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Progressive multifocal leukoencephalopathy
in acquired immunodeficiency syndrome:
Explaining the high incidence and disproportionate
frequency of the illness relative to other
immunosuppressive conditions

Joseph R Berger

Department of Neurology, University of Kentucky College of Medicine, Lexington, Kentucky, USA

In the era of the AIDS pandemic, progressive multifocal leukoencephalopa-
thy (PML) has ceased being a rare disease. Prevalence estimates from clinical
and pathological series suggest that up to 5% of all HIV-infected persons will
develop PML. The extraordinary frequency with which PML attends HIV in-
fection vastly exceeds its appearance in association with other predisposing
conditions and has resulted in it no longer being considered a rare disorder.
Why PML appears to be far more common with AIDS than with other under-
lying immunosuppressive conditions remains unexplained. Potential expla-
nations include an alteration of the CNS milieu by HIV facilitating JC viral
entry into the brain and activation of the JCV by HIV proteins, e.g., tat, and
by inflammatory byproducts of HIV infection. It is quite likely that multiple
diverse mechanisms are at play. Journal of NeuroVirology (2003) 9(suppl. 1),
38–41.
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Introduction

The human immunodeficiency virus (HIV) pandemic
has become the most common underlying predis-
posing illness for progressive multifocal leukoen-
cephalopathy (PML) and has changed the frequency
with which this brain disease has been observed.
From the time of its initial description in 1958
(Astrom et al, 1958) through the beginning of the
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acquired immunodeficiency syndrome (AIDS) pan-
demic in 1981, PML was chiefly observed in the
setting of lymphoproliferative disorders. However,
since theAIDS pandemic, the immunosuppression of
HIV infection has set the stage for the overwhelming
majority of cases of PML. The frequency with which
PML occurs has increased dramatically consequent
to the AIDS pandemic and the numbers of persons
developing PML in association with HIV infection
seems disproportionately large relative to the num-
bers of persons with other conditions predisposing
to it, e.g., malignancy, transplantation, autoimmune
disorders, etc.

PML in the pre-AIDS era

The seminal description of PML was by Aström,
Mancall, and Richardson in 1958 (Astrom et al,
1958). They described three patients with a unique
demyelinating disease of the brain and underlying



PML in AIDS
JR Berger 39

lymphocytic leukemia or lymphoma (Astrom et al,
1958). From 1958 to the early 1980s, reports of PML
demonstrated that it chiefly occurred in the setting
of cellular immunosuppression and most often with
lymphoproliferative disorders (Brooks and Walker,
1984). An extensive review of PML conducted in
1984 reported on 113 published reports and case
series from 1958 to 1984 and incorporated unre-
ported cases from the authors’ personal experience
as well. A total of 230 cases were identified, of
which 40 were pathologically and virologically con-
firmed and 69were pathologically confirmed (Brooks
and Walker, 1984). The most common underlying
illnesses for this patient population were lympho-
proliferative diseases. This spectrum of diseases ac-
counted for 62.2% of all cases. Other predispos-
ing disorders included myeloproliferative diseases
(6.5%), carcinoma (2.2%), and granulomatous and
inflammatory diseases (7.4%). In 5.6% of patients
with PML, no underlying immunosuppressive dis-
order was identified.
In this series (Brooks and Walker, 1984), a broad

spectrum of congenital and acquired immune defi-
ciency states accounted for 16.1% of the associated
diseases. The most common immunodeficiency state
predisposing to PML in this series was systemic lu-
pus erythematosis, accounting for 6.2% of the total
cases. Renal transplantation slightly exceeded AIDS
as an underlying disorder predisposing to PML and
only 3.0% of the total number of cases were the con-
sequence of the latter (Brooks and Walker, 1984).
The authors cited the only two cases of PML associ-
ated with AIDS that had been published to that time
(Miller et al, 1982; Bedri et al, 1983) and appeared
to have added other cases personally observed to ar-
rive at 3.0% of the total observed, but did not cite the
specific numbers of their cases. In the same year that
this review was published, two additional cases of
PML in HIV infection were published (Bernick and
Gregorios, 1984; Ho et al, 1984); these, however, were
not included in the review by Brooks and Walker.
One of those cases (Bernick and Gregorios, 1984) was
from the University ofMiami/JacksonMemorial Hos-
pital, a large tertiary care center inmetropolitan Dade
County. This case represented one of four PML pa-
tients with AIDS seen at that institution in that year
(Berger et al, 1998). No patients with PML with un-
derlying illnesses other than AIDS were observed in
that institution during that year and from that time
onwards, AIDS was overwhelmingly the most com-
mon illness associated with PML.

