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Abstract

The study of QT/RR relationship is important for the
clinical evaluation of possible risk of ventricular
tachyarrhythmia. Our aim was to assess the effects of 5-
days of head-down (-6 degrees) bed-rest (HDBR) on
ventricular repolarization. High fidelity 12-leads Holter
ECG was acquired before (PRE), the last day of HDBR
(HDT5), and five days after its conclusion (POST). X,Y,Z
leads were derived (inverse Dower matrix) and
vectorcardiogram computed. Selective beat averaging
applied to the night period resulted in averages preceded
by the same stable heart rate (for each 10 msec bin
amplitude, in the range 900-1200 msec). For each
template (i.e., one for each bin), T-wave maximum
amplitude (Tmax), T wave area, R-Tapex and R-Tend
were computed. Results (in 8 male volunteers) showed
that, compared to PRE, at HDT5 both R-Tapex and R-
Tend resulted significantly shortened (-5% and -3%,
respectively), together with a decrease in T-wave area (-
7%), while Tmax was unchanged. At POST, duration
parameters showed a trend towards their control values
(-1.5% and -3%, respectively) while amplitude
parameters resulted restored. Despite the short-term BR,
cardiac adaptation to deconditioning affected ventricular
repolarization during the night period.

1. Introduction

The study of QT/RR relationship is important for the
clinical evaluation of possible risk of acquired or
congenital ventricular tachyarrhythmia, predisposing to
life-threatening arrhythmias. In this context, episodes of
post-spaceflight orthostatic intolerance and decreased
exercise capacity are usually present in about 50% of
astronauts at re-entry from sub-orbital missions, so it is
known that microgravity leads to cardiovascular
deconditioning. As regards cardiac electrophysiology,
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several episodes of dysrhythmias and conduction
disorders have been repeatedly observed during
spaceflight over the years [1]. In particular, long duration
space flight was found to prolong QTc interval, corrected
by the Bazett’s formula, thus increasing potentially
arrhythmia susceptibility [2]. Also in short-term exposure
to microgravity, induced by parabolic flight, it has been
shown that QT interval is prolonged, even though not to
pathological levels, during the 0Gz phase of the parabola,
while it is shortened during the hypergravity phase [3].

Besides the potential interest in understanding
potential changes in cardiac repolarization induced by
weightlessness exposure, no systematic study has been
conducted, and all observations are only based on data
retrospective analysis. Ground-based studies represent an
invaluable perspective to investigate human physiology
during simulated microgravity conditions. Among them,
the model of 6° Head-Down Tilt Bed Rest (HDBR)
represents a unique opportunity for inducing and studying
the effects of simulated prolonged exposure to
microgravity on the cardiovascular system and for testing
potential countermeasures.

We hypothesised that microgravity exposure could
induce changes in the repolarization mechanisms, and
thus in the QT/RR relationship, with potential effects on
increasing the risk of arrhythmia susceptibility in
astronauts. Accordingly, the aim of this study was to use
the 5-days strict HDBR manoeuvre to test if it induces
alterations on the dynamics of QT/RR intervals, by
applying selective beat averaging methods.

2. Methods

2.1.  Subjects

Twelve healthy men aged 33+7 (range, 21 to 41 years;
body mass index, 23.7+2.1 kg/m? maximal oxygen
uptake 396 ml*kg-1*min-1) were selected for this study.
Each subject provided their voluntary written, informed
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consent to participate in protocols approved by the
Institutional Review Board of the "Comité de Protection
des Personnes Sud Quest et Outre Mer I” and by the
French Drug Agency (Agence Frangaise de Sécurité
Sanitaire pour le Produits de Santé).

2.2.  Study design

Strict bed rest was performed at -6° head-down tilt
position for a total of 5 days. Subjects were housed in the
Institut de Meédecine et de Physiologie Spatiales
(MEDES) facility at the University Hospital of Rangueil,
Toulouse, France.

As part of the European Space Agency HDBR
strategy, subjects were enrolled in a cross-over design
with a wash out period of about 1.5 months between two
consecutive campaigns, with one control (CTRL) and two
treatment groups applied each day during BR: AG1, with
AG for 30’ continuously, and AG2, with AG for 30’
intermittently (6 periods of 5 each), both obtained with a
short-arm centrifuge producing a 1g gravity level at the
level of the heart. Before the beginning and after the end
of each 5-days HDBR, subjects were evaluated during 5
days of ambulatory period, during which lying in bed
during the day was prohibited.

