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Non-uniform Response to Temozolomide Therapy in a Pituitary Gonadotroph Adenoma

Avca Ersen, Luis V. Syro, Luis C. Penagos, Humberto Uribe, Bernd W. Scheithauer,
Leon D. Ortiz, Fabio Rotondo, Eva Horvath, Kalman Kovacs

Letter to the Editor - Can J Neurol Sci. 2012; 39: 683-685

Slightly acidophilic pituitary adenoma. No major cellular and nuclear pleomorphism is noted. In one portion, severe cellular
injury is noted. The tumor cells are shrunken, possessing a dark, chromatin rich nucleus and a narrow rim of chromophobic
cytoplasm. There is marked accumulation of connective tissue. Hematoxylin & Eosin stain. Original magnification: 100x
(A). The injured small cells in the fibrotic area are LH immunonegative. The surviving areas show cells with conclusive LH
immunopositivity. Immunostaining for LH. Original magnification: 100x (B). The majority of the tumor cell nuclei are
immunopositive for MGMT. Immunostaining for MGMT. Original magnification: 250x (C). Severe cellular damage is
apparent. Electron micrograph. Original magnification: 2500x (D).
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LYRICA is indicated for the management of pain associated with fibromyalgia in adults.
The efficacy of LYRICA In the management of pain associated with fibromyalgia for up
to 6 months was demonstrated in a placebo-controlled trial in patients who had initially
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atrioventricular (AV) block.
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be ot increased risk of cardiac disorder or when VIMPAT® i given with other drugs that prolong the

«
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PR intervol (g.g. corbamozepine, pregabalin, lomotrigine, beto-blockers, and closs | antiarrhythmic
drugs), os further PR prolongation is possible. In clinical trials of healthy subjects and patients with
epilepsy, VIMPAT® treatment wos ossociafed with PR interval prolongation in o dose-dependent
manner. VIMPAT® administration may predispose to atriol arhythmios (afriol fibrillation or flutter),
especially in patients with diabetic neuropathy and /or cordiovascular disease. Patients should be
mode aware of the symptoms of afrial fibrillation ond flutter (e.q. palpitations, rapid or irregulor
pulse, shortness of breath) and fold to contact their physicion should any of these symptoms
occur, Atrial fibrillation and flutter have been reported in open-label epilepsy trials ond in
postmarketing experience.

Multiorgan hypersensitivity reactions (also known as Drug Rash with Eosinophilia and Systemic
Symptoms, or DRESS), Stevens-Johnson Syndrome (SJS) and Toxic Epidermal Necrolysis (TEN)
have been reported with anficonvulsants. If any of these hypersensifivity reactions are suspected,
VIMPAT® should be discontinued and alfernative freatment started.

Treatment with VIMPAT® has been associoted with dizziness ond ataxio, which could increase

the occurrence of accidental injury or folls. Accordingly, patients should be odvised not to drive

o cor or fo operate other complex machinery or perform hazardous tasks unfil they are familior
with the effects of VIMPAT® on their ability to perform such activities.

In controlled triols in patients with partial-onset seizures, VIMPAT® treatment wos associated

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

VIMPAT® is a registered trodemark used under license from Harris FRC Corporation
VIMPAT logo™ is o frademark used under license from Harris FRC Corporation

UCB The Epilepsy Company® is a registered trademork of the UCB Group of Companies.
© 2012, UCB Canoda Inc. Al rights reserved. VIM-12:173

Date of preparation: March 2012
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for your patient

When seizure control is still an issue

Brine 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 visuol disturbances oceur, they should notify their physicion promptly. If visual disturbance
persists, further assessment, including dose reduction and possible disconfinuation of VIMPAT®,
should be considered.

More frequent assessments should be considered for patients with known vision-related issues
or those who are already routinely monitored for oculor conditions.

Suicidal ideation and behaviour have been reported in potients treated with anfiepileptic agents
in several indications. All patiens treated with antiepileptic drugs, irespective of indication,
should be monitored for signs of suicidal ideation and behaviour ond appropriate treatment should
be considered. Patients (ond caregivers of patients) should be advised to seek medical odvice
should signs of suicidal ideation or behaviour emerge.

