Supplement tg Neurolo,
Volume 64 <"Number 6 ¢ lement 1

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Contents

Postel' seSSIOI‘IS 17. Movement Disorders: Geneties and Pathophysiology
Neurogenetics Enhanced Vertical Integration o P esnmonsm Ay
Poster Session 18. Stroke: Epidemiology 1 A149

;nmh\‘ April 10. 2005 19. Acute and Prophylactic Migraine Therapy: Anatomical

“'\hmt‘l:i\.‘ ..\Il,ni li -"Iil)'\ A?s and Physiologic Targets and Novel Strategies A150

i N S 8 20. Epilepsy: Neuroimaging and Functional Testing A152
I.  Tuesday morning, April 12, 2 A29 511 Behavioral Neuraloes A153
1L Ifl‘\sclil_\ :1llc\rmmln. A]:!‘II_I’_’.. 2005 A73 29 EEG and Clinical \‘l"‘”l'll]’ll\'hl“l('"\ A155
[11. Wednesday morning, April 13, 2005 A160 3 ALS Basic Scienc ’ - A157
IV. Wednesday afternoon, April 13, 2005 A207 "'I ! ‘-‘l _.(m([;(;?_n{;‘ i A158
V. Thursday morning, April 14, 2005 A292 £ANCUSI00 DOCY Y OSIES
VL. Thursday afternoon, April 14, 2005 A341

Wednesday, April 13, 2005
Aging and Dementia: Non Alzheimer's Disease

Dementia A257
26. Multiple Sclerosis: Imaging A259
27. Movement Disorders: Genetics, Pathophysiology and

Scientific Sessions

Sllll(.lay, April 10; 2005 E[lllil'lmnl();\' A261
1. Neuro-Ophthalmology/Neuro-Otology A1 Acute Stroke Therapy: Thrombolysis A263
2. Neurogenetics A3 History of Neurology A264
Epilepsy: Clinical Epilepsy and New Frontiers A266
Monday, April 11, 2005 Aging and Dementia: Epidemiology A267
3. Neuro-Oncology A25 Multiple Sclerosis: Immunology | A269
4. Sleep Disorders A26 3. Stroke: Clinical Aspects A271
. Movement Disorders: Imaging A273
Tuesday, April 12, 2005 Aging and Dementia: Pathology A275
5. Aging and Dementia: Mild Cognitive Impairment A126 Multiple Sclerosis: Clinical Trials TF A276
6. Multiple Sclerosis: Outcomes A127 Movement Disorders: Surgical Treatment A279
7. Movement Disorders: Dystonia A129 38. Stroke: Epidemiology 11 A280
8. Gerebrovascular Disease A130 39. Neuwroepidemiology and Parkinson's Disease A282
9. New Mutation for Basilar-Type Migraine; CDH: 40. Epilepsy: Surgical Therapy and Other Treatment
Classification, Risk Factors, Prognosis A132 Issues A283
10. Epilepsy: Basic Science and Genetics A134 41. Behavioral Neurology A285
11. Behavioral Neurology A136 2. EMG and Clinical Neurophysiology A286
12. Multiple Sclerosis: Basic Science A138 43. Cerebral Hemorrhage A288
13. Clinical ALS A140 44. Muscle Disease and Myasthenia Gravis A289
14. Neurologic Manifestations of Systemic Disease A142
15, Aging and Dementia: Treatment Al44 Thursday, April 14, 2005
16. Multiple Sclerosis: Clinical Trials 1 A146 45. Aging and Dementia: Imaging A389

an Academy of Neurology, 1080 Montreal Ay St. Paul, MN 55116, by Lippincott Williams & Wilkins, Inc
: located at 530 Walnut Street, Philadelphia, PA 19106-3621, Periadicals postoge paid at Hagerstown, MD

