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Human immunodeficiency virus-infected women with cen-
tral adiposity switched to raltegravir-based antiretroviral
therapy immediately or after 24 weeks. No statistically signif-
icant changes in computed tomography-quantified visceral
adipose tissue (VAT) or subcutaneous fat were observed, al-
though 48 weeks of raltegravir was associated with a 6.4%
VAT decline. Raltegravir for 24 weeks was associated with im-
provements in lipids.
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High rates of central adiposity and generalized obesity have
been reported in human immunodeficiency virus-infected
(HIV+) persons on antiretroviral therapy (ART) [1, 2]. Antire-
troviral therapy-related adipose tissue (AT) accumulation in the
trunk and viscera (lipohypertrophy) may be more common in
HIV+ women [3, 4]; however, the contribution of specific anti-
retroviral agents and the efficacy of switching ART to improve
lipohypertrophy remain unclear.

We previously reported 24-week results from a randomized
clinical trial of switch to raltegravir (RAL)-based ART versus
continued protease inhibitor (PI)-based or nonnucleoside re-
verse-transcriptase inhibitor (NNRTI)-based therapy in HIV+
women with central adiposity on suppressive ART. No statisti-
cally significant between-group changes in visceral AT (VAT) or
abdominal subcutaneous AT (SAT) were observed, although
RAL-treated participants experienced significant reductions in
low-density lipoprotein (LDL) and total cholesterol levels [5].
We now report the final, 48-week results from this trial.

METHODS

Patient Population
Complete enrollment procedures have been described previously
[5]. Participants were recruited from 5 North American centers
from September 2008 to July 2010, with 48-week follow-up
completed in June 2011. All study documents and procedures
were approved by the institutional review boards or ethics
committees of the participating institutions. All participants pro-
vided written informed consent before initiation of study proce-
dures. This trial is registered at clinicaltrials.gov (NCT00656175).

Study Design
Participants were randomized 1:1 to continue their NRTIs but
switched from PI or NNRTI to open label RAL 400 mg twice
daily by mouth at Week 0 (immediate) or 24 (delayed). Delayed-
switch participants provided an internal control group for the first
24 weeks. During Weeks 24–48, all participants received RAL.
The primary endpoint was between-group change in percent-

age of VAT 24 weeks after switch to RAL versus continued PI/
NNRTI. Sample size was informed by the US Food and Drug
Administration, which defined a ≥8% between-group VAT
change as clinically significant [6]. Eighteen women per
randomized group provided 80% power to detect a 10% be-
tween-group VAT difference at 24 weeks. Secondary endpoints
included 48-week follow-up of immediate-switch participants,
24-week (Weeks 24–48) follow-up of delayed-switch partici-
pants, 24-week pooled follow-up of all participants (Weeks
0–24 for immediate-switch, Weeks 24–48 for delayed-switch),
and measurement of fasting lipids, glucose, and high-sensitivity
C-reactive protein (hs-CRP). A Data Safety Monitoring Board
performed quarterly reviews without interim data analyses.

Assessments
Adipose tissue areas (VAT, SAT, and total AT [TAT]) were mea-
sured via single slice L4-L5 computed tomography (CT) scan at
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Weeks 0, 24, and 48. Scans were performed locally but read cen-
trally by a blinded reader at the Tufts University Body Compo-
sition Center. Site phantom scans were analyzed by the reading
center before initiation of study procedures to ensure between-
site scan consistency.
Fasting (>8 hours) glucose, lipoprotein profile, hs-CRP, CD4+

T lymphocyte counts, HIV-1 RNA (assay sensitivity ≤50 cop-
ies/mL), and safety evaluations (complete blood count with dif-
ferential, liver enzymes, serum creatinine, pregnancy test) were
measured as per the schedule of events [5]. Laboratory tests
were performed in real time and according to local standards.

Adverse events were graded using the Division of AIDS
Table for Grading the Severity of Adult and Pediatric Adverse
Events (Version 1.0, December 2004). All Grade ≥3 clinical
events and ≥2 laboratory abnormalities were reported to the
Data Management Center, as required.

