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Abstract
Bictegravir (BIC) is included in international guidelines as the first line of therapy for patients living with Human
Immunodeficiency Virus (HIV), either as initial therapy or as a replacement for patients with prior antiretroviral therapy
(ART). Due to limited efficacy and safety data, BIC is currently not recommended during pregnancy. Data on the safety and effi-
cacy of BIC during pregnancy were unavailable at the time of drug approval. In our case, BIC/TAF/FTC was effective in suppress-
ing viral load (VL) in pregnancy, and there were no reported safety issues for the mother or the baby.
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Introduction
The Human Immunodeficiency Virus (HIV) causes a serious
infection that targets the immune system. If HIV is not treated
properly, it causes Acquired Immunodeficiency Syndrome
(AIDS).1,2 People who live with HIV are at high risk of immu-
nosuppression and exposure to life-threatening opportunistic
infections. HIV can be transmitted from a pregnant woman
living with HIV to the infant during intrauterine life through
the placenta, intrapartum when the infant is exposed to the
mother’s amniotic fluids, and postpartum via breastfeeding.3

Intrauterine is the typical route of vertical transmission. With
an unsuppressed viral load (VL) during pregnancy and insufficient
maternal antiretroviral medication (ART), the risk of vertical trans-
mission is increased.4 To avoid vertical transmission, pregnant
women should begin ART during their pregnancy.5,6 The World
Health Organization (WHO) and Human and Health Services
(HHS) recommendations advocate monitoring HIV Ribonucleic
Acid (RNA) Polymerase Chain Reaction (PCR) in pregnant
women living with HIV regularly. At least four weeks before
delivery, or at the latest at the time of delivery to recognize
women who might be at risk for treatment failure and/or may
deliver infants at higher risk of perinatal transmission.7,8

Bictegravir (BIC) is a second-generation integrase inhibitor
antiviral agent that is generally well tolerated.9 It is

recommended in international guidelines as first-line therapy
for people who have HIV, either as initial therapy or as a
replacement for patients who have previously received
ART.10 Biktarvy is a brand name for BIC, which is
co-formulated as a single tablet with Tenofovir (TAF) and
Emtricitabine (FTC).9 BIC is currently not recommended
during pregnancy because of limited efficacy and safety
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data.11 BIC/TAF/FTC has been approved in our country’s reg-
ulatory affairs (Saudi Food and Drug Authority) and is accessi-
ble to HIV patients. Moreover, in childbearing female patients
who will start on BIC/TAF/FTC in our hospital, a pregnancy
test is ordered for them prior to starting and whenever there is
a possibility of pregnancy during their course. We report a
case of early-term delivery in a female with an unplanned preg-
nancy who became pregnant while receiving BIC/TAF/FTC in
a tertiary care hospital in Saudi Arabia.

Case Presentation
This is a 42-year-old woman who was diagnosed with HIV in
September 2020, with an HIV VL of 5738 and a CD4 level
of 523. She was started on Raltegravir (RAL) and TAF/FTC
because she was pregnant at that time. Previous to her HIV
infection, she had two abortions. She delivered her first child
via cesarean section in October 2020, and while waiting for
the VL result, she was administered intrapartum intravenous
Zidovudine. VL later proved to be undetectable after delivery.
Raltegravir (RAL) and Tenofovir (TAF)/Emtricitabine (FTC)
was discontinued in November 2020, and therapy was switched
to BIC/TAF/FTC.

The patient was last seen in February 2021 and was con-
stantly nervous, terrified, and crying for an unknown reason.
She reported hair loss and an increase in appetite. The VL
went undetected, and the CD4 was not found until the patient
received the first dose of the COVID-19 vaccine in April
2021. The patient arrived at the infectious disease clinic in
July 2021 after running out of medication and missing her
appointment due to transportation issues. For two weeks prior
to her arrival, she had been taking antiretroviral medication
(ART) on alternate days. She also mentioned missing her
period for the past two months and experiencing numbness in
her arms and lower extremities. A pregnancy test was sched-
uled, and it came back positive, but she missed her follow-up
appointments and continued to take BIC/TAF/FTC.

On November 3, 2021, a patient presented to the emergency
department with labor pains in preparation for the birth of her
second child. The patient stated that she was following her
ART regimen and had not taken any medications in the previ-
ous year.

A cesarean section was performed because a membrane
rupture occurred at 37 weeks of gestation and the VL was
unknown. The patient tolerated the procedure and was trans-
ferred to the ward in stable condition. The VL went undetected,
and after three days, the mother was discharged with BIC/TAF/
FTC without complications. Because Zidovudine was unavail-
able in our hospital or near hospitals, prophylactic ART for
perinatal HIV-1 transmission was not given.

