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Background. This systematic review aimed to assess the safety and efficacy of antiretroviral options for postex-
posure prophylaxis (PEP). Recognizing the limited data on the safety and efficacy of antiretroviral drugs for PEP in
children, this review was extended to include consideration of data on the use of antiretroviral drugs for treatment of
infants and children living with human immunodeficiency virus.

Methods. The PEP literature was assessed to identify studies reporting safety and completion rates for children
given PEP, and this information was complemented by safety and efficacy data for drugs used in antiretroviral ther-
apy. The proportion of patients experiencing each outcome was calculated and data were pooled using random-
effects meta-analysis.

Results. Three prospective cohort studies reported outcomes of children given zidovudine (ZDV) plus lamivu-
dine (3TC) as a 2-drug PEP regimen. The proportion of children completing the full 28-day course of PEP was 64.0%
(95% confidence interval [CI], 41.2%-86.8%), whereas the proportion discontinuing due to adverse events was 4.5%
(95% CI, .4%-8.6%). One randomized trial compared abacavir (ABC) plus lamivudine (3TC) and ZDV+3TC as part
of a dual or triple first-line antiretroviral therapy regimen; this study showed better efficacy in the ABC-containing
combinations and no difference in the time to first serious adverse event. Three randomized trials compared lopi-
navir/ritonavir (LPV/r) to nevirapine (NVP) for antiretroviral therapy and showed a lower risk of treatment discon-
tinuations associated with LPV/r vs NVP (hazard ratio, 0.56 [95% CI, .41-.75]) but no difference in drug-related

adverse events. The overall quality of the evidence was rated as very low.
Conclusions. This review supports ZDV+3TC+LPV/r as the preferred 3-drug regimen for PEP in children.
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Postexposure prophylaxis (PEP) following human im-
munodeficiency virus (HIV) exposure is an important
intervention to prevent HIV infection in infants and
children, who may be exposed to HIV following acci-
dental exposure such as through community-acquired
needle-stick injuries [1-3] or premastication [4], or fol-
lowing sexual assault [5-7].

Postnatal prophylaxis as part of the package to pre-
vent mother-to-child transmission (PMTCT) is the
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most accepted and widely used postexposure prophylaxis
intervention in infants and young children; however,
using PEP in other scenarios is often forgotten or delayed
due to concerns in administering antiretrovirals in an
HIV-uninfected child and lack of drugs in the age-appro-
priate formulation for immediate use [3]. Development of
simplified evidence-based guidelines is a critical step to
enable delivery of PEP interventions to children at risk.
For adults, recent guidelines for HIV PEP recom-
mend tenofovir combined with lamivudine (3TC) or
emtricitabine (FTC) as the backbone 2-drug regimen,
with the addition of either a protease inhibitor (PI) or
an integrase inhibitor as the third drug [8]. However,
lack of availability of age-appropriate pediatric formula-
tions can limit the use of antiretroviral medicines for
children. In resource-limited settings, alignment of an-
tiretroviral drugs used for PEP with those used for
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postnatal prophylaxis or antiretroviral therapy (ART) could be
of value in ensuring availability and reliable procurement for
this intervention.

To establish World Health Organization (WHO) recommen-
dations on drug choice for PEP in children, we undertook a sys-
tematic review to assess the safety and efficacy of antiretroviral
options for PEP. Recognizing the limited data on the safety and
efficacy of antiretroviral drugs for PEP in children, this analysis
was extended to include a review of data on the use of antiretro-
viral drugs for treatment of infants and children living with HIV.

METHODS

Two separate systematic reviews were conducted to assess the
evidence supporting antiretroviral drug choice for PEP. In the
first review, the PEP literature was assessed to identify studies
reporting safety and completion rates for children given PEP.
In the second review, safety and efficacy data for drugs used in
ART were assessed. For both reviews, studies needed to report
outcomes associated with specific drug regimens among chil-
dren aged <10 years; this age was chosen as children aged
>10 years can receive the same antiretroviral drugs as adults.

