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Abstract

Background: A 6-month phase 2 study of fingolimod demonstrated efficacy and safety in Japanese patients with
relapsing-remitting multiple sclerosis (MS). Here we report a 6-month observational extension that evaluated effi-
cacy and safety in patients who received fingolimod continuously for 12 months or who switched from placebo to
fingolimod.

Methods: Of 147 patients who completed the 6-month core study, 143 entered the extension. Those originally
randomized to placebo were re-randomized to fingolimod 1.25 mg or 0.5 mg. During the extension, all patients
were switched to open-label fingolimod 0.5 mg.

Results: Magnetic resonance imaging (MRI) and relapse outcomes were maintained or improved in patients
treated with fingolimod for 12 months versus those treated for 6 months. No new safety events were reported over
12 months of treatment. Infections occurred in similar proportions of continuously treated and switched patients,
while cardiac and liver adverse events occurred in fewer continuously treated than switched patients. Four patients
were aquaporin-4 (AQP4) antibody-positive, three of whom showed rapid disease exacerbations within 10 days of
fingolimod initiation.

Conclusion: Continuous fingolimod treatment for up to 12 months was associated with maintained or improved
efficacy and a manageable safety profile, consistent with that previously seen. Results in a small number of patients
suggest lack of benefit in AQP4 antibody-positive patients. Meaningful statistical interpretation was limited by the
small sample size in each treatment group, owing to the number of patients who completed the core study.

Trial registration: ClinicalTrials.gov NCT00670449

Keywords: Aquaporin 4, Fingolimod, Longitudinally extensive spinal cord lesions, Multiple sclerosis, Phase 2 study
Background
Fingolimod (FTY720) 0.5 mg once daily is the first oral
therapy approved for relapsing multiple sclerosis (MS) in
many countries, including the USA [1], for relapsing-
remitting MS (RRMS) with high disease activity in the
European Union [2], and for the treatment of MS in
Japan [3]. Fingolimod binds to sphingosine 1-phosphate
receptors (S1PRs) on lymphocytes leading to retention
of circulating lymphocytes in the lymph nodes. This
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reversible reduction in the number of peripheral blood
lymphocytes is postulated to be mechanistically import-
ant in MS, decreasing the recirculation of autoreactive
lymphocytes and preventing their infiltration into the
central nervous system [4,5].
Global phase 2 and 3 clinical studies have established

a favorable efficacy and safety profile for fingolimod in
predominantly Caucasian populations with MS [6-9]. A
6-month, phase 2, registration study (ClinicalTrials.gov
Identifier NCT00537082) in Japanese individuals dem-
onstrated that fingolimod was associated with reduced
inflammatory brain lesion activity and relapse rate com-
pared with placebo [10].
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ommons.org/licenses/by/2.0), which permits unrestricted use, distribution, and
iginal work is properly credited.
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This phase 2 extension study aims to assess the long-
term efficacy, safety and tolerability of fingolimod in
Japanese patients with relapsing MS. Here we report
12-month efficacy and safety data in individuals con-
tinuously receiving fingolimod and in those whose
treatment was switched to fingolimod during months
7–12 from placebo during months 0–6 (termed the
placebo-fingolimod group). The effects of delaying the
initiation of fingolimod therapy can be assessed by
comparing patients continuously treated with fingoli-
mod from month 0 and patients switched to fingolimod
6 months later.

Methods
Patients
Patients with relapsing MS who had completed 6
months of treatment in the core study were eligible for
the extension study. Eligibility criteria for the core study
have been described in detail elsewhere [10]. In brief, pa-
tients had to be aged 18–60 years and have a diagnosis
of MS according to the revised McDonald criteria [11]
with recent relapses or at least one baseline gadolinium
(Gd)-enhancing T1 lesion on magnetic resonance imaging
(MRI). Patients with longitudinally extensive spinal cord
lesions (LESCLs) of at least three segments (a marker of
neuromyelitis optica [NMO]) at screening were excluded.
Those who completed the core study were invited to give
informed consent to enter the extension phase unless a
study investigator assessed them to be medically ineligible.

Study oversight and design
Information about study oversight has been published
previously [10]. The study (ClinicalTrials.gov Identifier,
NCT00670449) was conducted in accordance with the
International Conference on Harmonisation Guidelines
for Good Clinical Practice [12] and the Declaration of
Helsinki [13] and was overseen by an independent Data
Safety Monitoring Board. Prior to conducting the study,
the Institutional Review Board at each participating
medical centre provided ethical approval of the study
protocol as well as the case report forms, patient infor-
mation and informed consent forms. In the core study,
patients were randomly assigned in a 1:1:1 ratio to re-
ceive once-daily fingolimod capsules, 0.5 mg or 1.25 mg,
or matching placebo for 6 months according to the pro-
cedures previously published [10]. After entering the ex-
tension study, patients either continued to receive their
initial dose of fingolimod (0.5 mg or 1.25 mg) or were
re-randomized 1:1 from placebo to fingolimod 0.5 mg or
1.25 mg under double-blind conditions. Late in the
study, emerging efficacy and safety data from the phase
3 clinical trial program [6,8] indicated a more favorable
benefit-risk profile for fingolimod 0.5 mg than for the
higher fingolimod dose. Based on these results, all
patients who had yet to enter the extension study and
who had received fingolimod 1.25 mg or placebo in the
core study, and patients who were continuing to receive
fingolimod 1.25 mg in the extension study, had their
treatment switched to fingolimod 0.5 mg. The mean
time to switch from administration of the first dose in
the core study was 399 days for the fingolimod 1.25 mg
group and 344 days for the placebo-fingolimod 1.25 mg
group. The majority of patients switched by 12 months
from core study start (fingolimod 1.25 mg, 25/46
[54.3%] patients; placebo-fingolimod 1.25 mg, 12/23
[52.2%] patients).
Study endpoints and procedures
Key efficacy variables were MRI inflammatory activity (pro-
portions of patients free of Gd-enhancing T1-weighted or
new/newly enlarged T2-weighted MRI lesions and num-
bers of Gd-enhancing T1-weighted or new/newly enlarged
T2-weighted MRI lesions) and relapse activity (proportions
of patients free of relapses over 12 months, time to the first
confirmed relapse up to 12 months and annualized relapse
rate [ARR]).
Standardized MRI images were obtained as described