There are no studies with VIMPAT® in pregnant women. Since the potential risk for humans is
unknown, VIMPAT® should not be used during pregnancy unless the benefit to the mother clearly
outweighs the pofential risk fo the foetus. It is unknown whether VIMPAT® is excreted in human
breost milk. Becouse many drugs are excreted info human milk, o decision should be made
whether to discontinue nursing or to discontinue VIMPAT®, taking info occount the importance

of the drug to the mother.

As with ol antiepileptic drugs, VIMPAT® should be withdrown gradually (over o minimum of

1 week) to minimize the potential of increosed seizure frequency.

In controlled dlinical trials in patients with partiak-onset seizures, some of the most frequently

reported odverse reactions with VIMPAT® freatment were dizziness (16% and 30% for 200 mg
and 400 mg freatment groups, respectively, vs. 8% plucebo), nousen (7% ond 11%vs. 4%), and
vision related events [diplopia (6% and 10% vs. 2%) and blured vision (2% and 9% vs. 3%)].
They were dose-related and usually mild fo moderate in intensity. The adverse events most
commonly leading fo discontinuation were dizziness, coordination abnosmal, vomiting, diplopio,
nausea, verfigo, and vision blurred.

Please see the VIMPAT® Product Monograph for full prescribing information.

* 3 randomized, dovisle-tlind, plocebe-comtrolled, multicentr hisks studying VIMPAT™ (facasamida) o5 adjunctive thasapy in odelt pafients with POS with
on without secondary gunaralizntion. In the stadies, patients weee ba hivve been toking o stobl hosaige regimen of ene 1o thrse AEDs, with o without
vagol nesvs stimatanion in e 4 wesks befoes anrollment ond duing the baseline period. Followg the B-weok baselie phase, subjects were
randomized ond wgitnated by initinting taatment of 100 my, ey, ond incraased in weekdy increments of 100 iy /day to the tnege des, The Hmfion
phase losted 46 weeks. Patieats then antered o 12-week mointunenie phase peried, 44

| AED=anehspilepti drug

Rrherences: 1. VIMPAT® Product Monograph, UCH Canoda boc_, Octeber &, 2011, 2. Ben-Manochem £, Biton ¥, Jauzis 0, e of Eificory e sobety of orad

locasamid o5 odjunctive theropy in adults with porfinkoriset setrurs. fpdlyssio 2007; 48(7):1308°1317, 3, Chung 5, Spedfing MR, Bon¥ o ol

Lucmsamide o3 odpnctive theropy for partiol orset seizures: A mndomizad tontraled tiol. Epnsio 010; S1A)958-967. 4. Haldsz P, Kafvinloun R,

Mazurkiewicz Beldeifiska M, e of Adganctive hocasamide for partinkonset seizures: Effcory and sofihy resslts fram o sondbeized condroed el

Epilepsio 2009; 50{31:443453

"
VIMPAT

lacosamide

POWER for Added Control

See prescribing summary on page A-20 to A-23
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acknowledge and thank the following for their commitment and
participation in this year’s 47th Annual Congress.

Session Chairs and Poster
& Platform Moderators
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Ming Chan
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otometrics

Thank You for stopping by the GN Otometrics booth at CNSF
2012. We are the leading manufacturer of balance and evoked
potential instrumentation. For more information, visit
www.otometrics.com, or contact your local Otometrics
distributor directly:

Eastern Canada: Genie Audio | (905) 469-0620
Western Canada: DB Special Instruments | (877) 773-1333

IMRIS is a global leader in providing image guided therapy
solutions through its VISIUS Surgical Theatre — a
revolutionary, multifunctional surgical environment that
provides unmatched intraoperative vision to clinicians to assist
in decision making and enhance precision in treatment. VISIUS
Surgical Theatres serve the neurosurgical, cardiovascular and
cerebrovascular markets and have been selected by leading
medical institutions around the world.

IMRIS &

CareTrax Neuro wishes to extend our deepest
gratitude to all the delegates who visited our kiosk
during the 2012 Congress of Canadian Neurological
Sciences Federation in Ottawa.

