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Abstract

Background: The low level of disease activity and manageable safety profile seen with fingolimod versus placebo
in a 6-month, phase 2, randomized controlled trial in Japanese patients with relapsing multiple sclerosis (MS;
ClinicalTrials.gov Identifier NCT00537082) were maintained in the initial 6-month observational study extension.
Here, we report long-term safety and efficacy results of the 3-year follow-up to the phase 2 study extension.

Methods: The 6-month core study was completed by 147 patients, of whom 143 entered the extension and
took at least one dose of fingolimod. Those originally randomized to placebo were re-randomized to fingolimod
1.25 mg (n=23) or 0.5 mg (n=27). During the extension, the patients taking fingolimod 1.25 mg (n = 46) were
switched to open-label fingolimod 0.5 mg, and those originally randomized to fingolimod 0.5 mg (n =47)
continued with open-label fingolimod 0.5 mg.

Results: Continuous fingolimod treatment was associated with a sustained low level of MRI and relapse activity for
the duration of the extension phase; 75-100% (range across all assessment time points up to end of study) of
patients remained free of Gd-enhanced T1 lesions, 88-100% remained free of new/newly enlarged T2 lesions, and
45-62% remained relapse-free. In patients who switched to the active treatment, a 79.5% decrease in annualized
relapse rate (ARR; from 1.131 before switch to 0.232 6-months after switch) was observed in the first 6 months of
the extension phase and thereafter remained low until the end of study (0.16-0.31 across all assessment time
points after switch up to end of study). The mean number of Gd-enhanced T1 and new/newly enlarged T2 lesions
decreased up to month 9 and thereafter remained low until the end of study (0.0-0.1 and 0.0-0.3, respectively,
across all assessment time points after switch up to end of study). Fingolimod was generally well-tolerated and the
safety profile was consistent with the core and 6-month extension. Serious adverse events were reported in 13.3% of
patients during the extension study, with the range in the continuous fingolimod and placebo-fingolimod switch
groups (3.7-21.7%) being similar to that reported in the core study for the placebo and fingolimod groups (5.3-20.4%).

Conclusion: Continuous fingolimod treatment over 36 months was associated with maintained efficacy and a
manageable safety profile with no new safety signals. These results indicate that fingolimod provides long-term
treatment benefit for Japanese patients with relapsing MS.

Trial registration: ClinicalTrials.gov NCT00670449 (April 28, 2008).

Keywords: Fingolimod, Multiple sclerosis, Phase 2 study extension, Relapse, Aquaporin 4

* Correspondence: saida_takahiko@maia.eonet.ne,jp

TInstitute of Multiple Sclerosis Therapeutics, Nishinokyo-Kasugacho 16-44-409,
Nakakyo-ku, Kyoto 604-8453, Japan

2Kyoto Min-Iren-Central Hospital, Kyoto, Japan

Full list of author information is available at the end of the article

- © The Author(s). 2017 Open Access This article is distributed under the terms of the Creative Commons Attribution 4.0
( B|°Med Central International License (http://creativecommons.org/licenses/by/4.0/), which permits unrestricted use, distribution, and
reproduction in any medium, provided you give appropriate credit to the original author(s) and the source, provide a link to
the Creative Commons license, and indicate if changes were made. The Creative Commons Public Domain Dedication waiver
(http://creativecommons.org/publicdomain/zero/1.0/) applies to the data made available in this article, unless otherwise stated.


http://crossmark.crossref.org/dialog/?doi=10.1186/s12883-017-0794-5&domain=pdf
https://clinicaltrials.gov/ct2/show/NCT00670449
mailto:saida_takahiko@maia.eonet.ne.jp
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/publicdomain/zero/1.0/

Saida et al. BMC Neurology (2017) 17:17

Background

Fingolimod is a once-daily, orally administered therapy for
relapsing forms of multiple sclerosis (MS). Currently, it is
estimated that fingolimod has been used to treat approxi-
mately 155,000 patients in both clinical trials and post-
marketing settings, with a total exposure of approximately
343,000 patient-years [1]. In the phase 2 and 3 trials, con-
ducted in predominantly Caucasian populations, fingolimod
treatment led to a significant reduction in clinical and mag-
netic resonance imaging (MRI) measures of disease activity
compared with placebo [2-4] or interferon (IFN) beta-1a
[5]. Similarly, a 6-month, phase 2, randomized controlled
trial in Japanese patients with relapsing MS (ClinicalTrials.
gov Identifier NCT00537082) demonstrated that fingolimod
0.5 and 1.25 mg significantly reduced relapse rates and MRI
disease activity compared with placebo [6]. In the 6-month
observational extension of this study, continuous fingolimod
treatment for up to 12 months was associated with main-
tained or improved efficacy and a manageable safety profile
[7]. The extension was continued until fingolimod received
marketing authorization in Japan (28 November 2011).
Here, we report long-term safety and efficacy results of
the 3-year follow-up to the phase 2 extension study of fin-
golimod in Japanese patients with relapsing MS.