#0028-3878) is published 24 times per year, twice monthly, for the Am
sen Parkway, Hagerstown, MD 21740-2116. Business and production offi
ces, Copyright © 2005 by AAN Enterprises, Inc

veurology (ISSN
Hunters (

ind at additional mailing

Address for nonmember subscription information, orders, or change of address (except n, India, Bangladesh, Lanka, Nepal and P tan); 16522 Hunters Green Parkway, Hagers
town, MD 21740-2116; phone 1-800-638-3030; fax 301-223-2400; in M and, call collect 301- Igaku-Shoin Ltd 4 Hongo, Bunkyo-ku, Tokyo 113.-00: pan;
phone: 81-3 )-5400; fax: 8 59.5402. In |mi;. Bangladesh, Sri | 1, contact (-Juh- Publication Pvt. Ltd. B-13 3™ FL, A Block, Shopping Complex, Naraina Vihar, Ring

Road, New Delhi 110028, India; phone: 91-11-5

5116 (or call 651-691

-1940

Academy members should send address changes and subsequent inquir v of Neurology, 1080 Montreal Ave., St. Paul, MN

1 Institutior
CO, DC, F
Lippineott Will

$691 Institution, $196 In-training. Rest of World 5 Individual, $ 3 In-training. Single copy rate $42. All prices

Annual Subscription Rates: United States - $411 Individual, §
include a handling charge. Subseriptions outside of North America must add ght delivery. United States residents of £ GA, HI, IA, 1D, IN, KS, KY MD, MO, ND,
ada & Wilkins' GST ldentification #895

NM, NV, PR, RI, SC, SD, UT, VT, WA, WV add st tax. The GST tax of
Publications Mail Agreement #1119672). Subscription prices outside the United States must be prepaid. | without notice. Visit us online at www.lww.com

for airfre
¢ must be added to all orders shipped to Ca
s subject to ct

sales

ion. Online subscriptions are available via High Wire Press or Ovid. Please contact Lippincott
3-2400.

ess Lo the online ve
16; phone 800-638-3030 (outside the United States 301-223-2300); fax 301-2:

bscription rates include print and
iD 21

Individual, institution, and in-trainin;
Williams & Wilkins, 16522 Hunters

0-

n Parkway, Hagerstown,

ight. Permission to reproduce copies of articles for noncommercial use may be obtained from the Co

This puh ication is protected by cc
4470, e-mail: www.copyright.com

50-8400, fax: 97

Permission to photocopy art
ter

mewood Drive, Danvers, M/

215-521-8409, e-mail: alucch
3200; fax: +44-(0)-20-18

nut St., Philadelphic

» Al Lucche: 3
10; e-mail: pointofdiff@BTinternct.com

K; +44-(0)-2

A:J\('ruum, Sales Representatives: Kelly Adamitis, 215-521-8402, ¢ 1: kadamiti@lww
1 1-8411. In Europe: The Point of Difference, Lid., 417A Kingston Rd., London SW20 8JS

Professional notices available: Contact Danni Morinich, Lippincott Williams & Wilkins, 530 Walnut Street, Philadelphin, PA 19106-3621, tel: 215-521-840; I: dmarinic@lww.com

51 West Camden Street, Baltimore, MD 21201-2436, tel: 410
41 Borough High Street, London SE1 1GB, UK, tel: +44-(0)-2(

Reprints available: Contact David Hughmanick, Lippincott Williams & W
dhughman@lww.com. In Europe: Rachel Day, Lippincott Williams & Wilkins,
rday@lww.co.uk.

