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Aim

The aim of this study is to evaluate the effect of radiotherapy (RT) as one of the modalities
of treatment in patients with head and neck tumors on the Eustachian tube and middle ear.
Study design

This is a prospective study.

Material and methods

This study included 20 patients suffering from squamous cell carcinoma of the head and neck
other than nasopharynx and parotid. They were treated either by surgery and postoperative
radiotherapy or by primary radiotherapy alone or by concomitant chemoradiotherapy.
Audiological evaluation was performed both pre-treatment and post- treatment in the form of
pure tone threshold audiometry (PTA), tympanometry, stapedius acoustic reflex and eustachian
tube (ET) function test.

Results

The 20 patients corresponded to 40 ears which were analyzed. Post RT tympanometry done
revealed 16 (40%) ears with normal type A tympanogram and 24 (60%) ears with abnormal
tympanometry findings, Post RT ET function test done revealed 7 (17.5%) ears with good ET
function and 33 (82.5%) with abnormal ET function, acoustic reflex done post RT revealed 36
(90%) ears with absent acoustic reflex bilaterally and 4 (10%) ears with preserved acoustic
reflex and Post RT PTA done revealed 16 (40%) ears with normal PTA, 13 (32.5%) ears with
conductive hearing loss (CHL), 8 (20%) ears with sensori neural hearing loss (SNHL) and 3
(7.5%) ears with mixed hearing loss.

Conclusion

Patients with head and neck tumors given RT as one of the modalities of treatment have a high
incidence of affection of middle ear function and ET dysfunction as well as development of CHL.
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Introduction

either by surgery and postoperative RT or by primary RT
alone or by concomitant chemoradiotherapy (CRT). The

Irradiation has become the therapy of choice for many
malignant tumors of the head and neck and is the only
treatment for some of them. However, in the application
of irradiation, its effect on the adjacent normal tissues must
be considered. However, no strategies have been adopted
to shield the ear to minimize radiation exposure. Several
studies were conducted to describe the Eustachian tube
(ET) function and middle ear status in patients with
nasopharyngeal carcinoma after radiotherapy (RT) [1]. In
this study, we aimed to evaluate the effect of RT on the ET
and middle ear in patients with head and neck tumors other
than nasopharynx and parotid carcinoma and to investigate
the possibility of affection of these sites in patients with the
radiation field relatively distant from the ear.

Materials and methods
'This study included 20 patients suffering from squamous
cell carcinoma of the head and neck who were treated
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study was conducted in a prospective manner during the
period from February 2012 to February 2013. Patients were
selected from the otolaryngology head and neck surgery
outpatient clinic of Kasr El Aini University Hospital. The
surgical management was carried out in the Department
of Otolaryngology Head and Neck Surgery in Kasr El
Aini University Hospital and the RT or CRT were given
in the Nuclear Medicine Department in Kasr El Aini
University Hospital. The pretreatment and post-treatment
audiological assessment were performed in the outpatient

audiology unit in Kasr EI Aini University Hospital.

Patient selection and pretreatment tumor work-up

Patients suffering only from head and neck squamous
cell carcinoma were included in our study. Carcinomas
of the parotid, nasopharynx, or temporal bone were
excluded from the study. Patients were subjected to
careful history-taking and complete otolaryngological
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and head and neck examination. Computed
tomography of the neck was performed (axial with
coronal and sagittal reformatting) for assessment of
the primary tumor as well as the neck nodes. Direct
laryngoscopy under general anesthesia was performed
for mapping the tumor and for biopsy-taking for
histopathological examination. The primary tumor
and the neck were classified on the basis of physical
examination, computed tomography, and endoscopic
findings. According to the site and TNM staging of
the tumor, patients were offered either surgery and
postoperative RT or primary RT alone or concomitant
CRT. According to the site of the tumor, there were
16 (80%) patients with laryngeal carcinoma [12 glottic
(60%) and four supraglottic (20%) carcinoma], two
(10%) patients with postcricoid carcinoma, and two
(10%) patients with carcinoma of the oral tongue.
According to the T classification of the primary tumor,
five (25%) patients were classified as T1, two (10%)
patients as T2, seven (35%) patients as T3, and three
(15%) patients as T4. Staging of the neck revealed that
14 (70%) patients were classified as NO, three (15%)
patients as N1, and three (15%) patients as N2.

