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Case Report

Cefotaxime-induced Stevens—Johnson syndrome: a case report
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INTRODUCTION

M. Ravishankar*, M. N. Shravani

ABSTRACT

Stevens—Johnson syndrome (SJS) and toxic epidermal necrolysis are two forms of a
life-threatening skin condition, in which cell death causes the epidermis to separate
from the dermis. The syndrome is thought to be a hypersensitivity complex that
affects the skin and the mucous membranes. The most well-known causes are certain
medications, but it can also be due to infections, or more rarely, cancers. SJS usually
begins with fever, sore throat, and fatigue, which is commonly misdiagnosed and
therefore treated with antimicrobials. Ulcers and other lesions begin to appear in the
mucous membranes, almost always in the mouth and lips, but also in the genital and
anal regions. Conjunctivitis of the eyes occurs in about 30% of children who develop
SJS. A rash of round lesions about an inch across arises on the face, trunk, arms and
legs, and soles of the feet, but usually not the scalp. SJS is a medical emergency that
usually requires hospitalization. Treatment focuses on eliminating the underlying
cause, controlling symptoms and minimizing complications. Recovery after SJS can
take weeks to months, depending on the severity of the condition. If it was caused by
a medication, then the medication and others closely related to it has to be avoided
permanently. An 18-month-old male child was admitted to a private health setup in
Kolar with the complaints of peeling and discoloration of the skin, ulcerations in the
oral cavity, eyelids, and genitalia. The parents gave the history of cefotaxime injection
being administered to the child for treating typhoid 20 days back. Seven days after
the administration of cefotaxime, the child had developed maculo-papular lesions
all over the body. Later on there was peeling and discoloration of the skin. Itching
was present. Ulcerations in the oral cavity, eyelids and genitalia were also noticed
by the parents, who then brought the child to the health care center. According to
the Naranjo’s adverse drug reaction probability scale, there is a possible relation
between this adverse drug reaction (SJS) and cefotaxime.

Keywords: Cefotaxime, Stevens-Johnson syndrome, Toxic epidermal necrolysis,
Hypersensitivity, Medical emergency, Macula-papular lesions, Ulcers,
Conjunctivitis, Naranjo’s causality scale, Possible

mouth are usually extremely painful and reduce the patient’s
ability to eat or drink.

Stevens—Johnson syndrome (SJS) and toxic epidermal
necrolysis are two forms of a life-threatening skin condition,
in which cell death causes the epidermis to separate from
the dermis. The syndrome is thought to be a hypersensitivity
complex that affects the skin and the mucous membranes.
The most well-known causes are certain medications, but it
can also be due to infections, or more rarely, cancers.

SJS usually begins with fever, sore throat, and fatigue,
which is commonly misdiagnosed and therefore treated with
antimicrobials. Ulcers and other lesions begin to appear in
the mucous membranes, almost always in the mouth and
lips, but also in the genital and anal regions. Those in the
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Conjunctivitis of the eyes occurs in about 30% of children
who develop SJS. A rash of round lesions about an inch
across arises on the face, trunk, arms and legs, and soles of
the feet, but usually not the scalp.’

SJS is a medical emergency that usually requires
hospitalization. Treatment focuses on eliminating the
underlying cause, controlling symptoms and minimizing
complications. Recovery after SJS can take weeks to months,
depending on the severity of the condition. If it was caused
by a medication, then the medication and others closely
related to it has to be avoided permanently.
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Cefotaxime is a third-generation cephalosporin antimicrobial.
Like other third-generation cephalosporins, cefotaxime
is a broad-spectrum antimicrobial with activity against
numerous Gram-positive and Gram-negative bacteria.
It is on the World Health Organization’s list of Essential
Medicines, the most important medications needed in a
basic health system.’

A possible association between cefotaxime and SJS has
been reported.’

CASE REPORT

An 18-month-old male child was admitted to a private
health setup in Kolar with complaints of peeling and
discoloration of the skin, ulcerations in the oral cavity,
eyelids, and genitalia. The parents gave the history of
cefotaxime injection being administered to the child
for treating typhoid 20 days back. Seven days after the
administration of cefotaxime, the child had developed
maculo-papular lesions all over the body. Later on there was
peeling and discoloration of the skin. Itching was present.
Ulcerations in the oral cavity, eyelids and genitalia were
also noticed by the parents, who then brought the child to
the health care center.

The parents said that the baby had cough with expectoration
4 days after the administration of cefotaxime. A day prior
to admission the baby had a fever. A history of burning
micturition was reported.