, e-mail

am Stroot Raltimaors MDD 212012426 tal: 410,528 4182 fax- 410528 4908 _a mail: shabk@huse com 1In

Sonnt s A — = L aen: PRI TR

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

had

excluded. Eligible subjects also underwent the following tests; Sty

$46.001 Word Test; Controlled Oral Word Association Test; Symbol Dj t‘“ﬂp&ﬁ
: it ; Bt Modaliti
1:30 Pm Test; adapted Useful Field of Vision Test. Subjects underwent three nyr,
] = psychological test batteries over a five week period to minimige ey
ouble-Blind, Placebo-Controlled, Multicenter effects, The third test battery served as the baseline. Subjects y
" d Effi of AVP domized to receive either GB (120 mg twice a day) or p] !;m
icac = randomiz ; place
Study To Assess the Safet!’_’ a_:. )i tl‘l: weeks. Platelet function analyses (PFA) were performed at ban]inf:rml?
923 (Dextromethorphan/Quinidine £ n 3 exit since GB has been reported to impair platelet function, ANCOVA
Treatment of Pseudobulbar Affect in Patients used to compare the two groups with baseline performance in pach nﬂz
with Multiple Sclerosis Hillel Panitch, Burlington, VT, Ro- cognitive tests, gender, EDSS, time since onset and baseline BDJ jpq
nald A. Thisted, Chicago, IL, Laura E. Pope, James E. Berg, San as covariates. For the PFA results at exit, baseline PFA regults Were the
Diego, CA only covariate included. RESULTS: Thirty-nine subjects completeg 1,

study, 20 received GB and 19 placebo. There were no significant difference
between the groups on gender, age, education, type of MS, years =0
onset, or baseline performance on the neuropsychological tests, There was;
significant difference between the groups at exit on the Stroop Tey
(p=0.02). At baseline the means were 29.56 sec for the placeby group ang
31.84 sec for GB. At exit the GB group improved to 24.63 sec while the
placebo group was essentially unchanged at 30.22 sec. There were 5, sig.

OBJECTIVE: The objective was to evaluate the safety, tolerance, a_nd
efficacy of AVP-923 (capsules containing dextromethorphan hydrobromide
[DM; 30 mg] and quinidine sulfate (Q; 30 mg]), compared with pla_cehu, for
the treatment of pseudobulbar affect (PBA) in patients with multiple syle-
rosis (MS). BACKGROUND: PBA is associated with various neurological
disorders and is characterized by uncontrollable lfpiso;!iesl gf lﬂugl:lng

or crying -of- ortion to, or incongruent with, underlying mood. 3 _ : | 0
i@n?jlcllucg‘etlin?nn’:l';:rf(?::'ulil]ation as a CYPEg;)G inhibitor to blob:k é:he rapid mﬁcanltddlﬂf';rinct_!s b?ttl‘aveercn g(‘)rlfup;ngnr:;ﬂ;ti‘::i?;;'n;m:ie'? Were no signi
first-pass metabolism of DM and increase its pharmacological potential. cant side-eflects mPeFA "thT P s o 11 E;:ence at exit iy
DESIGN/METHODS: MS patients at 22 community and university based PFA. The baseline wi el?'"fgﬁuime lrr;eanhur race 0 was 1230 s
centers were randomized to receive AVP-923 (n=76) or placebo (n=74) and for GB ééﬂﬁ 806 %’gﬁaﬁ‘l‘}m OI;TS?e’lc‘hi({r tiletpt a.':(ihﬂ group and 867
twice daily (q12h) for 12 weeks. Each patient completed a diary recording sec fol‘:" thei’f ygroup. : s b inb l\]inso ';1_8 suggests that.(‘}n
daily the number of laughing and/or crying epsiodes, medication schedule, may be effective in :mprnlvmg ]a f’l" ":"“ \ patients with cognitie
and adverse events (AEs). Patients returned to the clinic an Days 15, 29, dysfunction. GB d_‘d “"t alter P‘latL}fiLh unction or cause significant side.
57, and 85 for evaluation. PBA was assessed during the clinic visits using a effects. Definitive investigation should be pursued.

