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The widely used logistic regression may not be suita-
ble to model binary outcomes in clinical trials. The
present study compares and assesses various binary
regression models such as logistic, log-binomial, Pois-
son and Cox proportional models for clinical trials. A
dataset obtained from a clinical trial conducted on
tuberculosis patients is used to illustrate the models.
The estimated odds ratios from logistic regression
severely overestimated the relative risks, thereby
overestimating the overall relationship. Log-binomial
and Poisson with sandwich covariance estimator were
found to be suitable for estimating adjusted relative
risks in clinical trials.
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THE variables of interest in many studies are likely to
have a binary nature on the outcome. The variables may
include death status, disease status, cure from disease or
relapse, etc. When these arise as dependent variables in
regression analysis, many studies have used logistic re-
gression irrespective of the study design'2. Many clinical
trials have also used logistic regression to estimate the re-
lationship between the binary response variable and the
independent variables®*. Logistic regression gives the
odds ratio as an estimate of the relationship. Whereas,
relative risk is considered as the ideal measure of rela-
tionship in prospective studies such as clinical trials
and cohort studies. The logistic regression is suitable for
clinical trials or cohort studies only if the occurrence of
the event is rare. It is well known that when the outcome
is common, odds ratio overestimates the relative risk. In
general, logistic regression is suitable only for case-
control studies’. However, due to popularity and easier
convergence, logistic regression has been widely used in
clinical trials. Usually, in treatment trials for tuberculosis
(TB), the cure rate is relatively high. Hence, the use of
logistic regression for this scenario may result in over-
estimating the effect of the treatment or other variables.
Though they are less used, methods have been deve-
loped to estimate the adjusted relative risk. Regression-
based approaches are also available to estimate the
adjusted relative risk when data contain confounders. The
major regression-based approaches for estimating relative

*For correspondence. (e-mail: cponnuraja@nirt.res.in)

2010

risk are log-binomial regression, Poisson regression, etc.
Cox regression also estimates the relative risk if the time
variable is constant®.

The present study is aimed at comparing these regres-
sion models and logistic regression for a dataset obtained
from a clinical trial, with a special focus on TB trials.
Data obtained from the clinical trial have been used to
illustrate the models. The models compared in this study
are logistic regression, log-binomial regression, Poisson
regression, Poisson regression with sandwich covariance
estimator and Cox proportional regression.

Logistic regression falls under a broader generalized
linear modelling framework and it relates log of odds
with the linear function of independent variables. The
model of logistic regression with k predictors can be writ-
ten as

log [L}ﬂwﬂm ot o, (1)
1-7;
where 7; is the probability of the event and % is the
odds, i.e. the ratio of the probability of occurrence to
non-occurrence. The odds ratio of logistic regression can
be obtained by taking the exponential of the regression
coefficients, i.e. exp(f). The parameters of the logistic
regression are estimated using the maximum likelihood
method.

Similar to logistic regression, log-binomial regression
also assumes a binomial distribution for the binary out-
come variable. The major difference between logistic and
log-binomial regression is the way the outcome is related
to the independent variables. Logistic regression uses
logit function whereas log-binomial regression uses a log
link function to establish the relationship. The model
formula of log-binomial regression can be written as

log(7) = fo + fix1 + ... + fBx. 2

The use of log link function equips the log-binomial re-
gression to give adjusted relative risk by taking the expo-
nential of regression coefficients. However, the use of log
link function induces some constraints on log-binomial
regression. For the probability of the event to be less than
one, values of the linear combination of independent
variables should be zero or negative. Hence, in order to
avoid estimating probability greater than one, the parame-
ter space has to be constrained. However, if the estimates
are on the boundary of the parameter space, the often-
used optimization methods may not converge’. The fail-
ure in converge occurs usually when the events are com-
mon or the model contains continuous or multinomial
covariates. An adaptive logarithmic barrier algorithm has
been proposed to estimate the parameters in log-binomial
regression that has high convergence rate compared to
other optimization techniques®.
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Poisson regression is a widely used approach under the
generalized linear modelling framework. The exponential
of regression coefficients in Poisson regression directly
gives the adjusted relative risk. In Poisson regression, the
response variable is related to the explanatory variables
using a log link function. Poisson regression is basically a
count regression approach; however, it is suitable for
binary variables if the outcome is rare. The model is
written as

log(A) = Bo + Bixi + ... + Bx. 3)