Treatment given was piperacillin and the tazobactam
injection, hydrocortisone injection, paracetamol syrup,
intravenous (i.v) multiple electrolytes, i.v dextrose
normal saline, fusidic acid skin cream. Eye management:
benzalkonium eye drops twice daily, lubricating eye drops
(I-Dew DS) containing carmellose sodium thrice daily,
moxifloxacin eye drops thrice daily (Figure 1).

DISCUSSION

SJS is a rare condition, with a reported incidence of around
2.6-6.1 cases/million people per year. The condition is more
common in adults than in children. Women are affected more
often than men, with cases occurring at a two to one ratio.

Figures 1: (a and b) Cefotaxime induced Stevens—
Johnson syndrome.

SJS is an immune-complex - mediated hypersensitivity

complex that typically involves the skin and the mucous

membranes. Although several classification schemes have

been reported, the simplest classification breaks the disease

down as follows:*

* SJS: a minor form of toxic epidermal necrolysis, with
<10% body surface area (BSA) detachment

*  Overlapping SJS/toxic epidermal necrolysis: detachment
of 10-30% of the BSA

*  Toxic epidermal necrolysis: detachment of more than
30% of the BSA

*  These conditions were first recognized in 1922.°

The SJS was first described in 1922, when the American
pediatricians Albert Mason Stevens and Frank Chambliss
Johnson reported the cases of two boys aged 7 and 8 years
with “an extraordinary, generalized eruption with continued
fever, inflamed buccal mucosa, and severe purulent
conjunctivitis.” Both cases had been misdiagnosed by
primary care physicians as hemorrhagic measles.

All three are part of a spectrum of severe cutaneous reactions
(SCAR) which affect the skin and mucous membranes.®

The skin pattern most commonly associated with SJS is
widespread, often joined or touching (confluent), papuric
spots (macules) or flat vesicles or bullae, which may also be
confluent.® These occur primarily on the torso.°®

SJS, toxic epidermal necrolysis (TEN), and SIS/TEN
overlap can be mistaken for erythema multiforme.” Erythema
multiforme, which is also within the SCAR spectrum, differs
in clinical pattern and etiology.® Although both SJS and TEN
can also be caused by infections, they are most often adverse
effects of medications.®

Generally, SJS begins with a nonspecific upper respiratory
tract infection. This usually is part of a 1-14-day prodrome
during which fever, sore throat, chills, headache, and malaise
may be present. Vomiting and diarrhea are occasionally noted
as part of the prodrome. Mucocutaneous lesions develop
abruptly. Clusters of outbreaks last from 2 to 4 weeks.
The lesions are typically non-pruritic. A history of fever
or localized worsening should suggest a superimposed
infection; however, fever has been reported to occur in up to
85% of cases. Involvement of oral and/or mucous membranes
may be severe enough that patients may not be able to eat
or drink. Patients with a genitourinary involvement may
complain of dysuria or an inability to void.

A history of the previous outbreak of SJS or of erythema
multiforme may be elicited. Recurrences may occur if
the responsible agent is not eliminated or if the patient is
reexposed.

Typical prodromal symptoms are cough productive of a thick
purulent sputum, headache, malaise, and arthralgia. Patients
may complain of a burning rash that begins symmetrically
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on the face and the upper part of the torso. This may be
accompanied by ocular symptoms.

In addition to the skin, lesions in SJS may involve the
following parts of the body: oral mucosa, esophagus,
pharynx, larynx, anus, trachea, vagina, and urethra.

Ocular symptoms include red eye, tearing, dry eye,
pain, blepharospasm, itching, grittiness, heavy eyelid,
foreign body sensation, decreased vision, burn sensation,
photophobia, and diplopia.

Delineation of a drug exposure timeline is essential,
especially in the 1-3 weeks preceding the cutaneous eruption.
An idiosyncratic, delayed hypersensitivity reaction has
been implicated in the pathophysiology of SJS. Certain
population groups appear more susceptible to develop SJS
than the general population. Slow acetylators, patients
who are immunocompromised (especially those infected
with HIV),*® and patients with brain tumors undergoing
radiotherapy with concomitant antiepileptics are among
those at most risk.

Antigen presentation and production of tumor necrosis
factor - alpha by the local tissue dendrocytes results in the
recruitment and augmentation of T-lymphocyte proliferation
and enhances the cytotoxicity of the other immune effector
cells.'® A “killer effector molecule” has been identified that
may play a role in the activation of cytotoxic lymphocytes.!!
The activated CD8+ lymphocytes, in turn, can induce
epidermal cell apoptosis via several mechanisms, which
include the release of granzyme B and perforin. In 1997,
Inachi et al. demonstrated perforin-mediated apoptosis in
patients with SJS.!? Perforin, a pore-making monomeric
granule released from natural killer cells and cytotoxic
T-lymphocytes, kills target cells by forming polymers and
tubular structures not unlike the membrane attack complex
of the complement system.