Management of the tumor

According to the site and TNM staging of the primary
tumor, eight (40%) patients underwent surgery and
postoperative RT, six (30%) patients were treated
by primary RT alone, and six (30%) patients were
treated by concomitant CRT. Of the eight patients
who underwent surgery, five (25%) had en-bloc neck
dissection (two bilateral and three unilateral neck
dissection) for treatment of the neck.

Irradiation

RT was used in all patients either as a sole primary
treatment (7 = 6; 30%) or as an adjuvant postoperative
treatment (2 = 8; 40%) or concomitantly with
chemotherapy (7 = 6; 30%). The field of RT included
the site of the primary tumor and possible areas of local
spread. Inclusion of the sites of regional spread to the
neck nodes in the field of irradiation was carried out
according to the primary tumor characteristics, namely
site, T stage, differentiation, and depth of invasion, in
tongue cancer as well as histopathological examination
of the neck dissection specimen was carried out.
The dose of RT ranged from 60 to 70 Gy and the
daily fractionation ranged from 1.8 to 2 Gy. Table 1

demonstrates patient’s tumor and treatment details.

Audiological assessment

Audiological evaluation was performed both before
treatment of the neoplasia and 3 weeks after finishing
the full dose of irradiation. For audiological evaluation,

Table 1 Patient’s tumor and treatment details

n (%)

Tumor site

Glottic 28 (70)

Supraglottic 4 (10)

Postcricoid 4 (10)

Tongue 4 (10)
Tumor stage

T 10 (25)

T2 10 (25)

T3 14 (35)

T4 6 (15)
Nodal stage

NO 28 (70)

N1 6 (15)

N2 6 (15)
Treatment

Surgery and radiotherapy 16 (40)

Radiotherapy 12 (30)

Chemoradiotherapy 12 (30)
Dose of irradiation (Gy)

60 10 (25)

66 14 (35)

70 16 (40)

the following procedures were used: (a) pure tone
threshold audiometry (PTA) with assessment of
air bone gap if conductive hearing loss (CHL)
was present, (b) acoustic emittance measurement
including tympanometry and stapedius acoustic reflex
ipsilateral and contralateral, and (c) ET function
test. Only patients with normal acoustic emittance
measurement and good ET function before treatment
were included in our study. Before starting irradiation,
the PTA revealed six patients with variable grades of
sensorineural hearing loss (SNHL), five of them were
with bilateral affection; however, this did not have
any influence on our study as we focused on the ET
function.

Statistical analysis

The statistical package of social science (SPSS) program
version 16 designed for Windows was used (IBM
Corporation, Chicago, USA). Descriptive statistics for
all parameters was carried out. The Pearson x*-test was
used for statistical analysis. Significance was set at P
value of 0.05 or less. Statistical analysis regarding the
audiological parameters for comparison between pre-
RT and post-RT was not obtained as the pretreatment
audiological parameters were always constant.

Results
This study included 19 (95%) male patients and
one (5%) female patient. The patients’ age ranged



between 42 and 76 years with a mean of 63 years. A
total of 20 patients corresponded to 40 ears that were
analyzed. With respect to the acoustic emittance
results (tympanometry), the 40 ears (20 patients)
evaluated in this study had normal tympanometry
(type A) before the initiation of irradiation. Post-
RT tympanometry revealed 16 (40%) ears with
normal type A tympanogram and 24 (60%) ears
with abnormal tympanometry findings, 10 (25%) of
them had type B tympanogram denoting the middle
ear effusion and 14 (35%) had type C tympanogram
denoting the ET dysfunction. In the analysis of the
ET function, the 40 ears (20 patients) evaluated
in this study had normal tympanometry (type A)
before the initiation of irradiation and the post-
RT ET function test revealed seven (17.5%) ears
with good ET function, 23 (57.5%) with poor ET
function, and 10 (25%) with blocked ET. Acoustic
reflex performed after RT revealed 36 (90%) ears
with absent acoustic reflex bilaterally and four
(10%) ears with preserved acoustic reflex. Post-RT
PTA revealed 16 (40%) ears with normal PTA,
13 (32.5%) ears with CHL, eight (20%) ears with
SNHL, and three (7.5%) ears with mixed hearing
loss. Of the ears that had CHL or mixed hearing
loss, the air bone gap ranged between 5 and 35 dB
with a mean of 9.95 + 13.29. Table 2 demonstrates
the post-treatment audiological results of the 40
ears. Comparative statistical analysis regarding
tumor and treatment characteristics compared with

post-RT audiological findings are shown in Table 3.