: : National Multiple Sclerosis Society grant #PP092], the
validated self-assessment tool referred to as the CNS-LS. The study en- Supported by b
rolled adult male and female patients with MS who scored =13 on the National Institutes of Health ?50AT000&§_}101' the Department of Veter.
CNS-LS. Safety measures were AEs, clinical chemistry, vital signs, physi- ans {l_ffmrs, and the Nancy Davis Center Without Walls. Gingko Biloba was
cal examinations and ECGs. The primary efficacy analysis compared the P(°Wd‘*d by Thorne Research Inc. i o !
change in CNS-LS score between the AVP-923 and placebo groups, where Disclosure: Drs, Bagert and Lovera have nothing to disclose. Dr. Oken has receingd

financial support from NIH (NIA and NCCAM). Drs. Smoot and Wild have nothing 1
disclose. Ms. Frank and Bogardus have nothing to disclose. Dr. Bourdette has received
personal compensation for activities with: Biogenldec, Teva Neurosciences, Serono and

individual change was the difference between the baseline and the average
of the Day 15, 29, 57 and 85 study visits. Secondary endpoints included a

comparison of the number of episodes of laughing and/or crying, a visual Berlex Laboratories for speaking engagements and consulting services.
analog scale (VAS) score for overall quality of life, a VAS score for quality of

relationships and a pain intensity rating scale score. RESULTS: Patients $46.003

receiving AVP-923 had a clinically and statistically greater reduction in 2:00 PM

CNS-LS than those receiving placebo (p<0.0001). All 4 secondary end-
points were also statistically significant in favor of AVP-923: number of

laughing and crying episodes (p=0.0002); quality of life (p<0.0001), quality An Open-Label, Prospective Study of Oral

of relationships (p=0.0001); and pain reduction (p=0.027). Additional anal- Fumaric Acid Therapy for the Treatment of
vsis revealed that nearly twice as many AVP-923 subjects as placebo sub- Helapsmg-Hemittlng Multiple Sclerosis 'H“MS] 8.
jects responded to treatment (84% vs 49%; p<0.0010), that the number of K. Schimrigk, N. Brune, K. Hellwig, M. Rieks, V. Hoffmann, D.

episodes per week was reduced 46% in the AVP-923 group compared to the

Pohlau, H. Przuntek, Bochum, German
placebo group and that treatment effects were observed as early as the first ’ / Y

week of treatment. The nature, frequency and intensity of AEs were within OB}IECTW'E: To evaluate the safety and efﬁca_cy o_f ar_'al fumaric‘acidin
acceptable limits, and were similar between groups. Dizziness was ob- patients with RRMS. BACKGROUN!_): Fumaric acid is an e[:l'ectlve an.d
served more frequently in the AVP-923 group (p=0.01). Eleven AVP-923 safe ‘therap_v for psoriasis. Since the inflammatory processes mt'ul\‘?fl in
patients (14%) and 8 placebo patients (11%) had AEs resulting in discontin- multiple Sqlernsis (MS) are thought to be similar to those of psoriasis,
uation. There were no clinically significant changes observed in other fumaric acid therapy may also be effective in treating MS. DESIGN
safety measures. CONCLUSIONS: AVP-923 was safe, well-tolerated, and METHODS: An exploratory, prospective, open-label study of oral fumane
highly effective in treating pseudobulbar affect in patients with MS. acid esters was conducted in patients with RRMS. The study consisted of
Supported by: Avanir Pharmaceuticals four phases, a 6-week baseline, an 18-week treatment at a target dosef
Disclosure: Dr. Panitch has received personal compensation for activities with: Berlex, 720 mg per day, a 4-week washout, and a second 70-week treatment phase
Teva Neuroscience, Serono, Pfizer, Advanced Biotherapy, Centocor, llex Oncology, Gly- at a target dose of 360 mg per day. All patients were treated with oral
cominds, and Genentech. Dr. Panitch has received personal compensation in an edito- fumaric acid ester therapy. The dose was slowly titrated up to the target
gai _capacity !nr_.Bzuscmm‘E Curlumumcatlons for serving on an AL*(iILDTIaE puard. Dr. dose over 9 weeks in the 1st treatment period. Patients started at the
{Amtch has rer:v.-i\edlcompensatlun for serving on the Board of Directors of Advanced target dose in the = iy By : s had Gadolinium
Biotherapy. Dr. Panitch has received financial support for research activities from E8kinasa 2 the second 'tlcatant phase. All patients ha ol
Biogen-ldec, Teva Neuroscience, Serono, Pfizer, Avanir, Genentech, Bayer, and Bristol- enhancing lesions on baseline Brain MRI. Safety was assessed by physi
Myers Squibb, Dr. Thisted has received personal compensation for activities with: and neurologic exams, blood chemistry/hematology, electrocardiogram, and
Avanir Pharmaceuticals for statistical consulting services and from Finnegan, Hender- urinalysis. The primary efficacy outcomes were the number and volume of

