cell carcinoma represents about 3% of all malignant
tumors. In the U.S.A. there were 31,900 new cases in 2003
with 11,900 related deaths (27% rate) (1).

The treatment strategy is based on surgery, and overall
survival depends on the pathological stage and some
prognostic factors, such as Fuhrman’s grade and
performance status (PS) (2). No adjuvant treatment has
demonstrated a survival advantage.

The median survival of metastatic disease is 10 months
with a report of few long-term survivors (8.5% at 5 years)
(3). Nephrectomy in addition to immunotherapy (alfa-
interferon, a-INF) has given a survival benefit (4, 5).
Recently, tyrosine kinase inhibitors, sutinib and sorafenib,
have shown a progression-free survival (PFS) advantage in
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randomized studies. Sunitinib compared to o-INF in
previously untreated advanced renal cancer patients gave a
PFS advantage of 11 vs. 5 months and sorafenib compared
to placebo in patients refractory to immunotherapy gave a
PFS advantage of 5.5 vs. 2.8 months (6, 7). A survival benefit
was also possible with a high-dose interleukin 2 (IL2) based
regimen but only for a subset of patients with a good-
prognosis (8).

Chemotherapy has failed to demonstrate a survival gain.
Fluorodesoxyuridine, fluorouracil and vinblastine are
considered the most effective agents in the palliative
treatment of advanced renal cell carcinoma, with response
rates (RR) within 13% (9).

Among the new chemotherapic agents, gemcitabine
seems to give the highest RR, even up to 31% (10).
Gemcitabine is a pyrimidine analogue and replaces cytidine
along the DNA helix during DNA replication. Gemcitabine
did not affect lymphocyte immune-reactive activity in
patients with solid tumors and seemed to be synergistic with
immunotherapy in animal models (11, 12). Prolonged
infusion (time over 30 min) was able to increase the
intracellular rate of gemcitabine’s active metabolites
enhancing therapeutic and toxic effects (13). Our previous
experience in lung cancer patients has shown that
gemcitabine doses up to 1200 mg/m? infused in 120 min on
day 1, 8 and 15 every 4 weeks are safe, while lower doses are
recommended in patients with a poor PS (14).

Considering the promising RR achievable with the
standard 30 min schedule of gemcitabine a Phase II study
of gemcitabine administered at the fixed infusion rate of 10
mg/m?/min with or without immunotherapy was initiated.

Patients and Methods

Patients were prospectively enrolled into the study from June 2002
to March 2007. No particularly restrictive selection criteria were
adopted and patients with advanced progressive renal cancer
suitable for chemotherapeutic treatment were recruited.
Gemcitabine was administered at a fixed infusion rate of 10
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Table 1. Characteristics of the 30 patients enrolled.

Table II. Toxicity of the 27 evaluable patients.

Characteristic Pts N.
Gender

Male 22

Female 8
Age (years)

Median 59.7

Range 29.3-76.5
Histology

Clear cell 29

Sarcomatoid 1
Stage

Locally advanced 0

Metastatic 30
Metastases number

Median 2

Range 1-4
Bone metastases 14
Fuhrman’s grade

Median

Range 1-4
ECOG PS

Median 2

Range 0-3
Prior therapy

Nephrectomy 30

Immunotherapy 18

Chemotherapy 9

One 5
More than one 4

Pall. radiotherapy 6

Other* 16

*Including surgery for metastasis.

mg/mz/min on day 1, 8 and 15 of a 28 day cycle and response
evaluation was performed every 2 cycles. The time of infusion was
established according to age and Eastern Cooperative Group
(ECOG)-PS. Immunotherapy was added if no immunotherapy had
previously been given. Combination chemotherapy with
doxorubicin was used in a case of sarcomatoid variant of renal
cancer (15). Topotecan in combination with gemcitabine was
administrated to a single patient undergoing a valuation of
peripheral lymphocyte topoisomerase induction as a response to
gemcitabine administration (16).