Statistical Analysis
Baseline characteristics were compared using the Mann–
Whitney U test and Fisher’s exact test for continuous and cate-
gorical variables, respectively. Medians and interquartile ranges
are reported for continuous variables, and percentages are

Table 1. Baseline Demographic and Clinical Characteristicsa

Immediate Delayed Overall

Ethnicity n = 17 n = 20 n = 37
African American 53% 65% 59%

Hispanic 23% 10% 16%

White 18% 25% 22%
Asian 6% 0% 3%

Age (years) 41 (39, 47) 46 (36, 51) 43 (37, 49)

BMI (kg/m2) 34.7 (28.8, 37.6) 30.4 (27.7, 35.4) 32.0 (28.0, 36.5)
Tobacco use (current)b 24% 60% 43%

CD4+ T Lymphocyte count (cells/mm3) 563 (447, 747) 554 (354, 770) 558 (422, 747)

Time on ART (years) 5.1 (3.1, 7.1) 2.7 (1.6, 6.3) 3.7 (2.4, 7.1)
PI n = 11 (65%) n = 12 (60%) n = 23 (62%)

Atazanavir/ritonavir 35% 30% 32%

Atazanavir 6% 15% 11%
Fosamprenavir/ritonavir 0% 5% 3%

Fosamprenavir 0% 5% 3%

Lopinavir/ritonavir 18% 5% 11%
Nelfinavir 6% 0% 3%

NNRTI n = 6 (35%) n = 8 (40%) n = 14 (38%)

Efavirenz 18% 30% 24%
Etravirine 6% 0% 3%

Nevirapine 12% 10% 11%

NRTI n = 17 (100%) n = 20 (100%) n = 37 (100%)
Abacavir 18% 25% 22%

Lamivudine 29% 35% 32%

Emtricitabine 71% 65% 68%
Tenofovir 82% 75% 78%

Glucose (mg/dL) 84.0 (78.0, 93.0) 88.5 (80.0, 97.5) 87.0 (78.0, 94.0)

Total cholesterol (mg/dL) 179.0 (162.0, 206.0) 199.0 (164.5, 221.5) 188.0 (162.0, 214.0)
Triglycerides (mg/dL) 116.0 (85.0, 144.0) 129.0 (101.0, 176.0) 118.0 (92.0, 152.0)

LDL (mg/dL) 113.0 (103.0, 123.0) 116 (89.0, 138.1) 115.8 (93.0, 128.0)

HDL (mg/dL) 47.6 (40.2, 57.0) 49.1 (39.0, 55.0) 49.0 (40.0, 57.0)
hs-CRP (mg/dL) 2.7 (0.6, 6.0) 4.7 (0.8, 7.5) 3.2 (0.6, 6.5)

Diabetesc 0% 0% 0%

Hyperlipidemiac 18% 25% 22%

Abbreviations: ART, antiretroviral therapy; BMI, body mass index; HDL, high-density lipoprotein cholesterol; hs-CRP, high-sensitivity C-reactive protein; LDL, low-
density lipoprotein cholesterol; NNRTI, nonnucleoside reverse-transcriptase inhibitor; NRTI, nucleoside reverse-transcriptase inhibitor; PI, protease inhibitor.
a Percentage or median with interquartile range. Mann–WhitneyU or Fisher’s exact tests used to test statistical significance for continuous and categorical variables,
respectively.
b P = .05. Otherwise, no statistically significant association between-arm differences.
c Defined as self-reported diagnosis or on-therapy at baseline.
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reported for categorical data. Comparison of median within- and
between-group change scores was performed using the Wilcoxon
signed-rank test. The primary analysis was as-treated, excluding
participants who did not remain on study drug or have an ob-
served primary endpoint. Supplemental intent-to-treat and log-
transformed mean value analyses produced similar results (data
not shown). Nonprotocol-defined secondary analyses included
stratification by body mass index ([BMI] <30 vs ≥30 kg/m2)
and entry ART regimen (PI vs NNRTI). Linear regression as-
sessed confounding effects (age <50 vs ≥50 years, randomization
arm, entry ART class, study site, smoking status), but it did not
provide additional insight (data not shown). All statistical tests
were 2-sided (α = 0.05) without adjustment for multiple testing.
Week 0, 24, and 48 CT scans were not performed on the same

scanner for all participants, but phantom scan comparison and
sensitivity analysis confirmed that discrepancies were minimal
and required no additional statistical correction. Data analysis
and management were performed using SAS 9.2 (SAS Institute,
Inc., Cary, NC).