son, et al.ln law firm. Dr. Pope has served as an investigator and holds stock eptions gadulinium~enhancing (Gd+) lesions on serial T1-weighted magnetic 180,
and/or options in Avanir Phur_maceut:cﬂl::. Mr. Berg has served as an investigator and nance imaging (MRI) scans. Clinical outcomes included Expanded Disabil
holds stock options and/or options in Avanir Pharmaceuticals. ity Status Scale (EDSS) sc‘m‘o ambulation index (AD), and nine-hole peg

test (9-HPT). The effects of fumaric acid on intercellular cytokine profiles
Tl S46.002 T-cell apoptosis, and soluble adhesion moalecule (SICAM-1) were also &=
* G sessed. RESULTS: Of 10 enrolled in the study, 3 patients duscm\t_lm:;fl
i i during the first 3 weeks of treatment. Six of 7 patients initially experienct
E Ginkgo Biloba Improves Cognitive Performance in n-ﬁld t;)_ moderate gastrointestinal discomfort, which (!GCJ‘EBSE‘! gral_iu;illpl:
o Multiple Sclerosis Patients with Cognitive Eﬂr'?? ;tli.l(}hilfr]q;th:i:;m?e citrlem ?Ol.odg&mm”'vbnm(d fgdu;l»a;;rllemiume
= L : apy sigmhicantly reduce e number (p<U.uL
g Dysfunction: A Pilot Study Bridge: Bagert, Boston, MA, (p=<0.01) of Gd+ lesions from baseline after 12 weeksfnf treatment. ED!
Jesus Lovera, Barry Oken, Portlanu’{ OR, Kyle Smoot, Seattle, WA, scores, Al, and 9-HPT remained stable or slightly improved from baselin?
Katherine Wild, Rachel Frank, Kristin Bogardus, Dennis Bour- in all patients. A highly significant increase in CD4+ cells producing mler:
dette, Portland, OR leukin (IL)-10, IL-4, and TGF-beta was observed during ‘creatn;ent iﬂf:‘
i sl . : . . pared with baseline and post-study periods. A 50% increase in the rate
:_)BJECT_IVE. To detegmflne |f1nult1p}e sclerus1§ (MS) suhjegta with cogni- apoptosis in T-helper (T]}I)] cells W);Sp(lbs[x,wed after 6 weeks of treatment
ive impairment treated with ginkgo biloba (GB) improve their performance and declined to baseline levels after an addition 6 wecks of treatment. No

on a neuropsychological test battery as compared to placebo treated sub-

Jects. BACKGROUND: Cognitive dysfunction is a m. significant changes in intercellular TH1-type cytokine production Was 0

) ajor cause of disability served while serum level igni d. OO%
o e 5 - s antly decrease