Due to abnormal cardiotocography (CTG) and a ruptured
membrane, an early-term baby girl was delivered through emer-
gency cesarean section. She was born at 37 weeks gestation
with a birth weight of 2430 g. The baby was in good condition
upon birth, with Apgar scores of 7, 9, and 9 at 1, 5, and 10 min,
respectively. This baby is classified as having low-risk prenatal

HIV transmission because the mother’s VL was not detected.
The baby was taken to the Neonatal Intensive Care Unit
(NICU) for observation. At birth, the vital signs were normal,
with a heart rate of 158, a respiratory rate of 50, a temperature
of 36.6, and an oxygen saturation of 93. Her blood samples
obtained for laboratory tests after birth were completely
normal, including HIV RNA VL, complete blood count, renal
function, and liver function. The VL was undetectable.
Table 1 shows the results of additional laboratory tests. The
physical examinations were normal. For prophylaxis, zidovu-
dine (4 mg/kg orally, twice day) was started, and breastfeeding
was prohibited. The baby was admitted to the NICU for one
day, then transferred to the nursery unit to be monitored for
hyperbilirubinemia for three days before being discharged.
The baby was discharged on oral Zidovudine for four weeks,
with a follow-up appointment for the VL. However, the
family did not bring the baby to the next checkups.

Ethical Approval and Informed Consent
This report did not require ethical board approval because it did
not contain any human or animal trials, and a consent form was
obtained from the mother for the publication.

Discussion
During pregnancy, many physiological changes occur, causing
in variations in the pharmacokinetic characteristics of ART.11

We are reporting a case of HIV-positive pregnant women
treated with BIC/TAF/FTC during their pregnancy in Saudi
Arabia. The mother’s VL was suppressed after delivery, and
the baby was born healthy. HIV-integrase inhibitors are
thought to be effective in lowering VL and as a first-line HIV

Table 1. Results of Laboratory Tests After Birth.

Laboratory Test Result Normal Lab Value

Platelet 208× 109/L 84 to 478× 109/L
Hemoglobin (Hgb) 15.5 g/dL 15 to 24 g/dL
White blood cells (WBC) 10.7× 103 cells/

mm3
6 to 17× 103 cells/

mm3
Red blood cell (RBC) 4.0 mill/mm3 4 to 5.5 mill/mm3

Hematocrit (Hct) 46.7% 44% to 70%
Bilirubin Total 111.4 mg/dL < 12 mg/dL
Magnesium 0.75 mEq/L 5–2.5 mEq/L
Sodium 141 mEq/L 130–147 mEq/L
Chloride 112 mEq/L 95 to 105 mEq/L
Creatinine 0.59 mg/dL 0.03 to 0.5 mg/dL
Blood urea nitrogen (BUN) 1.6 mg/dL 2–20 mg/dL
Alanine aminotransferase

(ALT)
11 units/L 6–40 units/L

Aspartate aminotransferase
(AST)

69 units/L 30–150 units/L

HBV (dsDNA)* Not Detected -
HIV-1 (ssRNA)* Not Detected -

HBV: Hepatitis B virus; dsDNA: double-stranded DNA; ssRNA: Human
immunodeficiency virus, single-stranded RNA.
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treatment. Dolutegravir and Raltegravir-based regimens are
currently considered effective and safe medications during
pregnancy for HIV-positive pregnant women.8 Bictegravir is
presently not recommended during pregnancy due to limited
efficacy and safety data in preventing vertical transmission.11

Bictegravir is primarily metabolized by CYP3A4 and uridine
diphosphate glucuronosyltransferase 1A1 (UGT1A1).12

According to pharmacokinetic studies, medication clearances
increase during pregnancy due to increased activity of
CYP3A4 and UGT1A1. As a result, lower Bictegravir exposure
is expected, which may raise the risk of treatment failure or ver-
tical transmission.13–15

One recent study obtained the pharmacokinetics profile of
two HIV-positive pregnant women. Before becoming pregnant,
the first mother started taking BIC/TAF/FTC. In comparison,
the second woman began taking BIC/TAF/FTC two months
after pregnancy. The authors evaluated the levels of
Bictegravir, including the 24-h area under the plasma concen-
tration versus time curve (AUC 0-24), trough concentration
(C-trough), and maximum concentration (C-max) in the two
mothers during the third trimester and after delivery, to evaluate
efficacy. In the first mother, the (AUC0-24) of Bictegravir was
37.9 h*mg/L, the (C trough) was 0.63 mg/L, and the (C max)
was 3.82 mg/L. Third-trimester levels were 35%, 49%, and
19% lower than after six weeks of delivery, respectively. As a
result, Bictegravir exposure decreases slightly in the third tri-
mester. The VL, on the other hand, went undetected in the
third trimester. The authors did not calculate the values
because the second mother’s pharmacokinetics profile remained
incomplete. Nonetheless, the VL went undetected in the third-
trimester. In our case, the VL was undetectable prior to preg-
nancy and for 12 h following delivery. The same study calcu-
lated the ratio of maternal blood to umbilical cord blood
concentrations in the first mother 20 h after drug administration
and 7 h in the second mother. The corresponding ratios were
1.49 and 1.42. Bictegravir may cross the placenta and reach
the fetus based on these ratios. In this case, no vertical transmis-
sion occurred, and the baby was born normally.16 Another case
report for pregnant women who continued BIC/TAF/FTC
throughout the second trimester and were able to maintain
viral suppression until delivery.17