RESULTS

Thirty-nine participants enrolled in the study: 37 completedWeek
24, 36 completed Week 48, and 1 participant was excluded after
Week 24 [5].Complete baseline characteristics have been described

previously [5]. Seventeen participants randomized to immediate-
switch, and 20 participants randomized to delayed-switch. Ran-
domized groups were well balanced, except for higher current
smoking rates among delayed-switch women (60% vs 24%,
P < .05; Table 1). The median age was 43 years, BMI was 32 kg/
m2, 75% of participants were non-white, 62% were PI-treated
(83% ritonavir-boosted), and the most commonNRTIs were teno-
fovir (59%) and emtricitabine (49%). No adverse events occurred.
After 48 weeks, no statistically significant changes in AT or

BMI occurred among immediate-switch participants, and the
initially observed LDL cholesterol decline did not remain signif-
icant (Table 2). However, a nonsignificant VAT decline (−6.4%,
P = .85) and a significant hs-CRP decline (−1.0 mg/L, P = .02)
were observed. No significant differences in 48-week findings
were observed by entry ART regimen.
In the delayed-switch arm, switch to RAL at Week 24 was as-

sociated with an increase in the percentage of SAT (3.4%,
P = .05) and BMI (0.6 kg/m2, P = .05). Significant declines in
total cholesterol, LDL cholesterol, and high-density lipoprotein
cholesterol were observed, with a trend seen for triglycerides.
Unlike immediate-switch participants [5], lipid declines after
switch to RAL seemed to be driven by switch from NNRTI rath-
er than PI, although participant numbers were small in this sub-
group analysis. A similar phenomenon was observed for SAT
(PI: −0.1%, P = .52; NNRTI: 8.8%, P = .05).

Table 2. Median Changes in Adipose Tissue, Anthropometrics, and Laboratory Values After Switch to Raltegravir

Week 0–48 Changes Week 24–48 Changes Pooled 24-Week Changes

Immediate

Within-
Group
P Value Delayed

Within-
Group
P Value

Immediate
0–24 wks

Delayed 24–48 wks

Within-
Group
P Value

N 17 19 36

BMI (kg/m2) −0.1 (−0.9, 0.4) .52 0.6 (0.0, 1.6) .05 0.3 (−0.2, 1.1) .05
Waist-to-hip ratio −0.01 (−0.04, 0.02) .24 0.0 (−0.02, 0.01) .47 0.0 (−0.02, 0.02) .50

TAT (cm2) −16.5 (−52.5, 17.2) .40 26.5 (−24.7, 31.0) .28 8.9 (−33.6, 30.1) 1.00

SAT (cm2) −17.8 (−30.3, 28.) .57 13.4 (−5.2, 36.0) .10 0.8 (−26.0, 31.6) .59
VAT (cm2) −11.7 (−17.4, 13.3) .68 −2.8 (−18.9, 11.1) .64 −4.4 (−18.9, 13.1) .51

VAT/SAT −0.01 (−0.04, 0.04) .86 −0.01 (−0.06, 0.01) .23 −0.02 (−0.05, 0.02) .30

VAT/TAT −0.01 (−0.02, 0.03) .96 0.0 (−0.03, 0.01) .26 0.01 (−0.03, 0.01) .30
%VAT change −6.4 (−15.6, 12.5) .85 −1.8 (−12.3, 11.4) .70 −3.3 (−12.3, 12.1) .60

%SAT change −2.9 (−9.7, 5.9) .46 3.4 (−1.4, 9.4) .05 −5.6 (7.2, 0.4) .47

CD4+ T Lymphocyte count (cells/
mm3)

46.0 (−10.0, 61.0) .16 42.0 (−26.0, 133.0) .08 5.0 (−29.0, 62.0) .27

Glucose (mg/dL) 4.0 (0.0, 8.0) .13 0.5 (−6.0, 5.0) .85 0.0 (−6.0, 5.0) .70

Total cholesterol (mg/dL) −14.0 (−29.0, 6.0) .01 −20.0 (−47.0, −2.0) <.001 −17.0 (−31.0, −2.0) <.0001
Triglycerides (mg/dL) −1.0 (−21.0, 9.0) .32 −27.5 (−42.0, 8.0) .07 −18.0 (−42.0, 8.0) <.01

LDL cholesterol (mg/dL) −2.0 (−28.8, 3.2) .16 −6.2 (−23.0, 0.0) .01 −9.1 (−23.9, 1.6) <.01

HDL cholesterol (mg/dL) −4.0 (−9.6, 3.0) .25 −4.3 (−6.0, −1.0) .03 −2.6 (−6.0, 0.4) .03
hs-CRP (mg/L) −1.0 (3.2, 0.0) .02 −0.4 (−1.4, 2.2) 1.00 −0.2 (−1.9, 0.5) .34

Bold text represents statistically significant findings (P≤ .05).

