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Early-Onset Familial Alzheimer’s Disease (EOFAD)
Livong Wu, Pedro Rosa-Neto, Ging-Yuek R. Hsiung, A. Dessa Sadovnick,
Mario Masellis, Sandra E. Black, Jianping Jia, Serge Gauthier

Review Article - Can J Neurol Sci. 2012; 39: 436-445

Schematic illustration of amyloidogenic proteolytic pathway. The amyloidogenic pathway starts with B-secretase cleavage
of APP, yielding sSAPPf and C99. C99 follows further y-secretase complex proteolysis yielding AICD in cytosol and soluble
AP peptide (predominately Afi42 and Af340) in the extracellular space. The y-secretase complex comprises of preseninlin,
nicastrin, pen-2 and aph-1. Cleavage of C99 occurs in the active site of preseninlin. A} monomers subsequently aggregate
in the extracellular space 1o form soluble oligomers, and eventually deposit into insoluble amyloid plaqgues, starting a
cascade of down-stream pathological processes. Abbreviation: APP —amyloid precursor protein, SAPPfi —soluble amyloid
precursor protein  production, AICD —amyloid intracellular domain, C99 —C-terminal fragment of 99 amino acids in the

membrane.
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obaining an ECG before beginning VIMPAT®, and after VIMPAT® s fitrated to steady-state, is
recommended. Coution should especiolly be exerted when treating elderly potients os they may
be ot increased risk of cardiac disorder or when VIMPAT® is given with other drugs that prolong the
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PR interval (e.g. carbamazepine, pregabalin, lomotrigine, beta-blockers, and closs | anfiorthythmic
drugs), os further PR prolongation is possible. In clinical triols of heolthy subjects ond patients with
epilepsy, VIMPAT® treatment was ossociated with PR interval prolongation in o dose-dependent
manner. VIMPAT™ administration may predispose to ofriol archythmios (atriol fibillation or flutter),
especially in patients with diabetic neuropathy ond/or cordiovoscular disease. Patients should be
maode aware of the symptoms of atrial fibrillafion and flutter (e.g. palpitations, rapid or irregulor
pulse, shortness of breath) and fold to contact their physician should any of these symptoms
occur, Atrial fibrillation and flutter hove been reported in open-lubel epilepsy friols ond in
postmarkefing experience.

Multiorgan hypersensitivity reactions (also known as Drug Rash with Eosinophilia and Systemic
Symptoms, or DRESS), Stevens-lohnson Syndrome (SJS) and Toxic Epidermal Necrolysis (TEN)
have been reported with anticonvulsants. If ony of these hypersensitivity reactions are suspected,
VIMPAT® should be discontinued ond altemative treatment started.

Treatment with VIMPAT® hos been ossociated with dizziness and ataxi, which could increase

the occurrence of accidentol injury or folls. Accordingly, patients should be advised not fo drive

o car or to operate other complex machinery or perform hozordous fasks unfil they are fomilior
with the effects of VIMPAT® on their ability to perform such activities.

In controlled trials in pafients with partial-onset seizures, VIMPAT® treatment wos ossociated

with vision-related adverse events such os blurred vision and diplopia. Patients should be informed

VIMPAT® is o registered frodemark used under license from Harris FRC Corporation
VIMPAT logo™ is o rademark used under license from Harris FRC Corporation.

LICB The Epilepsy Company”® is a registered trademark of the UCB Group of Companies.
® 2012, UCB Canado Inc. All rights reserved, VIM-12:173
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For partial-onset seizures |

When seizure control is still an issue
for your patient

Bring VIMPAT® into the picture

Efficacy in patients inadequately controlled on 1 to 3 AEDs*!!
« Significant median 36-39% reduction in seizure frequency per 28 days from
baseline to maintenance phase”

« VIMPAT® 400 mg/day vs. placebo: Ben-menachem, et al. (39% vs. 10%, p<0.01);
Chung, et al. (37.3% vs. 20.8%, p<0.01); Haldsz, et al. (36.4% vs. 20.5%, p<0.05)*!

Generally well tolerated when added to common concomitant therapy

» Some of the most frequently reported adverse reactions with VIMPAT® 400 mg/day
were dizziness (30%), nausea (11%), and vision-related events, including diplopia (10%)
and blurred vision (9%)

The recommended starting dose for VIMPAT® is 50 mg twice a day which should
be increased to an initial therapeutic dose of 100 mg twice a day after one week.
Depending on patient response and tolerability, the maintenance dose of VIMPAT®

can be increased by 50 mg twice daily every week, to a maximum recommended
dose of 400 mg/day.

Please consult product monograph for complete dosing and administration instructions.

POWER for added control.

that if visual disturbances occur, they should notify their physician promptly. If visual disturbance reported odverse reactions with VIMPAT® treatment were dizziness (16% and 30% for 200 mg
persists, further assessment, including dose reduction and possible discontinuation of VIMPAT®, and 400 mg treatment groups, respectively, vs. 8% placebo), nausea (7% and 11% vs. 4%), and

should be considered, vision relofed events [diplopia (6% and 10% vs. 2%) ond blumed vision (2% and 9% vs. 3%)].
More frequent assessments should be considered for patients with known vision-related issues They were dose-reloted ond usually mild o moderofe in infensity. The odverse events most

or those who are already routinely monitored for ocular conditions. commonly leading to discontinuation were dizziness, coordination abnormol, vomiting, diplopio,
Suicidal ideation and behaviour have been reported in patiens treated with antiepileptic ogents ~ nousea, vertiqo, and vision blurred.