For the first review, we extracted data from all prospective
studies reporting outcomes among children that were identified
as part of an overarching review of PEP outcomes across all
populations. This review included any randomized and non-
randomized study that reported completion rates for PEP re-
gardless of exposure type, age, or geographical location, and
without language restrictions provided that >10 patients were
offered PEP; studies reporting outcomes for PMTCT and related
infant prophylaxis were excluded. For the second review, we sys-
tematically evaluated efficacy and drug safety data from random-
ized trials comparing different nucleoside reverse transcriptase
inhibitor (NRTT) backbones or first-line nonnucleoside reverse
transcriptase inhibitor (NNRTI)- and PI-based regimens as
part of ART for children <3 years old and >3 years old [9]. This
review, originally conducted to inform the WHO 2013 antiretro-
viral consolidated guidelines, was subsequently updated to inform
PEP guidelines; detailed descriptions of the search strategies and
databases screened have been described previously [9, 10]. For
both reviews, study selection and data extractions were conducted
in duplicate, following Preferred Reporting Items for Systematic
Reviews and Meta-Analyses (PRISMA) reporting criteria [11].

The overall quality of the evidence for the outcome of treat-
ment discontinuations due to adverse events was assessed using
the Grading of Recommendations Assessment, Development
and Evaluation (GRADE) framework [12].

Point estimates and 95% confidence intervals (CIs) were cal-
culated for the proportion of patients experiencing each outcome.
Patients who discontinued PEP because it was subsequently
found not to be needed (either because they were found to

already be HIV infected or because the source was found to be
HIV uninfected) were excluded from the denominator for assess-
ing PEP completion rates. Data were pooled following appropri-
ate transformation using random-effects meta-analysis [13, 14].
All analyses were conducted using Stata software version 12.0.

RESULTS

For the systematic review of PEP studies, 3 prospective cohort
studies were identified from a total of 97 studies screened. These
studies reported outcomes of children (age range, 1-18 years)
given zidovudine (ZDV) plus 3TC as a 2-drug PEP regimen fol-
lowing mass needle-stick injury in South Africa [7] and Canada
[1] and sexual assault in Malawi [5]. In these studies, the pro-
portion of children completing the full 28-day course of PEP
was 64.0% (95% CI, 41.2%-86.8%), whereas the proportion dis-
continuing PEP due to adverse events was 4.5% (95% CI, .4%-
8.6%). The overall quality of the evidence was rated as very low.

For the review of treatment studies evaluating efficacy and
safety of different NRTI backbones, 1 randomized trial was
identified. This study compared abacavir (ABC) plus 3TC and
ZDV+3TC as part of a dual or triple first-line ART regimen for
children; this study showed better efficacy in the ABC-containing
combinations (P =.01 for change in HIV RNA up to 48 weeks)
and found no difference in the time to first serious adverse event
(log-rank P =-51). However, 1 death and 1 treatment discon-
tinuation due to ABC-related hypersensitivity reaction were re-
ported [15].

For the choice of third drug in children aged <3 years, 3 stud-
ies compared lopinavir (LPV/r) to nevirapine (NVP) [16-18].
These randomized trials showed a lower risk of treatment dis-
continuations associated with LPV/r vs NVP (hazard ratio, 0.56
[95% CI, .41-.75]); there was no difference in the risk of drug-
related adverse events associated with NVP (relative risk [RR],
1.21 [95% CI, .88-1.65]). In children aged >3 years, the only
randomized study that investigated efficacy and safety of PI-
based vs NNRTI-based first-line regimens showed no difference
in efficacy and safety between the 2 arms [19].