Abbreviations: BMI, body mass index; HDL, high-density lipoprotein; hs-CRP, high-sensitivity C-reactive protein; LDL, low-density lipoprotein; SAT, subcutaneous
adipose tissue; TAT, total adipose tissue; VAT, visceral adipose tissue.
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In a pooled analysis of 24-week data after switch to RAL (Weeks
0–24 for immediate-switch, Weeks 24–48 for delayed-switch), a
significant BMI increase (0.3 kg/m2, P = .05) was observed that
was driven by switch from NNRTI (0.7 kg/m2, P = .03) versus PI
(0.2 kg/m2, P = .56; between-group, P = .08). Of note, no signifi-
cant AT changes accompanied the observed BMI change. Signifi-
cant declines in all lipid parameters were also observed, but lipid
changes did not vary significantly by entry ART type.

DISCUSSION

No statistically significant AT changes were observed 24 or 48
weeks after switch to RAL in this group of HIV+ women with
central adiposity on suppressive ART. Although not statistically
significant (given our power to detect a ≥10% change), women
receiving RAL for 48 weeks did experience a 6.4% median VAT
decline that was progressive throughout the 48-week observation
period. Because VAT changes of as little as 5% are believed to af-
fect risk for metabolic syndrome [7], the 6.4% observed VAT de-
cline could have an associated clinical benefit. Supporting this
hypothesis is the 48-week hs-CRP decline also observed in this
group. Larger studies with longer follow-up time are needed to
determine whether this finding can be confirmed, whether con-
tinued VAT improvements are seen with longer RAL exposure,
and/or whether an associated clinical benefit can be defined.
Switch to RAL was also associated with significant lipid de-

clines that occurred in both PI- and NNRTI-treated women. Al-
though lipid reductions have previously been reported after
switch from PI- and NNRTI-based therapy to RAL [8–13],
our study is the first to specifically report this finding among
women, many with generalized obesity, and to definitively re-
port similar lipid declines among women switching from PI
and NNRTI.
Finally, we observed small increases in TAT, SAT, and BMI in

the delayed-switch group and BMI in the pooled analysis that ap-
peared to be driven by switch from NNRTI to RAL. These AT
increases in delayed-switch participants differ from the declines
originally observed among immediate-switch women 24 weeks
after switch to RAL [5]. An obvious physiologic explanation is
not apparent, but these AT changes were small, may not be clin-
ically significant, and, except for BMI, did not reach statistical sig-
nificance. In addition, the BMI increase in the pooled analysis
(which was accompanied by a nonsignificant SAT decrease)
could result from an increase in lean mass, which we were unable
to assess. More importantly, BMI increases after switch to RAL
have only previously been reported in persons switching for viro-
logic failure or from thymidine analog NRTI [14, 15].

CONCLUSIONS

This study has several limitations, most notably is a small sam-
ple size, which increases the risk of type II error and prevents

measurement of small but potentially clinically significant VAT
changes. In addition, the study was not powered to look at sub-
groups, and, although the pooled 24-week analysis improved
power to assess some endpoints, results may be confounded by
the time lag between switches to RAL. Finally, some women
had generalized obesity (rather than isolated lipohypertrophy),
which could not be expected to improve with ART switch. De-
spite these limitations, results from this randomized controlled
trial provide important insight into the use of RAL in women
on PI- and NNRTI-based ART. Although switch to RAL was
not associated with statistically significant improvements in cen-
tral adiposity in this study, the small observed VAT and hs-CRP
decline after 48 weeks of RAL, and the significant lipid declines
may be useful in minimizing cardiovascular risk, particularly in
the growing, obese HIV+ population.

Acknowledgments

We thank the study staff and participants for their contribution to this
project. We also thank Dr. Heather McCreath and Diana Liao for statistical
support.
Financial support. This work was supported by grants from the Merck

and Co. Investigator-Initiated Studies Program (to J. S. C.) and by Merck
Frosst Canada Ltd. (to S. L. W.). Additional funding was provided by the
National Institutes of Health (grant numbers M01RR000865, K24
AI56933 [to J. S. C.], K23 AI110532 [to J. E. L.], and P30AG028748, T32
MH080634) and a Clinical Translational Science Award (UL1TR000445)
from the National Center for Advancing Translational Sciences. S. L. W.
has a Career Award from the Ontario HIV Treatment Network.
Potential conflicts of interest. J. E. L. has provided consulting services