Results

Thirty patients, whose characteristics are shown in Table I,
were enrolled. All the patients had undergone nephrectomy.
All patients had metastatic disease at the time of entering
the study. Eleven patients had metastases at disease
presentation. The median ECOG PS was 2. Bone
metastases were present in 14 patients (46%) and 6 of them
(20%) needed surgery for vertebral stabilization. One
patient had the sarcomatoid variant of renal cancer, while
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Type Gemcitabine Gemcitabine and
(n=11) immunotherapy
(n=16)
Grade 1-2 Grade 3-4 Grade 1-2 Grade 3-4
Granulocytopenia 2 - 4 -
Anemia 2 2 1 1
Thrombocytopenia 2 - - -
Nausea 4 - 2 4
Vomiting 2 - 2
Constipation - - 3 -
Mucositis 1 1 3 -
Fever - 1 2 -
Infection 1 - - -
Fatigue 1 - 2 4
Cutaneous 2 1 2 -
Vascular venous 1 - - 2
Edema 1 1 5 1

all the others were clear cell carcinomas. Eighteen patients
received prior immunotherapy and 9 received 1 or 2 prior
regimens of chemotherapy. Palliative radiotherapy was
administered to 6 patients.

Eighteen patients out of 30 received gemcitabine with
concomitant immunotherapy, IL2 at the dose of 3 MU for 6
days a week in 16 cases and a-INF at the dose of 3 MU for 3
days a week in the other 2 cases. Six patients treated with a-
INF before entering the study were received the combination
of gemcitabine and IL2. Gemcitabine doses ranged from 500
to 1250 mg/m? infused respectively in 50 to 125 min (median
dose, 1000 mg/m? in 100 min). A total of 150 cycles were
administered with a median of 4 (range 1-15).

Thirty gemcitabine administrations (7.5%) had to be
delayed due to toxicity, mostly neutropenia and fatigue.
Overall toxicity of the 27 evaluable patients is shown in
Table II.

Among the 29 patients evaluable for response no
complete response was achieved, 4 patients had a partial
response with a RR of 14%. Eleven patients (38%) had
stable disease and 14 (48%) had progression. PFS and
overall survival (OS) were respectively 4.1+ months (range
1.1-34.0) and 12.3+ (range 2.9-56.0+) months.

Discussion

Among the new drugs tested in renal cell carcinomas,
gemcitabine has shown appreciable response rates (see
Table IIT) and a safe toxicity profile. Prolonged infusion
administration of gemcitabine (more than 30 min, i.e. 10
mg/m?/min) was an attempt to obtain a major anti-cancer
activity. Two Phase II randomized clinical trials have
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Table II1. Gemcitabine in renal cell carcinoma.

Authors Year Pts N. Schedule Concomitant RR% Time to Overall
immunotherapy progression survival
(months) (months)
Mertens et al. (17) 1993 18 Standard 1 6.0% 1 1
Casali et al. (10) 2001 18 Standard I 31.0% / I
De Mulder et al (18) 1996 39 Standard 1 8.1% 3.7 12.3
(54% pretreated)
Rohde et al. (19) 1998 9 Standard Alfa and 15.0% / 135
(pretreated v-INF
Rini et al. (20) 2000 41 Standard I 17.0% 7.1 11.6
(83% pretreated) +5FU
Ryan et al. (21) 2002 41 Standard IL2 and 14.6% 6.6 20.6
+5FU a-INF
Porta et al. (22) 2004 41 (pretreated) Standard / 14.0% 2.5 9.5
+Oxaliplatin
Waters et al. (23) 2004 19 (pretreated) Standard + /l 15.8% 7.6 14.2
Capecitabine
Stadler et al. (24) 2006 56 Standard I 11.0% 5.6 14.5
(75% pretreated) +Capecitabine
George et al. (25) 2002 21 Standard I 5.0% I 10.0
(50% pretreated) +Cisplatin
+5FU
Massacesi et al. (26) 2005 11 (pretreated) Infusional Alfa-INF 18.0% 7.1 13.0
Present study 2007 29 Infusional 18 Pts out of 29 14.0% 4.1+ 12.3+
(60% pretreated) 90%I1L2
evaluated the efficacy of fixed infusion rate of well as cutaneous toxicity (all grades in 5 patients — 20%),

