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Introduction

Mitochondria were first introduced as a cel-

lular microorganism related with human diseases

since Luft, et al
1)
. proposed evidences of mito-

chondrial function abnormality in a patient suf-

Clinical and Laboratorial Characteristics of

Korean Children with Mitochondrial Respiratory

Chain Defect

Byoung-Ho Noh, M.D., Young-Mock Lee, M.D., Joo Hee Seo, M.D.

Yun Jung Hur, M.D., Da Eun Jung, M.D.

Joon Soo Lee, M.D. Ph D. and Heung Dong Kim, M.D. Ph D.

Department of Pediatrics, Institute for Handicapped Children, Severance Children's Hospital

Yonsei University College of Medicine, Seoul, Korea

= 국문요약 =
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목 적 :사립체 호흡 연쇄 효소 복합체 결함 환자에서 신속하고 정확한 진단에 도움을 주

고 효과적인 치료가 가능하도록 하기 위해 임상 양상과 검사 소견을 조사하였다.

방 법 :근육조직을 이용하여 시행한 사립체 호흡 연쇄 효소 복합체에 대한 분광광도분석

결과 결함이 확인된 28명의 환자를 대상으로 후향적으로 여러 가지 임상 자료와 검사 결과

를 분석하였다.

결 과 :환자의 평균 연령은 6.67±4.44세이었고, 남녀비는 1.15:1 이었다. 18명(64.3%)이

사립체 호흡 연쇄 효소 복합체 I 결함이었고, 8명(28.6%)이 VI 결함이었으며, II 결함이 1명

있었고, I 과 IV 결함이 같이 있는 경우가 1명 있었다. 8명(28.6%)이 임상적으로 Leigh 증후

군이었고, MELAS, Kearns-Sayre 증후군, Alpers 증후군이 각각 1명씩 있었으나, 대부분은

특정 질환의 기준에 부합되지 않았다. 간질은 동반한 경우는 21명(75.0%)이었고, 발달 지연

은 27명(96.4%)에서 나타났다. 뇌 MRI 소견으로는 미만성의 피질 위축 소견이 18명(64.3%)

에서 보였고, 기저핵의 음영 변화도 12명(42.9%)에서 발견되었다.

결 론 :사립체 호흡 연쇄 효소 복합체 결함은 간질뿐만 아니라 신경학적 증상을 동반하

는 여러 가지 질환에서 원인으로 고려될 수 있으며, 적극적인 진단과 검사가 필요할 것으로

사료된다.

Key Words :Mitochondrial Respiratory Chain Defect, Respiratory chain deficiency,

MRC, Epilepsy, Neurological manifestation
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fering hypermetabolism in 1962. The role of

mitochondria was further evaluated thanks to

continuous reports on respiratory chain dysfunc-

tion and morphological abnormality in patients

with encephalomyopathy since then. In 1963,

Nass et al
2)
. found out the fact that mitochondria

possess their own mitochondrial DNA (mtDNA).

In 1981, all the base sequences of mtDNA in

both human and mouse were reported
3, 4)
.

Mitochondrial respiratory chain (MRC) disor-

ders constitute a highly heterogeneous group

when observing the clinical manifestations and

underlying genetic and biochemical defect
5, 6)
.

This clinical heterogeneity is due to the dual

genetic origin of respiratory chain components

such as mtDNA and nuclear DNA
7, 8)
. MRC

disorders are known to occur with an incidence

of 1/10,000 live births and affect mostly organs

such as the brain, heart, and skeletal muscle

which are highly energy dependent to defects

in energy metabolism
9, 10)
.

Though our understanding of MRC disorders,

also known as mitochondrial encephalomyopa-

thies or cytopathies has increased dramatically

in recent years, not much is reported concerning

clinical manifestations or characteristics in pedia-

tric patients with neurological manifestations.

Thus we evaluated 28 children with neurological

problems diagnosed as MRC disorder using

biochemical assay studies hoping to get one

step closer to the way of more precise diagnosis

and effective treatments.

Materials and Methods

We included 28 patients with MRC defect

among children visited in Severance hospital,

Yonsei university college of medicine between

2002 and 2005 suspected to have mitochondrial

disorders due to their clinical symptoms including

neurologic presentations, progressive course and

several screening tests results. Those 28 children

were confirmed as suffering MRC defect less

than 30% of normal mean data by mitochondrial

enzyme activity study.