previously [7] at screening and months 3, 6, 9 and 12.
Expanded Disability Status Scale (EDSS) scores were
determined at months 6, 9 and 12. Clinical and safety
assessments were conducted on day 1 of entry into the
extension study and at months 6.5, 7, 8, 9, 10, 11 and
12. Vital signs were monitored for at least the first 6
hours after first-dose administration of fingolimod.
Anti-aquaporin-4 (AQP4) antibody test results were
collected retrospectively from medical records of pa-
tients who consented to provide the data during the
study.
Statistical methods
The analysis population for MRI endpoints included all
patients who received at least one dose of study drug
during the extension study and had at least one valid
MRI scan during the extension study at month 9 or later
(MRI analysis population). The full analysis set (all pa-
tients who received at least one dose of study drug dur-
ing the extension phase) was used for relapse and EDSS
endpoints (clinical analysis population) and safety end-
points (extension safety population). Efficacy and safety
endpoint data were summarized according to the four
groups (fingolimod 1.25 mg, fingolimod 0.5 mg, placebo-
fingolimod 1.25 mg and placebo-fingolimod 0.5 mg). The
change in dose to fingolimod 0.5 mg during the study for
patients initially randomized to fingolimod 1.25 mg in
either the core study or extension study precluded the
possibility of meaningful formal statistical comparisons.
Therefore, analyses were summarized descriptively.



Kira et al. BMC Neurology 2014, 14:21 Page 3 of 11
http://www.biomedcentral.com/1471-2377/14/21
Results
Study population
A total of 171 patients were randomized in the core
study across 43 centers in Japan [10]; 147 completed the
trial [10] and 143 agreed to enter the extension phase
(Figure 1). The extension began in April 2008 and all of
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Table 1 Baseline demographics and clinical characteristics of patients at entry to core study (extension randomized
population)

Characteristic Fingolimod 0.5 mg
(n = 47)

Fingolimod 1.25 mg
(n = 46)

Placebo-fingolimod 0.5 mg
(n = 27)

Placebo-fingolimod 1.25 mg
(n = 23)

Patient demographic

Age, years

Mean (SD) 34.9 (9.0) 35.7 (8.8) 34.2 (9.1) 35.5 (8.4)

Median (range) 34.0 (19–52) 36.0 (18–55) 34.0 (18–52) 34.0 (21–51)

Female, n (%) 33 (70.2) 31 (67.4) 19 (70.4) 14 (60.9)

BMI, kg/m2

Mean (SD) 21.8 (3.2) 22.0 (3.9) 21.0 (2.6) 20.7 (3.1)

Median (range) 21.5 (15.1–32.6) 21.1 (18.1–36.2) 20.8 (15.0–26.2) 20.2 (13.8–28.8)

Disease characteristic

Clinical pattern of MS, n (%)

Relapsing-remitting 44 (93.6) 45 (97.8) 27 (100.0) 23 (100.0)

Secondary progressive 3 (6.4) 1 (2.2) 0 (0.0) 0 (0.0)

Duration of MS since first symptom, years

Mean (SD) 8.2 (6.6) 7.6 (5.5) 8.4 (8.1) 8.4 (7.2)

Median (range) 6.4 (1–26) 6.2 (0–21) 5.4 (1–27) 5.9 (1–24)

Number of relapses within previous year

Mean (SD) 1.4 (0.9) 1.5 (1.0) 2.1 (2.1) 1.4 (0.7)

Median (range) 1.0 (0–3) 1.0 (0–4) 2.0 (1–12) 1.0 (0–3)

Number of relapses within previous 2 years

Mean (SD) 2.1 (1.3) 2.2 (1.6) 3.2 (4.0) 2.5 (1.4)

Median (range) 2.0 (0–7) 2.0 (0–6) 2.0 (1–22) 2.0 (0–5)

EDSS score

Mean (SD) 2.4 (1.9) 1.9 (1.7) 1.9 (1.6) 2.4 (1.6)

Median (range) 2.0 (0.0–6.0) 2.0 (0.0–6.0) 1.5 (0.0–5.0) 2.0 (0.0–5.5)

MRI characteristics

Patients free of Gd-enhancing lesions

n (%) 28 (59.6) 22 (47.8) 13 (48.1) 17 (73.9)

Number of Gd-enhancing lesions

Mean (SD) 1.0 (1.59) 1.7 (2.42) 1.7 (2.45) 0.7 (1.49)

Median (range) 0.0 (0–5) 1.0 (0–9) 1.0 (0–9) 0.0 (0–5)

Number of T2 lesions

Mean 30.3 (22.83) 34.6 (24.15) 28.9 (23.22) 33.3 (23.11)

Median (range) 24.0 (4–100) 29.5 (5–119) 23.0 (3–98) 35.0 (1–91)

MS medication history

Treatment-naïve patients, n (%) 16 (34.0) 21 (45.7) 16 (59.3) 8 (34.8)

Previously treated patients, n (%) 31 (66.0) 25 (54.3) 11 (40.7) 15 (65.2)

Any interferon beta 30 (63.8) 25 (54.3) 10 (37.0) 14 (60.9)

Other MS medications 9 (19.1) 6 (13.0) 2 (7.4) 3 (13.0)