Ln MS, andbpresren_tly Gthere is no effcchv? treatment. One agent that may CLUSIONS: Fumarig;iif]?s(;;r{i(i'lAclz:itlly“;.Z:fuzL%n;Ez nuuibel‘ and volume of
E:i\;:iiome ‘dene lltls B, which many MS patients use despite a paucity of Gd+ lesions over 70 weeks of treatment, and all patients were clinically
o g evi e:lmlcel dn\_support;ucl’_l use. DESIG%WMETHODS: This was a stable throughout the study. No serious ativerse events were wpgrf_gd.Da!ﬂ
7 MS”:.a{)‘ari e _:;:rlgn. l’if’ orn:zed_, dﬂut:le-sblijﬂd pla]:esomentrolled, trial on immunologic pnramet.ers- suggest that fumaric acid causes a b}'stanﬁlt‘f

ients with cognitive impairment. Subjects had to have definite i : ine profile
MS and demonstrate cogeitive dysfunction on the Paced Auditory Serial ___ Theas st o¥ard @ predominantly TH2-type cyiokisl By,
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Disclosure: Dr. Schimrigk has re d personal pensation for activities with:
Biogen Idec and other pharmaceutical companies involved in the treatment of MS. Dr.
Schimrigk has received financial support from sev;rai pharmacuetical companies in-
volved with the treatment of MS hna'bean provided for teaching activities at the
Bochum University. Dr. Brune has_ received pgrm_nal compensation for activities with:
Biogen Idec and other phar sutical I Ived in the treatment of MS. Dr.
Brune has received financial support from several pharmacuetical companies involved
with the treatment of MS has been provided for teaching activities at the Bochum

might facilitate endogenous repair mechanisms, or that repair comes di-
rectly from the transplanted stem cells that have the capacity to become
CNS cells. The first six patients are now 3 years out from this procedure
and this report deals with their clinical and functional outcomes. DESIGN/
_MEI'HODS: The Canadian BMT trial is a non-randomized phase II trial of
immunoablation and autologous hematopoietic T cell-depleted stem cell
t;l:ansplant.ation (ASCT) for MS patients deemed to have early aggressive

University. Drs. Hellwig and Rieks have nothing to disclose. Dr. Hoffy has ived
personal compensation for activities with: Biogen Idec and other pharmaceutical compa-
nies involved in the treatment of MS. Dr. Hoffmann has received financial support from
several pharmacuetical companies involved ‘with the treatment of MS has been provided
for teaching activities at the Bochum University. Dr. Pohlau has received personal
compensation for activities with: Biogen Idec and other pharmaceutical companies in-
volved in the treatment of MS. Dr. Pohlau has received financial support from several
pharmﬂl'nuticnl companies involved with the treatment of MS has been provided for
teaching activities at the Bochum University. Dr. Przuntek has received personal com-
pensation for activities with: Biogen Idec and other pharmaceutical companies involved
in the treatment of MS. Dr. Przuntek has received financial support from several
pharmacuetical companies involved with the treatment of MS has been provided for
teaching activities at the Bochum University

$46.004
2:15 M

A Phase | Trial of CTLA4lg Treatment in MS Samia
J. Khoury, Vissia Viglietta, Guy Buckle, David Hafler, Boston,
MA, Kasia Bourcier, Bethesda, MD, Charles Guttmann, Michelle
Bikowski, Boston, MA, James Rusche, Hal Landy, James Mec-
Nally, Karen Jauregui, Waltham, MA