Methods

Study design and patient population

This was an extension of a 6-month, randomized, double-
blind study comparing fingolimod 0.5 or 1.25 mg with pla-
cebo [6], conducted at 43 centers in Japan between 2008
and 2012. The study design, inclusion criteria and patient
population have previously been described [6, 7]. Patients
diagnosed with relapsing MS according to the McDonald
criteria [8] were eligible to enter the study, and were ran-
domized to fingolimod 0.5 or 1.25 mg, or placebo in a
1:1:1 ratio. Patients with longitudinally extensive spinal
cord lesions of at least three vertebral segments (a marker
of neuromyelitis optica [NMO]) detected by MRI at
screening were excluded. Those who completed the 6-
month core study had an option to enter the extension
study. In the extension phase, patients originally random-
ized to placebo were re-randomized to dose-blind fingoli-
mod 0.5 or 1.25 mg, and patients already treated with
fingolimod continued on the same dose. Subsequent re-
view of safety and efficacy data from the phase 3 clinical
trials [4] revealed a more favorable benefit-risk profile
using fingolimod 0.5 than 1.25 mg. Consequently, all pa-
tients treated with fingolimod 1.25 mg were switched to
this lower dose by 22 February 2010, and the study
adopted an open-label design until the end of the study.

Efficacy and safety endpoints
Although no primary efficacy analysis was undertaken
owing to the nature of the extension study, several
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efficacy and safety outcomes were assessed. MRI mea-
sures, including the number of lesions (both Gd-enhanced
T1 and new or newly enlarged T2) by visit and treatment,
and the proportion of patients free from these lesions
were assessed at screening and months 3, 6, 9, 12, 18, 24
and 36. ARR and Expanded Disability Status Scale (EDSS)
measurements were conducted every 3 months from
month 6 onwards. Relapse activity (proportions of patients
without relapses, time to the first confirmed relapse and
ARR) was determined up to the end of the study. ARR
was calculated using the total number of relapses experi-
enced during a specific period of time adjusted to a 1-year
period. Confirmed relapse was defined as new, worsening,
or recurrent neurological symptoms that occurred at least
30 days after the onset of a preceding relapse, lasted at
least 24 h without fever or infection and were accompan-
ied by an increase of at least half a point on the EDSS or
an increase of at least one point in two functional systems
scores or of at least two points in one functional system
score (excluding changes in bowel or bladder function and
cognition). Confirmed disability was measured using the
EDSS score; 3-month and 6-month confirmed disability
progression was defined as a 3-month and 6-month sus-
tained increase from core baseline in the EDSS score, re-
spectively, with progression defined as a 1-point increase
from baseline in patients with a baseline EDSS score of 0—
5.0, or a 0.5-point increase in patients with a baseline
EDSS score of 5.5 or above. All adverse events (AEs) and
serious adverse events (SAEs) were summarized by patient
group, and pregnancy outcomes were tracked. Regular
monitoring of laboratory values and assessments of vital
signs, electrocardiograms, physical condition and body
weight were undertaken during patient visits. Additional
safety assessments as specified per protocol included
dermatological examinations, ophthalmic examinations,
chest radiography and pulmonary function tests. Anti-
aquaporin-4 (AQP4) antibody test results were collected
retrospectively from medical records of patients who con-
sented to provide the data during the extension study.

Statistical analyses

All patients who were randomized in the 6-month core
study and received at least one dose of study drug were
analyzed as the core full analysis set (FAS) in the exten-
sion study. Efficacy analyses were performed on the core
FAS; all analyses were based on descriptive statistics and
no inferential analysis was performed. ARR was calcu-
lated by treatment group in the core FAS. A Kaplan-
Meier analysis of time to first confirmed relapse from
core baseline to end of study estimated the proportion
of relapse-free patients at each time point. Data for pa-
tients with no confirmed relapse during this time and
for those who dropped out or otherwise stopped treat-
ment before a confirmed relapse occurred were all
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censored (i.e. the time to first onset of the confirmed re-
lapse for these patients was set as the time in study from
month 0 to the end of the study). No data imputation
for drop-outs or missing values was used in this analysis.

Safety analyses were performed on the extension safety
set, which included all patients who received at least one
dose of the study drug in the extension period.