gemcitabine vs. the standard 30 min schedule respectively
in non-small cell lung cancer and pancreatic cancer
patients. Both the studies showed a favourable trend for
a fixed infusion rate (27, 28).

In our renal cancer patient series, the overall RR was
14% but all the 4 partial responses were obtained among
the 18 (RR=22%) patients treated with the combination of
gemcitabine and immunotherapy. This is in agreement with
the previously reported data showing a RR ranging between
5 and 31% (see Table III). In particular, only Massacesi et
al. administered a prolonged infusion of gemcitabine
combined with immunotherapy (interferon) and reported a
response rate of 18% in 11 pre-treated patients (26).

The median PFS of our series (4.1+ months) was
encouraging if the poor PS of our patient population is
considered. Data extrapolated from a Phase III study
evaluating the efficacy of sunitinib vs. immunotherapy
showed a PFS of 5 months for patients belonging to the arm
treated with interferon (6).

Toxicity was manageable but not mild (see Table II). In
particular an high incidence of fatigue, grade 3-4 in 4
patients (15%) was noted but only in patients treated with
the combination of gemcitabine and immunotherapy.
Anemia was frequent (all grades in 6 patients — 25%) as

mostly with an allergic pattern. Also peripheral edema was
common (all grades in 8 patients, 33%) and one patient had
a singular erysipeloid-like skin toxicity.

To date, the number of patients treated is not sufficient
to evaluate possible correlations between the types of
treatment schedule (immunotherapy or not, gemcitabine
dosage and time of infusion) and toxicity or efficacy.
Moreover efficacy data would be conditioned by the fact that
gemcitabine alone was administered only to those patients
progressing after immunotherapy while the combination was
offered to patients as front-line treatment. Nevertheless,
some useful information about toxicity has merged from the
data. The patients receiving the combination of gemcitabine
and IL2 exhibited more fatigue, nausea and peripheral
edema compared with those treated with gemcitabine alone
as shown in Table II (median gemcitabine dose of 1000
mg/m? in 100 min for both groups).

In conclusion, gemcitabine at the fixed dose rate of 10
mg/m?/min is a valid option in treating advanced renal cell
carcinoma. The combination with immunotherapy is
feasible and safe enough to be considered when the
treatment is focused on symptom relief for those patients
experiencing disease progression after tyrosine kinases
inhibitors.

4463



ANTICANCER RESEARCH 27: 4461-4464 (2007)

References

10

11

12

13

14

15

16

Jemal A, Siegel R, Ward E, Murray T, Xu J, Smigal C and Thun MJ:
Cancer statistics, 2006. CA Cancer J Clin 56(2): 106-130, 2006.
Zisman A, Pantuck AJ, Wieder J, Chao DH, Dorey F, Said JW,
deKernion JB, Figlin RA and Belldegrun AS: Risk group assessment
and clinical outcome algorithm to predict the natural history of
patients with surgically resected renal cell carcinoma. J Clin Oncol
20(23): 4559-4566, 2002.

Motzer RJ, Mazumdar M, Bacik J, Berg W, Amsterdam A and
Ferrara J: Survival and prognostic stratification of 670 patients with
advanced renal cell carcinoma. J Clin Oncol 17(8): 2530-2540, 1999.
Mickisch GH, Garin A, van Poppel H, de Prijck L and Sylvester R:
Radical nephrectomy plus interferon-alfa-based immuno-therapy
compared with interferon alfa alone in metastatic renal-cell
carcinoma: a randomised trial. Lancet 22: 358(9286): 966-970, 2001.
Flanigan RC, Salmon SE, Blumenstein BA, Bearman SI, Roy V,
McGrath PC, Caton JR, Munshi N and Crawford ED:
Nephrectomy followed by interferon alfa-2b compared with
interferon alfa-2b alone for metastatic renal-cell cancer. N Engl J
Med 345(23): 1655-1659, 2001.