Abbreviations: BMI body mass index; EDSS Expanded Disability Status Scale; Gd gadolinium; MRI magnetic resonance imaging; MS multiple sclerosis;
SD standard deviation.
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Baseline MS disease characteristics of the extension
randomized population appeared to be generally similar
across treatment groups (Table 1) with the exception of
mean number of relapses in the previous 1 or 2 years
and the proportion of patients free of Gd-enhancing
lesions.
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Efficacy outcomes
MRI outcomes
In patients switched from placebo to fingolimod therapy,
inflammatory MRI activity appeared to be reduced in
the extension study compared with the core phase, with
apparently consistent effects across the two fingolimod
doses (Table 2). The proportions of patients free of Gd-
enhancing lesions at months 9 and 12 were markedly
higher than those at months 3 and 6, as were the pro-
portions of patients free of new/newly enlarged T2
lesions over months 7–12 versus months 0–6. Mean
numbers of Gd-enhancing and new/newly enlarged T2
lesions were reduced in switched patients in the exten-
sion study compared with the core phase. In patients
continuously treated with fingolimod, the proportions of
patients free of Gd-enhancing lesions or new/newly
Table 2 MRI and clinical endpoints in the core (months 0–6) a
analysis populations)

Continuous fingolimo

Fingolimod
0.5 mg

Fin
1

MRI outcomes (MRI analysis population) n = 45

Patients free of Gd-enhancing lesions, n/totala (%)

Both months 3 and 6 35/45 (77.8) 37

Both months 9 and 12 38/45 (84.4) 36

Number of Gd-enhancing lesions

Month 6 0.1 (0.32) 0

Month 12 0.0 (0.15) 0

Patients free of new/newly enlarged T2 lesions, n/totala (%)

Months 0–6 30/45 (66.7) 24

Months 7–12 39/45 (86.7) 37

Number of new/newly enlarged T2 lesions

Months 0–6 0.9 (2.1) 1

Months 7–12 0.3 (1.1) 0

Clinical outcomes (clinical analysis
population)

n = 47

Patients free of relapse, nb (%)

Months 0–6 38 (80.9) 3

Months 7–12 42 (89.4) 4

Annualized relapse ratec

Months 0–6 0.47

Months 7–12 0.23

EDSS score change from core baseline

Month 6 0.00 (0.36) −0

Month 12 −0.02 (0.46) −0

All values are means (standard deviations) unless otherwise indicated.
aThe numerators (n) indicate the number of patients free of Gd-enhancing lesions o
of patients for whom MRI data were available. The percentages were calculated as
bAbsolute number of patients free of confirmed relapses.
cCalculated as total number of confirmed relapses per treatment arm/total number
Abbreviations: EDSS Expanded Disability Status Scale; Gd gadolinium; MRI magnetic
enlarged T2 lesions remained high or increased slightly
in the extension study compared with the core phase.
Mean numbers of Gd-enhancing lesions decreased to
zero at month 12, and the number of new/newly en-
larged T2 lesions decreased over months 7–12 versus
months 0–6. Over 12 months of treatment, the propor-
tions of patients who were free of new/newly enlarged
T2 lesions were higher and the mean numbers of new/
newly enlarged T2 lesions were lower in the groups that
received continuous fingolimod for 12 months compared
with the groups that switched from placebo to fingoli-
mod at month 6 (Figure 2, A and C).

Clinical outcomes
In individuals switched from placebo to fingolimod ther-
apy, the proportions of patients who were free of relapse
nd extension phases (months 7–12) (MRI and clinical

d groups Placebo to fingolimod switch groups

golimod
.25 mg

Placebo-fingolimod
0.5 mg

Placebo-fingolimod
1.25 mg

n = 42 n = 23 n = 20

/42 (88.1) 6/23 (26.1) 11/20 (55.0)

/42 (85.7) 16/23 (69.6) 13/19 (68.4)

.2 (1.08) 1.3 (1.84) 1.2 (1.96)

.0 (0.15) 0.1 (0.31) 0.2 (0.54)

/42 (57.1) 5/23 (21.7) 10/19 (52.6)

/42 (88.1) 13/21 (61.9) 11/17 (64.7)

.0 (2.0) 7.7 (14.5) 5.1 (6.8)

.2 (0.5) 0.6 (1.2) 0.5 (0.9)

n = 46 n = 27 n = 23

8 (82.6) 18 (66.7) 14 (60.9)

1 (89.1) 24 (88.9) 21 (91.3)

0.39 0.97 1.22

0.28 0.26 0.21

.21 (0.59) 0.04 (1.00) 0.26 (0.78)

.02 (0.83) −0.32 (0.66) −0.11 (0.95)

r new/newly enlarged T2 lesions; the denominators (total) indicate the number
n/total × 100.

of days on the study for all patients per treatment arm × 365.25.
resonance imaging.
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Figure 2 Clinical and magnetic resonance imaging (MRI) endpoints over months 0–12. Between-groups comparisons for (A) proportions of
patients who were free of new/newly enlarged T2 lesions, (B) proportions of patients who were relapse-free (absolute number of patients free of
confirmed relapses), (C) the cumulative number of new/newly enlarged T2 lesions and (D) the annualized relapse rate (calculated as total number
of confirmed relapses per treatment arm divided by total number of days on the study for all patients per treatment arm, multiplied by 365.25).
The MRI analysis population was used for the proportion of patients free of new/newly enlarged T2 lesions (A) and cumulative number of new/newly
enlarged T2 lesions (C). The extension full analysis set was used for the proportion of patients relapse-free (B) and annualized relapse rate (D).
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increased over months 7–12 compared with months 0–6,
and ARRs over months 7–12 were markedly reduced
compared with months 0–6 (Table 2). Kaplan-Meier plots
demonstrated a decreased risk of relapse over months 7–
12 compared with months 0–6 for those switching treat-
ment from placebo to fingolimod (Figure 3). In patients
continuously treated with fingolimod, the proportion of
patients who were free of relapse remained high in the ex-
tension study compared with the core phase, while ARRs
further decreased in the extension study compared with
the core phase. The risk of relapse on Kaplan-Meier plots
remained similar in the continuous fingolimod 1.25 mg
and 0.5 mg groups over the core and extension phases
(Figure 3). The proportions of patients who were free
of relapse were higher, and ARRs were lower, for indi-
viduals who received continuous fingolimod therapy for
12 months compared with patients whose treatment
was switched from placebo to fingolimod at month 6
(Figure 2, B and D).