Results

Patient characteristics and fingolimod exposure

Of 147 patients who completed the core study, 143 en-
tered the extension study (Fig. 1). Baseline characteristics
were similar across treatment groups (placebo-fingolimod
0.5 mg; placebo-fingolimod 1.25 mg; fingolimod 0.5 mg,
fingolimod 1.25 mg) (Table 1); approximately two-thirds
(67.8%) of patients were female and the mean age was
35.1 years. The extension study was completed by 107
(74.8%) patients and 36 (25.2%) discontinued treatment
(Fig. 1). AEs were the most common reason for treatment
discontinuation (n = 21, [14.7%]), followed by protocol de-
viations (7 =4, [2.8%]), withdrawal of consent (n =3,
[2.1%]), administrative problems (1 = 3, [2.1%]), unsatisfac-
tory therapeutic effect (n=3, [2.1%]) and abnormal la-
boratory values (n =2, [1.4%]). In patients who received
fingolimod 0.5 or 1.25 mg during the core study, and con-
tinued with treatment during the extension, the median
duration of fingolimod exposure was 1180 and 1070 days,
respectively. Patients who received placebo during the
core study and then switched to fingolimod 0.5 or
1.25 mg at month 6 had a median duration of fingolimod
exposure of 857 and 820 days, respectively (Additional
file 1: Table S1).
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Efficacy evaluation

The high proportion of patients reported free from Gd-
enhanced T1 or new or newly enlarged T2 lesions from
6 months in those receiving continuous treatment [6],
and from 12 months in those switching to fingolimod
[7], was maintained during the 3-year extension and
ranged from 85.7-92.0 to 90.5-92.0%, respectively, at
month 36 (ranges provided are across all treatment
groups and assessment time points during the extension;
Fig. 2). Similarly, the reductions in mean numbers of
Gd-enhanced or new or newly enlarged T2 lesions
achieved at 12 months in both continuous and switch
groups [7] ranged from 0.0-0.1 to 0.0-0.3, respectively,
during the 3-year extension (Fig. 2).

Continuous fingolimod 0.5 or 1.25 mg treatment dur-
ing the extension phase resulted in reductions in ARR
compared with the core phase (Fig. 3a). A reduction in
ARR was observed at months 6-12 (fingolimod 0.5 mg,
from 0.539 to 0.227 [57.9% reduction]; fingolimod
1.25 mg, from 0.404 to 0.284 [29.7% reduction]; Fig. 3a);
the reduction in both groups was sustained to the end of
study (month O—end of study [EoS]: fingolimod 0.5 mg,
0.247; fingolimod 1.25 mg, 0.208; Fig. 3a). After switch-
ing to active treatment, a 79.5% decrease in ARR was
observed in the placebo-fingolimod group in the first
6 months of the extension (from 1.131 to 0.232). Overall,
45-62% of patients in the continuous fingolimod groups
and 48% of patients in the placebo-fingolimod group
were relapse-free at the end of study based on Kaplan-
Meier estimates (Fig. 3b).

Among patients treated continuously with fingolimod,
disability levels remained stable in the extension study

~

Placebo-fingolimod 0.5 mg
n=27

Placebo-fingolimod 1.25 mg
n=23

Fingolimod 0.5 mg
n=47

Fingolimod 1.25 mg
n=46

Switched to 0.5 mg
n=17

Switched to 0.5 mg
n=41

18 completed extension 15 completed extension

9 did not complete:
8 adverse events
1 unsatisfactory
therapeutic effect

8 did not complete:
5 adverse events
1 protocol deviation
1 administrative
problems
1 subject withdrew
consent

Fig. 1 Enrollment and follow-up of patients who completed the core 6-month study and entered the long-term extension. A patient was defined
as having completed the extension study if he/she was taking part in the study at the time of fingolimod launch in Japan

38 completed extension 36 completed extension

9 did not complete:
6 adverse events
1 protocol deviation
2 unsatisfactory
therapeutic effect

10 did not complete:

2 adverse events

2 protocol deviations

2 administrative
problems

2 subjects withdrew
consent

2 abnormal laboratory
values
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Table 1 Baseline demographics and clinical characteristics of patients at entry to the core study (extension randomized population)

Characteristic Placebo-fingolimod 0.5 mg

Placebo-fingolimod 1.25 mg

Fingolimod 0.5 mg Fingolimod 1.25 mg

(n=27) (n=23) (n=47) (n=46)

Age, years

Mean (SD) 342 (9.1) 355 (84) 349 (9.0) 35.7 (8.8)

Median (range) 340 (18-52) 340 (21-51) 340 (19-52) 36.0 (18-55)
Female, n (%) 19 (70.4) 14 (60.9) 33 (70.2) 31 (674)
BMI, kg/m?

