171

2012 = PUE|BE

My gEE 2011 B R R K A RISR D B

EHPH RS P

Pharmaceutical Communication Monthly

DR E *'-"f&@?zj Wit A FHELEFPFES o

1 FHLEIS 171 85 2012 & |5



)% = ?7]‘ LTPEIES

Byl AT 2481

ZERFEEARNREBFFFOI - 214 0%
FHIRATRE b TR Fied T 53 FFE
PRI R S S ShTL 0 008178880289

R EFTF F 7486 SR

;A A
B HhE %

H TR 3 iR

=z
LA

GRS
T 3 #2245 ¢ sulinling@pitdc.org-tw
fexk o ohttp:/iwww.pitdc.org.tw/
FEpH P EAR-O-Fr ¥ - LT 4
RN LA

3% :(02) 66251166 @Z
70
R FTH|HtR 51 17122285 HE =

1(02) 66251177
1 & 4 100 ~ TR >#& 1000 &

PEARALAEL S0 LA

> 20115 I pREkE] -l
¥5 Crecon ~ 777 3 » e P A4
B RES D RERD FE - o 9
17%: 30 e d 305 B E ol |
B3 B ERAP RS B R 3%
Ben¥ o 2 93 10%0 koo

> 2011p ®WE B % ,.&ﬁﬁ:-‘)?‘iié’%ﬁ B
-5 F A REER D -
,p@vlvlstm#m iﬂﬂ%ﬁ Bma ¥k -

‘gs.& -&/r'},%ff'\ ...]4@]%’“"7}
%“f‘?iﬁ'ié‘/%‘ﬁ% ToFESPRELSLH
Stk BT o WA 6 B R E A
Q—, B AZE110mE ~ o ...

N . Y
4 Pl
Pharmaceutical
Communication

Monthly

P&

2011 & |14 gAgkde]] i1 -[03

LuFE

T2011 p R ARk BB RIS T SR
- 55 12A 1 F 43 S-(multiple
sclerosis, MS) -- ------=---=---mmneeeev

TERPE IR 5 A T B m AR M
FEL - B 12010 i 5 -

SERESEIFN 171 8] > 2012 & U] B



W ORE BV e HER

B AR REF D B By - o J}f; Crecon A 17 = 5 4 ik 17%«7
¥ooed %’\Aaa.% B, 23 };‘}‘I% EAREIR D AR Y BRI HR - 0 4
Pm%mﬁ%‘°0mwn ?%‘%&%%#*“ﬁ“‘4%ﬂwﬁﬁ&u£¥%ﬁ
BREFE BRI BEP AR L RES LS - o

tp A2011 24 &%= LenZE gL Eisal > P BB T2 Pfizer P givxp ol g
&1 Alzheimer's * #Z Aricept (Donepezil Hydrochloride) » & & = & 14.9% > 4 & & &
18.92 @ # ~ > Aricept P BB b B 3F ¥ che F5 v o# A A (5mg ~ 10mQ) & - A4z
(5mg ~ 10mg ~ 23mgQ) - d > E I F[E =P 8 > 2010 £ 11 ¥ 26 p Ranbaxy = & &%
K2~ 1% Donepezil Hydrochloride *+ # v 2 £ 18 180 % 4% H-41 & & jiH g - 180 =
(2011 # 5" )b 3 MBS F ZER 28 LF 13 Lty AF BRMEAS S P 0 L4
B LB BRI FH L @A 44 2 Plizer 2 P ahpd i44R 4 B om0 2011
E 2% 2 7 ¥ Aricept 4 892 5 = £ 1% 44.37 i ¥ ~ @ Eisai o 2 ehp4 48 P & 7+ Aricept
BE R E < FE T 03.5% % HE s 123 R E (9414 mp ) B R A
£ (23mo)sh Aricept Flg H s § L #Z s > @b 32%: i}?—u’a ST W H I
o Rt 3T 0 3T B i@@?ﬁia B HAHTF R E SR B L I HAR R
% 2010 £ & & 9.6%° % 1254 g% ~ - 2 7 Aricept 3 37 7rﬁ»§ z 2 posg A 4 2009
£ Eisai = @ 2 Teikoku = @ 44} Aricept B 2 #r<r#[ 73] »2010.# 7 ? Eisal = 7 #» #
® FDA 3 ) Aricept pb 2 B3| chAT# Y 5 IR & 12 7 % p AR Y o R EF FEF
PE- G ARSHIRT R CRER ALK KL IELT  FH
YA AR e