PML in the AIDS era

AIDS rapidly became not only the most common pre-
disposing disorder for PML, but also changed the fre-
quency with which PML is observed. In 1987, Berger
and colleagues observed PML in 3.8% of all hospi-
talized AIDS patients at the University of Miami/

Jackson Memorial Hospital (Berger et al, 1987). Al-
though likely skewed and not fully representative of
the total HIV-infected population, this number sug-
gested that PML was not uncommon in the setting of
HIV infection. Autopsy studies confirmed this high
incidence in HIV infection. Among 926 patients dy-
ing with AIDS who had been reported in seven au-
topsy series, 4.0%had PML at the time of death (Kure
et al, 1991). However, similar to a hospital-based se-
ries, autopsy series of this nature are likely to be
skewed to higher incidences as patients with inter-
esting illnesses, such as PML, were far more likely
to come to autopsy than others. A study conducted
by the Broward Medical Examiner Office in Florida
was more reflective of the true incidence of PML as
it was designed to study virtually all patients dy-
ing with serological evidence of HIV infection in
this jurisdiction. Among 548 unselected autopsies
on HIV-seropositive patients, 5.3% had pathological
evidence of PML (Tate, 1994). Two separate stud-
ies (Berger et al, 1987; Gillespie et al, 1991) found
that approximately 1.0% of all HIV-infected persons
presented with PML as their initial AIDS-defining
illness.

In a study conducted in south Florida between the
years 1980 to 1994, 156 patients with PMLwere iden-
tified. Of these, 154 patients had AIDS-related PML.
The annual rate at which PML was observed in this
population is demonstrated in Figure 1. Only two
patients had other underlying illnesses; one was a
young woman with Hodgkin’s disease and the other
an adolescent with Wiskott-Aldrich syndrome (Katz
et al, 1994). This remarkable association with AIDS
relative to other potential underlying disorders oc-
curred in a tertiary center with a large cancer and
transplant population as well as a large elderly pop-
ulation. In comparing the 4-year intervals, 1980–1984
to 1990–1994, there was a 20-fold increase in the
incidence of PML. From the late 1980s through to
the end of the study, the incidence of PML associ-
ated with AIDS appeared to have reached its plateau
and data from other studies have suggested that there

Figure 1 Data from the University of Miami/Jackson Memorial
Hospital: PML cases, 1980–1994 (Berger et al, 1998).
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has been little change since the widespread introduc-
tion of highly active antiretroviral therapy (HAART)
in 1996 (Antinori et al, 2001; Sacktor et al, 2001).
In many recent studies comparing the incidence of
PML in the pre- and post-HAART era, the numbers
of PML cases are too few to draw meaningful conclu-
sions (Maschke et al, 2000; Ives et al, 2001).
Data derived from the diagnoses on death certifi-

cates reported to the Centers for Disease Control
and Prevention (CDC) between 1979 and 1987 re-
vealed a fourfold increase in AIDS-associated PML
in the United States (Holman et al, 1991). By 1987,
PML mortality (5.7 per 10,000,000 persons per year),
chiefly the consequence of AIDS, paralleled that of
Creutzfeldt-Jacob disease (4.3 to 10.0 per 10,000,000
persons per year) (Janssen 1997). This data also re-
vealed that at least 0.72% of all persons dying with
AIDS had concomitant HIV infection (Holman et al,
1991). However, the estimate is likely to represent
a minimum estimate of the true incidence of the
PML among the HIV-infected population due to the
under-recognition and under-reporting of PML on
death certificates (Messite andStillman, 1996). Preva-
lence data obtained from a surveillance study of
AIDS in the San Francisco Bay area indicated that
by 1991, 0.3% (0.0–0.8) of individuals with AIDS in
the San Francisco Bay area had PML (Gillespie et al,
1991). More recent statistics derived from a national
surveillance project of the CDS in collaboration with
11 state and local health departments in which med-
ical records of HIV-infected patients are abstracted
(CDC, 1997) suggest that the prevalence of PML
among adult patients with AIDS (as defined by the
1993 CDC AIDS case definition) is 2.4% (Dworkin
et al, 1999). If these statistics are correct, given that
there are approximately 330,000 persons living in the
United States with AIDS (CDC, 2002) and PML gen-
erally results in death within 1 year of diagnosis, one
can estimate that there are 7000 to 8000 new cases
of PML among the U.S. AIDS population annually.
This number would exceed the annual incidence of
patients with Guillain-Barré syndrome or Hunting-
ton’s disease and approach that of multiple sclerosis
(Kurtzke and Kurland, 1983).