OBJECTIVE: To determine the safety of RG2077 in patients with multiple
sclerosis, BACKGROUND: Multiple sclerosis (MS) is an autoimmune dis-
ease of the central nervous system initiated by autoreactive CD4+ T cells,
which recognize and respond to myelin antigens. T cell activation depends
on signals delivered through the T cell receptor and co-stimulation via
CD28-CDB0/CD86 interactions. CTLA4-Ig has been used to block CD28-
CD80/86 costimulation in several animal models of autoimmune disease,
with improvement in disease manifestations. Previous studies using an-
other CTLA4Ig agent have shown clinical benefit in psoriasis and rheuma-
toid arthritis. RG2077 (Repligen) is a recombinant protein of CTLA4
(cytolytic-T-lymphocyte associated antigen-4) fused to the heavy chain con-
stant region of the human immunoglobulin of the IgG4 isotype. The gene
sequence encoding the immunoglobulin portion has been altered to remove
the functional properties of binding the Fe receptor and fixation of comple-
ment. DESIGN/METHODS: We performed an open-label, dose escalation
study of RG2077 in relapsing-remitting MS patients. Each subject received
a single infusion of RG2077 in the one of the following dosage groups: 2.0
mg/kg (n = 4), 10.0 mg/kg (n = 4), 20.0 mg/kg (n = 4) and 35.0 mg/kg (n =
4). Safety assessments included blood studies, a MRI, a neurological exam-
ination and physical examination. Mechanistic studies were performed at
baseline, 1 week, 1 month and 3 months post infusion. Safety data on the
first 2 dose groups were presented at the AAN in 2004. The study was
supported by the Immune Tolerance Network. RESULTS: We are cur-
rently dosing the 35.0 mg/kg cohort, and the last follow up visit is expected
in March ‘05. No major adverse events have been observed to date. Immu-
nologic/mechanistic studies have been performed and show evidence of
bialogic activity. The results of the safety data and analysis of the immuno-
logic effects of the treatment on the whole study cohort will be presented.
CONCLUSIONS: CTLA4Ig treatment appears to be safe for MS patients.
Supported by: The Immune Tolerance Network

Disclosure: Dr. Khoury has received personal compensation for activities with: Serono/
Pfizer fellowship program. Dr. Viglietta has nothing to disclose. Dr. Buckle has received
personal compensation for activities with: Berlex, Biogen/Elan, Serono/Pfizer, and Teva
phgarmaceuticals. Dr. Hafler has received personal compensation for activities with:
Teva for consulting services. Dr. Bourcier has nothing to disclose. Dr. Guttmann has
received personal compensation for activities with: Teva Neurosciences, Serono, and
Biogen. Ms. Bikowski has nothing to disclose. Dr. Rusche has received personal compen-
sation for activities with: Repligen corporation. Dr. Rusche has received compensation
for serving on the Board of Directors of Repligen corporation. Dr. Landy has received
personal compensation for activities with: Repligen corporation. Dr. Landy has received
compensation for serving on the Board of Directors of Repligen corporation. Dr, McNally
has received personal compensation for activities with: Repligen corporation. Dr. Jau-
regui has received personal compensation for activities with: Repligen corporation.
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Immunoablation Followed by Autologous Stem
Cell Transplantation as a Treatment for
Aggressive Multiple Sclerosis: 3 Year Follow-Up
Of the First 6 Patients Mark S. Freedman, Harold L. At-
kins, Guylaine Theoret, Ottawa, ON, Canada, and The Canadian
MS BMT Study Group

OBJECTIVE: To report on the progress of the Canadian MS bone marrow
transplant (BMT) study by providing clinical data on the first 6 patients
reaching the final 3 year endpoint. BACKGROUND: We hypothesized that
complete ablation of the immune system will halt any ongoing MS immune
mediated damage to the CNS and that reconstituting an immune system
derived from hematonoietic stem cells will not result in re-development of
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and who have failed contemporary treatment. Inmunoablation was
carried out using busulphan (16 mg/kg), cyclophosphamide (200 mg/kg) and
rabbit ATG (5mg/kg). Patients were followed and assessed every 3 months
by both ‘treating’ and ‘blinded’ evaluators. Clinical evaluations included the
EDSS and MSFC functional scales as well as depression and quality of life
measures. RESULTS: By the time of presentation most of these patients
will have completed nearly 36 months of follow-up and their clinical data
will be presented. One of these first six patients is a ‘control’ patient, who
met the same rigid inclusion/exclusion criteria of the treated patients, but
chose not to undergo the full procedure. This individual was followed in the
same manner as the transplanted patients, but received only ‘best medical
care’, which entailed the use of mitoxantrone. Thus far, no clinical attack
has occurred in over 230 months of follow-up of 11 transplanted patients.
Functional scales demonstrate either stability or improvement in a number
of measures. In some cases, vision recovered substantially, while in others
there were marked improvements in pyramidal/cercbellar KFS or overall
EDSS. In addition to reviewing EDSS and MSFC scoring, we will present
the results of validated quality of life questionnaires completed prospec-
tively over the same time frame, MRI study results will be presented in a
companion abstract, but similarly failed to detect any new activity in any
patient. CONCLUSIONS: Immunoablation and ASCT results in clinical
stabilization or improvement in this very aggressive form of MS for up to 3
years. Some patients have actually seen some improvement in terms of
their motor and visual capabilities, raising the possibility that the treat-
ment does more than simply stop ongoing disease activity.