We retrospectively analyzed the medical re-

cords of 28 patients including clinical features

and laboratory data such as serum lactate/py-

ruvate, cerebrospinal fluid (CSF) latate, beta-

hydroxybutyric acid/acetic acid ratio and urine

organic acid assay.

Muscle biopsy was performed in all patients.

Morphologic studies including routine light mi-

croscopy, immunohistochemistry, and electron

microscopy were performed as well. Mitochon-

drial enzyme functions were evaluated using

methods described by Rustin, et al. analyzing

the activities of NADHcoenzyme Q (CoQ) re-

ductase (complex I), succinate-CoQ reductase

(complex II), succinate-cytochrome c reductase

(complex II, III), cytochrome c reductase (com-

plex III), cytochrome c oxidase (complex IV),

oligomycin-sensitive ATPase (complex V), and

citrate synthase assessed in isolated mitochon-

dria from muscle tissue using standard spectro-

photometric assays
11)
. MRC defect was diag-

nosed when the enzyme activity checked was

lower than 2 standard deviation of control

mean.

Brain magnetic resonance imaging (MRI)

and proton magnetic resonace spectroscopy

(MRS) were used for the neuroimaging study

in our children.

Patients with symptoms of epilepsy were

classified according to clinical semiology and

electroencephalography data.
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Results

1. Clinical characteristics

Mean age of children was 6.67±4.44 years

(range: 1-17.5 years) and their sex ratio was

1.15:1, male to female. As for neurological

symptoms, developmental delay, the most com-

mon, was reported in 27 cases (96.4%), seizure

in 21 cases (75%), motor weakness in 13 cases

(46.4%), behavioral change in 4 cases (46.4%),

and ophthalmoplegia in 1 case (3.6%) (Table 1).

In 15 cases (53.6%), the onset time of clinical

symptom was reported as younger that 1 year

old, constituting more than half the cases.

However, there were 4 cases (14.3%) developed

after 5 old years of age as well (Table 2).

2. Screening test for mitochondrial

disorders

Twenty six (92.9%) among 28 cases showed

lactic acidosis while 26 (92.9%) showed plasma

lactate/private ratio over 20. Beta-hydroxybutyric

acid/acetic acid ratio was checked in 24 patients

and 16 (66.7%) children showed ratio over 2.

CSF lactate level was increased in 4 (36.4%)

among 11 children who went through the study

while lactate excretion was increased 15 (62.5

%) among 24 in urine organic acid assay study

(Table 3).

3. Neuroimaging study

In the brain MRI finding of our study

group, diffuse cortical atrophy was the most

common finding, observed in 18 cases (64.3%).

Abnormal signal change of basal ganglia was

seen in 12 cases (42.9%), signal change of tha-

lamus in 8 cases (28.6%), and brain stem ab-

normality in 7 cases (25%) (Table 4).

Definite lactate peak was observed in 11

(57.9%) cases among sthose 19 patients who

Table 1. Neurological Symptoms Associated with
MRC Disorders in Children (N=28)

Neurologic symptoms No. of patients (%)

Developmental delay

Seizure

Motor weakness

Behavior change

Ophthalmoplegia

27 (96.4)

21 (75.0)

13 (46.4)

4 (14.3)

1 ( 3.6)

Table 3. Sensitivity of Laboratory, Imaging and Pathology Findings in MRC Disorders in Children

Findings Total No. of patients Positive finding (%)

Lactic acidosis

Increased lactate/pyruvate ratio (>20)

Increase CSF lactate

Increased betahydroxybutyric acid/acetic acid ratio (>2)

Abnormal urine organic acid assay

Lactate peak in MRS

Abnormal muscle pathology

Light microscopy

Immunohistochemistry

Electon microscopy

28

28

11

24

24

19

28

28

28

26 (92.9)

26 (92.9)

4 (36.4)

16 (66.7)

15 (62.5)

11 (57.9)

6 (26.1)

6 (26.1)

8 (28.6)

Table 2. Onset Age of Clinical Symptoms (N=

28)

Onset age No. of patient (%)

<1 yr.

15 yrs.

>5 yrs.

15 (53.6)

9 (32.1)

4 (14.3)
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received Proton MRS (Table 3).

4. Biochemical assay for mitochondrial

respiratory chain

Regarding types of MRC defect, the most

common one was complex I deficiency, observed

in 18 cases (64.3%) followed by complex IV

deficiency in 8 cases (28.6%) and complex II

deficiency in 1 case (3.6%). There was a case

showing both type I deficiency and IV (Table

5).