Trials reporting data on efficacy and discontinuation of an-
tiretrovirals used for treatment of HIV infection have limited
generalizability to the use of antiretrovirals for PEP. In addition,
the number of subjects included and the number of events ob-
served reported in both reviews were very small. For this reason
and the uncertainty resulting from significant indirectness and
imprecision, the overall quality of the evidence was rated as low
to very low.

DISCUSSION

This systematic review was carried out to inform recom-
mendations for PEP for children as part of the 2014 WHO
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guidelines for PEP. These guidelines are based on a public
health approach, with the aim of harmonizing PEP regimens
across age groups and aligning with recommendations for ART.
There is very little evidence in the literature to guide drug
choices for PEP, especially for children. All identified PEP studies
used ZDV+3TC as a 2-drug PEP regimen; reassuringly, reported
PEP completion and discontinuation rates were better than for
adults, although the quality of the evidence is very low [10].
Current pediatric recommendations for treatment of HIV-
infected children recommend ABC+3TC as a preferred regimen
for children aged 3-10 years mainly to optimize NRTT sequenc-
ing, as superiority of ABC over other NRTIs was not shown in a
recently completed randomized controlled trial [20]. This trial
has also contributed to the emerging body of evidence suggest-
ing that ABC-associated hypersensitivity reaction is rare in the
African population [21]. ABC+3TC and ZDV+3TC are equally
recommended for children 3 years and younger due to the pro-
tective effect played by LPV/r in selecting resistance mutations
[22]; however, higher rates of hypersensitivity reaction were
observed with ABC in non-African children, and ZDV may be
preferred in these settings. Due to a slow transition to ABC-
containing regimens, the higher cost, and potential concerns
for hypersensitivity reaction, ZDV+3TC is currently the back-
bone regimen most commonly used for treatment; therefore,
alignment of PEP with drugs used for ART is considered more
feasible. Alignment with adult PEP regimens would have been
of value; however, while the concerns for bone toxicity that limit
use of TDF in children are not relevant in the context of short-
term use for PEP, TDF is not considered a preferred drug due to
the lack of TDF pediatric formulations that are currently not

produced by generic manufacturers and not available in most
countries.

There were no data from the PEP literature to inform the
choice of third drug. Efficacy data from randomized trials as-
sessing different regimens for treatment in children aged <3
years favor LPV/r over NVP, with no significant difference in
safety profile. This choice is further supported by results from
a recent randomized trial that found no significant difference in
efficacy and tolerance comparing LPV/r and 3TC as part of
postnatal prophylaxis [23], and LPV/r appears to be preferred
by health workers [24]. LPV/r syrup has poor palatability and
requires cold chain until dispensing, but this is anticipated to
improve with the availability of new solid formulations that
can be sprinkled on food.

Although alignment of PEP regimens with current postnatal
prophylaxis recommendations which favor NVP would over-
come the challenge of ensuring cold chain requirements
and availability of LPV/r in the existing formulation at the
point of use, the experience with using NVP in young children
beyond the first year of age is fairly limited. Where LPV/r is not
a feasible option, NVP is a safe alternative in the first 2 years
of life, but is discouraged in older children due to concerns
of severe hypersensitivity reactions in HIV-uninfected individ-
uals [25].

LPV/r was also considered a viable option for children aged
>3 years due to the similar efficacy and safety profile demon-
strated in the only randomized trial available in this age
group [18]. Alignment with PEP recommendations for younger
children and adults, for whom ritonavir-boosted PI is the pre-
ferred third drug to construct a PEP regimen, is considered of