Safety and tolerability
A higher proportion of patients experienced an AE in
the 1.25 mg groups relative to the 0.5 mg groups during
the extension phase (months 7–12) in both continuous
fingolimod and switched treatment groups (Table 3).
The incidence of serious AEs was lower in the continu-
ously treated groups than in the switched groups, and
no serious AEs occurred in the continuous fingolimod
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0.5 mg group during the extension phase (Table 3). The
total incidence of AEs leading to study drug discontinu-
ation was lower in the continuously treated groups than
the switched groups (Table 3). No AE leading to study
drug discontinuation occurred in more than one patient
in each treatment group.
Infections and infestations were the most commonly

reported AEs and appeared to occur in generally similar
proportions of continuously treated and switched pa-
tients, but were slightly more common in the fingolimod
1.25 mg groups than the 0.5 mg groups (Table 3). No in-
fections were reported as serious AEs (Table 3) and no
infections were responsible for study drug discontinu-
ation. Nasopharyngitis was the most commonly reported
AE, occurring in 25.9–41.3% of patients. Influenza was
more frequent in the placebo-fingolimod 1.25 mg switch
group than in the continuous fingolimod 1.25 mg group
and did not occur in the fingolimod 0.5 mg treatment
groups. Herpes zoster infections occurred in 3.7% and
4.3% of switched patients (placebo-fingolimod 0.5 mg
and placebo-fingolimod 1.25 mg, respectively), but were
absent in both continuously treated groups.
The only recorded cardiac AEs were second-degree

atrioventricular (AV) block and bradycardia, which each
occurred in 3 (13%) patients in the placebo-fingolimod
1.25 mg group, and all occurred at first dose (Table 3).
Of these, two of the bradycardia cases were reported as
serious AEs.
Abnormal liver function tests and liver enzyme eleva-

tions occurred more frequently, and led to study drug
discontinuation more frequently, in the switched pa-
tients during the extension study phase than in the con-
tinuously treated patients (Table 3). In switched patients
with abnormal liver function test results, alanine amino-
transferase (ALT), aspartate aminotransferase (AST) and
γ-glutamyl transferase (GGT) levels were elevated from
month 6.5 onwards and reached a maximum between
months 9 and 12. In continuously treated patients with
abnormal test results, elevations in ALT, AST and GGT
were observed from 15 days after initiation of treatment
in the core study: a maximum level was reached at
month 3 for ALT and AST and at month 6.5 for GGT;
levels of ALT, AST and GGT then remained stable up to
month 12.
No deaths, malignancies or confirmed cases of macular

edema were reported in patients treated continuously with
fingolimod or in switched patients over months 0–12.
However, a 42-year-old man in the fingolimod 0.5 mg
group died approximately 1 year after discontinuing
study drug (discontinuation was due to a serious MS
relapse). The cause of death was diagnosed at autopsy
as Epstein-Barr virus (EBV)-related B-cell lymphoma of
the brain accompanying non-methotrexate-associated
iatrogenic immunodeficiency-associated lymphoprolif-
erative disorder of the lung, kidney, thyroid and je-
junum (further details are provided in the Additional
file 1). Although the B-cell lymphoma was diagnosed 5
months after discontinuation of study drug and after a
relatively brief period of treatment with fingolimod of 9
months, a relationship between the B-cell lymphoma
and the study medication cannot be excluded and was
suspected by the investigator.

Clinical courses and safety events in patients positive for
anti-AQP4 antibodies
Anti-AQP4 antibody test results were obtained from one
patient during the processing of a serious AE (multifocal
white matter lesions in an individual in the placebo-
fingolimod 1.25 mg group) and retrospectively from the
medical histories of a further 67 patients. Of these 68



Table 3 Most frequent adverse events and serious adverse events during the extension phase
(extension safety population)

Adverse event, n (%) Placebo-fingolimod
0.5 mg (n = 27)

Placebo-fingolimod
1.25 mga (n = 23)

Continuous fingolimod
0.5 mg (n = 47)

Continuous fingolimod
1.25 mga (n = 46)

Any adverse event 22 (81.5) 23 (100) 35 (74.5) 41 (89.1)

Any serious adverse event 1 (3.7) 4 (17.4) 1 (2.1) 0 (0.0)

Any adverse event leading to discontinuation of
study drug

5 (18.5) 3 (13.0) 2 (4.3) 0 (0.0)

Any infection or infestation adverse event 11 (40.7) 14 (60.9) 23 (48.9) 28 (60.9)

Most commonly reported adverse eventsb

Nasopharyngitis 7 (25.9) 7 (30.4) 16 (34.0) 19 (41.3)

Liver function test abnormal 4 (14.8) 9 (39.1) 3 (6.4) 4 (8.7)

Leukopenia 4 (14.8) 1 (4.3) 0 (0.0) 3 (6.5)

Bradycardia 0 (0.0) 3 (13.0) 0 (0.0) 0 (0.0)

Influenza 0 (0.0) 3 (13.0) 0 (0.0) 2 (4.3)