Mean (SD) 21.0 (2.6) 20.7 3.1) 218 (3.2) 220 (39

Median (range) 20.8 (15.0-26.2) 20.2 (13.8-28.8) 21.5(15.1-326) 21.1 (18.1-36.2)
Duration of MS since first symptom, years

Mean (SD) 84 (8.1) 84 (7.2) 8.2 (6.6) 76 (5.5)

Median (range) 54 (1-27) 59 (1-24) 64 (1-26) 6.2 (0-21)
Number of relapses within previous year

Mean (SD) 212.0) 14 (0.7) 14 (0.9) 1.5 (1.0

Median (range) 20 (1-12) 1.0 (0-3) 1.0 (0-3) 1.0 (0-4)
EDSS score

Mean (SD) 1.9 (1.6) 24 (1.6) 24(19) 1.9 (1.7)

Median (range) 1.5 (0.0-5.0) 2.0 (0.0-55) 2.0 (0.0-6.0) 2.0 (0.0-6.0)
Patients free of Gd-enhancing lesions

n (%) 13 (48.1) 17 (73.9) 28 (59.6) 22 (47.8)
Number of Gd-enhancing lesions

Mean (SD) 1.7 (2.5) 0.7 (1.5) 1.0 (1.6) 1.7 (242)

Median (range) 1.0 (0-9) 0.0 (0-5) 0.0 (0-5) 1.0 (0-9)
Number of T2 lesions

Mean (SD) 289 (23.2) 333 (23.1) 303 (22.8) 346 (24.2)

Median (range) 23.0 (3-98) 35.0 (1-91) 24.0 (4-100) 295 (5-119)

Abbreviations: BMI body mass index, EDSS Expanded Disability Status Scale, Gd gadoliunium, MS multiple sclerosis, SD standard deviation

(month 6 vs EoS: fingolimod 0.5 mg, mean EDSS score =
2.30 vs 2.24; fingolimod 1.25 mg, mean EDSS score = 1.70
vs 1.54). Among patients who switched from placebo to
fingolimod, disability levels were lower in the extension
study compared with the core phase (month 6 vs EoS:
mean EDSS score=220 vs 1.80). In addition, 74.3%
(fingolimod 0.5 mg) and 90.6% (placebo-fingolimod) of
patients were free from 3 month confirmed disability
progression and 87.1% (fingolimod 0.5 mg) and 92.3%
(placebo-fingolimod) of patients were free from 6 month
confirmed disability progression at last EDSS assessment.

Safety and tolerability

The majority of AEs were mild or moderate in severity.
SAEs were reported in 19 (13.3%) patients during the ex-
tension study, with the range in the continuous fingoli-
mod and placebo-fingolimod switch groups (3.7-21.7%)
being similar to that reported in the core study for the
placebo and fingolimod groups (5.3-20.4%) [6]. During
the extension, bradycardia was the only SAE reported in
more than one patient (placebo-fingolimod 1.25 myg,

n =2 [8.7%]). One case of macular edema was reported as
an SAE in a patient treated continuously with fingolimod
0.5 mg for 27 months, although medical intervention was
not required to resolve the event and the case was subse-
quently unconfirmed on central review by a retina special-
ist from the data and safety monitoring board. Infections
and infestations classified as SAEs were reported in two
patients treated in the continuous fingolimod 1.25 mg
group (appendicitis, # = 1; urinary tract infection, n=1).
During the extension study, SAEs leading to study drug
discontinuation were reported for five patients (3.5%):
three in the continuous fingolimod 0.5 mg group (6.4%;
breast cancer, central nervous system lymphoma, MS re-
lapse), one in the placebo-fingolimod 1.25 mg group
(NMO relapse as leukoencephalopathy) and one in the
placebo-fingolimod 0.5 mg group (NMO relapse). NMO
relapse SAEs occurred in two patients who were seroposi-
tive for anti-AQP4 antibodies; these were both previously
described in [7].