Zidovudine + Lamivudine fixed-dose combination
Weight (kg) Age tablets (ZDV+3TC) Lopinavir/ritonavir (LPV/r)
Tablet, dispersible Tablet, scored, 300 mg+150 mg |Oral liquid 80/20 mg/mL**| Tablet 100/25 mg Tablet 200/50 mg
60 mg+30 mg pack of 60 pack of 60 5X60mL bottles pack of 60 pack of 120
min max Range am pm am pm am pm am pm am pm
3 5.9 0-6 months” 1 1 NR NR 1mL 1mL NR NR NR NR
6 9.9 6 months-1 yeal" 1.5 1.5 NR NR 1.5mL 1.5mL NR NR NR NR
10 13.9 1-3years® 2 2 NR NR 2mL 2mL 2 1 NR NR
14 19.9 3—Syears' 2.5 2.5 NR NR 2.5mL 2.5mL 2 2 1 1
20 24.9 6 -9 years 3 3 NR NR 3mL 3mL 2 2 1 1
25 34.9 9-14 years 4 4 0.5 1 4 mL 4 mL 3 3 2 1
35 >14 years 5 5 1 1 5mL 5mL 4 4 2 2

**LPV/r oral liquid requires refrigeration at 2-8°C, therefore is not suitable for supply to areas where the cold chain cannot be maintained OR inclusion in kits such as post-sexual

assault kits that are supplied in the context of emergencies.

# In settings where LPV/r syrup is not available, or cold storage facilities are not available, use Nevirapine as follows:

Nevirapine oral liquid 10 mg/mL or Nevirapine 50 mg dispersible tablets
0-6 months: SmL or 1 tablet every 12 hours (twice daily)
6 months -1 year: 8 mL or 1.5 tablets every 12 hours (twice daily)

§ LPV/r tablets must be swallowed and should not be crushed or dissolved in liguid. Children who are unable to swallow LPV/r tablets should use LPV/r liquid. Note that LPV/r oral

liquid contains >42% alcohol and may not be suitable for school-aged children.
All the medicines can be taken with or without food.

Figure 1. Weight- and age-band dosing for preferred antiretrovirals (ARVs) to be used for postexposure prophylaxis (as endorsed by the World Health Orga-
nization Paediatric ARV Working Group). Abbreviations: 3TC, lamivudine; LPV/r, lopinavir/ritonavir; NR, not recommended; ZDV, zidovudine.

Antiretroviral Drugs for HIV PEP for Children e CID 2015:60 (Suppl 3) e S179

ST0Z ‘Sz Ae N Uo Uo1ezIueBiO YiesH PIIOA Te /Bi0's[euunopioyxo pio//:dny wouy pspeojumod


http://cid.oxfordjournals.org/

value to streamline procurement and simplify PEP approaches
across subpopulations.

Although there is a clear rationale to use other drugs such as
ritonavir-boosted atazanavir, ritonavir-boosted darunavir, or
raltegravir, no comparative evidence is currently available in
children, and lack of or limited access to age-appropriate for-
mulations remains a barrier to their use in most resource-
limited settings. In adults, a combination containing TDF,
FTC, and raltegravir (RAL) is a well-tolerated PEP regimen
with fewer side effects compared with PI-containing regimens
as noted in observational PEP studies in adults. FTC is currently
Food and Drug Administration approved in children from
birth. TDF and RAL are currently FDA approved for use in chil-
dren aged >2 years. Raltegravir brings the added benefits of its
integrase inhibitor activity in preventing integration of HIV ge-
netic material to the host genome in a postexposure scenario. As
pediatric formulations for newer, more tolerable, and more po-
tent antiretrovirals become more widely available for younger
children in resource-limited settings, consideration should be
given to including them in future PEP guidelines.

In conclusion, this systematic analysis supports the use of
ZDV+3TC+LPV/r as the preferred 3-drug regimen for HIV
PEP. These drugs should be administered according the WHO
weight-band dosing schedule except for emergency situations,
when age-based dosing can be used if weight is unavailable
(Figure 1).

Notes

Acknowledgments.  We also thank Cadi Irvine, Rachel Beanland, Atie-
no Ojoo, Diana Clarke, Mark Mirochnick, and members of the World
Health Organization (WHO) Paediatric ARVs Working Group.

Financial support. This work was in part supported by funds from the
Bill & Melinda Gates Foundation.

