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succinylcholine, vecuronium, or no muscle
relaxant: impact on the intraoperative monitoring
of the lateral spread response in hemifacial
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Abstract

Background: Surgical microvascular decompression (MVD) is the curative treatment for hemifacial spasm (HFS).
Monitoring MVD by recording the lateral spread response (LSR) intraoperatively can predict a successful clinical
outcome. However, the rate of the LSR varies between trials, and the reason for this variation is unclear. The aim of
our trial is to evaluate the rate of the LSR after intubation following treatment with succinylcholine, vecuronium, or
no muscle relaxant.

Methods and design: This trial is a prospective randomised controlled trial of 96 patients with HFS (ASA status I or
II) undergoing MVD under general anaesthesia. Patients are randomised to receive succinylcholine, vecuronium, or
no muscle relaxant before intubation. Intraoperative LSR will be recorded until dural opening. The primary outcome
of this study is the rate of the LSR, and the secondary outcomes are post-intubation pharyngolaryngeal symptoms,
the rate of difficult intubations, the rate of adverse haemodynamic events and the relationship between the
measurement of LSR or not, and clinical success rates at 30 days after surgery.

Discussion: This study aims to evaluate the impact of muscle relaxants on the rate of the LSR, and the study may
provide evidence supporting the use of muscle relaxants before intubation in patients with HFS undergoing MVD
surgery.

Trials registration: http://www.chictr.org/ ChiCTR-TRC-11001504 Date of registration: 24 June, 2011.
The date the first patient was randomised: 30 September, 2011.
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Background
Primary hemifacial spasm (HFS) is a disorder that causes
frequent involuntary contractions in the muscles on one
side of the face, due to a blood vessel compressing the
nerve at its root exit zone (REZ) from the brainstem [1].
Numerous prospective and retrospective case series have
confirmed the efficacy of microvascular decompression
(MVD) of the facial nerve in patients with HFS with low
rates of symptom recurrence and transient complica-
tions [1].
In 1985, Møller and Jannetta [2] showed that in HFS,

stimulation of one branch of the facial nerve activates fa-
cial muscles innervated by another branch, thereby pro-
ducing abnormal muscle responses (AMR). These AMR
are known as the lateral spread response (LSR) and can
be recorded from one muscle innervated by the superior
branch of the facial nerve when the inferior branch is
stimulated or vice versa (Figure 1). Due to the fact that
the LSR disappears instantly in most patients when the
offending vessel is moved off the facial nerve, monitor-
ing the AMR can guide the surgeon during MVD, which
results in a better post-operative outcome [3]. Although
the practical value of the LSR disappearance as a method
to evaluate MVD efficacy is still controversial [4,5], in
most cases, LSR monitoring is an effective tool to pre-
dict outcome after MVD for HFS [6].
However, an accurate estimate of the LSR rate is not

yet known; the rate varies from 75% to 100% [7-14] be-
tween trials. Patients without the LSR would not benefit
from this technology.
The reasons why the LSR is not detectable in some

patients are unclear. Kong et al. hypothesised that the
absence of the LSR was associated with the dosage of
the muscle relaxant or the insertion site of the needle
[11]; other researchers hypothesised that it was related
to a process of denervation-reinnervation caused by pre-
ceding botulinum toxin injections [9]. However, these
Figure 1 Schematic illustration shows the stimulation and
recording electrodes.
hypotheses have not yet been verified. While consulting
the literature, we found that the muscle relaxants used
in the various trials differed, which might be an import-
ant factor associated with the LSR rate. In most studies,
short-acting muscle relaxants were used [1,7,9,10,13,15].
Sekula et al. [6] indicated that non-depolarising muscle
relaxants should be used. While other studies described
that muscle relaxants were used for intubation [4,14],
they did not identify which muscle relaxants were used.
Among the studies in the literature, several studies
[11,13,16] performed the train of four (TOF) test to
measure the degree of neuromuscular blockade and
maintained the ratio at a level of 0.5 to 0.75.

Succinylcholine
Succinylcholine (Sch) is an ultra-short-acting depolaris-
ing neuromuscular blocking agent (NMBA). This agent
inhibits the action of acetylcholine at the neuromuscular
junction. At a dose of 1 mg/kg, the onset time of Sch is
4 seconds; the time to 25% recovery is 10 minutes, and
the time to 95% recovery is 12 to 15 minutes [17].

