
 

  

Press Release  

  
GenSight Biologics reports new analysis 

demonstrating statistically significant and clinically 
meaningful difference between visual outcomes in 
LUMEVOQ®-treated patients and natural history of 

Leber Hereditary Optic Neuropathy (LHON) 
 

Paris, France, Monday, September 21, 2020, 7.30 am CEST – GenSight Biologics (Euronext: SIGHT, 
ISIN: FR0013183985, PEA-PME eligible), a biopharma company focused on developing and 
commercializing innovative gene therapies for retinal neurodegenerative diseases and central nervous 
system disorders, today reported that statistical analysis of pooled data from LUMEVOQ® trials and natural 
history studies found a statistically significant and clinically meaningful difference between the visual 
outcomes in LUMEVOQ®-treated patients and untreated patients. 

Treated eyes showed progressive and sustained improvement from Month 12 to Month 52, in contrast to 
the absence of recovery over the same period for untreated eyes. At Month 18, the difference became 
statistically significant (p=0.01). By Month 48, the difference between the mean visual acuity in treated 
patients and that in untreated patients was both statistically significant (p<0.01) and clinically meaningful 
(-0.33 LogMAR, or +16.5 ETDRS letters equivalent, in favor of treated eyes). 

Figure 1. Evolution of Visual Acuity in LUMEVOQ®-treated Patients (N=76) versus Untreated 
Patients (N=208) 

 



 

  

Note: All patients had a confirmed G11778A mutation in the ND4 mitochondrial gene and were at least 15 years old. The diagram 
shows the Locally Estimated Scatterplot Smoothing (LOESS) curves for visual acuity in LUMEVOQ®-treated patients and untreated 
patients. The shaded areas represent the 95% confidence interval for the mean BCVA. “Treated” eyes refer to all eyes (LUMEVOQ® 
and sham) from the RESCUE, REVERSE and CLIN06 trials (N=76 patients / 152 eyes). Untreated eyes refer to patient-level data 
from the REALITY study and a matched data set from two prospective and eight retrospective natural history studies1 (N=208 patients 
/ 408 eyes). LOESS curves were estimated using a non-parametric, local regression model that treated each eye as independent of 
the other. LOESS curves are shown from Month 12 to depict post-treatment progression among treated patients (93% of LUMEVOQ® 

patients had already been treated within 12 months from onset). *Statistically significant difference between mean visual acuity 
of treated and untreated eyes at M18, M24, M36 and M48, as illustrated by the non-overlapping confidence intervals. 

The analysis compared data from the completed Phase III trials RESCUE and REVERSE studies and 
interim results from the long-term follow-up CLIN06 study to a matched sample created from the REALITY 
registry study and 10 other natural history studies1. The natural history studies were identified from an 
extensive review of the scientific literature and selected based on specific inclusion criteria for their patient-
level data. In all, the visual outcomes in 76 treated patients could be compared to the visual outcomes of 
208 untreated patients. 

“The extra granularity of this analysis down to individual patient data confirms that the natural history of 
visual outcomes in ND4-LHON patients is poor and provides the best comparison we have for assessing 
the therapeutic efficacy of gene therapy,” commented Dr. Nancy J. Newman, MD, LeoDelle Jolley 
Professor of Ophthalmology and Neurology at the Emory University School of Medicine in Atlanta, GA, 
USA, and a global authority on LHON who recently completed a meta-analysis of the natural history of 
ND4-LHON.2 

Separate analyses of patients enrolled in RESCUE and REVERSE demonstrated similarly favorable 
results compared to untreated patients. Full findings from the indirect comparison were included in the 
European Marketing Authorisation Application (MAA) for LUMEVOQ® and are being prepared for 
publication in a peer-reviewed journal. 

“This indirect comparison represents a significant contribution to our understanding of LUMEVOQ®’s 
therapeutic effect," said Dr. José-Alain Sahel, MD, Director of the Institut de la Vision (Sorbonne-
Université/Inserm/CNRS), Paris, France; Chairman of the Department of Ophthalmology at Centre 
Hospitalier National d’Ophtalmologie des XV-XX, Paris, France; Professor and Chairman of the 
Department of Ophthalmology at University of Pittsburgh School of Medicine and UPMC (University of 
Pittsburgh Medical Center), USA; and Co-Founder of GenSight Biologics. “The use of a large external 
control group, including analyses of patient-level data, provides more evidence for a significant treatment-
related visual improvement.” 

“The findings are a gratifying outcome of our push to overcome a key challenge for assessing 
LUMEVOQ®’s efficacy, namely the inability of sham eyes to act as a control group,” commented Bernard 
Gilly, Co-founder and Chief Executive Officer of GenSight. “We are excited to take this evidence – that 
LUMEVOQ® modifies the disease outcome – forward into our conversations with national and regional 
authorities.” 

The LUMEVOQ® MAA was filed in September, and the decision is expected in H2 2021. The Company is 
also working towards submitting LUMEVOQ®’s Biologics License Application (BLA) to the FDA in H2 2021. 