P A~ 2011 =4 & = £ F & F «4_Sanofi Aventis 2> 7 £¢ Bristol-Myers Squibb
= 7 8 & 4 & o Plavix (Clopidogrel Bisulfate) » = £ & 2 22.9% > 4 & 35:% 11.44 R %
722011 # Plavix >34V & %f 5 94.14 & % - (¥ 69.89 ®Ft ) 4% 2010+ = & 4.5%>
BEAR RN TR L F Y > T R 298% B EMEA I P (2011 £ 3 )w A H
;gg; o el %r“ﬁ +EABF(7.8%) Fobp AmY FAEFEF o HY P R
B R FEgiE 27.7% " PIaV|x N S L AR SR T Y-S Ly
2 ) E RN R FEN Y R SEY T LU R Y
cE B o ) o

’xfw S

3 gefhip| P 171 1] > 2012 & 4] BE


http://betty.hjes.tpc.edu.tw/93/why/05/why237_jpg_view.htm
http://betty.hjes.tpc.edu.tw/93/why/05/why237_jpg_view.htm

TR &+ 0% Novartis = 2« Diovan (Valsartan) » 2011 # = f 10.6% > #

FH L ELNET 1576 ¥ ~2 B o2 2011 £ & 233 HH 8 ETF 6% 5 56.65
% ~ o Diovan i & i» & =t SR I 0 4oy 2011 & 11 7 B A 5 5]
Hore 3 BLrELIFG RS AFREIA2012 9 7 F|E > A p A& IR
2013 & 7] # - g2 #X Valsartan 2 &
Hydrochlorothiazide s Exforge HCT » #%73 &g 2 p &7 Fenptis (2 v 5 L Fix

amlodipine 4 =

.
|4
& e

Exforge & £ “c

LH TR ET Qiedme @R P BT o ¥ b R A AT L EOPUEFT
PR T > E s 20144 10 " B L EA] €38~ Ho
221 pA2010 22 201l e w Lt E R FH L BE(H - FFER)
i AR | 2 F i 2010 # | 2011 # * £
_ Donepezil ——~ _
Aricept . Piizer/ Eisai | Alzheimer's 1,647.36 | 1,892.82 | 14.9%
Hydrochloride
Candesartan )
Blopress _ _ Takeda B o B 1,860.37 | 1,691.08 | -9.10%
cilexetil
- : . o= -10.60
Diovan Valsartan Novartis B oo B 1,763.89 | 1,576.92 o
0
o Atorvastatin S ,
Lipitor _ Pfizer F o g 1,437.48 | 1,430.30 | -0.50%
calcium
N
Mohrus Ketoprofen Hisamitsu | 2L 1,185.69 | 1,170.28 | -1.30%
Olmesartan Daiichi /
Olmetec _ B AR 1,140.70 | 1,149.83 | 0.80%
medoxomil Sankyo
Sanofi
_ Clopidogrel Aventis / ».
Plavix _ _ fim | & 931.02 1,144.22 | 22.90%
Bisulfate Bristol-Myers
Squibb
Takepron | Lansoprazole | Takeda %3 r ¥ o |1,014.15 | 1,110.49 | 9.50%
Centocor # =
Remicade | Infliximab f# Mitsubishi | gk /& [2B & L] 896.91 1,016.20 | 13.30%
Tanabe 41 &
_ leuprorelin - -~
Leuplin Takeda ot & 978.64 1,014.85 | 3.70%
acetate
H:r 1 p [Fl=0.013125 £ ~
AL KR CIMS Japan £ & o @ o RO ZF PP 12 (2012/02/29)

4 SRR 171 3 > 2012 & PUE[BE




\\\Xr

=

E 4
kJ

1. Thomson Reuters, The Japanese Generic Drug Market: opportunities and
strategies for success

2. thepharmaletter, 9 Aug 2011, Generic penetration of Japanese pharma likely
to fall shiort-of 2012 governrnent target

3. Espicom, Q3 2011, Japan World Pharmaceutical Market

4. %7 ik, Sep2011,0 & B 4 AT $818/4 & 2 F sy

P

5 S 171 1] 2012 £ |



#ARAMS

2011 f WA & oA s R S Hpri

- 5 A 1Ye 25 3 F(multiple sclerosis, MS) --

WO ERY s R

i MS 3 SRR 2 0 G- ER R L HAFE 0
PRI R BRSO OHAR AU BT P 6 S FEM L
110 % = o Aa Gl B 2T MA > HTRF R3S QEAE 0 2 LR
T HE AN H 6 R R E ik @l R *MSmﬁ#“%**% {~ &
P RAA NG Rl (et o

)

195 RBC ¥ *# 34 477 Micheal Yee #7-p w5 25§ & & PR * MS &
Fooo dod T RA AR ER L >4 skt B8 6 5| 2015 & 7 iE 150 mEA BB
B £ F b 5 10%0 ¢ o

Pk sk MS ¢ JRE 4 Novariis 2 7 ¢ gilenya (fingolimod)>2010
#9121 p £FFDA et 15 o gilenya /A S B0 81 £ 4 5 {820 2014
#2018 p 118 - gilenya * 2011 & 10" o ¥ W4 § - mE3 B0 B @ i
0.13 fa% &« p & #amhL B I% ~ Pioiam & 4 2@Fme 13 < 2011 # gilenya
BoFadl 8 es 06mEA S FREREL