Vecuronium
Vecuronium is an intermediate-acting non-depolarising
neuromuscular blocking agent. This agent acts by
competing for cholinergic receptors at the motor end-
plate. At a dose of 0.1 mg/kg, the onset time of vecur-
onium is 2.3 minutes; the time to 25% recovery is 45
to 60 minutes, and the time to 95% recovery is 60 to
80 minutes [17].
The primary objective of this study is to evaluate the

rate of LSR in HFS patients undergoing MVD under
general anaesthesia with tracheal intubation, with suc-
cinylcholine, vecuronium, or no muscle relaxant. The
secondary objectives are post-intubation pharyngolaryn-
geal symptoms, ease of intubation, haemodynamic
responses and the relationship between the measure-
ment of LSR or not, and clinical success.

Methods
This is a randomised controlled study comparing the
LSR rate in HFS patients undergoing MVD under gen-
eral anaesthesia with tracheal intubation, and prior treat-
ment with succinylcholine, vecuronium, or no muscle
relaxant.
This study is a three-arm, randomised controlled trial.

Participants fulfilling eligibility criteria were selected. En-
rolled participants were randomly allocated to three par-
allel groups: the Succinylcholine, Vecuronium, or No
Muscle Relaxant.

Inclusion and exclusion criteria
Inclusion criteria: adult patients (American Society of
Anesthesia (ASA) status I or II) (Table 1) [18] diagnosed



Table 1 ASA physical status classification system

Classification Physical status

1 A normal healthy patient.

2 A patient with mild systemic disease.

3 A patient with severe systemic disease.

4 A patient with severe systemic disease that
is a constant threat to life.

5 Amoribundpatient who is not expected
to survive without the operation.

6 A patient declared brain-dead whose organs
are being removed for donor purposes.
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with primary HFS and treated with MVD under general
anaesthesia will be enrolled.
Exclusion criteria: patients with: HFS secondary to

aneurysms, tumours, or cysts; factors predictive of a diffi-
cult intubation; a BMI above 30 kg/m2; a history of allergy
to muscle relaxants. Patients reporting any preoperative
sore throat or hoarseness at history taking will be
excluded.
All consenting patients fulfilling the inclusion cri-

teria are randomised into three groups in a 1:1:1 ratio
(G1, the Succinylcholine group; G2, the Vecuronium
group; G3, the No Muscle Relaxant group). The flow
chart of the present trial is shown in Figure 2.
Figure 2 Trial flow chart. *Rate of the LSR. **Post-intubation pharyngolar
***Post-surgical symptoms of hemifacial spasm.
Patient demographic data will be collected for age, sex,
duration of symptoms, location, history of botulinum
toxin injections prior to MVD, and offending vessel.
Blinding: double blinding is not possible because of

the muscle fasciculation caused by succinylcholine [19].
Outcome assessors will be blinded.
Randomisation
Block randomisation was performed using a computer-
generated list containing a sequence of letters, G1 refer-
ring to the Succinylcholine group, G2 referring to the
Vecuronium group and G3 referring to the No Muscle
Relaxant group. Block sizes vary with three, six or nine let-
ters. Allocations were concealed in opaque, sealed envel-
opes. The envelope contains a number that is concealed
as to the allocation. The list will be generated and kept by
a person not involved in the study in the operating room.
The number of envelopes matches the number of patients
ready for the randomisation and follows the sequential
numbers on the generated list.
Outcome measures
The primary outcome is the intraoperative LSR rate.
All patients undergo orotracheal intubation in the su-

pine position with the head and neck in neutral positions.
yngeal symptoms, ease of intubation and haemodynamic responses.

http://en.wikipedia.org/wiki/Systemic_disease
http://en.wikipedia.org/wiki/Disease
http://en.wikipedia.org/wiki/Life
http://en.wikipedia.org/wiki/Moribund
http://en.wikipedia.org/wiki/Surgery
http://en.wikipedia.org/wiki/Brain-dead
http://en.wikipedia.org/wiki/Organ_(anatomy)
http://en.wikipedia.org/wiki/Organ_donation