to Gilead Sciences and GlaxoSmithKline. G. A. M. has served as a scientific
advisor or speaker for Bristol Myers Squibb, GlaxoSmithKline, Abbvie, Ti-
botec, and Gilead Sciences, has received research grants from Bristol Myers
Squibb, GlaxoSmithKline, Abbvie Merck, and Gilead Sciences, and is cur-
rently serving as the Data Safety Monitoring Board Chair for a Pfizer-spon-
sored study. T. H. served as Principal Investigator of a research grant to his
institution from Merck and Co. C. A. W. has received grant funding from
GlaxoSmithKline and Theratechnologies and served as an event adjudicator
for a Pfizer study. A. M. is currently the Clinical Research Physician at No-
vartis Vaccines, but she performed this work independently of this position
through her affiliation with Tufts University. S. L. W. has provided consult-
ing services to Merck and Co., and she received a research grant from Merck
Frosst Canada Ltd. to help support this work. She has also served as an ad-
visor and speaker to Abbvie, Jannsen, Bristol Myers Squibb, ViiV Health-
care, and Gilead Sciences. J. S. C. received a research grant for the
conduct of this study through the Merck and Co. Investigator-Initiated
Studies Program.
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. Wohl DA, Brown TT. Management of morphologic changes associated
with antiretroviral use in HIV-infected patients. J Acquir Immune Defic
Syndr 2008; 49(Suppl 2):S93–100.

2. Lakey W, Yang LY, Yancy W, et al. Short communication: from wasting
to obesity: initial antiretroviral therapy and weight gain in HIV-infected
persons. AIDS Res Hum Retroviruses 2013; 29:435–40.

3. Andany N, Raboud JM, Walmsley S, et al. Ethnicity and gender differ-
ences in lipodystrophy of HIV-positive individuals taking antiretroviral
therapy in Ontario, Canada. HIV Clin Trials 2011; 12:89–103.

4 • OFID • BRIEF REPORT



4. Galli M, Veglia F, Angarano G, et al. Gender differences in antiretroviral
drug-related adipose tissue alterations. Women are at higher risk than
men and develop particular lipodystrophy patterns. J Acquir Immune
Defic Syndr 2003; 34:58–61.

5. Lake JE, McComsey GA, Hulgan TM, et al. A randomized trial of ralte-
gravir replacement for protease inhibitor or non-nucleoside reverse
transcriptase inhibitor in HIV-infected women with lipohypertrophy.
AIDS Patient Care STDS 2012; 26:532–40.

6. Falutz J, Allas S, Blot K, et al. Metabolic effects of a growth hormone-
releasing factor in patients with HIV. N Engl J Med 2007; 357:
2359–70.

7. Shah RV, Murthy VL, Abbasi SA, et al. Visceral adiposity and the risk of
metabolic syndrome across body mass index: the MESA Study. JACC
Cardiovasc Imaging 2014; 7:1221–35.

8. Gupta SK, Mi D, Moe SM, et al. Effects of switching from efavirenz to
raltegravir on endothelial function, bone mineral metabolism, inflam-
mation, and renal function: a randomized, controlled trial. J Acquir Im-
mune Defic Syndr 2013; 64:279–83.

9. Fabbiani M, Mondi A, Colafigli M, et al. Safety and efficacy of treatment
switch to raltegravir plus tenofovir/emtricitabine or abacavir/lamivu-
dine in patients with optimal virological control: 48-week results from
a randomized pilot study (Raltegravir Switch for Toxicity or Adverse
Events, RASTA Study). Scand J Infect Dis 2014; 46:34–45.

10. Nguyen A, Calmy A, Delhumeau C, et al. A randomized cross-over
study to compare raltegravir and efavirenz (SWITCH-ER study).
AIDS 2011; 25:1481–7.

11. Martinez E, Larrousse M, Llibre JM, et al. Substitution of raltegravir for
ritonavir-boosted protease inhibitors in HIV-infected patients: the SPI-
RAL study. AIDS 2010; 24:1697–707.

12. Eron JJ, Young B, Cooper DA, et al. Switch to a raltegravir-based regi-
men versus continuation of a lopinavir-ritonavir-based regimen in sta-
ble HIV-infected patients with suppressed viraemia (SWITCHMRK 1
and 2): two multicentre, double-blind, randomised controlled trials.
Lancet 2010; 375:396–407.

13. Saumoy M, Sanchez-Quesada JL, Martinez E, et al. LDL subclasses and
lipoprotein-phospholipase A2 activity in suppressed HIV-infected pa-
tients switching to raltegravir: Spiral substudy. Atherosclerosis 2012;
225:200–7.

14. Nozza S, Galli L, Bigoloni A, et al. Four-year outcome of a PI and NRTI-
sparing salvage regimen: maraviroc, raltegravir, etravirine. New Micro-
biol 2014; 37:145–51.

15. Domingo P, Gutierrez Mdel M, Gallego-Escuredo JM, et al. Effects of
switching from stavudine to raltegravir on subcutaneous adipose tissue
in HIV-infected patients with HIV/HAART-associated lipodystrophy
syndrome (HALS). A clinical and molecular study. PLoS One 2014;
9:e89088.

BRIEF REPORT • OFID • 5



<<
  /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