The proportion of patients with AEs during the exten-
sion study was similar across groups (Table 2) and
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Table 2 Adverse events and first-dose monitoring events during the extension study
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Placebo-fingolimod Placebo-fingolimod Fingolimod Fingolimod Total
0.5 mg 1.25 mg 0.5 mg 1.25 mg (n=143)
(n=27) (n=23) (n=47) (n=46)
Any AE 27 (100) 23 (100) 45 (95.7) 44 (95.7) 139 (97.2)
AEs leading to study drug discontinuation® 8 (29.6) 5(1.7) 7 (14.9) 2 (43) 22 (154)
SAEs 13.7) 5(217) 8 (17.0) 5(109) 19 (133)
SAEs leading to study drug discontinuation® 1(3.7) 1 (4.3) 3(64) 0 (0.0) 5(3.5)
Frequent or special-interest adverse events
Infections and infestations 22 (81.5) 17 (73.9) 37 (78.7) 38 (82.6) 114 (79.7)
Total upper respiratory tract infections 17 (63.0) 12 (52.2) 31 (66.0) 29 (63.0) 89 (62.2)
Nasopharyngitis 15 (55.6) 12 (52.2) 29 (61.7) 28 (60.9) 84 (58.7)
Pharyngitis 13.7) 2(87) 5(10.6) 4(87) 12 (84)
Upper respiratory tract infection 1(3.7) 0 (0.0) 2(43) 1(2.2) 4(2.8)
Influenza viral infections 2 (74) 3(13.0) 3(64) 6 (13.0) 14 (9.8)
Lower respiratory tract and lung infections 13.7) 0 (0.0 121 2(43) 4(2.8)
Bronchitis 137) 0 (0.0) 1@ 2 (43) 4(28)
Herpes viral infections 2 (74) 4(17.4) 12.1) 3 (6.5) 10 (7.0)
Herpes zoster 13.7) 2(87) 121 122 5(3.5)
Oral herpes 0 (0.0) 2(87) 0 (0.0) 0 (0.0) 2014
Urinary tract infections 2(74) 143) 4 (8.5) 9 (19.6) 16 (11.2)
Cystitis 2(74) 1(43) 3(64) 7(15.2) 13(9.1)
Vascular disorders 1(3.7) 1(4.3) 4 (8.5) 2 (4.3) 8 (5.6)
Hypertension 0 (0.0) 143) 3 (64) 1022 5 (3.5)
Eye disorders 5(185) 3(13.0 14 (29.8) 9 (19.6) 31 (21.7)
Macular edema 0 (0.0) 0 (0.0) 11 °¢ 0 (0.0) 1(0.7)
Nervous system disorders 4 (14.8) 6 (26.1) 14 (29.8) 9 (19.6) 33 (23.1)
Headache 13.7) 3 (130 8 (17.0) 3 (6.5) 15 (10.5)
Investigations 13 (48.1) 14 (60.9) 15 (31.9) 17 (37.0) 59 (41.3)
Abnormal liver function test 7 (25.9) 9 (39.1) 6 (12.8) 8 (17.4) 30 (21.0)
Alanine aminotransferase increased 2(74) 0(0.0) 0(0.0) 1(2.2) 320
Gamma-glutamy! transferase increased 1(3.7) 2(87) 1(2.1) 0 (0.0) 4 (2.8)
Aspartate amino-transferase increased 13.7) 0 (0.0) 0 (0.0) 122 2(14)
Hepatic enzyme increased 13.7) 1(43) 121 0(0.0) 3(2.)
Lymphocyte count decreased 3(011.1) 2(87) 3(64) 2 (4.3) 10 (7.0)
Gastrointestinal disorders 11 (40.7) 6 (26.1) 22 (46.8) 23 (50.0) 62 (43.4)
Stomatitis 4(14.8) 1(43) 4 (8.5) 6 (13.0) 15 (10.5)
Diarrhea 137) 2 (87) 3 (64) 6 (13.0) 12 (84)
Constipation 13.7) 0 (0.0 5(10.6) 2(43) 8 (5.6)
Skin and subcutaneous tissue disorders 8 (29.6) 9 (39.1) 14 (29.8) 16 (34.8) 47 (32.9)
Rash 3(11.1) 4(174) 1@ 0 (0.0) 8 (5.6)
Blood and lymphatic system disorders 7 (25.9) 5(21.7) 10 (21.3) 13 (28.3) 35 (24.5)
Lymphopenia 2(74) 3(13.0 6 (12.8) 8(174) 19 (13.3)
Leukopenia 4 (14.8) 14.3) 2 (4.3) 5(10.9) 12 (84)
Respiratory, thoracic and mediastinal disorders 1(3.7) 4(17.4) 6 (12.8) 9 (19.6) 20 (14.0)
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Table 2 Adverse events and first-dose monitoring events during the extension study (Continued)

Metabolism and nutrition disorders 4 (
Hyperlipidemia (
Psychiatric disorders 2(74)

(

Neoplasms benign, malignant and unspecified
(including cysts and polyps)