We are the exclusive Canadian representative of a
world leading manufacturer specialized in
neurodiagnostic accessories. Over 20 million units
per year, Top Quality, Best Price.

CareTrax Veuro

_/\_\/\_A_ Medical Devices

Grass Technologies is a proud supporter of the
CNSF and CAET associations.

Thanks for visiting our booth in Ottawa.

Looking forward to seeing you again soon!

Galenviedical

- A Division of KEIR SURGICAL LTD

Galen Medical wishes to thank all the neurosurgeons
for attending the CNSF conference.

It is always a pleasure to meet with you —
we appreciate the opportunity to show you Galen Medical’s
latest technologies for spine and neurosurgery.

We look forward to seeing you in Montreal next year!

The moment you expand surgical
boundaries beyond what seems
possible.

This is the moment we work for.

Carl Zeiss Canada strives to
contribute to medical progress and
create added value for your daily
work. We offer a comprehensive
line of surgical microscopes,
visualization solutions and loupes
that enhance visualization in
neurosurgery.

Contact us 1-800-387-8037.

Public Health
Agency of Canada

Agence de la santé
publique du Canada

i+l
Thank you to the delegates who visited our booth! For
information about Creutzfeldt-Jakob disease -related issues
please contact us at 1-888-489-2999 or go to: http://www.phac-
aspe.ge.ca/hcai-iamss/cjd-mcj/index-eng.php

Merci aux délégués qui sont venus A notre kiosque. Pour
d’information sur la maladie de Creutzfeldt-Jakob vous pouvez
nous joindre en appelant le 1-888-489-2999 ou au
http://www phac-aspe. cj/index-fra.php

-m

o¢ ca/hcai-iamss/c]

&Y Medtronic

Medtronic of Canada products are used in
cardiovascular medicine, diabetes, ear, nose,
throat, spine & neurosurgery

We have been recognized as one of Canada’s Best Workplaces.

We offer state-of-the-art products for:

« orthopedics

*  neurosurgeons

 interventional radiologists

= Spinal conditions: scoliosis, osteoporosis, tumor, spinal
trauma.
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CANADIAN
MEUROLOGICAL
SCIENCES

riotrrion WP Editor-in-Chief

MEUROLOGIQUES
T h e DU CANADA for the

j O U rn O | Canadian Journal

of Neurological Sciences

Canadian Journal of Neurological Sciences

The Canadian Journal of Neurological Sciences is the official publication of the four member
societies of the Canadian Neurological Sciences Federation (CNSF). The Journal is a widely
circulated, internationally recognized medical journal that publishes peer-reviewed and non peer-
reviewed articles 6 times per year.

A Canadian neurosciences clinician with experience in the peer-review process is sought to lead
this established international neurological, neurosurgical and neuroscience journal.

The general responsibilities of the Editor-in-Chief are:

a) Overseeing the scientific content, quality and impact of the Journal.

b) Maintaining and managing an effective and efficient review process.

c) Appointing Associate Editors and Editorial Board.

d) Preparing and submitting reports to the Editorial Board and the CNSF Board of
Directors.

e) Chairing the annual Editorial Board meeting.

f) Contributing to the journal’s strategic plan, mission, and vision.

g) Keeping informed of the mission, organization and operations of relevant Canadian
Neurosciences organizations, including: the Canadian Neurological Sciences Federation
(CNSF), and its member societies.

Skill and Knowledge Requirements:

a) Background in scientific research and publishing (including electronic methods).
b) Interest in the business aspect of medical publishing

c) Ability to network broadly to encourage participation from authors and reviewers.
d) Ability to establish and implement goals, strategies and tactics.

NOTE: Editorial support staff, stipend and operational systems are in place.

Send covering letter and CV to:

The Publications Committee,
c/o Dan Morin, CEO at dan-morin@cnsfederation.org OR
Canadian Neurological Sciences Federation
#709, 7015 Macleod Trail SW, Calgary, Alberta T2H 2K6

Additional information including a more detailed job description can be obtained by
contacting Dan Morin at the email address above or by calling 403-229-9544.

Deadline for Applications: November 1st 2012
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