Table 2 IDS Score

Parameter Score

Number of attempts > 1 N1

Number of operators > 1 N2

Number of alternative techniques N3

Cormack grade N4

Lifting force required

Normal N5 = 0

Increased N5 = 1

Laryngeal pressure

Not applied N6 = 0

Applied N6 = 1

Vocal cord mobility

Abduction N7 = 0

Adduction N7 = 1
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Standard clinical monitoring is performed. After preoxy-
genation through a face mask for 4 min, anaesthesia is
induced with propofol (target-controlled infusion (TCI) 4
to 6 μg/ml), sufentanil 0.3 to 0.5 μg/kg, midazolam 2 to
3 mg, and either succinylcholine 1 to 1.5 mg/kg (G1),
vecuronium 0.1 mg/kg (G2), or no muscle relaxant (G3).
Tracheal intubation is attempted 90 s after the administra-
tion. Intubation is always performed by an experienced
anaesthetist using endotracheal tubes (Lo-Contour;
Mallinckrodt, Athlone, Ireland) with an internal diameter
of 7.0 mm for female patients and 7.5 mm for male
patients. Mechanical ventilation is controlled, with end-
tidal carbon dioxide being maintained at 30 to 40 mm Hg
[17]. Anaesthesia is maintained using total intravenous an-
aesthesia (TIVA) with propofol and sufentanil.
After intubation, a bipolar subdermal needle electrode is

inserted subcutaneously over the zygomatic branches
of the facial nerve on the side of HFS with a 0.5 to
1 cm spacing. Another bipolar needle electrode is
placed in the mentalis muscles for LSR recordings.
Electrical stimulation, consisting of square-wave
pulses (intensity: 5 to 15 mA; duration: 0.2 ms) and
electromyographic (EMG) recordings, are filtered
through a 30 Hz to 3 kHz band pass (gain: 500 mV/
division; analysis time: 50 ms) (Axon Epoch 2000 Sys-
tems, Hauppauge, NY, USA). To avoid nerve fatigue,
the LSR is evoked with a 2 min interval until dural
opening.
The LSR is defined as the EMG response recorded from

the mentalis muscle by electrical stimulation of the zygo-
matic branch of the facial nerve, usually with a latency of
approximately 10 ms.
The secondary outcomes for this study are post-

intubation pharyngolaryngeal symptoms, ease of intub-
ation, haemodynamic responses, clinical success rates and
its relationship to the measurement of LSR or not at
30 days after surgery, as described below:

1. Post-intubation pharyngolaryngeal symptoms are
defined as hoarse or sore throat 24 h after
extubation. The severity of the complaint is
assessed on a 101-point numerical rating scale
(0 = no discomfort, 100 = extreme discomfort).

2. The rate of difficult intubations is defined as an
IDS score >5. The IDS (Table 2) is the sum of the
seven following variables: number of tracheal
intubation attempts, number of operators who
attempted intubation, number of alternative
techniques used, glottic exposure (as defined by
the Cormack and Lehane classification [20]),
intensity of lifting force (normal or increased)
applied during laryngoscopy, necessity for external
laryngeal manipulation, and position of the vocal
cords (Table 2) [21].
3. The rate of adverse haemodynamic events is defined
as hypotension and bradycardia and the need to
administer ephedrine or atropine.

4. Clinical success is defined as HFS relief at 30 days
after surgery.

Sample size calculation
We performed a pilot study of the LSR rate (following
the same protocol as the proposed study) before writing
the protocol. According to the results of our preliminary
study, the Vecuronium group percentage is assumed to
be 60%, the Succinylcholine group percentage is
assumed to be 70%, and the No Muscle Relaxant group
percentage is 100%. Effect size is assumed 0.4 corre-
sponding to our preliminary result. A sample size of 27
patients for each study group with an allocation ratio of
1:1:1 for a total of 81 patients is required to achieve 90%
power (alpha at 0.05) to detect a difference among the
groups in the primary end-point variable (LSR rate)
(G*Power 3.1.2 software). Allowing for a drop-out rate
of 15% per group, we decided to recruit 96 participants.

Statistical analysis
Double data entry will be done by assistants not partici-
pating in the study. Baseline characteristics will be
described and compared for all three groups. All main
analyses were based on the intention-to-treat patients.