Supplement sponsorship. This article appears as part of the supplement
“HIV Postexposure Prophylaxis,” sponsored by the WHO.

Potential conflicts of interest. K.D.and L. B.-M. received travel support
from the WHO to attend the WHO postexposure prophylaxis guidelines
meeting. All authors: no reported conflicts.

All authors have submitted the ICMJE Form for Disclosure of Potential
Conflicts of Interest. Conflicts that the editors consider relevant to the con-
tent of the manuscript have been disclosed.

References

1. Papenburg ], Blais D, Moore D, Al-Hosni M, Laferriére C, Tapiero B.
Pediatric injuries from needles discarded in the community: epidemiol-
ogy and risk of seroconversion. Pediatrics 2008; 122:¢487-92.

2. Thomas HL, Liebeschuetz S, Shingadia D, Addiman S, Mellanby A.
Multiple needle-stick injuries with risk of human immunodefi-
ciency virus exposure in a primary school. Pediatr Infect Dis ] 2006;
25:933-6.

3. Collings SJ, Bugwandeen SR, Wiles WA. HIV post-exposure prophylax-
is for child rape survivors in KwaZulu-Natal, South Africa: who qualifies
and who complies? Child Abuse Negl 2008; 32:477-83.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

. Gaur AH, Dominguez KL, Kalish ML, et al. Practice of feeding premas-

ticated food to infants: a potential risk factor for HIV transmission. Pe-
diatrics 2009; 124:658-66.

. Ellis JC, Ahmad S, Molyneux EM. Introduction of HIV post-exposure

prophylaxis for sexually abused children in Malawi. Arch Dis Child
2005; 90:1297-9.

. Olatunya OS, Akintayo AA, Olofinbiyi B, Isinkaye AO, Ogundare EO,

Akinboboye O. Pattern and medical care of child victims of sexual abuse
in Ekiti, south-western Nigeria. Paediatr Int Child Health 2013;
33:247-52.

. de Waal N, Rabie H, Bester R, Cotton MF. Mass needle stick injury in

children from the Western cape. ] Trop Pediatr 2006; 52:192-6.

. Kuhar DT, Henderson DK, Struble KA, Heneine W, Thomas V,

Cheever LW. Updated US Public Health Service guidelines for the man-
agement of occupational exposures to human immunodeficiency virus
and recommendations for postexposure prophylaxis. Infect Control
Hosp Epidemiol 2013; 34:875-92.

. Penazzato M, Prendergast AJ, Muhe LM, Tindyebwa D, Abrams E. Op-

timisation of antiretroviral therapy in HIV-infected children under 3
years of age. Cochrane Database Syst Rev 2014; 5:CD004772.

Ford N, Irvine C, Shubber Z, et al. Adherence to HIV post-exposure
prophylaxis: a systematic review and meta-analysis. AIDS 2014.
Moher D, Liberati A, Tetzlaff ], Altman DG; PRISMA Group. Preferred
reporting items for systematic reviews and meta-analyses: the PRISMA
statement. PLoS Med 2009; 6:e1000097.

Guyatt GH, Oxman AD, Kunz R, Vist GE, Falck-Ytter Y, Schiinemann
HJ; GRADE Working Group. What is “quality of evidence” and why is
it important to clinicians? BM]J 2008; 336:995-8.

Fleiss JL. The statistical basis of meta-analysis. Stat Methods Med Res
1993; 2:121-45.

Freeman MF, Tukey JW. Transformations related to the angular and the
square root. Ann Inst Stat Mathematics 1950; 21:607-11.

Paediatric European Network for Treatment of AIDS (PENTA). Com-
parison of dual nucleoside-analogue reverse-transcriptase inhibitor reg-
imens with and without nelfinavir in children with HIV-1 who have not
previously been treated: the PENTA 5 randomised trial. Lancet 2002;
359:733-40.