Apoptosis of keratinocytes can also take place as a
result of ligation of their surface death receptors with the
appropriate molecules. Those can trigger the activation of
the caspase system, leading to DNA disorganization and
cell death.”® The death of keratinocytes causes separation
of the epidermis from the dermis. Once apoptosis ensues,
the dying cells provoke recruitment of more chemokines.
This can perpetuate the inflammatory process, which leads
to extensive epidermal necrolysis.'*

Higher doses and rapid introduction of allopurinol® and
lamotrigine' may also increase the risk of developing
SJS/TEN. Risk is lessened by starting these at the low doses
and titrating gradually."” There is evidence that systemic
lupus is a risk factor as well.'®

Although SJS can be caused by viral infections and
malignancies, the main cause is medications.® SJS may be
caused by vancomycin, allopurinol, valproate, levofloxacin,

diclofenac, etravirine, isotretinoin, fluconazole,!
valdecoxib, sitagliptin, oseltamivir, penicillins, barbiturates,
sulphonamides, phenytoin, azithromycin, oxcarbazepine,
zonisamide, modafinil,?® lamotrigine, nevirapine,
pyrimethamine, ibuprofen,®' ethosuximide, carbamazepine,
bupropion, telaprevir* and nystatin.>*

Medications that have been traditionally known to
lead to SIS, erythema multiforme, and toxic epidermal
necrolysis include sulfonamide antimicrobials, penicillin
antimicrobials, cefixime, barbiturates, lamotrigine,
phenytoin, and trimethoprim. Combining lamotrigine with
sodium valproate increases the risk of SJS.

NSAIDs are a rare cause of SJS in adults; the risk is higher
for older patients, women, and those initiating treatment.
In general, the symptoms of drug-induced SJS arise within
a week of starting the medication. Similar to NSAIDs,
paracetamol has also caused rare cases of SJS. People with
SLE or HIV are more susceptible to drug-induced SJS.

In this event, causalty assessment using Naranjo’s scale
revealed that cefotaxime was a possible cause for the adverse
drug reaction.

Treatment

SJS constitutes a dermatological emergency. Initially the
treatment is similar to that for patients with thermal burns
and continued care can only be supportive like i.v fluids
and nasogastric or parenteral feeding and symptomatic
like analgesic mouth rinse for mouth ulcer. There is a
certain amount of disagreement as to whether the skin
should be debrided or not between the dermatologists and
surgeons. Treatment with corticosteroids is controversial.
[.v immunoglobulin treatment has shown some promise
in reducing the length of the reaction and improving the
symptoms. Topical anesthetics, antiseptics and i.v analgesics
may be used. Those with chronic ocular surface disease
caused by SJS can often find relief of their symptoms and
improved eyesight with prosthetic replacement of the ocular
surface ecosystem treatment.

SJS has a mortality of around 5%. The mortality for TEN
is 30-40%. The risk of death can be estimated using the
SCORTEN scale, which takes a number of prognostic
indicators into account. Other outcomes include organ
damage/failure, cornea scratching and blindness.

Funding: No funding sources

Conflict of interest: None declared
Ethical approval: Not required

REFERENCES

1. Tigchelaar H, Kannikeswaran N, Kamat D. Stevens-Johnson
syndrome: an intriguing diagnosis, December; 2008.

International Journal of Basic & Clinical Pharmacology | January-February 2015 | Vol 4 | Issue 1  Page 170



10.

I1.

12.

13.

Ravishankar M et al. Int J Basic Clin Pharmacol. 2015 Feb;4(1):168-171

Available at http://www.pediatricsconsultantlive.com/articles/
stevens-johnson-syndrome-0. Accessed 20 December 2014.
WHO Model List of Essential Medicine. World Health
Organization, October; 2013. Available at http://www.
whoint/medicines/publications/essentialmedicines/18th
EML Final web Octl3.pdf. Accessed 11 December
2014.
Liberopoulos
cefotaxime-induced ~ Stevens-Johnson
Pharmacother. 2003;37(6):812-4.
French LE. Toxic epidermal necrolysis and Stevens
Johnson syndrome: our current understanding. Allergol Int.
2006;55(1):9-16.

Ward KE, Archambault R, Mersfelder TL. Severe adverse
skin reactions to nonsteroidal antiinflammatory drugs:
a review of the literature. Am J Health Syst Pharm.
2010;67(3):206-13.

Mockenhaupt M. The current understanding of Stevens-
Johnson syndrome and toxic epidermal necrolysis. Expert
Rev Clin Immunol. 2011;7(6):803-13.