Table 2 Post-treatment audiological results of the 40 ears

n (%)

Tympanometry

Type A 16 (60)

Type B 10 (25)

Type C 14 (35)
Eustachian tube function

Good 7 (17.5)

Poor 23 (57.5)

Blocked 10 (25)
Acoustic reflex

Absent 36 (90)

Preserved 4 (10)
PTA

Normal 16 (40)

CHL 13 (32.5)

SNHL 8 (20)

Mixed hearing loss 3 (7.5)
ABG?

Range 5-35

Mean + SD 9.95 + 13.29

ABG, air bone gap; CHL, conductive hearing loss; PTA, pure tone
threshold audiometry; SNHL, sensorineural hearing loss; 2ABG
among the ears with CHL (13) and mixed hearing loss (3).
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Discussion

Irradiation is commonly used either alone or in
combination with surgery and/or chemotherapy for the
treatment of malignant tumors of the head and neck.
As a result of RT, the tympanic membrane may become
dull, retracted, congested, or may remain normal; this
change in the tympanic membrane is usually transient
and reversible. Coplan ez a/. [2] in their study revealed
thickening of the tympanic membrane after RT.
Bhandare ez al. [3] found erythema and opacification
of the tympanic membrane as one of the signs of
middle ear inflammation resulting from irradiation-
induced middle ear damage. Bursary ez a/. [4] noted
radiation otitis media as an early and transient change
following ionizing radiation to the head and neck.
They explained the mechanism by obstruction of the
ET due to swelling of the mucosa following irradiation
resulting first in the absorption of the oxygen then
later the nitrogen from the middle ear. Because of the
negative pressure in the middle ear cavity, transduction
can take place, which is enhanced by the edema of the
middle ear mucosa and the dilatation of the blood
vessels resulting in sterile fluid collection in the middle
ear cavity. In this study conducted on 20 patients with
laryngeal, hypopharyngeal, and tongue cancer, post-
RT tympanometry performed 3 weeks after the end
of treatment revealed that 60% of the ears developed
abnormal tympanometry findings: 25% had type B
tympanogram and 35% had type C tympanogram.
Upadhya e al. [1] conducted a similar study and
reported 68% abnormal tympanometry findings
among their patients, where 25% had serous middle ear
effusion with type B tympanogram and 43% had ET
dysfunction with type C tympanogram.They also stated
that the incidence of serous middle ear effusion declined
3 months after RT, whereas ET dysfunction persisted.
Bhandare ez al. [3] found a 28.6% incidence of post-
RT middle ear toxicity, which included radiation otitis
media, otitis media with effusion, and ET dysfunction.
They stated middle ear complication post-RT to the
head and neck as the most common complication. In
this study, other audiological parameters reflecting
post-RT ET function revealed 57.5% patients with
poor ET function and 25% with blocked ET function.
Although the post-RT tympanometry findings were
abnormal in 60% patients, the post-RT ET function
was abnormal in 82.5%; this would point to two
observations: the first is the high prevalence of ET
affection among patients treated by RT in head and
neck cancer and the second is the significant possibility
of the presence of abnormal ET function in head and
neck cancer patients treated by RT despite normal
tympanometry findings. Supporting this, the acoustic
reflex test results in this study revealed that 90% of the
ears had an absent acoustic reflex despite that only a