When the outcome is common, Poisson regression is likely
to overestimate the binomial standard error. In order to
avoid overestimation of standard errors, the variance—
covariance matrix can be computed using robust cova-
riance estimator, which is also known as sandwich cova-
riance estimator. The sandwich estimator is derived from
gradient and hessian. The estimator is named so, since the
outer product of the gradient is enclosed within two hes-
sians as HgH’. Zou'® has demonstrated Poisson regres-
sion with robust covariance estimator for prospective
studies.

Cox proportional regression is often used for modelling
time to event data with censoring. It models the hazard
rate as a function of the predictors. The model can be
written as

h(t) = ho(Hexp(Bixi + ... + Bxp), “

where hy(¢) is the baseline hazard function. Cox regres-
sion for binary data was first suggested by Lee and
Chia''. They used it to estimate the prevalence ratio in
cross-sectional studies. Cox regression directly gives the
adjusted relative risk and confidence interval for prospec-
tive studies, if constant risk period is assigned to each
subject’.

The secondary data used for the study consist of 412
TB patients admitted in a randomized controlled clinical
trial, and it was ethically approved. The trail consisted of
an experimental treatment and a control regimen for
patients diagnosed with pulmonary TB. The event of in-
terest is time to sputum conversion during the treatment
period. For the illustration of binary regression models,
the sputum conversion status (yes/no) has been used as
the response variable. Other covariates are also included
like age, gender, weight, treatment and drug susceptibility
test.

The data used for the study contain 412 patients diag-
nosed with TB consisting of 66.50% (n = 274) males and
33.5% (n=138) females. Among the participants,
50.49% (n =208) received experiential treatment and
49.51% (n =204) received control treatment (Table 1).
The primary outcome for the study was the time to spu-
tum conversion, i.e. recovery from the disease. Among
the participants, 92.96% (n = 383) experienced the out-
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come. Since the rate of event is high in the study, the use
of logistic regression is likely to overestimate the relative
risk. Log-binomial, Poisson regression or Cox propor-
tional regression models are ideal for this situation. In
this study we compare the performance of various binary
regression models using the illustrative examples.

The unadjusted relative risks for gender and treatment
were computed using contingency table and binary re-
gression models such as logistic regression, log-binomial
regression, Poisson regression, Poisson regression with
sandwich covariance estimator and Cox proportional re-
gression. Table 2 presents the results of unadjusted relative
risks and confidence intervals. The estimated odds ratio
of logistic regression severely overestimated the relative
risk for gender and treatment. The odds ratio for gender
was 1.85 times larger than the relative risk obtained from
the contingency table that resulted in severe overestima-
tion of the relationship between gender and treatment
outcome. Moreover, the confidence interval was also
wider. The unadjusted odds ratio obtained for gender was
1.949 (0.912, 4.165), whereas the relative risk was 1.05
(0.988, 1.120). The odds ratio (OR =2.034, CI = (0.940,
4.660)) corresponding to treatment also overestimated the
relative risk (RR =1.050, CI =(0.995, 1.107)). The odds
ratio corresponding to treatment was 1.94 times larger
than the relative risk computed from the contingency
table.

In contrast, log-binomial estimated relative risk similar
to that obtained from the contingency table for treatment
(RR =1.050, CI=(0.995, 1.107)) as well as gender
(RR =1.052, CI=(0.988, 1.120)). Poisson regression
also estimated relative risk accurately. However, as the
variance of Poisson distribution is larger than the binomial
variance, the estimated standard errors were larger. This
resulted in wider confidence interval of the relative risk
for treatment (RR = 1.050, CI = (0.859, 1.283)) as well as
gender (RR =1.052, CI =(0.851, 1.307)) in Poisson fit.
The overestimation of the standard error was rectified by
computing the covariance matrix of Poisson fit using the
sandwich estimator, which resulted in estimating a confi-
dence interval similar to that obtained with the standard
formulae.