Second-degree atrioventricular block 0 (0.0) 3 (13.0) 0 (0.0) 0 (0.0)

Headache 0 (0.0) 2 (8.7) 5 (10.6) 0 (0.0)

Lymphocyte count decreased 1 (3.7) 2 (8.7) 1 (2.1) 2 (4.3)

Lymphopenia 0 (0.0) 2 (8.7) 0 (0.0) 3 (6.5)

γ-glutamyltransferase increased 1 (3.7) 2 (8.7) 1 (2.1) 0 (0.0)

White blood cell count decreased 0 (0.0) 2 (8.7) 0 (0.0) 1 (2.2)

Eczema 0 (0.0) 1 (4.3) 1 (2.1) 4 (8.7)

Rash 2 (7.4) 1 (4.3) 1 (2.1) 0 (0.0)

Alanine aminotransferase increased 2 (7.4) 0 (0.0) 0 (0.0) 0 (0.0)

Blood triglycerides increased 2 (7.4) 0 (0.0) 0 (0.0) 0 (0.0)

Dental caries 0 (0.0) 0 (0.0) 0 (0.0) 3 (6.5)

Diarrhea 1 (3.7) 0 (0.0) 2 (4.3) 3 (6.5)

Stomatitis 1 (3.7) 1 (4.3) 0 (0.0) 3 (6.5)

Pharyngitis 0 (0.0) 1 (4.3) 1 (2.1) 3 (6.5)

Tinea pedis 1 (3.7) 1 (4.3) 3 (6.4) 0 (0.0)

Skin papilloma 0 (0.0) 0 (0.0) 3 (6.4) 0 (0.0)

Serious adverse events

Bradycardia 0 (0.0) 2 (8.7) 0 (0.0) 0 (0.0)

Leukoencephalopathyc 0 (0.0) 1 (4.3) 0 (0.0) 0 (0.0)

Multiple sclerosis relapse 0 (0.0) 0 (0.0) 1 (2.1) 0 (0.0)

Neuromyelitis optica 1 (3.7) 0 (0.0) 0 (0.0) 0 (0.0)

Abortion induced 0 (0.0) 1 (4.3) 0 (0.0) 0 (0.0)
aAll patients receiving fingolimod 1.25 mg/day were switched to fingolimod 0.5 mg/day after the fingolimod 1.25 mg/day dose was discontinued from all multiple
sclerosis clinical studies.
bAdverse events reported in 5% of patients or more in any treatment group during the extension phase.
cThis single case of leukoencephalopathy was not of the type associated with progressive multifocal leukoencephalopathy.
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patients, four (5.9%) tested positive and three of these
entered the extension phase. The clinical courses and
safety events in these patients are described in Table 4
and Additional file 1. In two of these patients, leukoen-
cephalopathy (multifocal white matter lesions; patient 4
in Table 4) and NMO (patient 3 in Table 4) were re-
ported during months 7–12 as serious AEs (Table 3).
Discussion
This extension study provides additional data with which
to establish the efficacy and safety profile of fingolimod
in Japanese patients with relapsing MS. Overall, the effi-
cacy and safety findings were consistent with those in the
core study [10]. Patients who received continuous fingoli-
mod treatment for 12 months experienced sustained or



Table 4 Summary of clinical course and safety events in patients positive for anti-AQP4 antibodies

Patient Treatment Clinical course and safety events (onseta)

Continuous fingolimod

1 Fingolimod 0.5 mg Bradycardia (day 2); chest discomfort (day 2); enlargement of a pre-existing spinal cord lesion, LESCL,
pons and midbrain lesions (day 9); myelitis and LESCL (day 145); diplopia, right upper limb paresis,
multiple lesions in the cervical and thoracic cord, brainstem, cerebellum and cerebrum (day 235)

2b Fingolimod 1.25 mg Decreased heart rate (day 1); myelitis relapse (day 5); decreased heart rate (day 5; day 1 after drug
interruption); abnormal liver function test result (day 85); asymptomatic multiple enhancing lesions
in the bilateral cerebral white matter and an asymptomatic enhancing spinal cord lesion at C6
(6 days after fingolimod discontinuation); conduction and amnestic aphasia (3 weeks after fingolimod
discontinuation)

Switched from placebo to fingolimod

3 Placebo/fingolimod 0.5 mg Recurrence of right optic neuritis and myelitis (day 29 of extension phase); dysarthria, right ataxia
and weakness, right frontal lobe lesion (3 months); right upper limb weakness (4 months); left parietal
lobe lesion, left paresthesia, dizziness and eye movement disturbance (1 month after fingolimod
discontinuation)

4 Placebo/fingolimod 1.25 mg Relapse showing left hemispheric symptoms and exacerbation of cerebral and cerebellar white matter
lesions (day 9 in the extension phase)c

aDays after initiation of fingolimod in core study or extension phase.
bThis patient discontinued from the study on day 78 during the core phase.
cThis case was not diagnosed as progressive multifocal leukoencephalopathy.
Abbreviations: AQP4 aquaporin 4; LESCL longitudinally extensive spinal cord lesion.
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improved efficacy outcomes during the extension phase
and had reduced relapse rates and MRI lesion activity
compared with those in the core study. Furthermore, effi-
cacy endpoints were consistently superior at month 12 in
the continuous fingolimod groups compared with the
placebo-fingolimod groups.
The results of this trial are consistent with those of