Palumbo P, Lindsey JC, Hughes MD, et al. Antiretroviral treatment for
children with peripartum nevirapine exposure. N Engl ] Med 2010;
363:1510-20.

Violari A, Lindsey JC, Hughes MD, et al. Nevirapine versus ritonavir-
boosted lopinavir for HIV-infected children. N Engl ] Med 2012;
366:2380-9.

Achan J, Kahuru A, Ikilezi G, et al. Significant reduction in risk of ma-
laria among HIV+ children receiving lopinavir/ritonavir-based ART
compared to NNRTI-based ART, a randomized open-label trial,
2012. CROI, 5-8 March, Seattle. Oral Abstract 26.

PENPACT-1 Study Team. First-line antiretroviral therapy with a prote-
ase inhibitor versus non-nucleoside reverse transcriptase inhibitor and
switch at higher versus low viral load in HIV-infected children: an
open-label, randomised phase 2/3 trial. Lancet Infect Dis 2011; 11:
273-83.

Musime V, Mulenga V, Kekitiinwa A, et al. A randomised trial compar-
ing stavudine vs zidovudine vs abacavir as NRTI backbone in NNRTI-
based first-line ART in 478 HIV- infected children in Uganda and Zam-
bia [abstract O21]. In: 6th International Workshop on HIV Pediatrics
2014. Melbourne, 18-19 July 2014.

Arrow Trial Team. Routine versus clinically driven laboratory monitor-
ing and first-line antiretroviral therapy strategies in African children
with HIV (ARROW): a 5-year open-label randomised factorial trial.
Lancet 2013; 381:1391-403.

World Health Organization. Consolidated guidelines on the use of
antiretroviral drugs for treating and preventing HIV infection: recom-
mendations for a public health approach. Geneva, Switzerland: WHO,
2013.

S180 e CID 2015:60 (Suppl 3) e Penazzato et al

ST0Z ‘Sz Ae N Uo Uo1ezIueBiO YiesH PIIOA Te /Bi0's[euunopioyxo pio//:dny wouy pspeojumod


http://cid.oxfordjournals.org/

23. Kankasa C, Nagot N, Meda N, et al. Infant lopinavir/r versus 3TC to methods to support World Health Organization guideline development.

prevent postnatal HIV-1 transmission: the ANRS 12174 trial [abstract Clin Infect Dis 2015; 60(suppl 3):S191-5.

70]. In: 21st Conference on Retroviruses and Opportunistic Infections 25. Centers for Disease Control and Prevention. Serious adverse events at-

(CROI), Boston, MA, 2014. tributed to nevirapine regimens for postexposure prophylaxis after HIV
24. Beanland RL, Irvine CM, Green K. End users’ views and preferences on exposures—worldwide, 1997-2000. MMWR Morb Mortal Wkly Rep

prescribing and taking postexposure prophylaxis for prevention of HIV: 2001; 49:1153-6.

Antiretroviral Drugs for HIV PEP for Children e CID 2015:60 (Suppl 3) e S181

ST0Z ‘Sz Ae N Uo Uo1ezIueBiO YiesH PIIOA Te /Bi0's[euunopioyxo pio//:dny wouy pspeojumod


http://cid.oxfordjournals.org/


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile ()
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.5
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 524288
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo false
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings false
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Preserve
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
    /Courier
    /Courier-Bold
    /Courier-BoldOblique
    /Courier-Oblique
    /Helvetica
    /Helvetica-Bold
    /Helvetica-BoldOblique
    /Helvetica-Oblique
    /Symbol
    /Times-Bold
    /Times-BoldItalic
    /Times-Italic
    /Times-Roman
    /ZapfDingbats
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 175
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50286
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG2000
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 20
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 175
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50286
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG2000
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 20
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages true
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 175
  /MonoImageDepth 4
  /MonoImageDownsampleThreshold 1.50286
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects true
  /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 <<
    /ENU ()
  >>
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