5. Muscle pathology

Ragged red fiber was noted in 6 (26.1%)

cases under routine light microscopy including

modified Gomori trichrome stain. Abnormal fin-

dings were observed in 6 (26.1%) cases in

studies of immunohistochemistry including suc-

cinate dehydrogenase, NADH, ATPase, PAS,

and lipid stain. Under electron microscopy, 8

(28.6%) patients proved to have either abnormal

mitochondrial structure including proliferation

of the cristae mitochondriales and paracrystalline

inclusions, or mitochondrial proliferation with

accumulation of excessive or enlarged mitocho-

ndria in the subsarcolemmal region (Table 3).

6. Clinical diagnosis for mitochondrial

disorders

As for the clinical diagnosis of mitochondrial

disorders of total 28 patients, 8 cases (28.6%)

were diagnosed as Leigh syndrome. Though my-

opathy, encephalopathy, lactic acidosis and stroke-

like episodes (MELAS), Kearns-Sayre syndrome,

and Alpers syndrome was also diagnosed in one

case respectively, it was rather difficult to

categorize most of the cases (Table 6).

7. Respiratory chain defect and epilepsy

Twenty one (75.0%) patients were diagnosed

as epilepsy. Among them, 7 (33.3%) children

showed generalized type and 4 (19.0%) showed

partial. 6 (28.6%) cases was diagnosed as

Lennox-Gastaut syndrome and 4 (19.0%) cases

as infantile spasm (Table 7).

Table 4. Brain MRI Findings Associated with
MRC Disorders in Children (N=28)

Findings No. of patients (%)

Normal

Diffuse cortical atrophy

Basal ganglia signal abnormality

Thalamus signal abnormality

Brain stem signal abnormality

Cerebellar atrophy

Infarction

White matter signal abnormality

4 (14.3)

18 (64.3)

12 (42.9)

8 (28.6)

7 (25.0)

4 (14.3)

2 ( 7.1)

2 ( 7.1)

Table 5. Results of Enzyme Deficiency for MRC
(N=28)

Enzyme deficiency No. of patients (%)

MRC complex Ⅰ

MRC complex Ⅱ

MRC complex Ⅲ

MRC complex Ⅳ

MRC complex I＋Ⅳ

18 (64.3)

1 ( 3.6)

0

8 (28.6)

1 ( 3.6)

Table 6. Cilinical Diagnosis for MRC Disorders

(N=28)

Clinical diagnosis No. of patients (%)

Leigh syndrome

MELAS

KearnsSayer syndrome

Alpers syndrome

Uncategorized

8 (28.6)

1 ( 3.6)

1 ( 3.6)

1 ( 3.6)

17 (60.7)

Table 7. Classification of Epilepsy Associated
with MRC Disorders in Children (N=21)

Epilepsy classification No. of patients (%)

Infantile spasm

LennoxGastaut syndrome

Generalized epilepsy

Partial epilepsy

4 (19.0)

6 (28.6)

7 (33.3)

4 (19.0)
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Discussion

The onset of mitochondrial disorders is

known to range from early embryogenesis to

late adulthood. Accordingly, mitochondrial dis-

orders can be present at any age
12)
. However,

in 15 cases, which are more than half of the

study group, the onset age was less than 1

year of age pointing out the importance of

early observation and detection of related sym-

ptoms.

Even though a wide variety of symptoms

can be manifested in mitochondria disorders,

organs requiring high energy such as brain,

muscle, and heart are commonly affected organs

causing clinical symptoms or signs
13)
. Similar

pattern was observed in our study since neuro-

logic symptoms were initial and significant

symptoms in all our cases. Seizure and develo-

pmental delay were seen quite often while the

latter one seen in almost every patient.

Diagnosing mitochondrial disorders is not an

easy work because of the genetic heterogeneity,

various phenotype and the absence of golden

standard
14, 15)
. When approaching to a patient

with suspected miotochondrial disorders, one

has to individualize every case and apply an

integral approach, incorporating clinical, electro-

physiological, imaging, histological, biochemical

and genetic investigations.