Motzer RJ, Hutson TE, Tomczak P, Michaelson MD, Bukowski RM,
Rixe O, Oudard S, Negrier S, Szczylik C, Kim ST, Chen I, Bycott
PW, Baum CM and Figlin RA: Sutinib versus interferon alfa in
metastatic renal cell carcinoma. N Engl J Med 356(2): 115-124, 2007.
Escudier B, Eisen T, Stadler WM, Szczylik C, Oudard S, Siebels M,
Negrier S, Chevreau C, Solska E, Desai AA, Rolland F, Demkow T,
Hutson TE, Gore M, Freeman S, Schwartz B, Shan M, Simantov R
and Bukowski RM: TARGET Study Group. Sorafenib in advanced
clear-cell renal-cell carcinoma. N Engl J Med 356(2): 125-134, 2007.
Negrier S: Better survival with interleukin-2-based regimens? Possibly
only in highly selected patients. J Clin Oncol 22(7): 1174-1176, 2004.
Yagoda A, Abi-Rached B and Petrylak D: Chemotherapy for
advanced renal-cell carcinoma: 1983-1993. Semin Oncol 22(1):
42-60, 1995.

Casali M, Marcellini M, Casali A, Giuntini T, Galante E and Ferrone
C: Gemcitabine in pre-treated advanced renal carcinoma: a feasibility
study. J Exp Clin Cancer Res 20(2): 195-198, 2001.

Daikeler T, Maas K, Hartmann JT, Kanz L and Bokemeyer C:
Weekly short infusions of gemcitabine are not associated with
suppression of lymphatic activity in patients with solid tumors.
Anticancer Drugs 8(6): 643-644, 1997.

Nowak AK, Robinson BW and Lake RA: Synergy between
chemotherapy and immunotherapy in the treatment of established
murine solid tumors. Cancer Res 63(15): 4490-4496, 2003.
Grunewald R, Abbruzzese JL, Tarassoff P and Plunkett W:
Saturation of 2’, 2’-difluorodeoxycytidine 5’-triphosphate
accumulation by mononuclear cells during a phase I trial of
gemcitabine. Cancer Chemother Pharmacol 27(4): 258-262, 1991.
Cartei G, Binato S, Trestin AR, Ceravolo R, Salmaso F, Pastorelli
D, Zustovich F, Paganelli F, Mattiazzi M and Vattemi E: Phase II
trial of gemcitabine as prolonged infusion in metastatic non-small-
cell-lung-cancer. Lung Cancer 41(Suppl.2 s229): 545 Abstract, 2003.
Nanus DM, Garino A, Milowsky MI, Larkin M and Dutcher JP:
Active chemotherapy for sarcomatoid and rapidly progressing renal
cell carcinoma. Cancer 101(7): 1545-1551, 2004.

Zustovich F, Cartei G, Trestin A, Palu G, Palumbo M, Barzon L,
Franchin E, Mattiazzi M, Binato S and Zovato S: Analysis of
topoisomerase expression in PBMCs from patients undergoing
chemotherapy for solid tumors. J Clin Oncol 2004 ASCO Annual
Meeting Proceedings 14s(22): 2124, 2004.

4464

17

18

19

20

21

22

23

24

25

26

27

28

Mertens WC, Eisenhauer EA, Moore M, Venner P, Stewart D,
Muldal A and Wong D: Gemcitabine in advanced renal cell
carcinoma. A phase II study of the National Cancer Institute of
Canada Clinical Trials Group. Ann Oncol 4(4): 331-332, 1993.