Supported by: Multiple Sclerosis Foundation of Canada

Disclosure: Dr. Freedman has received personal compensation for activities with:
Berlex, Schering, Serono, Teva, Biogen Idec, Bayer, BioMS, Bayhill Therapeutics, Neu-
rocrine, Glycominds, Transition Therapeutics, Pfizer. Dr. Freedman has received finan-
cial support for Serono: clinical research project Glycominds: clinical research project
Serono: monthly journal club. Dr. Atkins has nothing to disclose. Theoret and The
Canadian MS BMT Study Group have nothing to disclose.
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Evidence for Acute Brain “Pseudo-Atrophy” after
Treating MS with Immunoablation Followed by
Autologous Stem Cell Transplantation Jacqueline T.
Chen, Donald L. Collins, Montreal, QC, Canada, Mark S. Freed-
man, Harold L. Atkins, Ottawa, ON, Canada, the Canadian MS
BMT Study Group, Douglas L. Arnold, Montreal, QC, Canada

OBJECTIVE: To assess the effect of stopping inflammation on the evolu-
tion of brain atrophy in patients with multiple sclerosis (MS). BACK-
GROUND: Brain atrophy is usually considered a biomarker of
neurodegeneration and loss of brain tissue. However, fluid shifts and other
factors can acutely alter brain volume. Pseudo-atrophy due to the resolu-
tion of inflammatory edema has been proposed as a factor contributing to
loss of brain volume after initiation of therapy in MS. To test this hypothe-
sis, we measured the rate of atrophy in patients with very aggressive,
active MS before and after stopping inflammation with immunoablation
that was performed prior to autologous stem cell transplantation (ASCT).
DESIGN/METHODS: Brain MRI was performed at baseline (-2.6 mo and
-0.5 mo) and post-immunoablation (+1 mo, +4 mo, +6 mo, +9 mo, +12
mo), in five patients with secondary-progressive MS. Quantification of
brain atrophy was performed on Tlw MRI using SIENA. Gadolinium-
enhancing lesions were also quantified. RESULTS: At baseline, 4 of 5
patients had gadolinium enhancing lesions (148 lesions/subject). Over a
2-month interval prior to immunoablation, the rate of atrophy was small
and heterogeneous within the group (mean*SD = -0.79=3.47 %/yr,
p=0.64). The rate of atrophy dramatically increased over the subsequent 4
months during which the patients received immunoablative doses of che-
motherapy and ASCT (8.65-2.60 %/yr (p=0.003)). In some patients, the
rate of atrophy stabilized by 1 month post-transplant. In other patients, the
rate of atrophy stabilized after 4-6 months. CONCLUSIONS: Immunoab-
lation followed by ASCT was associated with an acute increase in the rate
of atrophy. The rate of atrophy (approximately 3% over d‘months] was
larger than what one would normally expect due to loss of tissue, even in
this aggressive group of MS patients. These preliminary data, there'fure,
support the hypothesis that stopping inflammation in MS can be associated
with “pseudo-atrophy”. )
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