As for the screening tests of mitochondrial

disoders, increased lactate level, lactate/private

ratio implying cytoplasmic redox state and

beta-hydroxybutyric acid/acetic acid ratio im-

plying intramitochondrial redox state are con-

sidered significant
16, 17)
. In our analysis data,

lactic acidosis and increased lactate/pyruvate

ratio (>20) was checked in 92.3% of patients

respectively proving to be useful methods for

screening tests. In some cases of encephalo-

myopathy, lactate was reported to increase in

CSF analysis
18, 19)
. We also found 4 cases (36.4

%) of increased CSF lactate level out of 11

patients who went through CSF study. But

considering its rather low positive test results,

CSF lactate study does not seem to be an at-

tractive screening test compared to other me-

thods.

Neuroimaging study does play an important

role in diagnosing mitochondrial disorders, but

it is also true that it results in nonspecific or

normal conclusions in many cases
20, 21)
. According

to a recent report, mitochondrial disorder asso-

ciated with clinical central nervous system

(CNS) involvement can show deep gray matter

signal abnormality and significant lactate peak

finding in proton MRS
22)
. In our results, diffuse

cortical atrophy, basal ganglia signal change,

thalamus signal change, and brain stem signal

change were observed in the order of high

frequency. However, there still were 4 cases

(14.3%) with normal findings and wide range

of findings such as signal changes of white

matter in 2 cases (7.1%). There was no specific

correlation between RC complex defect and

MRS findings but MRS proved to be a good

diagnostic tool showing positive rate of 57.9%.

Biochemical assay on mitochondrial RC en-

zyme using muscle specimen is a very useful

method of examination
14, 23)
. Complex I deficiency

was found most commonly, in 18 cases (64.3

%), in our patients which correlates other

previous reports
24, 25)
. But no significant statistic

correlation was found between types of complex
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deficiency and their clinical features or laboratory

findings.

True ragged red fibers are rather rare findings

in children with RC defect while subsarcolemmal

accumulation of mitochondria (SSAM) is more

common
25, 26)
. We also found abnormal results

more common under electron microscopy than

under light microscopy.

Mitochondrial disorders are quite hard to

categorize based on clinical diagnosis due to

their clinical and laboratory heterogeneity and

we had faced the same difficulty as well1
5)
.

This reflects the fact that diagnosing mitochon-

drial disorders is a painstaking piece of work.

In other words, it also implies that we should

always consider the possibility of mitochondrial

disorder in patients with progressive clinical

course and variable clinical or laboratory fin-

dings. Since there are often many cases hard

to divide into certain mitochondrial syndrome

even when evidences of MRC defect are present,

we should pay a close and continuous attention

trying to characterize the syndrome with specific

categories.

Epileptic seizures are the presenting sign of

many mitochondrial disorders with CNS in-

volved. Mitochondrial dysfunction can be sus-

pected to be an important cause of epileptic

seizures and therapy-resistant forms of severe

epilepsy, since impairment of mitochondrial fun-

ction is observed in seizure focus of human

brain
27, 28)
. Many different types of mutations of

mitochondrial DNA leading to selective inhibition

of mitochondrial oxidative phosphorylation in

epileptogenic areas of the human brain has

been related with epileptic phenotypes
29)
. Not

much has been reported on the issue of

epileptic phenotype. 21 cases (75.0%) of our

children suffered epilepsy not only including

generalized epilepsy and partial epilepsy, but

also epileptic syndrome such as infantile spasm

and Lennox-Gastaut syndrome. This reassures

the fact that though no certain relationship is

established between types of respiratory chain

defect and epileptic phenotype, respiratory chain

defect is certain to be a cause of epilepsy.

Mitochondrial cocktail therapy including l-

carnitine, coenzyme Q10, and high doses of

multivitamins was introduced as a treatment

modality in mitochondrial disorder
30)
. 75% of

patients seemed to experience improvement after

the therapy based on subjective judgments of

the caretakers, but more objective study and

evaluation is recommended.

In short, though mitochondrial disorders are

multisystem disorders and not easy to diagnose,

MRC defect should be considered as an impor-

tant cause of idiopathic neurological disorder

including epilepsy. Due to lack of a established

causative treatment, ketogenic diet and mito-

chondrial cocktail therapy are now provided.

Recent studies are reported discussing their

possibilities as an effective way of therapy,

more extensive studies on these modalities will

be helpful in treating mitochondrial disorders

in the future.

Abstract

Purpose : The study was carried out to cha-

racterized the clinical and the laboratorial fea-

tures of children with mitochondrial respiratoy

chain disorders in Korea.