previously reported clinical studies of fingolimod in pre-
dominantly Caucasian populations [6-8,14]. The results
are clinically important because there are genetic, meta-
bolic and lifestyle differences between Caucasian and
Japanese populations [15,16], as well as differences in
the presentation of MS that may affect response to ther-
apy. It has been postulated that the higher prevalence of
optic-spinal MS (OSMS) in Japan versus Western coun-
tries is due to a higher prevalence of NMO, which is also
a demyelinating disease with some overlapping symp-
toms to MS and is characterized by LESCLs [10]. Historic-
ally, no distinction was made between MS and NMO.
However, debate continues about whether OSMS is actu-
ally a distinct disease from both MS and NMO because
many Japanese patients who present with OSMS are sero-
negative for anti-AQP4 (a marker for NMO) and remain
free from LESCLs [17]. This study was designed to ex-
clude NMO patients by using the presence of LESCLs on
spinal MRI as exclusion criteria at screening. Patients were
eligible for the study if the diagnosis of MS was confirmed
by the study investigators and if they fulfilled MRI criteria.
There was no exclusion criterion related to the presence
of anti-AQP4 antibodies. The anti-AQP4 antibody test re-
sults were collected from medical records retrospectively
for patients who consented to provide the data upon oc-
currence of a severe adverse event.
In both the continuous fingolimod and placebo-
fingolimod groups, the safety profile was consistent with
that seen in previous clinical studies [6,8,14,18]. No new
AEs, deaths, or fatal or serious infections were reported
during the extension phase. The cardiac AEs reported in
the placebo-fingolimod groups (transient asymptomatic
bradycardia and second-degree AV block) were consist-
ent with those observed in the core study and in global
clinical studies [6-8,14], and have been shown to be an
expected consequence of the interaction of fingolimod
with S1PRs on atrial myocytes [5,19]. Liver enzyme ele-
vations were more common in the switch groups than in
the continuous fingolimod groups, consistent with the
early onset and transient nature of transaminase eleva-
tions with fingolimod [6,8,14]. Global fingolimod studies
have identified macular edema [6-8] as an AE of low fre-
quency but of particular interest. In this relatively small
study, specific safety monitoring did not identify any
cases of macular edema up to month 12. Three cases of
lymphoma, including the case of EBV-positive B-cell
lymphoma described above, have been reported in the
overall fingolimod clinical development program [20].
This is in line with epidemiological data reporting the
background incidence of lymphoma (19.1 cases per
100,000 person-years [21]). However, because of the low
incidence of malignancies and the limited duration of ex-
posure, firm conclusions on an increased risk of malignan-
cies with fingolimod treatment cannot be drawn yet.
Although it was reported that positivity for antibodies

to AQP4 and evidence of LESCLs distinguish NMO
from MS with 76% and 98% sensitivity, respectively [22],
4/68 (5.9%) patients in this extension study, which
excluded individuals with LESCLs, were anti-AQP4
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antibody-positive. It is therefore possible that not all
cases of NMO were excluded. Exacerbation of NMO has
been reported in Japanese patients treated with inter-
feron beta for MS who were subsequently found to be
positive for antibodies to AQP4 [23]. In addition, a case
study of a patient who developed extensive brain lesions
14 days after initiation of fingolimod 0.5 mg in the phase
3 TRANSFORMS (Trial Assessing Injectable Interferon
versus FTY720 Oral in Relapsing-Remitting Multiple
Sclerosis) has been published [24]. After this patient
tested positive for anti-AQP4 antibodies, the initial diag-
nosis of MS was changed to NMO.
In the present study, three individuals positive for anti-

bodies to AQP4 (patients 1, 2 and 4 from Table 4) devel-
oped relapses very rapidly after introduction of either
dose of fingolimod (2, 5 and 9 days after, respectively).
This is in accordance with the time-course of exacerba-
tion in the previous case report of NMO during fingoli-
mod therapy [24]. In the core study, the proportion of
relapses that occurred in the 2 weeks after study entry
out of the total number of relapses was relatively low
(30%, 17% and 27% for the fingolimod 1.25 mg, 0.5 mg
and placebo groups, respectively). Thus, although causal-
ity cannot be established from this retrospective analysis,
it may be speculated that the relapses within the first 2
weeks following fingolimod initiation in patients positive
for antibodies to AQP4 represented exacerbation of dis-
ease due to the temporal sequence of events here and in
the previous case report of NMO [24]. A fourth anti-
AQP4-positive patient (patient 3 from Table 4) pre-
sented with three relapses during 129 days of fingolimod
therapy; however, this individual was considered to have
high disease activity as indicated by additional relapses
before and after fingolimod therapy. The frequent re-
lapses during fingolimod therapy in patient 3 may also
be partly attributable to exacerbation of relapse. In all
anti-AQP4-positive patients, the nature of relapses de-
veloped after commencing fingolimod appeared to be
similar to previous relapses (myelitis in patients 1, 2 and
3, and multifocal cerebral and cerebellar white matter le-
sions in patient 4). Accordingly, it is conceivable that
fingolimod did not alter the nature of the disease; rather,
it might have enhanced the original disease activity
through an unknown mechanism. In the present study,
corticosteroid pulse therapy appeared to alleviate the ex-
acerbations that emerged after fingolimod initiation,
leaving little or no residual effects (except in patient 4,
who had moderate residual disability despite intravenous
immunoglobulin administration in addition to steroid
pulse therapy), although these observations on cortico-
steroid effects did not have a control for comparison.
Together, the present findings suggest that caution is
needed if introducing fingolimod in patients with idio-
pathic central nervous system demyelinating disease
with atypical MS features without testing for anti-AQP4
antibodies first.
The limitations of this observational extension study

include the need to switch treatment for all patients re-
ceiving fingolimod 1.25 mg to 0.5 mg and the small
sample size, which prevented meaningful statistical in-
terpretation – while larger cohorts would be desirable,
the low incidence of MS in Japan presents a significant
recruitment challenge.

Conclusion
Continuous fingolimod treatment for MS over 12 months
is associated with consistent efficacy outcomes with no de-
terioration in the predictable and manageable safety profile.

Additional file

Additional file 1: Additional results, including the clinical course
and safety events in patients positive for AQP4 antibodies.