in several indications. All potients freated with antiepileptic drugs, imespective of indicotion, Please see the VIMPAT® Product Monograph for full prescribing information.

should be monitored for igas of suicidl ideation and behaviour and appropriate treatment shoUld 5 . e s ol edonts g VNPT s s vy i pt il OS W
be wnsn;ieted. Patients (ond coregivers of patients) should be advised to seek medical advice o it seondry gz 1 e, potess weefohov e kg sl dosoge e of on s AED, with oot
should signs of sulitidull ideotion o behaviowr emerge. - | M mﬁ“;mﬁmm%ﬁﬁmmmkmmmmhm
There ore no studies with VIMPAT® in pregnant women. Since the potential risk for humans is pheseksted 41 weeks Fotents g entered o 11wk mosonance phse paiod. 1

unknown, VIMPAT® should not be used during pregnancy unless the benefit to the mother clearly ~ 1AiD-eniepepicdng

: e ; B 3 Reforences: 1. VIMPAT® Froduct Manegtoph, UCS Conada I, October 6, 2011, 2 Ban-Menachem £, Bison V. Joturts 0, of ol Efiocy oed safety of oeul
uuhvmghs the potential risk to the foefus. Ills‘unkmwn whe_rher‘.fIM_P;}I is excreted in human e 5 o eyt il st e, s 207 6710817, Cnng, g AR, B e
breost milk. Becouse many drugs ore excreted into human milk, a decision should be made Locasomid  ouncive terogy il et sewes: A rondomized ol il s 2010; (6956967 4. ok P, o,

whether o discontinue nursing or fo disconfinue VIMPAT®, taking into account the importance mmﬁmh ;gﬂumh:mﬁh?upnﬂhﬂ-msﬁ'ma: Efficoyondsoffy st om o edonized comobed il
of the drug to the mother. T =

As with all antiepileptic drugs, VIMPAT® should be withdrown gradually (over a minimum of o
1 week) fo minimize the potentiol of increased seizure frequency. \v‘/

In controlled clnical triols in patients with portial-onset seizures, some of the most frequently ,,,VI M P u T =

lacosamide

POWER for Added Control

See prescribing summary on page A-18 to A-21
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ADVERTORIAL

Professionals Need Dedicated Advice to ‘Catch
Up’ on Building and Preserving Wealth

Life doesn’t slow down for today s professionals, who shift from years of intensive study into busy careers, devoting long hours to caring
for others and juggling the business side of their practice.

While they enjoy the pace and rewards of their field, it’s critical for these professionals to also pay attention to their changing wealth
management needs, in light of their unique financial circumstances.

“Professionals often begin their careers later than others,” observes John Roberts, Vice President, Small Business Banking, Scotiabank.
“This means that from the moment their income begins to rise, they need to play catch-up on building wealth for the future. This is not
always easy, since they may be saddled with debt, eager to move forward with many personal and professional goals, yet time-pressed to
do it all.”

Fortunately, it is possible to balance competing goals — even pay down student debt within two years and accumulate an investment
portfolio — if a professional enlists the right advisor and develops a financial plan to chart their path from cash-strapped to cash laden,

And the need for solid advice continues over a professional’s ‘compressed’ career, since they must make key financial decisions, and
consider tax issues, at each stage of their working life. For example, as a practice matures, a professional needs a strategy to create wealth,
manage it and preserve it through Will and estate planning and charitable giving. While professionals typically have a lawyer or an
accountant to handle immediate needs, they often lack a comprehensive financial plan and partner to come to an integrated view of their
long-term goals.

“Professionals require customized financial advice that will help them anticipate their needs, and think two steps ahead. They may want
to discuss borrowing to buy equipment or a boat, but we can help them grow their practice, invest for the future and structure their
retirement or pension plan,” explains Mr. Roberts, adding that a thorough succession plan should begin at least five years before a
professional aims to retire.

Mr. Roberts notes that Scotiabank offers solutions geared to each stage of a professional’s career, from in-branch advisors, to specialist
wealth partners in investment management, estate and trust planning, private banking and insurance strategies plus self-directed investing
with Scotiabank iTRADE. Exclusive discounts and reduced fees are available as part of the Scotia Professional Plan.

“As busy as professionals are, it’s critical to be proactive getting your total financial picture in order,” concludes Mr. Roberts. “With the
right advice and attention to your needs, you can concentrate on your practice, while your money works just as hard for you to create long-

term wealth.” Contact a Scotiabank branch representative for an introduction to a Scotia Private Client Group wealth management specialist
or see a Small Business Advisor for more details.

Scotia Professional Plan

www.scotiabank.com 5 Scotiabank www.scotiabank.com

This publication has been prepared by ScotiaMcl.eod, a division of Scotia Capital Inc.(SCI), a member of CIPF. This publication is intended as a general source of information and should not be :.onsi_darad as persone.;l
investment, tax or pension advice. We are not tax advi and we 1 that individuals consult with their professional tax advisor before taking any action based upon the information found in this publ»_calum. T_h;s
publication and all the information, opinions and conclusions ¢ ined in it are prob d by copyright. This report may not be reproduced in whole or in part, or referred to in any manner wl?alsns\ner, nor may the information,
opinions, and conclusions contained in it be refarred to without in each case the prior express consent of SCI. Scotiabank Group refers to The Bank of Nova Scotia and its bsidiaries. ® Registered trademark of The
Bank of Nova Scotia, used by ScatiaMcLeod under license. ScotiaMcLead is a division of Scotia Capital Inc. Scotia Capital Inc. is 8 Member—Canadian Investor P Fund.
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