Table 1. Socio-demographic and clinical profile of patients
Variable n (%)
Age (yrs)* 32.75 (12.09)
Gender Male 274 (66.50)

Female 138 (33.50)
Treatment Experimental 208 (50.49)
Control 204 (49.51)
Drug sensitivity Yes 367 (89.08)
No 45 (10.92)
Sputum conversion Yes 383 (92.96)
No 29 (7.04)
Baseline weight (kg)* 38.59 (6.26)

*Mean (SD).
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Table 2. Unadjusted relative risk and 95% confidence interval for gender and treatment on outcome
Model Gender (male) Treatment (experimental)
Cross tab 1.052 (0.988, 1.120) 1.050 (0.995, 1.107)
Logistic® 1.949 (0.904, 4.184) 2.034 (0.940, 4.660)
Log-binomial 1.052 (0.988, 1.120) 1.050 (0.995, 1.107)
Poisson 1.052 (0.851, 1.307) 1.050 (0.859, 1.283)

Poisson-sandwich
Cox proportional

1.052 (0.988, 1.120)
1.153 (0.930, 1.428)

1.050 (0.995, 1.107)
1.148 (0.939, 1.403)

*0dds ratio.

Though Cox regression estimates relative risk at a con-
stant duration of the risk, the estimated relative risk from
Cox regression overestimated the relationship. The esti-
mated relative risk from Cox regression was 1.093 and
1.096 times larger than that obtained from the contingen-
cy table for treatment and gender respectively, with
slightly wider confidence intervals. The unadjusted rela-
tive risk for gender and treatment obtained from Cox pro-
portional regression was 1.153 (0.930, 1.428) and 1.148
(0.939, 1.403) respectively.

Regression models have been fitted to obtain the
adjusted effect of the independent variables on the out-
come. The adjusted relative risks have been calculated
from various multivariable binary regression models
using the predictors — gender, age, treatment, sensitivity
and weight at baseline (Table 3). The log-binomial re-
gression and Poisson with sandwich estimator gave simi-
lar estimates and confidence intervals for adjusted
relative risk. Whereas the confidence interval obtained
from the standard Poisson regression was wider than the
log-binomial and Poisson with the sandwich estimator.
The adjusted odds ratio obtained from multivariable
logistic regression was much larger than the log-binomial
and Poisson models. Especially, the odds ratio corres-
ponding to gender (OR =1.953, CI=(0.775, 4.931)),
treatment (OR = 1.951, CI = (0.887, 4.528)) and sensitivity
(OR=1.734, CI=(0.483, 11.134)) was much larger
compared to log-binomial and Poisson estimates. As seen
in the estimates obtained from the unadjusted model, the
adjusted relative risk obtained from Cox regression was
larger compared to the other models. The estimated stan-
dard errors were found to be larger than the log-binomial
regression and Poisson regression models.

Odds ratio is ideal for case-controls studies, as the pre-
valence or incidence of the outcome is not estimated. The
adjusted odds ratio for case-control studies can be ob-
tained by means of logistic regression. In prospective stu-
dies, incidence of the disease can be estimated directly.
Hence the relationship between binary outcome and
exposure is often assessed using relative risk. The unad-
justed relative risk can be computed using a contingency
table. However, many a time, there is a need for estimat-
ing relative risk after adjusting the effect of confounding
variables. Mantel Hansen methods can provide adjusted
relative risks after adjusting the effect of one or two
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extraneous variables. However, computation is difficult if
there are many variables to be adjusted. Regression-based
approaches are more suitable and easier to estimate the
relative risk in such a situation.