De Mulder PH, Weissbach L, Jakse G, Osieka R and Blatter J:
Gemcitabine: a phase II study in patients with advanced renal cancer.
Cancer Chemother Pharmacol 37(5): 491-495, 1996.

Rohde D, Thiemann D, Wildberger J, Wolff J and Jakse G:
Treatment of renal cancer patients with gemcitabine (2, 2’-
difluorodeoxycytidine) and interferons: antitumor activity and
toxicity. Oncol Rep 5(6): 1555-1560, 1998.

Rini BI, Vogelzang NJ, Dumas MC, Wade JL, Taber DA and
Stadler WM: Phase II trial of weekly intravenous gemcitabine with
continuous infusion fluorouracil in patients with metastatic renal cell
cancer. J Clin Oncol 18(12): 2419-2426, 2000.

Ryan CW, Vogelzang NJ and Stadler WM: A phase II trial of
intravenous gemcitabine and 5-fluorouracil with subcutaneous
interleukin-2 and interferon-alpha in patients with metastatic renal
cell carcinoma. Cancer 94(10): 2602-2609, 2002.

Porta C, Zimatore M, Imarisio I, Natalizi A, Sartore-Bianchi A,
Danova M and Riccardi A: Gemcitabine and oxaliplatin in the
treatment of patients with immunotherapy-resistant advanced renal
cell carcinoma: final results of a single-institution Phase II study.
Cancer 100(10): 2132-2138, 2004.

Waters JS, Moss C, Pyle L, James M, Hackett S, A’hern R, Gore M
and Eisen T: Phase II clinical trial of capecitabine and gemcitabine
chemotherapy in patients with metastatic renal carcinoma. Br J
Cancer 91(10): 1763-1768, 2004.

Stadler WM, Halabi S, Rini B, Ernstoff MS, Davila E, Picus J,
Barrier R and Small EJ: Cancer and Leukemia Group B: A phase 11
study of gemcitabine and capecitabine in metastatic renal cancer: a
report of Cancer and Leukemia Group B: Cancer 107(6): 1273-1279,
2006.

George CM, Vogelzang NJ, Rini BI, Geoffroy FJ, Kollipara P and
Stadler WM: A phase II trial of weekly intravenous gemcitabine and
cisplatin with continuous infusion fluorouracil in patients with
metastatic renal cell carcinoma. Ann Oncol 73(1): 116-120, 2002.
Massacesi C, Burattini L, Marcucci F and Bonsignori M: The efficacy
of fixed dose rate infusion of gemcitabine combined with IFN-
alpha2a in patients with advanced refractory renal cell carcinoma. J
Interferon Cytokine Res 25(3): 165-168, 2005.

Ceribelli A, Gridelli C, De Marinis F, Fabi A, Gamucci T, Cortesi
E, Barduagni M, Antimi M, Maione P, Migliorino MR, Giannarelli
D and Cognetti F: Prolonged gemcitabine infusion in advanced
non-small cell lung carcinoma: a randomized phase II study of two
different schedules in combination with cisplatin. Cancer 98(2):
337-343, 2003.

Tempero M, Plunkett W, Ruiz Van Haperen V, Hainsworth J,
Hochster H, Lenzi R and Abbruzzese J: Randomized phase II
comparison of dose-intense gemcitabine: thirty-minute infusion and
fixed dose rate infusion in patients with pancreatic adenocarcinoma.
Clin Oncol 21(18): 3402-3408, 2003.

Received July 25, 2007
Revised October 12, 2007
Accepted October 22, 2007




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (None)
  /CalRGBProfile (None)
  /CalCMYKProfile (Japan Color 2001 Coated)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts 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
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile (None)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.00000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /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
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Average
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.00000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages false
  /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 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 300
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.00000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /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)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308030d730ea30d730ec30b9537052377528306e00200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /FRA <>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 793.701]
>> setpagedevice