Table 3 Comparative statistical analysis between tympanometry, Eustachian tube function, acoustic reflex, and development of conductive hearing loss results with respect to tumor and

treatment data of the 40 ears

Tympanogram Eustachian tube function Acoustic reflex Postradiotherapy CHL
Type A Type B Type C P Good Poor Blocked P Present  Absent P Yes No P
Tumor site [n (%)]
Glottic 11 (27.5) 7 (17.5) 10 (25) 0.37 (NS) 5 (12.5) 16 (40) 7 (17.5) 0.28 (NS) 2 (5) 26 (65) 0.041(S) 11 (27.5) 17 (42.5) 1 (NS)
Supraglottic 1(2.5) 1(2.5) 2 (5) 0 3 (7.5) 1(2.5) 0 4 (10) 1 (2.5) 3 (7.5)
Postcricoid 2 (5) 0 2 (5) 2 (5) 2 (5) 0 2 (5) 2 (5) 2 (5) 2 (5)
Tongue 2 (5) 2 (5) 0 0 2 (5) 2 (5) 0 4 (10) 2 (5) 2 (5)
Tumor stage [n (%)]
T 5(12.5) 3(7.5) 2 (5) 0.04 (S) 1(2.5) 6 (15) 3(7.5) 0.4 (NS) 0 10 (25) 0.21 (NS) 4 (10) 6 (15)  0.62 (NS)
T2 3 (7.5) 3 (7.5) 4 (10) 2 (5) 5(12.5) 3 (7.5) 2 (5) 8 (20) 3 (7.5) 7 (17.5)
T3 8 (20) 1(2.5) 5 (12.5) 4 (10) 9(22.5) 1(2.5) 2 (5) 12 (30) 5(12.5) 9 (22.5)
T4 0 3 (7.5) 3 (7.5) 0 3 (7.5) 3 (7.5) 0 6 (15) 4 (10) 2 (5)
Nodal stage [n (%)]
NO 12 (30) 5(12.5) 11 (27.5) 0.55(NS) 5 (12.5) 18 (45) 5(12.5) 0.11 (NS) 4(10) 24 (60) 0.21 (NS) 10(25) 18 (45) 0.51 (NS)
N1 2 (5 2 (5) 2 (5) 0 4 (10) 2 (5 0 6 (15) 2 (5) 4 (10)
N2 2 (5) 3 (7.5) 1(2.5) 2 (5) 1(2.5) 3(7.5) 0 6 (15) 4 (10) 2 (5)
Treatment [n (%)]
S+RT 5(12.5) 4 (10) 7 (17.5) 0.85(NS) 2 (5) 10 (25) 4 (10) 0.53 (NS) 2 (5) 14 (35) 0.36 (NS) 8 (20) 8 (20) 0.31 (NS)
RT 5(12.5) 3(7.5) 4 (10) 1(2.5) 8 (20) 3(7.5) 0 12 (30) 4 (10) 8 (20)
CRT 6 (15) 3 (7.5) 3 (7.5) 4 (10) 5(12.5) 3 (7.5) 2 (5) 10 (25) 4 (10) 8 (20)
Dose of irradiation (Gy) [n (%)]
60 4 (10) 3 (7.5) 3 (7.5) 0.98 (NS) 2 (5) 5(12.5) 3(7.5) 0.94 (NS) 2(5 8 (20) 0.2 (NS) 5(12.5) 5 (12.5) 0.71 (NS)
66 6 (15) 3 (7.5) 5 (12.5) 3 (7.5) 8 (20) 3 (7.5) 2(5 12 (30) 4 (10) 10 (25)
70 6 (15) 4 (10) 6 (15) 2 (5) 10 (25) 4 (10) 0 16 (40) 7 (17.5) 9 (22.5)

CHL, conductive hearing loss; CRT, chemoradiotherapy; RT, radiotherapy; S+RT, surgery and radiotherapy.

ABojobuAhie|o10 jo jeusnop uendAbg ayy g



proportion of them had abnormal tympanometry and
PTA findings. However, Liberman ez al. [5] reported
only 18% type B and type C tympanometry findings
among 11 patients with laryngeal and hypopharyngeal
carcinomas treated by CRT.