Auquier-Dunant A, Mockenhaupt M, Naldi L, Correia O,
Schréder W, Roujeau JC, et al. Correlations between clinical
patterns and causes of erythema multiforme majus, Stevens-
Johnson syndrome, and toxic epidermal necrolysis: results
of an international prospective study. Arch Dermatol.
2002;138(8):1019-24.

Rotunda A, Hirsch RJ, Scheinfeld N, Weinberg JM. Severe
cutaneous reactions associated with the use of human
immunodeficiency virus medications. Acta Derm Venereol.
2003;83(1):1-9.

Gruchalla RS. 10. Drug allergy. J Allergy Clin Immunol.
2003;111(2 Suppl):S548-59.

De Rojas MV, Dart JK, Saw VP. The natural history of
Stevens Johnson syndrome: patterns of chronic ocular
disease and the role of systemic immunosuppressive therapy.
Br J Ophthalmol. 2007;91(8):1048-53.

Morel E, Escamochero S, Cabafas R, Diaz R, Fiandor A,
Bellon T. CD94/NKG2C is a killer effector molecule in
patients with Stevens-Johnson syndrome and toxic epidermal
necrolysis. J Allergy Clin Immunol. 2010;125(3):703-10,
710.el.

Inachi S, Mizutani H, Shimizu M. Epidermal apoptotic
cell death in erythema multiforme and Stevens-Johnson
syndrome. contribution of perforin-positive cell infiltration.
Arch Dermatol. 1997;133(7):845-9.

Foster CS, Fong LP, Azar D, Kenyon KR. Episodic
conjunctival inflammation after Stevens-Johnson syndrome.
Ophthalmology. 1988;95(4):453-62.

EN, Liamis GL, Elisaf MS. Possible
syndrome. Ann

International Journal of Basic & Clinical Pharmacology | January-February 2015 | Vol 4 | Issue 1

20.

21.

22.

23.

24.

. French LE, Trent JT, Kerdel FA. Use of intravenous

immunoglobulin in toxic epidermal necrolysis and
Stevens-Johnson syndrome: our current understanding. Int
Immunopharmacol. 2006;6(4):543-9.

. Halevy S, Ghislain PD, Mockenhaupt M, Fagot JP, Bouwes

Bavinck JN, Sidoroff A, et al. Allopurinol is the most
common cause of Stevens-Johnson syndrome and toxic
epidermal necrolysis in Europe and Israel. ] Am Acad
Dermatol. 2008;58(1):25-32.

Schlienger RG, Shapiro LE, Shear NH. Lamotrigine-
induced severe cutaneous adverse reactions. Epilepsia.
1998;39 Suppl 7:S22-6.

. Mockenhaupt M, Messenheimer J, Tennis P, Schlingmann J.

Risk of Stevens-Johnson syndrome and toxic epidermal
necrolysis in new users of antiepileptics. Neurology.
2005;64(7):1134-8.

Horne NS, Narayan AR, Young RM, Frieri M. Toxic
epidermal necrolysis in systemic lupus erythematosus.
Autoimmun Rev. 2006;5(2):160-4.

Diflucan One (data sheet). Medsafe; New Zealand Ministry
of Health, 29 April; 2008. Available at http://www.medsafe.
govt.nz/hot/alerts.asp. Accessed 20 December 2014.
Provigil (modafinil) Tablets. MedWatch. US Food and
Drug Administration, 24 October; 2007. Available at http://
www.drugs.com/monograph/provigil.html. Accessed
20 December 2014.

Raksha MP, Marfatia YS. Clinical study of cutaneous drug
eruptions in 200 patients. Indian J Dermatol Venereol Leprol.
2008;74(1):80.

Surovik J, Riddel C, Chon SY. A case of bupropion-
induced Stevens-Johnson syndrome with acute psoriatic
exacerbation. J Drugs Dermatol. 2010;9(8):1010-2.

Fagot JP, Mockenhaupt M, Bouwes-Bavinck JN, Naldi L,
Viboud C, Roujeau JC. Euroscar Study. Nevirapine and
the risk of Stevens-Johnson syndrome or toxic epidermal
necrolysis. AIDS. 2001;15(14):1843-8.

Devi K, George S, Criton S, Suja V, Sridevi PK.
Carbamazepine — the commonest cause of toxic
epidermal necrolysis and Stevens-Johnson syndrome:
a study of 7 years. Indian J Dermatol Venereol Leprol.
2005;71(5):325-8.

doi: 10.5455/2319-2003.ijbcp20150231

Cite this article as: Ravishankar M, Shravani MN.
Cefotaxime-induced Stevens—Johnson syndrome: a case
report. Int J Basic Clin Pharmacol 2015;4:168-71.

Page 171




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /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 /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile 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 false
  /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 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

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. 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 Adobe PDF documents for quality printing on desktop printers and proofers.  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 /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