2.3. ECG data acquisition

The ECG signals analyzed in this study were acquired
using a 12-lead Holter 24-hours high fidelity (1000 Hz)
digital recorder (H12+, Mortara Instrument Inc.,
Milwaukee, WI) with beginning of the acquisition 6 days
before the start of the HDBR (BCD-6), the fifth day of
HDBR (HDT5) and five days after the end of HDBR
(R+4).

PRE HDT5 POST
-6 days + 5 days

Figure 1. Schematization of the different phases of a bed
rest (BR) campaign. Arrows indicate the epochs in which
Holter 24-hours acquisitions were performed.

2.4. ECG signal processing

Only the RR values classified as in sinusal rhythm (H-
scribe and SuperECG software, Mortara Instrument Inc.)
were included in the following analysis. First, the RR
intervals were classified as day-time (from 6:30 to 23:00)
and night-time (from 23:00 to 06:30), to apply the next
steps to the analysis of the night period only, to avoid
misinterpretation due to daily movements or subject’s
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involvement.

From the 12-leads, inverse Dower matrix
transformation [4] was applied to obtain the orthogonal
leads X, Y, Z, from which the vectorcardiogram was
computed. Then, selective beat averaging [5] was used to
obtain averages of P-QRS-T complexes preceded by the
same stable heart rate in the range from 900 to 1200
msec: 1) a RR duration histogram with 10 msec bin
amplitude was computed; 2) for each bin n, the beats
with the corresponding RR duration were located on the
vectorcardiogram, and the following beat was extracted
and assigned to the C(n) class. After beats realignment
according to the R wave peak [5], filtering with a low
pass FIR filter (15 Hz), a simple averaging operation was
applied, thus obtaining a mean template M(n),
representative of all the beats owing to the class C(n),
from which the isoelectric line (defined by a stationary
point between S and T waves and by a relative minimum
after 800 msec) was subtracted (Figure 2).

For each template M(n), a procedure for the automated
detection of some fiducial points, such as Tapex (defined
as the maximum of the parabolic interpolation between
up-slope and down-slope points [6]), Tend (defined as the
point with maximum distance from the line that joints the
T apex and an adjusted point, dependent on beat length,
after the T-wave [7]), Tstart (defined as the point where
the product of the first and second derivative falls below
the 10% of a threshold defined as the product of the last
maximum first and second derivatives [5]) has been
applied (Figure 2).

Basing on these points, RTapex and RTend interval
durations, T wave maximum and T wave area have been
computed for each M(n) (Figure 3).
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Figure 2. Example of averaged beat M(n) computed from
all beats on the vectorcardiogram preceded by an heart
cycle with duration in the range 1010-1019 msec.
Maximum amplitude, T end and T start are evidenced in

green, while maximum up-slope and down-slope in red.
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Figure 3. Example of averaged beats relevant to all
considered bins obtained in one subject, with detected T
start, T apex, and T end on evidence

3. Results

Results (see Table 1), obtained in 8 of the 12 subjects
enrolled in the control group, are presented as median
values of the results, computed over each bin, for each
data epoch (i.e., PRE, HDT5, POST), together with the
relevant boxplot computed over the considered RR
duration range. Non-parametric Friedman test has been
applied to evaluate the effect of HDBR on the computed
ventricular repolarization parameters.

Table 1. Changes in QT parameters induced by 5-days
head-down-bed-rest. Results are reported as median (25™;
75" percentiles)

PRE JHDT5 POST
T-apex {407 392 489*#
(nV) (383;442) (375;423) (473;505)
T-area 44227 39585* 45969%#
(nV*ms) |(40010;46514)|(37076; 42714)|(43705; 47068)
RT-apex [282 263* 278*1
(ms) (277;285) (260;267) (269;283)
RT-end [353 342* 344>
(ms) (350;355) (335;347) (334;350)

*.p<.05vs PRE, #: p<.05 HDT5 vs POST

As regards temporal parameters, compared to PRE, at
HDT5 both RT-apex and RT-end were shortened (-5%
and -3%, respectively), while at POST they still were
reduced (-3%), but with RT-apex trending towards its
control values (Figure 4).

As regards amplitude parameters, compared to PRE, at
HDT?5 a decrease in T-area (-7%) was found, but this was
not present in T-apex. At POST, both T-apex (+14%) and
T-area (+9%) were larger than PRE and HDT5 (Figure 5).
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Figure 4. Relationship between RR duration and RT-apex
and RTend computed on 8 subjects. *: p < 0.05 vs PRE, #:
p <0.05 HDT5 vs POST, *: outlier.
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Figure 5. Relationship between RR duration and T-apex
(top) and T-Area (bottom) computed on 8 subjects. *: p <
0.05 vs PRE, #: p <0 .05 HDT5 vs POST, *: outlier.