Skin papilloma
First-dose monitoring events?
Cardiac disorders
Atrioventricular block second degree
Bradycardia
Serious adverse events®
Infections and infestations
Appendicitis
Urinary tract infection
Cardiac disorders
Bradycardia

Neoplasms benign, malignant and unspecified
(including cysts and polyps)

Breast cancer

CNS lymphoma
Nervous system disorders 1

Status epilepticus

Convulsion

0
0
Leukoencephalopathy 0
Multiple sclerosis relapse 0

0

Myoclonus

w o o o o o w o o
S 3 e Leeeedee

Neuromyelitis optica 1

Radiculitis 0

143 4(85) 7 (15.2) 16 (11.2)
0 (0.0) 2 (4.3) 5(109) 9(6.3)
2(87) 8 (17.0) 4(8.7) 16 (11.2)
143 9 (19.1) 122 11(7.7)
0 (0.0) 6 (12.8) 0 (0.0) 6 (4.2)
7 (304) 0 (0.0) 0(0.0) 11(7.7)
3(13.0 0 (0.0) 0 (0.0) 3(21)
3(13.0 0 (0.0) 0 (0.0 321
0 (0.0) 0 (0.0) 2 (43) 2(14)
0(0.0) 0(0.0) 1(22) 1(0.7)
0(0.0) 0(0.0) 122 1(0.7)
2(87) 0 (0.0) 0 (0.0) 2(14)
2(87) 0 (0.0) 0 (0.0) 2(14)
0(0.0) 2 (43) 0(0.0) 2(14)
0(0.0) 1.1) 0(0.0) 1(0.7)
0 (0.0) 1(2.1) 0 (0.0) 1(0.7)
2(87) 3 (64) 1(2.2) 7 (4.9)
0(0.0) 0(0.0) 122 1(0.7)
0 (0.0) 1(2.1) 0 (0.0) 1(0.7)
143 0 (0.0) 0 (0.0) 1(0.7)
0(0.0) 1.1) 0(0.0) 1(0.7)
0 (0.0) 1(.1) 0 (0.0) 1(0.7)
0 (0.0) 0 (0.0) 0 (0.0) 1(0.7)
143) 0(0.0) 0(0.0) 1(0.7)

Data are patients (n [%]) in whom events were reported by at least 10% of patients in one or more treatment group, or were events of special interest. Adverse
events listed are classified as system organ class (e.g. infections) followed by high-level term (e.g. total upper respiratory tract infections) and/or preferred term
(e.g. upper respiratory tract infection, nasopharyngitis, sinusitis) for the event, as applicable

Abbreviations: AE Adverse event, AQP4 Aquaporin-4, CNS Central nervous system, FDM, first dose monitoring, SAE Serious adverse event

@Any AE leading to study drug discontinuation includes any patient whose primary or secondary reason for discontinuing the study drug was an AE

PSAEs leading to study drug discontinuation were neoplasms (breast cancer and CNS lymphoma), and nervous system disorders (MS relapse,
leukoencephalopathy and neuromyelitis optica). Leukoencephalopathy and neuromyelitis optica were reported in patients who were anti-AQP4 antibody-positive
“Not confirmed on central review by a retina specialist from the data and safety monitoring board

9FDM events for placebo-fingolimod switch groups on entry to the extension study

€SAE data are n (%) for events reported by at least two patients in one or more treatment group, unless otherwise stated

11 patients (7.7%), and all of these events occurred follow-
ing initiation of fingolimod in patients who switched from
placebo. Overall, 22 patients out of 143 (15.4%) discontin-
ued study drug due to AEs. AEs leading to permanent
study drug discontinuation were reported more frequently
in patients who switched from placebo to fingolimod dur-
ing the extension phase (21.7-29.6%) than in continuous
fingolimod groups (4.3—-14.9%). The most frequent causes
of discontinuation, which were reported in at least two pa-
tients, included leukopenia (2.8%), abnormal liver function
test (2.1%), hepatic enzyme increase (1.4%) and decreased
lymphocyte count (1.4%).