Methods :We retrospectively analyzed the

clinical and the loboratorial data of 28 children

with significantly low activities in respiratory

chain complexes of muscle using spectrophoto-

metry.
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Results : The mean age was 6.67±4.44 years

and the ratio males to female was 1.15:1. Eigh-

teen patients (64.3%) showed defects in Complex

I, 8 (28.6%) in Complex VI, 1 (3.6%) in Complex

II, and 1 in Complex I and IV. Eight cases

(28.6%) were diagnosed with Leigh disease,

one with MELAS, Kearns-Sayre syndrome,

and Alpers disease retrospectively, but the

predominant clinical presentations were a non-

specific encephalopathy (17/28, 60.7%). Epilepsy

was seen in 21 (75.0%) patients, while develop-

mental delay in 27 (96.4%) patients. Fifteen

out of 28 children (53.6%), clinical symptoms

mostly appeared below age of 1 year. The

brain MRI showed diffuse cortical atrophy in

18 (64.3%) patients and basal ganglia signal

changes in 12 (42.9%) patients.

Conclusion : The defects in mitochondrial

respiratory chain complexes should be considered

in any children with an unexplained neurological

condition including even epilepsy.

References

1) Luft R, Ikkos D, Pamieri G, Ernster L, Afzelius

B. A case of severe hypermetabolism of non-

thyroid origin with a defect in the maintenance

of mitochondrial respiratory control: a correlated

clinical, biochemical, and morphological study.

J Clin Invest 1962;41:1776-804.

2) Nass MMK, Nass S. Intramitochondrial fibers

with DNA characteristics. I. Fixation and elec-

tron staining reactions. J Cell Biol 1963;19:

593-611.

3) Anderson S, Bankier AT, Barell BG, et al.

Sequence and organization of the human mito-

chondrial genome. Nature 1981;290:457-65.

4) Bibb MJ, Van Etten RA, Wright CT, Walberg

MW, Clayton DA. Sequence and organization of

mouse mitochondrial DNA. Cell 1981;26:167-80.

5) DiMauro S, Schon EA. Mitochondrial respira-

tory-chain diseases. N Engl J Med 2003;348:

2656-68.

6) DiMauro S, Andreu AL, De Vivo DC. Mito-

chondrial disorders. J Child Neurol 2002;17

(Suppl 3):S35-47.

7) DiMauro S, Schon EA. Mitochondrial DNA

mutations in human disease. Am J Med Genet

2001;106:182-6.

8) Munnich A, Rustin P. Clinical spectrum and

diagnosis of mitochondrial Disorders. Am J

Med Genet 2001;106:41-7.

9) Applegarth DA, Toone JR, Lowry RB. Inci-

dence of inborn errors of metabolism in British

Columbia, 1969-1996. Pediatrics 2000;105(1)e10.

10) Darin N, Oldfors A, Moslemi AR, Holme E,

Tulinius M. The incidence of mitochondrial

encephalomyopathies in childhood: clinical fea-

tures and morphological, biochemical and

DNA abnormalities. Ann Neurol 2001;49:377-83.

11) Rustin P, Chretien D, Gerard B, Bourgeron P,

Rotig A, Saudubray JM, et al. Biochemical and

molecular investigations in respiratory chain

deficiencies. Clin Chim Acta 1994; 228:35-51.

12) Wolf NI, Smeitink JA. Mitochondrial disor-

ders. Neurology 2002;59:1402-5.

13) Leonard JV, Schapira AH. Mitochondrial res-

piratory chain disorders I: mitochondrial DNA

defects. Lancet 2000;355:299-304.

14) Fadic R, Johns DR. Clinical spectrum of mito-

chondrial diseases. Semin Neurol 1996;16:11-22.

15) Chinnery PF, Turnbull DM. Clinical features,

investigation, and management of patients with

defects of mitochondrial DNA. J Neurol Ne-

urosurg Psychiatry 1997;63:559-663.

16) Gillis L, Kaye E. Diagnosis and management

of mitochondrial diseases. Pediatr Clin North

Am 2002;49:203-19.

17) Sperl W. Diagnosis and therapy of mitochon-

driopathies. Wien Klin Wochenschr 1997;109:

93-9.

18) Jackson MJ, Schaefer JA, Johnson MA, Morris

AAM, Turnbull DM, Bindoff LA. Presentation

and clinical investigation of mitochondrial res-

piratory chain disease. A study of 51 patients.

Brain 1995;118:339-57.