The primary statistical analysis is performed at the end
of the surgery. All three group comparisons will be con-
ducted. LSR rates will be compared using the chi-square
test and RR is assumed for the calculation. All the di-
chotomous (secondary) outcomes will be compared be-
tween the three treatment groups using the chi square
(or Fisher’s exact) test. Continuous (secondary) outcome
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of the severity of the complaint will be compared using
one-way ANOVA.
Statistical analyses will be carried out using the SPSS

software (SPSS 18.0, Chicago, IL, USA). A P <0.05 will
be considered statistically significant.

Treatment discontinuation
If intubating conditions are unsatisfactory due to poor
muscle relaxation, the second anaesthetist in attendance
could administer succinylcholine (1 mg/kg) to patients
in the No Muscle Relaxant group, but all patients rando-
mized need to be included in the analyses.

Ethical considerations
The study will be conducted according to the principles
of the Declaration of Helsinki (2008 version) [22].
The Medical Ethics Committee of the West China

Hospital, Sichuan University approved the protocol be-
fore start of the trial (6 Sep, 2011 Number 77; President
Prof. Zeng Yong).

Discussion
In the present study, we chose succinylcholine and
vecuronium because they are the most frequently used
neuromuscular blockers and are ultra-short-acting depo-
larising and intermediate-acting non-depolarising muscle
relaxants, respectively. We did not choose rocuronium
(the most rapid-onset non-depolarising relaxant) be-
cause it should be kept in the refrigerator at 2 to 8
degrees, which is unavailable in our operating room. We
monitor the LSR from intubation to the dural opening,
not during the whole surgery. Because the outflow of
cerebrospinal fluid also causes a temporary shift in the
neurovascular relationship equivalent to decompression,
the LSR may disappear after the drainage of cerebro-
spinal fluid [7,9,13]. Anaesthesia is maintained using
total intravenous anaesthesia (TIVA), because inhalation
anaesthetics enhance the effect of muscle relaxants [23].
The mechanism of the LSR is controversial and may

be a result of pulsatile compression at the REZ of the fa-
cial nerve [24]. The LSR has been related to cross-
transmission (ephaptic transmission) of antidromic ac-
tivity that occurs at a central site in the facial nucleus
[25], but recently, Møller et al. has demonstrated that
the abnormal responses are due to hyperactivity of the
facial motor nucleus [26].
An important limitation that must be noted is that we

do not routinely perform the TOF to measure the degree
of the muscle relaxation. We plan to perform the TOF
of the orbicularis oculi to study the relationship between
the degree of muscle relaxation and the LSR in further
studies.
To the best of our knowledge, this trial is the first at-

tempt to investigate the LSR rate and the impact of
muscle relaxants on the LSR. The results of this trial will
have a major impact on the induction regimen of anaes-
thesia in patients with HFS undergoing MVD.

Trial status
The trial was started in September 2011. To date, more
than 30 patients have been included.

Abbreviations
AMR: Abnormal muscle response; ASA: American Society of Anesthesia;
EMG: Electromyography; HFS: Hemifacial spasm; LSR: Lateral spread response;
MVD: Microvascular decompression; NMBA: Neuromuscular blocking agent;
REZ: Root exit zone; Sch: Succinylcholine; TCI: Target-controlled infusion;
TIVA: Total intravenous anaesthesia; TOF: Train of four.

Competing interests
The authors declare no financial or competing interests.

Authors’ contributions
YF and HZ conceived and designed the study, drafted the manuscript, and
contributed equally to this work. WL contributed to the design of the study.
YL conceived and designed the study and revised the manuscript. All
authors read and approved the final manuscript.

Acknowledgements
We would like to acknowledge Prof. Guanjian Liu (Chinese Cochrane Centre)
for his advice on the randomisation and statistical analysis sections.
We would like to acknowledge Charlie Goldsmith, Lehana Thabane and
Summer Syed for peer review of the present manuscript and advising us on
several aspects of the study protocol.

Author details
1Department of Neurosurgery, West China Hospital, Sichuan University, 37
Guo Xue Xiang Street, Chengdu 610041, China. 2Department of
Anesthesiology, West China Hospital, Sichuan University, 37 Guo Xue Xiang
Street, Chengdu 610041, China.

Received: 30 January 2012 Accepted: 14 August 2012
Published: 8 September 2012

References
1. Miller LE, Miller VM: Safety and effectiveness of microvascular

decompression for treatment of hemifacial spasm: a systematic review.
Br J Neurosurg, . in press. http://www.ncbi.nlm.nih.gov/pubmed?term=Safety
%20and%20effectiveness%20of%20microvascular%20decompression%20for
%20treatment%20of%20hemifacial%20spasm%3A%20a%20systematic%
20review.