During the extension study, abnormal liver function
test AEs were reported more frequently in the groups
that switched from placebo to fingolimod (25.9-39.1%)
than in the continuous fingolimod groups (12.8—17.4%;
Table 2). In the continuous fingolimod groups, the fre-
quency of abnormal liver function test AEs was lower
during the extension study (12.8—-17.4%) than during the
core study (21.1-33.3%) [6]. Greater mean levels of ala-
nine aminotransferase (ALT), aspartate aminotransferase
(AST) and gamma-glutamyl transferase (GGT) were ob-
served at month 6 in patients treated continuously with
fingolimod than in patients receiving placebo, but these
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levels remained stable during the extension (Additional
file 1: Table S2). After 15 days of fingolimod therapy in
the extension (month 6.5), patients who had switched
from placebo had increased levels of ALT, AST and
GGT, and these were similar to the levels seen among
patients treated with fingolimod during the core study.
During months 18-36, levels of ALT, AST and GGT
were similar across all patient groups (Additional file 1:
Table S2). During the core study, the proportions of
patients whose ALT and GGT levels were more than
three-times the upper limit of normal (3 x ULN) were
greater in those receiving fingolimod than in those
receiving placebo; in the extension, the proportions of
patients with ALT and GGT levels more than 3 x ULN
were similar in the continuous and switch groups
(Additional file 1: Table S3).

Lymphocyte counts in the continuous fingolimod 1.25
and 0.5 mg groups reduced to 22.1 and 26.9% of the
core baseline levels at month 6 (Fig. 4). Subsequently,
lymphocyte counts remained stable during the extension
(28.3 and 26.3% of core baseline values, respectively). In
patients who switched from placebo to fingolimod 1.25
or 0.5 mg, lymphocyte numbers reduced to 22.0 and
30.4% of core baseline levels at month 6.5, and remained
stable thereafter (Fig. 4). At the end of study, the major-
ity of patients in each group had lymphocyte counts
greater than 0.20 x 10°/L, the threshold at which fingoli-
mod treatment was interrupted in clinical studies
(fingolimod 0.5 mg, 72.3%; fingolimod 1.25 mg, 71.7%;
placebo-fingolimod 0.5 mg, 81.5%; placebo-fingolimod
1.25 mg, 69.6%). Absolute neutrophil and white blood
cell (WBC) counts were reduced to a similar extent in
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the continuous and switch groups at study end, however
no patient group had a neutrophil count < 1.0 x 10°/L at
any stage in the study and all patient groups had WBC
counts that were either normal or between 1.5-2.0 x 10°/L
(Additional file 1: Table S4).

Throughout the core and extension study, no skin ma-
lignancy was detected on dermatological examination.
Neoplasms were reported in 11 patients (7.7%). Breast
cancer and central nervous system lymphoma were each
reported in one patient on continuous fingolimod
0.5 mg. All other cases were reported as benign skin
neoplasms (skin papilloma, # =6; melanocytic naevus,
n = 2; anogenital warts, n =1).

No deaths occurred during the extension study for up
to 3 months after study drug discontinuation. A 42-year-
old man died approximately 1 year after study drug dis-
continuation (9 months on fingolimod 0.5 mg); cause of
death was Epstein-Barr virus (EBV)-positive diffuse large
B-cell lymphoma of the brain, skin, lungs, kidneys and
thyroid gland; no MS pathology was detected in this case
[7]. A second case of diffuse large B-cell lymphoma was
reported in a 38-year old woman who received continuous
fingolimod 0.5 mg treatment, with a suspected relation-
ship to the study drug medication (onset 1250 days on fin-
golimod 0.5 mg). First symptoms of malignant lymphoma,
identified retrospectively, were reported on 22 September
2011, 1155 days after the start of study medication. Fol-
lowing a computerized tomography scan of the head,
which revealed aggravation of hydrocephalus, the patient
was withdrawn from the study and the study drug medica-
tion was stopped (26 December 2011; 1250 days after the
start of study medication). Following draining for

~N

Core Extension
2.0 I‘ <+ Placebo re-randomized O Placebo-fingolimod 0.5 mg
18 | to fingolimod
27 | @ Placebo-fingolimod 1.25 mg
1.6 4 O Fingolimod 0.5 mg
I 44 < Fingolimod 1.25 mg
& |
X 1.2+ !
£ :
3 1.04 \
o |
2 I
5 084 |
2 |
g 0.6 !
) o S
0.4 b % Q
I
0.2 |
|
0.0 —— f T T T T 1
0/0.5 6/6.5 9 12 18 24 36 EoS
Months
Fig. 4 Change in mean lymphocyte count during the core and extension study (extension safety population). £FoS (end of study): in this instance
is the last non-missing value up to 2 days after the last dose date and is summarized as last assessment on study drug. Data at 0.5 months (day
15) for fingolimod 0.5 mg (n =54) and 1.25 mg (n = 56) represent values obtained during the core study (safety population)
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hydrocephalus, B-cell lymphoma was confirmed on biopsy
analysis (12 January 2012), and chemotherapy was started.
Subsequently, multiple lesions previously observed on
contrast-enhanced head MRI scan, and sites of aggrega-
tion in locations such as the right iliac bone, disappeared
and the patient was discharged. During the extension, four
patients receiving fingolimod (1.25 mg, n=3; 0.5 mg,
n =1) became pregnant and therefore treatment was dis-
continued immediately. Two of these patients chose to
terminate their pregnancies, while the remaining two pa-
tients gave birth to infants who were considered healthy.
One patient receiving placebo terminated pregnancy dur-
ing the core study.