19) Finsterer J. Cerebrospinal-fluid lactate in

adult mitochondriopathy with and without

encephalopathy. Acta Med Aust 2001;28:152-5.

20) Barkovich AJ, Good WV, Koch TK, Berg BO.

Mitochondrial disorders: analysis of their clini-

- 213 -



― Byoung-Ho Noh, et al. : Clinical and Laboratorial Characteristics of Korean Children with MRC Defect ―

cal and imaging characteristics. Am J Neuro-

radiol 1993;14:1119-37.

21) Valanne L, Ketonen L, Majander A, Suoma-

lainen A, Pihko H. Neuroradiologic findings in

children with mitochondrial disorders. Am J

Neuroradiol 1998;19:369-77.

22) Dinopoulos A, Cecil KM, Schapiro MB, Papa-

dimitriou A, Hadjigeorgiou GM, Wong B, et al.

Brain MRI and proton MRS findings in infants

and children with respiratory chain defects.

Neuropediatrics 2005;36:290-301.

23) McFarland R, Taylor RW, Turnbull DM. The

neurology of mitochondrial DNA disease. Lan-

cet Neurol 2002;1:343-51.

24) von Kleist-Retzow JC, CormierDaire V, de Lon-

lay P, Parfait B, Chretien D, Rustin P, et al. A

high rate (20%30%) of parental consanguinity

in cytochromeoxidase deficiency. Am J Hum

Genet 1998;63:428-35.

25) Kirby DM, Crawford M, Cleary MA, Dahl

HHM, Dennett X, Thornburn DR. Respiratory

chain complex I deficiency. An underdiagnosed

energy generation disorder. Neurology 1999;

52:1255-64.

26) Bernier FP, Boneh A, Dennett X, Chow CW,

Cleary MA, Thorburn DR. Diagnostic criteria

for respiratory chain disorders in adults and

children.Neurology 2002;12:59:1406-11.

27) Krajewski S, Krajewska M, Ellerby LM, Welsh

K, Xie Z, Deveraux QL, et al. Release of caspase9

from mitochondria during neuronal apoptosis and

cerebral ischemia. Proc Natl Acad Sci USA

1999;96:5752-7.

28) Bengzon J, Kokaia Z, Elmer E, Nanobashvili A.

Kokaia M, Lindvall O. Apoptosis and prolifera-

tion of dentate gyrus neurons after single and

intermittent limbic seizures. Proc Natl Acad

Sci U S A 1997; 94:10432-7.

29) Kunz WS. The role of mitochondria in epilep-

togenesis. Curr Opin Neurol 2002;15:179-84.

- 214 -



―대한소아신경학회지 : 제 14 권 제 2호 2006년―

30) Gillis L, Kaye E. Diagnosis and management

of mitochondrial diseases. Pediatr Clin North

Am 2002;49:203-19.

- 215 -



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts 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
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -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
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /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
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /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 ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /FRA <>
    /ENU (Use these settings to create PDF documents with higher image resolution for improved printing quality. The PDF documents can be opened with Acrobat and Reader 5.0 and later.)
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /KOR <FEFFd5a5c0c1b41c0020c778c1c40020d488c9c8c7440020c5bbae300020c704d5740020ace0d574c0c1b3c4c7580020c774bbf8c9c0b97c0020c0acc6a9d558c5ec00200050004400460020bb38c11cb97c0020b9ccb4e4b824ba740020c7740020c124c815c7440020c0acc6a9d558c2edc2dcc624002e0020c7740020c124c815c7440020c0acc6a9d558c5ec0020b9ccb4e000200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /CHS <FEFF4f7f75288fd94e9b8bbe7f6e521b5efa76840020005000440046002065876863ff0c5c065305542b66f49ad8768456fe50cf52068fa87387ff0c4ee563d09ad8625353708d2891cf30028be5002000500044004600206587686353ef4ee54f7f752800200020004100630072006f00620061007400204e0e002000520065006100640065007200200035002e00300020548c66f49ad87248672c62535f003002>
    /CHT <FEFF4f7f752890194e9b8a2d5b9a5efa7acb76840020005000440046002065874ef65305542b8f039ad876845f7150cf89e367905ea6ff0c4fbf65bc63d066075217537054c18cea3002005000440046002065874ef653ef4ee54f7f75280020004100630072006f0062006100740020548c002000520065006100640065007200200035002e0030002053ca66f465b07248672c4f86958b555f3002>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