This study has compared the performance of various
regression models in estimating the relative risk in clini-
cal trials using an empirical dataset. The results have
shown the unsuitability of logistic regression for clinical
trials, though it is widely used. On comparison with the
unadjusted relative risk obtained from the crossstab,
Poisson and log-binomial regression estimated relative
risks accurately. Poisson regression showed the tendency
to overestimate the standard errors of relative risk, which
resulted in a wider confidence interval. The overestima-
tion of standard error can be corrected using Poisson
regression with robust covariance estimation. The results
of Poisson with sandwich covariance estimator and log-
binomial regression were found to be similar. These
models estimated unadjusted as well as adjusted relative
risk with more precision. The estimates of Cox
regression were found to be less efficient compared to
log-binomial and Poisson regression with robust cova-
riance estimator. Odds ratios obtained from logistic
regression were substantially larger than the relative risks
obtained from Poisson and log-binomial regression for
unadjusted as well as adjusted effects. A review study
showed that 19 out of 24 clinical trials that used logistic
regression for the binary outcome variable had at least
one OR 100% larger than the RR on log scale'”.

The log-binomial regression reported failure to con-
verge due to restricted range of the parameter space. The
regression fails especially when there are too many cate-
gories and continuous independent variables, or the inci-
dence rate is high'’. The IBM SPSS software uses
Newton—Raphson, Fisher scoring, or a hybrid method of
iteration to estimate the parameters. The default iteration
method used is the hybrid method in which Fisher scoring
iterations are performed before switching to the Newton—
Raphson method. The most commonly used ‘glm’ function
of ‘stats’ package of the R-software employs iteratively
reweighted least squares method to estimate parameters.
These iteration methods used in the IBM SPSS and
R-software failed to estimate the parameters of the log-
binomial regression fitted to the current data due to fail-
ure in convergence. The introduction of more effective
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Table 3. Multivariable regression models fitted to predict factors affecting sputum conversion

Logistic OR Log-binomial RR Poisson RR Poisson-sandwich Cox proportional
Variable (95% CI) (95% CI) (95% CI) RR (95% CI) RR (95% CI)
Age (yrs) 0.983 (0.952, 1.017) 0.999 (0.997,1.001)  0.999 (0.990, 1.008)  0.999 (0.997, 1.001)  0.996 (0.988, 1.005)

Gender (male)
Baseline weight (kg)
Treatment
(experimental)
Drug sensitivity (yes)

1.953 (0.775, 4.931)
1.033 (0.964, 1.115)
1.951 (0.887, 4.528)

1.734 (0.483, 11.134)

1.044 (0.973,1.119)
1.001 (0.999, 1.003)
1.049 (0.999, 1.101)

1.008 (0.970, 1.049)

1.051 (0.820, 1.353)
1.002 (0.984, 1.021)
1.047 (0.853, 1.285)

1.03 (0.739, 1.399)

1.051 (0.986, 1.120)
1.002 (0.998, 1.006)
1.047 (0.991, 1.105)

1.03 (0.960, 1.106)

1.146 (0.888, 1.478)
1.006 (0.987, 1.025)
1.143 (0.931, 1.403)

1.085 (0.788, 1.490)

OR, Odds ratio; RR, Relative risk; CI, Confidence interval.

iteration procedures through R-packages has ensured a
higher convergence rate of the model compared to other
optimization techniques that makes the log-binomial re-
gression more efficient'*. However, Poisson regression
with sandwich estimator can be used in case of noncon-
vergence of log-binomial regression. In addition, Poisson
regression tends to be robust to various model misspecifi-
cations'”. A simulation study comparing various binary
regression models showed that Poisson regression with
robust variance estimator gives unbiased estimates of the
relationship'®. However, Poisson regression may not be
suitable if the interest of the researcher is to construct a
predictive model rather than estimating accurate relative
risk, as the estimated probability might become larger
than one.

The results of this study illustrate the unsuitability of
logistic regression for prospective studies. In clinical tri-
als, use of logistic regression might result in overestimat-
ing the effect of treatment, especially when the outcome
is common. Thus, the present study recommends Poisson
with robust variance estimator and log-binomial regres-
sion as the most suitable models for clinical trials in
modelling binary variables.