2. Moller AR, Jannetta PJ: Microvascular decompression in hemifacial spasm:
intraoperative electrophysiological observations. Neurosurgery 1985,
16:612–618.

3. Moller AR, Jannetta PJ: Monitoring facial EMG responses during
microvascular decompression operations for hemifacial spasm.
J Neurosurg 1987, 66:681–685.

4. Li J, Zhang Y, Zhu H, Li Y: Prognostic value of intra-operative abnormal
muscle response monitoring during microvascular decompression for
long-term outcome of hemifacial spasm. J Clin Neurosci 2012, 19:44–48.

5. Dannenbaum M, Lega BC, Suki D, Harper RL, Yoshor D: Microvascular
decompression for hemifacial spasm: long-term results from 114
operations performed without neurophysiological monitoring.
J Neurosurg 2008, 109:410–415.

6. Sekula RF Jr, Bhatia S, Frederickson AM, Jannetta PJ, Quigley MR, Small GA,
Breisinger R: Utility of intraoperative electromyography in microvascular
decompression for hemifacial spasm: a meta-analysis. Neurosurg Focus
2009, 27:E10.

7. Ying TT, Li ST, Zhong J, Li XY, Wang XH, Zhu J: The value of abnormal
muscle response monitoring during microvascular decompression
surgery for hemifacial spasm. Int J Surg 2011, 9:347–351.

8. Thirumala PD, Shah AC, Nikonow TN, Habeych ME, Balzer JR, Crammond DJ,
Burkhart L, Chang YF, Gardner P, Kassam AB, Horowitz MB: Microvascular

http://www.ncbi.nlm.nih.gov/pubmed?term=Safety%20and%20effectiveness%20of%20microvascular%20decompression%20for%20treatment%20of%20hemifacial%20spasm%3A%20a%20systematic%20review
http://www.ncbi.nlm.nih.gov/pubmed?term=Safety%20and%20effectiveness%20of%20microvascular%20decompression%20for%20treatment%20of%20hemifacial%20spasm%3A%20a%20systematic%20review
http://www.ncbi.nlm.nih.gov/pubmed?term=Safety%20and%20effectiveness%20of%20microvascular%20decompression%20for%20treatment%20of%20hemifacial%20spasm%3A%20a%20systematic%20review
http://www.ncbi.nlm.nih.gov/pubmed?term=Safety%20and%20effectiveness%20of%20microvascular%20decompression%20for%20treatment%20of%20hemifacial%20spasm%3A%20a%20systematic%20review


Fang et al. Trials 2012, 13:160 Page 6 of 6
http://www.trialsjournal.com/content/13/1/160
decompression for hemifacial spasm: evaluating outcome
prognosticators including the value of intraoperative lateral spread
response monitoring and clinical characteristics in 293 patients.
J Clin Neurophysiol 2011, 28:56–66.

9. Neves DO, Lefaucheur JP, de Andrade DC, Hattou M, Ahdab R, Ayache SS,
Le Guerinel C, Keravel Y: A reappraisal of the value of lateral spread
response monitoring in the treatment of hemifacial spasm by
microvascular decompression. J Neurol Neurosurg Psychiatry 2009,
80:1375–1380.

10. Huang BR, Chang CN, Hsu JC: Intraoperative electrophysiological
monitoring in microvascular decompression for hemifacial spasm.
J Clin Neurosci 2009, 16:209–213.

11. Kong DS, Park K, Shin BG, Lee JA, Eum DO: Prognostic value of the lateral
spread response for intraoperative electromyography monitoring of the
facial musculature during microvascular decompression for hemifacial
spasm. J Neurosurg 2007, 106:384–387.

12. Yamashita S, Kawaguchi T, Fukuda M, Watanabe M, Tanaka R, Kameyama S:
Abnormal muscle response monitoring during microvascular
decompression for hemifacial spasm. Acta Neurochir (Wien) 2005,
147:933–937. discussion 937–938.

13. Mooij JJ, Mustafa MK, van Weerden TW: Hemifacial spasm: intraoperative
electromyographic monitoring as a guide for microvascular
decompression. Neurosurgery 2001, 49:1365–1370. discussion 1370–1361.