Discussion

In this 3-year extension of the original 6-month core
study in Japanese patients with MS, fingolimod sustained
low levels of disease activity and no new safety signals
were observed [6, 7]. These results are important given
that genetic, metabolic, lifestyle, incidence and clinical
presentation differences exist between Japanese patients
with MS and individuals with MS in Western countries
[6, 9]. The current study was designed to exclude pa-
tients with NMO on the basis of spinal MRI criteria at
screening [7], although anti-AQP4-antibody status (a
more specific marker for NMO) was not used, hence it
is possible that not all cases of NMO were excluded.
Notably, results in a small number of patients tested
retrospectively for anti-AQP4 antibodies suggested a
lack of benefit of fingolimod treatment in patients who
tested positive for anti-AQP4 antibodies [7]. However, the
overall efficacy and safety findings of fingolimod treatment
in this population of Japanese patients with MS were
similar to those seen in predominantly Caucasian
populations in the original phase 3 pivotal studies and
their extensions [2, 4, 5, 9, 10].

A low level of disease activity, based on all efficacy end-
points (ARR, EDSS and MRI outcomes) observed at the
end of the core study were sustained until the end of the
extension study in patients treated with continuous fingo-
limod. Reduced MRI and relapse activity were observed
within the first 6 months in patients who switched to fin-
golimod at the start of the extension study, and this was
sustained until the end of the study. These findings are
similar to those from the 6-month extension study [7], in
which continuous fingolimod therapy for 12 months was
associated with sustained reductions in relapse rates and
MRI lesion activity compared with those in the core study.
The current results suggest that continuous treatment
with fingolimod provides long-term benefit to the patient.

Fingolimod was generally well tolerated and the safety
profile was consistent with results from previous studies
[2-5, 10], including those reported in the core and 6-
month extension [6, 7]. This was reflected in the high
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patient retention rate (74.8%) at the end of the 3-year
study extension. The incidences of infections and car-
diac AEs were low. A case of possible macular edema
was unconfirmed and resolved without treatment. A
single case of EBV-positive B-cell lymphoma was
reported in this extension. One patient died appro-
ximately 1 vyear after study drug discontinuation
(0.5 mg fingolimod) due to EBV-positive diffuse large
B-cell lymphoma but without any MS pathology, suggest-
ing the existence of brain lymphoma before commencing
fingolimod medication. Overall, the incidence of malig-
nancy was low and similar to that in other fingolimod
studies [11]. Expected elevations in liver function test en-
zymes and lymphopenia occurred shortly after initiation
of fingolimod therapy, and levels remained stable for the
duration of the extension [2, 4, 5]. There was a single case
of NMO relapse reported as a SAE during months 7-12
of the extension in one of four AQP4 antibody-positive
patients who experienced relapses during the entire study;
this case has been discussed previously [7]. NMO exacer-
bation has been reported in patients treated with MS
disease-modifying therapies who were subsequently found
to be anti-AQP4 antibody-positive [12], and in whom the
initial diagnosis of MS was changed to NMO [13]. As the
nature of relapses in all anti-AQP4-positive patients seen
after commencing fingolimod appeared to be similar to
previous relapses, it is conceivable that fingolimod did not
alter but rather enhanced disease activity through an un-
known mechanism [7].

In addition to the small sample size, a consequence of
the recruitment challenge associated with the low inci-
dence of MS in Japan, a drawback of this extension
study that limits conclusions regarding efficacy is the
lack of a placebo-control group, and the reduction in
comparator groups following the need for all patients
receiving fingolimod 1.25 mg to switch to fingolimod
0.5 mg. Nevertheless, continuous fingolimod treatment
over 36 months was associated with maintained efficacy
and a manageable safety profile.

Conclusion

These results indicate that there is a long-term benefit
associated with treating Japanese patients with relapsing
MS continuously with fingolimod.

Additional file

Additional file 1: Table S1. Duration of exposure to fingolimod in
patients entering the extension study. Table S2. Plasma levels of liver
enzymes at core study baseline and in the extension study. Table S3.
Proportion of patients with normal and elevated levels of liver enzymes.
Table S4. Proportion of patients with normal and decreased levels of
hematological parameters. (DOCX 35 kb)
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