Conflict of interest: The authors declare no conflict of
interest.

1. Vondran, M. et al., Evaluation of risk factors for a fulminant
Clostridium difficile infection after cardiac surgery: a single cen-
ter, retrospective cohort study. BMC Anesthesiol., 2018, 18(1),
133.

2. Adem, K. S., Janakiraman, K., Gebremeskel, B. F., Chala, M. B.,
Gelaw, A. Y. and Alemu. K., Epidemiology and factors associated
with peripheral neuropathy among HIV infected patients in
Gondar, Ethiopia: a cross-sectional study. PLoS ONE, 2019, 4,
e0211354.

3. Hanioka, T., Ojima, M., Tanaka, H., Naito, M., Hamajima, N. and
Matsuse, R., Intensive smoking-cessation intervention in the
dental setting. J. Dent. Res., 2010, 89, 66-70.

4. Menezes-Silva, R. et al., Randomized clinical trial of class II
restoration in permanent teeth comparing ART with composite re-
sin after 12 months. Clin. Oral Invest., 2019, 23(9), 3623-3635.

5. Lee, J., Tan, C. S. and Chia, K. S., A practical guide for multiva-
riate analysis of dichotomous outcomes. Ann. Acad. Med. Singa-
pore, 2009, 38, 714-719.

CURRENT SCIENCE, VOL. 119, NO. 12, 25 DECEMBER 2020

6. Diaz-Quijano, F. A., A simple method for estimating relative
risk using logistic regression. BMC Med. Res. Methodol., 2012,
12.

7. Barros, A. J. D. and Hirakata, V. N., Alternatives for logistic
regression in cross-sectional studies: an empirical comparison of
models that directly estimate the prevalence ratio. BMC Med. Res.
Methodol., 2003, 3, 1-13.

8. de Andrade, B. B. and Andrade, J. M. L., Some results for maximum
likelihood estimation of adjusted relative risks. Commun. Stat.
Theory Methods, 2018, 47, 5750-5769.

9. Hilbe, J. M., Negative Binomial Regression, Cambridge University
Press, New York, 2011, 2nd edn.

10. Zou, G. A., Modified Poisson regression approach to prospective
studies with binary data. Am. J. Epidemiol., 2004, 159, 702—
706.

11. Lee, J. and Chia, K. S., Estimation of prevalence rate ratios for
cross-sectional data: an example in occupational epidemiology.
Br. J. Ind. Med., 1993, 50, 861-862.

12. Knol, M. J., Duijnhoven, R. G., Grobbee, D. E., Moons, K. G. M.
and Groenwold, R. H. H., Potential misinterpretation of treatment
effects due to use of odds ratios and logistic regression in rando-
mized controlled trials. PLoS ONE., 2011, 6(6), e21248.

13. Knol, M. J., Le Cessie, S., Algra, A., Vandenbroucke, J. P. and
Groenwold, R. H. H., Overestimation of risk ratios by odds ratios
in trials and cohort studies: alternatives to logistic regression.
CMAJ, 2012, 184(8), 895-899.

14. Donoghoe, M. W. and Marschner, 1. C., Logbin: an R package for
relative risk regression using the log-binomial model. J. Stat.
Softw., 2018, 86(9).

15. Chen, W., Qian, L., Shi, J. and Franklin, M., Comparing perfor-
mance between log-binomial and robust Poisson regression mod-
els for estimating risk ratios under model misspecification. BMC
Med. Res. Methodol., 2018, 18(1), 1-12.

16. Huang, F. L., Alternatives to logistic regression models in experi-
mental studies. J. Exp. Educ., 2019, 1-16; doi:10.1080/00220973.
2019.1699769.

ACKNOWLEDGEMENT. We thank all the doctors and supporting staff
of ICMR-National Institute for Research in Tuberculosis, Chennai, asso-
ciated with this clinical trial.

Received 3 January 2020; revised accepted 22 October 2020

doi: 10.18520/cs/v119/i12/2010-2013

2013




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /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 /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /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 true
  /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 <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