GenSight will host a conference call today, September 21, 2020, at 10am CEST in French, and at 2.00pm 
CEST (8.00am EST) in English, to discuss these results.  

Webcast & Conference call in French (10am CEST) 

Dial-in numbers:  
United States: +1 212 999 6659       
France: +33 (0)1 7037 7166  
United Kingdom: +44 (0)20 3003 2666               
Password: GenSight FR 



 

  

Webcast link: https://bit.ly/3mAS0Vy 
 
Webcast & Conference call in English (2.00pm CEST / 8.00am EST) 
Dial-in numbers:  

United States: +1 212 999 6659 
France: +33 (0) 1 7037 7166 
United Kingdom: +44 (0) 20 3003 2666 
Password: GenSight ENG 

Webcast link: https://bit.ly/35RCfnl 
 

A replay of the calls and webcasts will be available by using the above links. 

 
Rationale for the Indirect Comparison 

In both the REVERSE and RESCUE studies, as well as in the long-term follow-up study CLIN06, 
unilaterally injected patients experienced an unexpected visual improvement in their contralateral eye, 
which mirrored the sustained and clinically relevant gain in eyes treated with LUMEVOQ®. This bilateral 
improvement eliminated the control group that was to consist of sham eyes in the original trial design. An 
indirect comparison methodology, based on formal statistical methods applied to an external control group, 
was needed to assess the magnitude of LUMEVOQ® efficacy.  

 
Methodology Highlights 
 
The sample of LUMEVOQ®-treated patients included all data from the two pivotal studies REVERSE and 
RESCUE and Year 3 data from the ongoing extension study CLIN06. This approach yielded a treated 
patient pool consisting of 76 patients (152 eyes), with LUMEVOQ®-injected eyes and sham-treated eyes 
considered equivalent, based on the contralateral effect demonstrated in the studies.  

The external control group included data from the REALITY Natural History registry and patient-level data 
from 10 published articles1 on ND4-LHON, which were identified from a systematic review of the literature. 
ND4-LHON studies were included in the indirect comparison only if they had individual patient data that 
would allow indirect comparison with LUMEVOQ®-treated patients: confirmed ND4 genotype, at least 15 
years of age, at least one BCVA measurement with associated time of vision loss. The final external control 
group included 208 patients (408 eyes). 

The visual acuity curves of treated and untreated patients were defined using a Locally Estimated 
Scatterplot Smoothing (LOESS), non-parametric, local regression model. They were aligned in terms of 
time from vision loss for the statistical tests performed at M12, M18, M24, M36 and M48 from vision loss 
and at the last available observation. The starting time point for the statistical tests (12 months post-vision 
loss) was defined to enable assessment of LUMEVOQ® efficacy, as 93% of LUMEVOQ® patients were 
treated by that time.   

 
1The 10 studies that passed the inclusion criteria were: Hotta 1995, Lam 2014, Nakamura 1993, Newman 1991, Qu 2007, Qu 2009, 
Romero 2014, Sadun 2004, Yang 2016, and Zhou 2010. 
2Newman NJ, Carelli V, Taiel M and Yu-Wai Man P. Visual outcomes in Leber hereditary optic neuropathy patients with the 
m.11778G>A (MTDN4) mitochondrial DNA mutation. J Neuro-Ophthalmol. In Press. 2020. 
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About GenSight Biologics  

GenSight Biologics S.A. is a clinical-stage biopharma company focused on developing and commercializing innovative 
gene therapies for retinal neurodegenerative diseases and central nervous system disorders. GenSight Biologics’ 
pipeline leverages two core technology platforms, the Mitochondrial Targeting Sequence (MTS) and optogenetics, to 
help preserve or restore vision in patients suffering from blinding retinal diseases. GenSight Biologics’ lead product 
candidate, LUMEVOQ® (GS010; lenadogene nolparvovec), has been submitted for marketing approval in Europe for 
the treatment of Leber Hereditary Optic Neuropathy (LHON), a rare mitochondrial disease affecting primarily teens 
and young adults that leads to irreversible blindness. Using its gene therapy-based approach, GenSight Biologics’ 
product candidates are designed to be administered in a single treatment to each eye by intravitreal injection to offer 
patients a sustainable functional visual recovery.  
 
About LUMEVOQ® (GS010)  

LUMEVOQ® (GS010) targets Leber Hereditary Optic Neuropathy (LHON) by leveraging a mitochondrial targeting 
sequence (MTS) proprietary technology platform, arising from research conducted at the Institut de la Vision in Paris, 
which, when associated with the gene of interest, allows the platform to specifically address defects inside the 
mitochondria using an AAV vector (Adeno-Associated Virus). The gene of interest is transferred into the cell to be 
expressed and produces the functional protein, which will then be shuttled to the mitochondria through specific 
nucleotidic sequences in order to restore the missing or deficient mitochondrial function. “LUMEVOQ” was accepted 
as the invented name for GS010 (lenadogene nolparvovec) by the European Medicines Agency (EMA) in October 
2018. 
 