4. Discussion and conclusions

Automated analysis of QT interval from Holter
recordings represents a difficult task. The proposed
procedure of selected beat averaging appeared able to
overcome some of the limitations connected with
previous averaging methods, revealing to be effective in
the improvement of the SNR, due to the high number of
beats included in each of the 10 msec duration classes,
while not affecting the T wave original morphology. This
allowed the automatic detection of fiducial points (T
wave start, apex and end) for the calculation of
repolarization parameters from each template to be fast



and reliable.

By eliminating the head-to-foot hydrostatic gradient,
the HDBR position leads to an initial increase in diastolic
filling and forward stroke volume. Short-term activation
of volume regulatory mechanisms by this central fluid
shift results in loss of plasma volume and establishment
of a new hemodynamic steady state within 24 to 48 hours
[8] that could affect not only the cardiac mechanics, but
also its electrical counterpart.

In a previous study, on the same group of subject, by
comparing the adaptation of QT to abrupt changes in
heart rate induced by tilt test before and after HDBR, we
found that bed rest seems to induce changes in this
adaptation phenomenon, in the direction of shortening the
time window in which the past RR are found to contribute
to the actual QT value [9]. In this study, more focused on
detecting more stationary changes in the QT/RR
relationship over the night period, we detected changes
both in QT temporal and amplitude parameters showing
that, despite the short duration HDBR, it introduces some
alterations in the cardiac electrophysiology. Moreover,
the use of the vectorcardiogram should have avoided the
dependence of the observed results from one particular
projection.

Interestingly, the observed changes in T wave
amplitude showed opposite results compared to what we
observed during the 0Gz phase in parabolic flight, where
an increase in this parameter was observed (unpublished
data). This could be explained by the different
mechanisms at the origin of these changes: in parabolic
flight, due to abrupt venous return, cardiac dilation and
increased conductibility in the thorax; with HDBR,
related to loss of fluids and hypovolemia, with shrinking
of the heart cavities. This possible explanation is also
confirmed by the fact that, after HDBR, with cardiac
volume loading restored, amplitude and area parameters
returned to their control values.

As regards shortening in RT-apex and RT-end
intervals, observed with HDBR, the phenomenon seems
to persist even 5 days after its end, thus being probably
connected with cardiac deconditioning at the level of
autonomic nervous system, requiring more time to be
restored to control values. However, as a prolongation of
ventricular repolarization interval is usually considered as
a sign of increased risk of possible tachyarrhythmias, but
our results showed a shortening, based on this data we
cannot confirm our starting hypothesis that microgravity
exposure induce changes in the QT/RR relationship with
potential effects on increasing the risk of arrhythmia
susceptibility in astronauts.

However, the observed changes should be taken into
account in the clinical settings in patients with
cardiovascular diseases, when immobilized in bed, to
proper adjust the pharmacological therapy in order to
avoid further complications.

608

Acknowledgements

We are extremely grateful to all the personnel of ESA
and MEDES involved in the bed rest studies for the
support to the realization of our experiment, as well as to
the experimental subjects for their dedicated
collaboration. This research has been performed thanks to
the contribution of the Italian Space Agency (contract n.
1/047/10/0, recipient Dr. EG Caiani).

References

[1] Steven H, Platts S, Stenger M, Phillips T, Arzeno N,
Brown A, Levine B, Summers R. NASA human research
program evidence. Evidence based review: risk of cardiac
rhythm  problems  during space flight, 2010.
(http://humanresearchroadmap.nasa.gov/evidence/)
D’Aunno D, Dougherty A, DeBlock H, Meck J. Effect of
short- and long-duration spaceflight on QTc intervals in
healthy astronauts. American Journal of Cardiology
2003;91:494.

Sengupta M, Rexroth J, Sarmiento L, Sattam W. Effect of
acute changes in gravity on 12-lead electrocardiography.

In: KC -135 and other microgravity simulations. summary
report, nasa technical memorandum. 2005 — TM, U213162,
(http://ston.jsc.nasa.gov/collections/TRS/ )

Dower GE. A lead synthesizer for the Frank system to
simulate the standard 12-lead electrocardiogram. J
Electrocardiol 1968;1:101-116.

Badilini F, Maison-Blanche P, Childers R, Coumel P. QT
interval analysis on ambulatory electrocardiogram
recordings: a selective beat averaging approach. Med Biol
Eng Comput 1999;37:71-9.

Merri M, Alberti M, Moss AJ. Dynamic analysis of
ventricular repolarisation duration from 24-hour Holter
recordings. IEEE Trans Biomed Eng. 1993;40:1219-25.
Helfenbein ED, Zhou SH, Field DQ, Lindauer JM, Gregg
RE, Wang JY, Kresge SS, Michaud FP. Performance of a
continuous real-time QT interval monitoring algorithm for
the critical-care setting. Computers in Cardiology 2006;
33:697-700.

Kozakova M, Malshi E, Morizzo C, Pedri S, Santini F,
Biolo G, Pagani M, Palombo C. Impact of prolonged
cardiac unloading on left ventricular mass and longitudinal
myocardial performance: an experimental bed rest study in
humans. J Hypertens 2010; 29:137-43.

Bolea J, Pueyo E, Almeida R, Sotaquira M, Llamedo M,
Martinez JP, Laguna P, Caiani EG. Influence of simulated
microgravity by head-down bed-rest on QT/RR dynamics.
Computing in Cardiology 2011;38:53-56.

(2]

(3]

(4]

(5]

(6]

(7]

(8]

(9]

Address for correspondence:

Enrico G Caiani, PhD

Department of Bioengineering

Politecnico di Milano

Piazza L. da Vinci 32, 20133, Milano, ITALY
enrico.caiani @ polimi.it




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles false
  /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 /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 1
  /Optimize false
  /OPM 0
  /ParseDSCComments false
  /ParseDSCCommentsForDocInfo false
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo false
  /PreserveFlatness true
  /PreserveHalftoneInfo true
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Remove
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
    /Arial-Black
    /Arial-BoldItalicMT
    /Arial-BoldMT
    /Arial-ItalicMT
    /ArialMT
    /ArialNarrow
    /ArialNarrow-Bold
    /ArialNarrow-BoldItalic
    /ArialNarrow-Italic
    /ArialUnicodeMS
    /BookAntiqua
    /BookAntiqua-Bold
    /BookAntiqua-BoldItalic
    /BookAntiqua-Italic
    /BookmanOldStyle
    /BookmanOldStyle-Bold
    /BookmanOldStyle-BoldItalic
    /BookmanOldStyle-Italic
    /BookshelfSymbolSeven
    /Century
    /CenturyGothic
    /CenturyGothic-Bold
    /CenturyGothic-BoldItalic
    /CenturyGothic-Italic
    /CenturySchoolbook
    /CenturySchoolbook-Bold
    /CenturySchoolbook-BoldItalic
    /CenturySchoolbook-Italic
    /ComicSansMS
    /ComicSansMS-Bold
    /CourierNewPS-BoldItalicMT
    /CourierNewPS-BoldMT
    /CourierNewPS-ItalicMT
    /CourierNewPSMT
    /EstrangeloEdessa
    /FranklinGothic-Medium
    /FranklinGothic-MediumItalic
    /Garamond
    /Garamond-Bold
    /Garamond-Italic
    /Gautami
    /Georgia
    /Georgia-Bold
    /Georgia-BoldItalic
    /Georgia-Italic
    /Haettenschweiler
    /Impact
    /Kartika
    /Latha
    /LetterGothicMT
    /LetterGothicMT-Bold
    /LetterGothicMT-BoldOblique
    /LetterGothicMT-Oblique
    /LucidaConsole
    /LucidaSans
    /LucidaSans-Demi
    /LucidaSans-DemiItalic
    /LucidaSans-Italic
    /LucidaSansUnicode
    /Mangal-Regular
    /MicrosoftSansSerif
    /MonotypeCorsiva
    /MSReferenceSansSerif
    /MSReferenceSpecialty
    /MVBoli
    /PalatinoLinotype-Bold
    /PalatinoLinotype-BoldItalic
    /PalatinoLinotype-Italic
    /PalatinoLinotype-Roman
    /Raavi
    /SABAEN44
    /SAKURAalp
    /Shruti
    /SimSun
    /STSong
    /Sylfaen
    /SymbolMT
    /Tahoma
    /Tahoma-Bold
    /TimesNewRomanMT-ExtraBold
    /TimesNewRomanPS-BoldItalicMT
    /TimesNewRomanPS-BoldMT
    /TimesNewRomanPS-ItalicMT
    /TimesNewRomanPSMT
    /Trebuchet-BoldItalic
    /TrebuchetMS
    /TrebuchetMS-Bold
    /TrebuchetMS-Italic
    /Tunga-Regular
    /Verdana
    /Verdana-Bold
    /Verdana-BoldItalic
    /Verdana-Italic
    /Vrinda
    /Webdings
    /Wingdings2
    /Wingdings3
    /Wingdings-Regular
    /ZWAdobeF
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 200
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /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 200
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages false
  /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 400
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /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 PDFs that match the "Required"  settings for PDF Specification 4.01)
  >>
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