Abbreviations
AE: Adverse event; ALT: Alanine aminotransferase; AQP4: Aquaporin-4;
ARR: Annualized relapse rate; AST: Aspartate aminotransferase;
AV: Atrioventricular; EBV: Epstein-Barr virus; EDSS: Expanded Disability Status
Scale; Gd: Gadolinium; GGT: γ-glutamyl transferase; LESCL: Longitudinally
extensive spinal cord lesion; MRI: Magnetic resonance imaging; MS: Multiple
sclerosis; NMO: Neuromyelitis optica; OSMS: Optic-spinal multiple sclerosis;
RRMS: Relapsing-remitting multiple sclerosis; S1PR: Sphingosine 1-phosphate
receptor; TRANSFORMS: Trial Assessing Injectable Interferon versus FTY720
Oral in Relapsing-Remitting Multiple Sclerosis.

Competing interests
Fingolimod is under clinical development by the study sponsor, Novartis
Pharma KK and Mitsubishi Tanabe Pharma Corporation, Tokyo, Japan. TK, IT,
PvR and LZ-A are employees of Novartis and KN is an employee of Mitsubishi
Tanabe Pharma Corporation.

Authors’ contributions
All authors participated in the design of the study, and read and approved
the final manuscript. IT led the statistical analyses. QH conducted the
magnetic resonance imaging.

Acknowledgements
Oxford PharmaGenesis™ Ltd provided editorial assistance on behalf of
Novartis. The study sponsor was involved in the study design, data
interpretation, preparation and decision to submit the manuscript.

Author details
1Department of Neurology, Neurological Institute, Graduate School of
Medical Sciences, Kyushu University, Fukuoka, Japan. 2National Center
Hospital, National Center of Neurology and Psychiatry, Tokyo, Japan.
3Hokkaido Medical Center, National Hospital Organization, Sapporo, Japan.
4Institute of Neurotherapeutics, Kyoto, Japan. 5Novartis Pharma KK, Tokyo,
Japan. 6Mitsubishi Tanabe Pharma Corporation, Tokyo, Japan. 7Novartis
Pharma AG, Basel, Switzerland. 8Department of Neurology, Kyoto
Min-Iren-Central Hospital, Kyoto, Japan. 9Kyoto University Hospital, Kyoto,
Japan.

Received: 18 April 2013 Accepted: 24 January 2014
Published: 29 January 2014

References
1. US Food and Drug Administration (FDA): FDA approves first oral drug to

reduce MS relapses Sep 22. 2010. http://www.fda.gov/NewsEvents/
Newsroom/PressAnnouncements/ucm226755.htm.

http://www.biomedcentral.com/content/supplementary/1471-2377-14-21-S1.pdf
http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm226755.htm
http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm226755.htm


Kira et al. BMC Neurology 2014, 14:21 Page 11 of 11
http://www.biomedcentral.com/1471-2377/14/21
2. European Medicines Agency (EMA) Assessment report: Gilenya. Doc Ref:
EMA/108602/2011. 17 February 2011. http://www.ema.europa.eu/docs/
en_GB/document_library/EPAR_-_Public_assessment_report/human/
002202/WC500104529.pdf.

3. Mitsubishi Tanabe Pharma Corporation: Approval for “IMUSERA® capsules
0.5mg”. Japan’s first once-daily oral dosing multiple sclerosis treatment
(press release). http://www.mt-pharma.co.jp/e/release/nr/2011/pdf/
eMTPC110926_IMU.pdf.

4. Brinkmann V, Billich A, Baumruker T, Heining P, Schmouder R, Francis G,
Aradhye S, Burtin P: Fingolimod (FTY720): discovery and development of an
oral drug to treat multiple sclerosis. Nat Rev Drug Discov 2010, 9:883–897.

5. Chun J, Hartung HP: Mechanism of action of oral fingolimod (FTY720) in
multiple sclerosis. Clin Neuropharmacol 2010, 33:91–101.

6. Cohen JA, Barkhof F, Comi G, Hartung HP, Khatri BO, Montalban X, Pelletier J,
Capra R, Gallo P, Izquierdo G, et al: Oral fingolimod or intramuscular
interferon for relapsing multiple sclerosis. N Engl J Med 2010, 362:402–415.

7. Kappos L, Antel J, Comi G, Montalban X, O’Connor P, Polman CH, Haas T,
Korn AA, Karlsson G, Radue EW: Oral fingolimod (FTY720) for relapsing
multiple sclerosis. N Engl J Med 2006, 355:1124–1140.

8. Kappos L, Radue EW, O’Connor P, Polman C, Hohlfeld R, Calabresi P, Selmaj
K, Agoropoulou C, Leyk M, Zhang-Auberson L, et al: A placebo-controlled
trial of oral fingolimod in relapsing multiple sclerosis. N Engl J Med 2010,
362:387–401.

9. Novartis Pharmaceuticals Corporation: FDA Peripheral and CNS Advisory
Committee Meeting. http://www.fda.gov/downloads/AdvisoryCommittees/
CommitteesMeetingMaterials/Drugs/PeripheralandCentralNervousSystem
DrugsAdvisoryCommittee/UCM216556.pdf?utm_campaign=Google2&
utm_source=fdaSearch&utm_medium=website&utm_term=fingolimod.

10. Saida T, Kikuchi S, Itoyama Y, Hao Q, Kurosawa T, Nagato K, Tang D, Zhang-
Auberson L, Kira J: A randomized, controlled trial of fingolimod (FTY720) in
Japanese patients with multiple sclerosis. Mult Scler 2012, 18:1269–1277.