About Leber Hereditary Optic Neuropathy (LHON) 

Leber Hereditary Optic Neuropathy (LHON) is a rare maternally inherited mitochondrial genetic disease, characterized 
by the degeneration of retinal ganglion cells that results in brutal and irreversible vision loss that can lead to legal 
blindness, and mainly affects adolescents and young adults. LHON is associated with painless, sudden loss of central 
vision in the 1st eye, with the 2nd eye sequentially impaired. It is a symmetric disease with poor functional visual 
recovery. 97% of patients have bilateral involvement at less than one year of onset of vision loss, and in 25% of 
cases, vision loss occurs in both eyes simultaneously. The estimated incidence of LHON is approximately 1,400 to 
1,500 new patients who lose their sight every year in the United States and Europe.  
 
About RESCUE and REVERSE  

RESCUE and REVERSE are two separate randomized, double-masked, sham-controlled Phase III trials designed to 
evaluate the efficacy of a single intravitreal injection of GS010 (rAAV2/2-ND4) in subjects affected by LHON due to 
the G11778A mutation in the mitochondrial ND4 gene.  
 
The primary endpoint measures the difference in efficacy of GS010 in treated eyes compared to sham-treated eyes 
based on Best-Corrected Visual Acuity (BCVA), as measured with the ETDRS at 48 weeks post-injection. The 
patients’ LogMAR (Logarithm of the Minimal Angle of Resolution) scores, which are derived from the number of letters 
patients read on the ETDRS chart, will be used for statistical purposes. Both trials have been adequately powered to 
evaluate a clinically relevant difference of at least 15 ETDRS letters between treated and untreated eyes adjusted to 
baseline. 
 

mailto:tgidoin@gensight-biologics.com
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The secondary endpoints involve the application of the primary analysis to best-seeing eyes that received GS010 
compared to those receiving sham, and to worse-seeing eyes that received GS010 compared to those that received 
sham. Additionally, a categorical evaluation with a responder analysis was evaluated, including the proportion of 
patients who maintain vision (< ETDRS 15L loss), the proportion of patients who gain 15 ETDRS letters from baseline 
and the proportion of patients with Snellen acuity of >20/200. Complementary vision metrics include automated visual 
fields, optical coherence tomography, and color and contrast sensitivity, in addition to quality of life scales, 
bio-dissemination and the time course of immune response. Readouts for these endpoints are at 48, 72 and 96 weeks 
after injection. 
 
The trials were conducted in parallel, in 37 subjects for REVERSE and 39 subjects for RESCUE, in 7 centers across 
the United States, the UK, France, Germany and Italy. Week 96 results were reported in 2019 for both trials, after 
which patients were transferred to a long-term follow-up study that will last for three years. 
 
ClinicalTrials.gov Identifiers: 
REVERSE: NCT02652780 
RESCUE: NCT02652767 
 
About CLIN06 (RESCUE and REVERSE Long-term Follow-up) 

CLIN06 is the long-term follow-up study of ND4 LHON subjects treated with LUMEVOQ® (GS010) gene therapy in the 
RESCUE or REVERSE Phase III Clinical Trials. The total study period for an individual subject is 3 years, i.e., 5 years 
post-gene therapy administration. No study treatment is administered during CLIN06.  
 
The primary objective is to assess the long-term safety of intravitreal LUMEVOQ® administration up to 5 years post-
treatment. The secondary objective is to assess the long-term treatment efficacy of the therapy and the quality of life 
(QoL) in subjects up to 5 years post-treatment. The first subject was enrolled on January 9, 2018. 61 subjects have 
enrolled. 
 
ClinicalTrials.gov Identifiers: 
CLIN06:  NCT03406104 
 
About REALITY  
REALITY is a multi-country retrospective and cross-sectional observational study of affected LHON subjects, based 
on subjects’ medical charts and the administration of surveys on Health-Related Quality of Life (HRQoL) and direct 
and indirect costs associated with the disease. 
 
The study aimed to recruit at least 50 subjects (both adult and pediatric) chiefly in the following countries: Spain, Italy, 
France, United Kingdom and the United States. 
 
The primary objectives for the REALITY study were: to describe the evolution of visual functional and structural 
changes and other associated symptoms in patients with LHON; understand the impact of LHON-related vision loss 
on the HRQoL; and understand the economic burden for patients and their families arising from direct and indirect 
costs associated with the disease. The secondary objective is to describe the relationship between genetic, lifestyle 
and/or environmental factors and the expression of the LHON phenotype. 
 
The first subject was enrolled on 3 January 2018. Enrollment was completed in early Q2 2020. 
 
ClinicalTrials.gov Identifiers: 
REALITY LHON Registry: NCT03295071 

 


	About GenSight Biologics
	About LUMEVOQ® (GS010)
	LUMEVOQ® (GS010) targets Leber Hereditary Optic Neuropathy (LHON) by leveraging a mitochondrial targeting sequence (MTS) proprietary technology platform, arising from research conducted at the Institut de la Vision in Paris, which, when associated wit...
	About Leber Hereditary Optic Neuropathy (LHON)
	About RESCUE and REVERSE
	About CLIN06 (RESCUE and REVERSE Long-term Follow-up)
	About REALITY


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /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 true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /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 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /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 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 ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