Rupture of the membranes near the end of a pregnancy can
be caused by a variety of factors, including natural weakening
of the membranes or contraction force, low socioeconomic con-
ditions, previous preterm birth, and unexplained causes. These
negative outcomes could be a result of a variety of factors,
including BIC, but this cannot be proven.

Conclusions
In our case, BIC/TAF/FTC was effective in suppressing VL
during pregnancy, and no maternal-infant safety concerns
were reported. More research is needed to help us predict
changes in the pharmacokinetics and safety of BIC/TAF/FTC
during pregnancy. By adding data on the efficacy and safety
of BIC use in pregnancy, we believe this case can help

provide real-life experience using BIC/TAF/FTC for managing
such complex cases.

Declaration of Conflicting Interests
The author(s) declared no potential conflicts of interest with respect to
the research, authorship, and/or publication of this article.

Funding
The author(s) received no financial support for the research, author-
ship, and/or publication of this article.

ORCID iD
Shaimaa Alsulami https://orcid.org/0000-0002-8972-9791

References

1. Kaplan JE, Hu DJ, Holmes KK, Jaffe HW, Masur H, De Cock
KM. Preventing opportunistic infections in human immunodefi-
ciency virus-infected persons: Implications for the developing
world. Am J Trop Med Hyg. 1996;55(1):1–11. PMID: 8702012.

2. Manzardo C, Guardo AC, Letang E, Plana M, Gatell JM, Miro
JM. Opportunistic infections and immune reconstitution inflam-
matory syndrome in HIV-1-infected adults in the combined antire-
troviral therapy era: a comprehensive review. Expert Rev Anti
Infect Ther. 2015;13(6):751–767. Epub 2015 Apr 10. PMID:
25860288. doi: 10.1586/14787210.2015.1029917.

3. GnanashanmugamD, Rakhmanina N, Crawford KW, et al. Eliminating
perinatal HIV in the United States: mission possible? AIDS.
2019;33(3):377–385. PMID: 30475262; PMCID: PMC6355361. doi:
10.1097/QAD.0000000000002080.

4. Teasdale CA, Marais BJ, Abrams EJ. HIV: prevention of
mother-to-child transmission. BMJ Clin Evid. 2011;2011:0909.
Epub 2011 Jan 17. PMID: 21477392; PMCID: PMC3217724.

5. Mandelbrot L, Tubiana R, Le Chenadec J, et al. No perinatal HIV-1
transmission from women with effective antiretroviral therapy start-
ing before conception. Clin Infect Dis. 2015;61(11):1715–1725.
Epub 2015 Jul 21. PMID: 26197844. doi: 10.1093/cid/civ578.

6. Fowler MG, QinM, Fiscus SA, et al. Benefits and risks of antiretroviral
therapy for perinatal HIV prevention. N Engl J Med.
2016;375(18):1726–1737. PMID: 27806243; PMCID:
PMC5214343. doi: 10.1056/NEJMoa1511691.

7. World Health Organization. Guidelines: updated recommenda-
tions on HIV prevention, infant diagnosis, antiretroviral initiation
and monitoring. 2021.

8. Panel on Treatment of HIV During Pregnancy and Prevention of
Perinatal Transmission. Recommendations for Use of Antiretroviral
Drugs in Transmission in the United States. Accessed May 8, 2022.
https://clinicalinfo.hiv.gov/sites/default/files/guidelines/documents/
Perinatal_GL.pdf

9. Deeks ED. Bictegravir/emtricitabine/tenofovir alafenamide: a
review in HIV-1 infection. Drugs. 2018;78(17):1817–1828.
Erratum in: Drugs. 2019 Mar 22; PMID: 30460547; PMCID:
PMC6424950. doi: 10.1007/s40265-018-1010-7.

10. Saag MS, Gandhi RT, Hoy JF, et al. Antiretroviral drugs for treat-
ment and prevention of HIV infection in adults: 2020 recommen-
dations of the international antiviral society-USA panel. JAMA.