11. Polman CH, Reingold SC, Edan G, Filippi M, Hartung HP, Kappos L, Lublin
FD, Metz LM, McFarland HF, O’Connor PW, et al: Diagnostic criteria for
multiple sclerosis: 2005 revisions to the “McDonald Criteria”. Ann Neurol
2005, 58:840–846.

12. ICH harmonised tripartite guidelines for good clinical practice E6(R1):
International Conference on Harmonization of technical requirements
for registration of pharmaceuticals for human use, Geneva (1996). http://
www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/
E6_R1/Step4/E6_R1__Guideline.pdf.

13. World Medical Association: Declaration of Helsinki: Ethical principles for
medical research involving human subjects. www.wma.net/en/
30publications/10policies/b3/index.html.

14. Comi G, O’Connor P, Montalban X, Antel J, Radue EW, Karlsson G, Pohlmann
H, Aradhye S, Kappos L: Phase II study of oral fingolimod (FTY720) in
multiple sclerosis: 3-year results. Mult Scler 2010, 16:197–207.

15. Scott SA, Khasawneh R, Peter I, Kornreich R, Desnick RJ: Combined CYP2C9,
VKORC1 and CYP4F2 frequencies among racial and ethnic groups.
Pharmacogenomics 2010, 11:781–791.

16. Satoh T: Genetic polymorphism in drug metabolism and toxicity: Linking
animal research and risk assessment in man. AATEX 2007, 14:443–445.

17. Yoshimura S, Isobe N, Yonekawa T, Matsushita T, Masaki K, Sato S, Kawano
Y, Yamamoto K, Kira J: Genetic and infectious profiles of Japanese
multiple sclerosis patients. PLoS One 2012, 7:e48592.

18. Khatri B, Barkhof F, Comi G, Hartung HP, Kappos L, Montalban X, Pelletier J,
Stites T, Wu S, Holdbrook F, et al: Comparison of fingolimod with
interferon beta-1a in relapsing-remitting multiple sclerosis: a randomised
extension of the TRANSFORMS study. Lancet Neurol 2011, 10:520–529.

19. Brinkmann V: Sphingosine 1-phosphate receptors in health and disease:
mechanistic insights from gene deletion studies and reverse pharmacology.
Pharmacol Ther 2007, 115:84–105.

20. Gilenya (fingolimod) Summary of Product Characteristics. Revised 10
February 2012. [http://www.ema.europa.eu/docs/en_GB/document_library/
EPAR_-_Product_Information/human/002202/WC500104528.pdf]

21. Alexander DD, Mink PJ, Adami HO, Chang ET, Cole P, Mandel JS,
Trichopoulos D: The non-Hodgkin lymphomas: a review of the
epidemiologic literature. Int J Cancer 2007, 120(Suppl 12):1–39.

22. Wingerchuk DM, Lennon VA, Pittock SJ, Lucchinetti CF, Weinshenker BG:
Revised diagnostic criteria for neuromyelitis optica. Neurology 2006,
66:1485–1489.
23. Shimizu J, Hatanaka Y, Hasegawa M, Iwata A, Sugimoto I, Date H, Goto J,
Shimizu T, Takatsu M, Sakurai Y, et al: IFNbeta-1b may severely exacerbate
Japanese optic-spinal MS in neuromyelitis optica spectrum. Neurology
2010, 75:1423–1427.

24. Min JH, Kim BJ, Lee KH: Development of extensive brain lesions following
fingolimod (FTY720) treatment in a patient with neuromyelitis optica
spectrum disorder. Mult Scler 2012, 18:113–115.

doi:10.1186/1471-2377-14-21
Cite this article as: Kira et al.: Fingolimod (FTY720) therapy in Japanese
patients with relapsing multiple sclerosis over 12 months: results of a
phase 2 observational extension. BMC Neurology 2014 14:21.
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.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/002202/WC500104529.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/002202/WC500104529.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/002202/WC500104529.pdf
http://www.mt-pharma.co.jp/e/release/nr/2011/pdf/eMTPC110926_IMU.pdf
http://www.mt-pharma.co.jp/e/release/nr/2011/pdf/eMTPC110926_IMU.pdf
http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/PeripheralandCentralNervousSystemDrugsAdvisoryCommittee/UCM216556.pdf?utm_campaign=Google2&utm_source=fdaSearch&utm_medium=website&utm_term=fingolimod
http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/PeripheralandCentralNervousSystemDrugsAdvisoryCommittee/UCM216556.pdf?utm_campaign=Google2&utm_source=fdaSearch&utm_medium=website&utm_term=fingolimod
http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/PeripheralandCentralNervousSystemDrugsAdvisoryCommittee/UCM216556.pdf?utm_campaign=Google2&utm_source=fdaSearch&utm_medium=website&utm_term=fingolimod
http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/PeripheralandCentralNervousSystemDrugsAdvisoryCommittee/UCM216556.pdf?utm_campaign=Google2&utm_source=fdaSearch&utm_medium=website&utm_term=fingolimod
http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E6_R1/Step4/E6_R1__Guideline.pdf
http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E6_R1/Step4/E6_R1__Guideline.pdf
http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E6_R1/Step4/E6_R1__Guideline.pdf
http://www.wma.net/en/30publications/10policies/b3/index.html
http://www.wma.net/en/30publications/10policies/b3/index.html
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/human/002202/WC500104528.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/human/002202/WC500104528.pdf

	Abstract
	Background
	Methods
	Results
	Conclusion
	Trial registration

	Background
	Methods
	Patients
	Study oversight and design
	Study endpoints and procedures
	Statistical methods

	Results
	Study population
	Efficacy outcomes
	MRI outcomes

	Clinical outcomes
	Safety and tolerability
	Clinical courses and safety events in patients positive for anti-AQP4 antibodies

	Discussion
	Conclusion
	Additional file
	Abbreviations
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References


<<
  /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 0.1000
  /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