14. Kiya N, Bannur U, Yamauchi A, Yoshida K, Kato Y, Kanno T: Monitoring of
facial evoked EMG for hemifacial spasm: a critical analysis of its
prognostic value. Acta Neurochir (Wien) 2001, 143:365–368.

15. Joo WI, Lee KJ, Park HK, Chough CK, Rha HK: Prognostic value of intra-
operative lateral spread response monitoring during microvascular
decompression in patients with hemifacial spasm. J Clin Neurosci 2008,
15:1335–1339.

16. Kim CH, Kong DS, Lee JA, Kwan P: The potential value of the
disappearance of the lateral spread response during microvascular
decompression for predicting the clinical outcome of hemifacial spasms:
a prospective study. Neurosurgery 2010, 67:1581–1587 discussion
1587–1588.

17. Longnecker DE, Brown DL, Newman MF, Zapol WM (Eds): Anesthesiology.
New York: McGraw-Hill; 2008.

18. ASA Physical Status Classification System. http://www.asahq.org/Home/For-
Members/Clinical-Information/ASA-Physical-Status-Classification-System.

19. Miller R: Will succinylcholine ever disappear? Anesth Analg 2004,
98:1674–1675.

20. Cormack RS, Lehane J: Difficult tracheal intubation in obstetrics.
Anaesthesia 1984, 39:1105–1111.

21. Adnet F, Borron SW, Racine SX, Clemessy JL, Fournier JL, Plaisance P,
Lapandry C: The intubation difficulty scale (IDS): proposal and evaluation
of a new score characterizing the complexity of endotracheal intubation.
Anesthesiology 1997, 87:1290–1297.

22. WMA Declaration of Helsinki - ethical principles for medical research
involving human subjects., . http://www.wma.net/en/30publications/
10policies/b3/.

23. Wulf H, Hauschild S, Proppe D, Ledowski T: Augmentation of the
neuromuscular blocking effect of mivacurium during inhalation
anesthesia with desflurane, sevoflorane and isoflurane in comparison
with total intravenous anesthesia. Anaesthesiol Reanim 1998, 23:88–92.
German.

24. Ishikawa M, Ohira T, Namiki J, Ajimi Y, Takase M, Toya S: Abnormal muscle
response (lateral spread) and F-wave in patients with hemifacial spasm.
J Neurol Sci 1996, 137:109–116.

25. Moller AR: Hemifacial spasm: ephaptic transmission or hyperexcitability
of the facial motor nucleus? Exp Neurol 1987, 98:110–119.

26. Moller AR: Vascular compression of cranial nerves: II: pathophysiology.
Neurol Res 1999, 21:439–443.

doi:10.1186/1745-6215-13-160
Cite this article as: Fang et al.: A comparison of three induction
regimens using succinylcholine, vecuronium, or no muscle relaxant:
impact on the intraoperative monitoring of the lateral spread response
in hemifacial spasm surgery: study protocol for a randomised controlled
trial. Trials 2012 13:160.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit

http://www.asahq.org/Home/For-Members/Clinical-Information/ASA-Physical-Status-Classification-System
http://www.asahq.org/Home/For-Members/Clinical-Information/ASA-Physical-Status-Classification-System
http://www.wma.net/en/30publications/10policies/b3/
http://www.wma.net/en/30publications/10policies/b3/

	Abstract
	Background
	Methods and design
	Discussion
	Trials registration

	Background
	Succinylcholine
	Vecuronium

	Methods
	Inclusion and exclusion criteria

	link_Fig1
	Randomisation
	Outcome measures

	link_Tab1
	link_Fig2
	Sample size calculation
	Statistical analysis

	link_Tab2
	Treatment discontinuation
	Ethical considerations

	Discussion
	Trial status
	Competing interests
	Authors´ contributions
	Acknowledgements
	Author details
	References
	link_CR1
	link_CR2
	link_CR3
	link_CR4
	link_CR5
	link_CR6
	link_CR7
	link_CR8
	link_CR9
	link_CR10
	link_CR11
	link_CR12
	link_CR13
	link_CR14
	link_CR15
	link_CR16
	link_CR17
	link_CR18
	link_CR19
	link_CR20
	link_CR21
	link_CR22
	link_CR23
	link_CR24
	link_CR25
	link_CR26


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /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
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /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 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 (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  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 /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