Alsulami et al. 3

https://orcid.org/0000-0002-8972-9791
https://orcid.org/0000-0002-8972-9791
https://doi.org/10.1586/14787210.2015.1029917
https://doi.org/10.1097/QAD.0000000000002080
https://doi.org/10.1093/cid/civ578
https://doi.org/10.1056/NEJMoa1511691
https://clinicalinfo.hiv.gov/sites/default/files/guidelines/documents/Perinatal_GL.pdf
https://clinicalinfo.hiv.gov/sites/default/files/guidelines/documents/Perinatal_GL.pdf
https://clinicalinfo.hiv.gov/sites/default/files/guidelines/documents/Perinatal_GL.pdf
https://doi.org/10.1007/s40265-018-1010-7
https://doi.org/10.1007/s40265-018-1010-7
https://doi.org/10.1007/s40265-018-1010-7
https://doi.org/10.1007/s40265-018-1010-7


2020;324(16):1651–1669. PMID: 33052386. doi: 10.1001/jama.
2020.17025.

11. van der Galiën R, Ter Heine R, Greupink R, et al.
Pharmacokinetics of HIV-integrase inhibitors during pregnancy:
mechanisms, clinical implications and knowledge gaps. Clin
Pharmacokinet. 2019;58(3):309–323. PMID: 29915921;
PMCID: PMC6373543. doi: 10.1007/s40262-018-0684-z.

12. Gallant JE, Thompson M, DeJesus E, et al. Antiviral activity,
safety, and pharmacokinetics of Bictegravir as 10-day monother-
apy in HIV-1-infected adults. J Acquir Immune Defic Syndr.
2017;75(1):61–66. PMID: 28196003; PMCID: PMC5389589.
doi: 10.1097/QAI.0000000000001306.

13. Zhang H, Wu X, Wang H, Mikheev AM, Mao Q, Unadkat JD.
Effect of pregnancy on cytochrome P450 3a and P-glycoprotein
expression and activity in the mouse: mechanisms, tissue specific-
ity, and time course. Mol Pharmacol. 2008;74(3):714–723. Epub
2008 May 28. PMID: 18509067; PMCID: PMC2574889. doi: 10.
1124/mol.107.043851.

14. Jeong H, Choi S, Song JW, Chen H, Fischer JH. Regulation of
UDP-glucuronosyltransferase (UGT) 1A1 by progesterone and
its impact on labetalol elimination. Xenobiotica. 2008;38(1):62–
75. PMID: 18098064; PMCID: PMC3691104. doi: 10.1080/
00498250701744633.

15. Hirashima R, Michimae H, Takemoto H, et al. Induction of the
UDP-glucuronosyltransferase 1A1 during the perinatal period
can cause neurodevelopmental toxicity. Mol Pharmacol.
2016;90(3):265–274. Epub 2016 Jul 13. PMID: 27413119;
PMCID: PMC4998668. doi: 10.1124/mol.116.104174.

16. Bukkems VE, Hidalgo-Tenorio C, Garcia C, et al. First pharmaco-
kinetic data of bictegravir in pregnant women living with HIV.
AIDS. 2021;35(14):2405–2406. PMID: 34723856. doi: 10.1097/
QAD.0000000000003032.

17. Nissim O, Lazenby GB. The use of integrase strand transfer inhib-
itors to treat HIV in pregnancy. J Midwifery Womens Health.
2021;66(3):403–406. PMID: 34166578. doi: 10.1111/jmwh.
13249.

4 Journal of the International Association of Providers of AIDS Care

https://doi.org/10.1001/jama.2020.17025
https://doi.org/10.1001/jama.2020.17025
https://doi.org/10.1007/s40262-018-0684-z
https://doi.org/10.1007/s40262-018-0684-z
https://doi.org/10.1007/s40262-018-0684-z
https://doi.org/10.1007/s40262-018-0684-z
https://doi.org/10.1097/QAI.0000000000001306
https://doi.org/10.1124/mol.107.043851
https://doi.org/10.1124/mol.107.043851
https://doi.org/10.1080/00498250701744633
https://doi.org/10.1080/00498250701744633
https://doi.org/10.1124/mol.116.104174
https://doi.org/10.1097/QAD.0000000000003032
https://doi.org/10.1097/QAD.0000000000003032
https://doi.org/10.1111/jmwh.13249
https://doi.org/10.1111/jmwh.13249

	 Introduction
	 Case Presentation
	 Ethical Approval and Informed Consent
	 Discussion
	 Conclusions
	 References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile ()
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /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 false
  /MaxSubsetPct 5
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Average
  /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 false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Average
  /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 false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Average
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /PDFX1a:2003
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError false
  /PDFXTrimBoxToMediaBoxOffset [
    33.84000
    33.84000
    33.84000
    33.84000
  ]
  /PDFXSetBleedBoxToMediaBox false
  /PDFXBleedBoxToTrimBoxOffset [
    9.00000
    9.00000
    9.00000
    9.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /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 <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /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 false
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks true
      /AddColorBars false
      /AddCropMarks true
      /AddPageInfo true
      /AddRegMarks false
      /BleedOffset [
        9
        9
        9
        9
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