In our study, assessment of the pattern of post-RT
PTA showed that CHL developed in 16 (40%) ears;
of those three were mixed hearing loss, as they had
SNHL before irradiation. It is worth reporting that
none of our patients developed SNHL as a result
of RT. Aringa ez al. [6] reported 26.3% SNHL
among patients with head and neck tumors treated
with RT, but most of the patients in their study had
nasopharyngeal carcinoma. In our study, all patients
had laryngeal, hypopharyngeal, or tongue carcinoma
as we excluded tumors that could directly affect the
middle ear function, particularly nasopharyngeal
carcinoma. In view of our results, we could state that
irradiation given as a modality of treatment for head
and neck tumors, which are relatively distant from
the ear, could affect the middle ear function while
sparing the inner ear. In the analysis for the influence
of different tumor characteristics (site, tumor stage,
and nodal stage) on the middle ear function, the
only variable that had statistical influence on
the tympanogram findings was the tumor stage
(P = 0.04); this could be explained by increasing
the dose and field of irradiation to include the
neck with increasing tumor stage. The vast majority
of our patients had laryngeal or hypopharyngeal
cancer (18 patients corresponding to 36 ears) where
the upper limit of irradiation was the hyoid bone,
of them 14 ears developed postirradiation CHL.
Only two patients had tongue cancer corresponding
to four ears where the upper limit of irradiation
was the soft palate, of them two ears developed
postirradiation CHL. We cannot correlate between
the upper level of irradiation and the development
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of CHL because of the relatively low number of
tongue cancer patients.

Conclusion

Patients with head and neck tumors apart from the
nasopharynx and parotid have a high incidence of affection
of the middle ear function namely middle ear eftusion
and ET dysfunction as well as development of CHL. In
those tumors, the inner ear function is usually spared as
the field of irradiation is relatively distant from the ear.
'The possibility for the development of middle ear effusion
and ET dysfunction increases with increased tumor stage.
Larger sample size studies with homogenous tumor sites
are recommended. In addition, long-term follow-up
for the middle ear function is needed to investigate the
reversibility of middle ear changes following RT for the

treatment of patients with head and neck cancer.

Acknowledgements
Conflicts of interest
None declared.

References
1 Upadhya |, Jariwala N, Datar J. Ototoxic effects of irradiation. Indian
J Otolaryngol Head Neck Surg 2011; 63:151-154.

2 Coplan J, Post E, Richman R, Grimes C. Hearing loss after therapy with
radiation. Am J Dis Child 1981; 135:1066—1067.

3 Bhandare N, Antonelli PJ, Morris CG, Malayapa RS, Mendenhall WM.
Ototoxicity after RT for head and neck tumors. Int J Radiat Oncol Biol
Phys 2007; 67:469-479.

4 Bursary S, Blanchard G, Borsanyi SJ, Blanchard CL. lonizing radiation
and the ear. JAMA 1962; 181:958-961.

5 Liberman PH, Schultz C, Gomez MV, Carvalho AL, Pellizzon AC,
Testa JR, et al. Auditory effects after organ preservation protocol for
laryngeal/hypopharyngeal carcinomas. Arch Otolaryngol Head Neck Surg
2004; 130:1265-1268.

6 Dell'Aringa AH, Isaac Mde L, Arruda GV, Dell'Aringa AR, Esteves MC.
Audiological findings in patients treated with radiotherapy for head and
neck tumors. Braz J Otorhinolaryngol 2010; 76:527-532.



	sbap20080100069.pdf
	EgyptJOtolaryngol_2014_30_1_1_127183
	EgyptJOtolaryngol_2014_30_1_5_127184
	EgyptJOtolaryngol_2014_30_1_10_127185
	EgyptJOtolaryngol_2014_30_1_17_127186
	EgyptJOtolaryngol_2014_30_1_23_127189
	EgyptJOtolaryngol_2014_30_1_30_127196
	EgyptJOtolaryngol_2014_30_1_34_127197
	EgyptJOtolaryngol_2014_30_1_38_127200
	EgyptJOtolaryngol_2014_30_1_43_127203
	EgyptJOtolaryngol_2014_30_1_53_127207
	EgyptJOtolaryngol_2014_30_1_58_127209



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /PDFA1B:2005
  ]
  /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 (sRGB IEC61966-2.1)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<


    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200036002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200036002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /ESP <>
    /ETI <>
    /FRA <>



    /HUN <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 6.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200036002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 6.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>


    /SKY <>

    /SUO <>
    /SVE <>
    /TUR <>

    /DEU <>
    /ENU <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice




