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-MYINNA D'IIND
FAMPYRA is indicated for the improvement of walking in adult patients with multiple sclerosis
with walking disability (EDSS 4-7)
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4.2 Posology and method of administration

Starting and Evaluating Fampyra Treatment

. Initial prescription should be limited to two to four2 weeks of therapy as clinical benefits
should generally be identified within two to four 2-weeks after starting Fampyra

° An assessment ofAtimed walking abilitytest, e.g. the Timed 25 Foot Walk (T25FW) or Twelve
ltem Multiple Sclerosis Walking Scale (MSWS-12), is recommended to evaluate
improvement withinafter two to four weeks. If no improvement is observed, Fampyra
should be discontinued.

Paediatric population

estabhshed—N&data—aFeﬁaAfa#ableu Fampvra is not |nd|cated for chlldre and adolescents
under 18 years old

° The safety and efficacy of Fampyra in children aged 0 to 18 years have not been established. No
data are available.

4.8 Undesirable effects

MedDRA SOC Adverse Reaction Frequency category

Infections and infestations Urinary tract infection' Very Common
Influenza! Common
Nasopharyngitis' Common
Viral infection' Common

Immune system disorders Anaphylaxis Uncommon
Angioedema Uncommon
Hypersensitivity Uncommon
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Psychiatric disorders Insomnia Common
Anxiety Common
Nervous system disorders Dizziness Common
Headache Common
Balance disorder Common
Paraesthesia Common
Tremor Common
Seizure Uncommon
Exacerbation of trigeminal Uncommon
neuralgia
Cardiac disorders Palpitations Common
Tachycardia Uncommon
Vascular disorders Hypotension? Uncommon
Respiratory, thoracic and Dyspnoea Pharyngolaryngeal Common
mediastinal disorders pain Common
Gastrointestinal disorders Nausea Common
Vomiting Common
Constipation Common
Dyspepsia Common
Skin and subcutaneous tissue Rash Uncommon
disorders Urticaria Uncommon
Musculoskeletal and connective |Back pain Common
tissue disorders
General disorders and Asthenia Common
administration site conditions Chest discomfort? Uncommon

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Clinical efficacy and safety

ThreeFwe phase lll, randomisedrandemized, double-blind, placebo controlled confirmatory studies,
(MS-F203 and MS-F204 and 218MS305) have been performed. The proportionmajerity of
responders was _independent of concomitantpatients—in—these—studies—were—using
immunomodulatory therapy (including interferons, glatiramer acetate, fingolimod and
natalizumab).medicines: The Fampyra dose was 10 mgd8mg BID.

Studies MS-F203 and MS-F204

The primary endpoint in studies MS-F203 and MS-F204 was the responder rate in walking speed as
measured by the Timed 25--foot Walk (T25FW). A responder was defined as a patient who
consistently had a faster walking speed for at least three visits out of a possible four during the
double blind period as compared to the maximum value among five ren-deouble-blind-off-treatment
visits.
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A significantly greater proportion of Fampyra treated patients taking Fampyra10-mgBID-were
responders as compared to placebo (MS--F203: 34.8% -vs. -8.3%, -p<0.001; -MS--F204:
42.9% -vs. -9.3%, -p<0.001).

Study 218M5305

Study 218MS305 was conducted in 636 subjects with multiple sclerosis and walking disability.
Duration of double-blind treatment was 24 weeks with a 2 week post—treatment follow-up. The
primary endpoint was improvement in walking ability, measured as the proportion of patients
achieving a mean improvement of > 8 points from baseline MSWS-12 score over 24 weeks. In this
study there was a statistically significant treatment difference, with a greater proportion of Fampyra
treated patients demonstrating an improvement in walking ability, compared to placebo-controlled
patients (relative risk of 1.38 (95% Cl: [1.06, 1.70]). Improvements generally appeared within 2 to 4

weeks of initiation of treatment, and disappeared within 2 weeks of treatment cessation.

Fampyra treated patients also demonstrated a statistically significant improvement in the Timed Up
and Go (TUG) test, a measure of static and dynamic balance and physical mobility. In this secondary

endpoint, a greater proportion of Fampyra treated patients achieved > 15% mean improvement from
baseline TUG speed over a 24 week period, compared to placebo. The difference in the Berg Balance

Scale (BBS; a measure of static balance), was not statistically significant.

In addition, patients treated with Fampyra demonstrated a statistically significant mean improvement

from baseline compared to placebo in the Multiple Sclerosis Impact Scale (MSIS-29) physical score
(LSM difference -3.31, p<0.001).

Table 2: Study 218MS305

N\

HOME OF
WINNING
PARTNERSHIFS
L=

/

Medison Pharma LTD.

10 Hashiloach St. P.O.B 7090, Petach-Tikva 4917002, Israel

Tel.: +972 3925 0250, Fax. : +972 3 922 5740
www.medisonpharma.com

Over 24 weeks Placebo Fampyra 10 mg Difference (95% CI)
N =318*% BID p - value
N =315*%

Proportion of patients with 34% 43% Risk difference: 10.4%

mean improvement of > 8 (3% : 17.8%)

points from baseline 0.006

MSWS-12 score

MSWS-12 score LSM: -4.14
Baseline 65.4 63.6 (-6.22 ; -2.06)
Improvement from -2.59 -6.73 <0.001
baseline

TUG 35% 43% Risk difference: 9.2%

Proportion of patients with (0.9% : 17.5%)

mean improvement of > 15% 0.03

in TUG speed

TUG LSM: -1.36
Baseline 27.1 249 (-2.85:0.12)
Improvement from -1.94 -33 0.07
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baseline (sec)

MSIS-29 physical score 553 524 LSM: -3.31
Baseline -4.68 -8.00 (-5.13 ;-1.50)
Improvement from <0.001
baseline

BBS score LSM: 041
Baseline 40.2 40.6 (-0.13 ;0.95)
Improvement from 1.34 1.75 0.141
baseline

*Intent to treat population = 633; LSM = Least square mean

5.2 Pharmacokinetic properties

Elimination:
Fampyra is characterized by linear (dose-proportional) pharmacokinetics with a terminal elimination
half-life of approximately 6 -hours. The maximum plasma concentration (Cmax) and, to a smaller

extent, area under the plasma concentration-time curve (AUC) increase proportionately with dose.

There is no evidence of clinically relevant accumulation of fampridine taken at the recommended

dose in patients with full renal function. In patients with renal impairment, accumulation occurs
relative to the degree of impairment.

6.4  Special precautions for storage

After first opening a bottle, use within 7 days.
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