Hypotheses for the high rate of PML in AIDS

The explanation for the striking increased incidence
of PML in the setting of HIV infection relative to its
incidencewith other immunosuppressive conditions
presently remains uncertain. One possible explana-
tion is that HIV infection results in quantitatively or
qualitatively differences in immunosuppression in
comparison to the other conditions. Additionally, the
duration of the severe impaired cell-mediated immu-
nity occurring in AIDS may contribute with longer
durations required for the appearance of the disease.
Shortly after HIV infection, the virus crosses into
the brain (Lane et al, 1996). This passage is believed

to be cell associated, presumably in infected mono-
cytes, i.e., the “Trojan horse” mechanism. In time,
productive infection of the brain is observed with
the HIV-infected macrophages located preferentially
in perivascular spaces. The local microenvironment
created by this infection may be responsible, in part,
for the high frequency of PML. In part, it may facil-
itate entry into the brain of JC virus (JCV)-infected
B cells, perhaps by the up-regulation of adhesion
molecules on the endothelial surface that assist or are
required for B-lymphocyte trafficking into the brain.
Thismechanismmight explain the low rate for the de-
velopment of PML in other immunosuppressive con-
ditions in which passage of these infected lympho-
cytes, which are present in the systemic circulation
of as many as 30% to 50% of patients with a wide
variety of immunosuppressive conditions (Tornatore
et al, 1992), but are perhapsmore commonly found in
the circulating B cells of HIV-infected persons than
with other immunosuppressive conditions (Dubois
et al, 1998). Infected circulating B cells can also be
observed in as many as 5% of normal individuals
(Tornatore et al, 1992). The trafficking of B cells into
the central nervous system (CNS) is poorly under-
stood (Williams and Hickey, 1995). Activated, but
not resting, B cells can bind to the extracellular ma-
trix of endothelium via E- and P-selectins (Williams
and Hickey, 1995). In preliminary studies, however,
the expression of a select number of other adhesion
molecules has not been detected on the endothelial
cells of the brain in regions affected with PML (Nath,
2002). Alternatively or additionally, HIV proteins,
e.g., tat, and the cytokines and chemokines that are
elaborated in the microenvironment of HIV infection
may result in transactivation of the JCV (Couraud,
1998; Persidsky, 1999; Chi et al, 2000; Berger et al,
2001) (Figure 2).

It is quite likely that the mechanisms underlying
the extraordinarily high frequency with which PML

Figure 2 Brain blood vessel in patient with AIDS. Postulated
mechanisms by which HIV infection alters the microenvironment
of the brain to contribute to the increased risk of developing
PML. MNGC = HIV-infected multinucleate giant cell; IL-4, IL-6,
γ -interferon, TNF-γ = products capable of increasing the expres-
sion of endothelial adhesion molecules; IL-4, IL-6, TGF-γ , tat =
products capable of transactivating JCV.
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is observed in association with AIDS is multifacto-
rial. Clarifying the roles of each of these mechanisms
will help immeasurably in understanding the patho-

References

Antinori A, Ammassari A, et al (2001). Epidemiol-
ogy and prognosis of AIDS-associated progressive
multifocal leukoencephalopathy in the HAART era.
J NeuroVirol 7: 323–328.

Astrom K, Mancall E, et al (1958). Progressive multifocal
leukoencephalopathy. Brain 81: 93–127.

Bedri J, Weinstein W, et al (1983). Progressive multifocal
leukoencephalopathy in acquired immunodeficiency
syndrome. N Engl J Med 309: 492–493.

Berger JR, Chauhan A, et al (2001). Epidemiological evi-
dence and molecular basis of interactions between HIV
and JC virus. J NeuroVirol 7: 329–338.

Berger JR, Kaszovitz B, et al (1987). Progressive multifocal
leukoencephalopathy associated with human immun-
odeficiency virus infection. A review of the literature
with a report of sixteen cases. Ann Intern Med 107: 78–
87.

Berger JR, Pall L, et al (1998). Progressive multifocal
leukoencephalopathy in patients with HIV infection.
J NeuroVirol 4: 59–68.

Bernick C, Gregorios JB (1984). Progressive multifocal
leukoencephalopathy in a patient with acquired im-
mune deficiency syndrome. Arch Neurol 41: 780–782.

Brooks BR, Walker DL (1984). Progressive multifocal
leukoencephalopathy. Neurol Clin 2: 299–313.

Centers for Disease Control and Prevention (CDC) (1997).
Update: trends in AIDS incidence—United States, 1996.
MMWR Morb Mortal Wkly Rep 46: 861–867.

CDC (2002). U.S.HIV andAIDS cases reported through June
2001. HIV/AIDS Surveillance Rep 13: 1–41.

Chi D, Henry J, et al (2000). The effects of HIV infection
on endothelial function. Endothelium 7: 223–242.

Couraud PO (1998). Infiltration of inflammatory cells
through brain endothelium. Pathol Biol (Paris) 46: 176–
180.

Dubois V, Moret H, et al (1998). Prevalence of JC virus vi-
raemia in HIV-infected patients with or without neuro-
logical disorders: a prospective study. J NeuroVirol 4:
539–544.

Dworkin MS, Wan PC, et al (1999). Progressive multifocal
leukoencephalopathy: improved survival of human im-
munodeficiency virus-infected patients in the protease
inhibitor era. J Infect Dis 180: 621–625.

Gillespie SM, Chang Y, et al (1991). Progressive multifo-
cal leukoencephalopathy in persons infected with hu-
man immunodeficiency virus, San Francisco, 1981–
1989. Ann Neurol 30: 597–604.

Ho JL, Poldre PA, et al (1984). Acquired immunodefi-
ciency syndrome with progressive multifocal leukoen-
cephalopathy and monoclonal B-cell proliferation. Ann
Intern Med 100: 693–696.

Holman RC, Janssen RS, et al (1991). Epidemiology of pro-
gressive multifocal leukoencephalopathy in the United
States: analysis of national mortality and AIDS surveil-
lance data [see comments]. Neurology 41: 1733–1736.

genesis of this disorder. It will also invariably open
new avenues for the prevention and treatment of
PML.

Ives NJ, Gazzard BG, et al (2001). The changing pat-
tern of AIDS-defining illnesses with the introduction
of highly active antiretroviral therapy (HAART) in a
London clinic. J Infect 42: 134–139.

Janssen RS (1997). Epidemiology and neuroepidemiology
of human immunodeficiency virus infection. In: AIDS
and the nervous system. Berger JR, Levy RM (eds).
Lippincott-Raven: Philadelphia, PA, pp 13–37.

Katz DA, Berger JR, et al (1994). Progressive multifo-
cal leukoencephalopathy complicating Wiskott-Aldrich
syndrome. Report of a case and review of the literature of
progressive multifocal leukoencephalopathy with other
inherited immunodeficiency states. Arch Neurol 51:
422–426.

Kure K, Llena JF, et al (1991). Human immunodeficiency
virus-1 infection of the nervous system: an autopsy
study of 268 adult, pediatric, and fetal brains. Hum
Pathol 22: 700–710.

Kurtzke J, Kurland L (1983). The epidemiology of neu-
rologic disease. In: Clinical Neurology. Harper & Row:
Philadelphia, PA, pp 1–14.

Lane JH, Sasseville VG, et al (1996). Neuroinvasion
by simian immunodeficiency virus coincides with
increased numbers of perivascular macrophages/
microglia and intrathecal immune activation. J Neuro-
Virol 2: 423–432.

Maschke M, Kastrup O, et al (2000). Incidence and preva-
lence of neurological disorders associated with HIV
since the introduction of highly active antiretroviral
therapy (HAART). J Neurol Neurosurg Psychiatry 69:
376–380.

Messite J, Stillman S (1996). Accuracy of death certificate
completion. JAMA 275: 794–796.

Miller JR, Barrett RE, et al (1982). Progressive multifo-
cal leukoencephalopathy in a male homosexual with
T-cell immune deficiency. N Engl J Med 307: 1436–
1438.

Nath A (November 11, 2002). Personal communication re-
garding the absence of adhesion molecule expression in
AIDS-associated PML brain sections.

Persidsky Y (1999). Model systems for studies of leukocyte
migration across the blood-brain barrier. J NeuroVirol 5:
579–590.

Sacktor N, RH Lyles, et al (2001). HIV-associated neu-
rologic disease incidence changes: Multicenter AIDS
Cohort Study, 1990–1998. Neurology 56: 257–260.

Tate LG (1994). Personal communication regarding PML in
the Broward Medical Examiner’s office.

Tornatore C, Berger JR, et al (1992). Detection of JC virus
DNA in peripheral lymphocytes from patients with and
without progressive multifocal leukoencephalopathy.
Ann Neurol 31: 454–462.

Williams KC, Hickey WF (1995). Traffic of hematogenous
cells through the central nervous system. Curr Top
Microbiol Immunol 202: 221–245.



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /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 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 /Remove
  /UsePrologue false
  /ColorSettingsFile (Color Management Off)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 290
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 600
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.01667
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /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 290
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 600
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 2.03333
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /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 800
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 2400
  /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 <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /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.)
    /DEU <>
  >>
  /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 [2834.646 2834.646]
>> setpagedevice