¥y ehpgs P ch#E fe ¢ 4L Biogen Idec & @ v JRe1BG-12 @ &~ fk = 8 0 Teva &
# errlaquinimod £ Sanofi-Aventis 2> # erteriflunomide =2 38 - §2p5k = Hp FE T 38 o
¥ *h 4 B Merck KGaA = @ B % v IR/57% MS dhcladribine = 22011 # 8% 5 p 2=
k= etk Pol 22K FDA BFEFH D 3y » @I m s AT
i TR ER R AR R L RE LS

Biogen Idec = @ Ap 3t R A E g 0 BN RACE R 0 R AN MS B B
© P~i¥ Tysabri 2 Avonex iz 2 A & > 822X Tysabri ¥ i §ildz 5 it d [

(progressive multifocal leukoencephalopathy, PML)> e i7 & 3% 2 ¢
¥ FFF 0 M Avonex » A 25 B F ~ g ¥ 4f - Biogen Idec = @ & & feip iy MS AR

E "“ "

- = ?FI\ %i’k ]f_ °

<

r‘r?;

6 FERGRRA 171 1 > 2012 & PHF[BE



%3 *MSTop 6 ch&E 44 &k iw(H = fRZE~)

iR ERE-SA A 2008 # 2009 # 2010 =

Glatiramer Teva and

Copaxone acetate Sanofi-Aventis 30.85 34.45 39.96
P

Avonex & . Biogen Idec 22.03 23.23 25.18
beta-1a

Rebif THEE Merck Serono 18.13 20.94 22.72
beta-12

Betaseron/ | *# % Bayer

Betaferon betalb Schering 15.17 16.10 15.99

Tysabri Natalizumab FJ:Q Biogen 8.14 10.53 12.40

_ Er .

Extavia ’ Novartis AG - 0.49 1.24

beta-1b

AL kR ¢ % ® FDA Orange book ~-MedAdNews ~ & = & p13E

%72 MSTop5 & &4}k m

iR £ Rap 5 U5 B

1US5981589 May 24, 2014

| US6054430 May 24, 2014

US6342476 May 24, 2014

Copaxone Feb 12, 2002 US6362161 May 24, 2014

US6620847 May 24, 2014

US6939539 May 24, 2014

US7199098 May 24, 2014
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Heterocycles

Patent No.| 7,863,446

Assignee

Orchid Research Laboratories Limited (Tamilnadu, IN)

Filed Date

February 8, 2008

Abstract

Novei heterocyclicicompounds of the general formula (1), their derivatives,
analogs, tautomeric forms, stereoisomers, polymorphs, hydrates, solvates,
pharmaceutically acceptable salts, pharmaceutical compositions, metabolites and
prodrugs thereci are-described. These compounds are useful in the treatment of
immunological diseases, inflammation, pain disorder, rheumatoid arthritis;
osteoporosis; rmultiple myelcina; uveititis; acute and chronic myelogenous
leukemia; atherosclerosis; cancer; cachexia; ischemic-induced cell-damage;
pancreatic beta cell destruction; osteoarthritis; rheumatoid spondylitis; gouty
arthritis; inflammatory bowe! disease; adult respiratory distress syndrome (ARDS);
psoriasis; Crohn's disease; alleigic rhinitis; ulcerative colitis; anaphylaxis; contact
dermatitis; muscle degeneratien; asthma; COPD; bone resorption diseases;
multiple sclerosis; sepsis; septic shock; toxic shock syndrome and fever. More
particularly these compounds are useful as PDE4 inhibitors, and useful for
treating PDE4 mediated diseases.

Therapeutic or prophylactic agent for multipie sclerosis

Patent No.

7,879,837

Assignee

Toray Industries, Inc. (Tokyo, JP)

Filed Date

June 18, 2007

Abstract

A therapeutic or prophylactic agent for multiple sclerosis is disclosed. The
therapeutic or prophylactic agent comprises.as an effective ingredient a glycine
derivative having a specific structure or a pnarmaceutically acceptable salt
thereof, for example, the below-described compsund
[(E)-2-(2,6-dichlorobenzamido)-5-[4-(isopropyl-pyrimigin-2-ylamino)phenyl- Jpent-
4-enoic acid]. The therapeutic or prophylactic agent for - multipie sclerosis
according to the present invention shows the excellent absorbability and in vivo
stability when orally administered, and exhibits high theiapeutic or prophylactic
effects.

Anti-inflammatory compositions for treating multiple sclerosis

Patent No.|7,906,153

Assignee |Theta Biomedical Consulting & Development Co., Inc.

Filed Date |August 31, 2005

Abstract |Compositions with synergistic anti-inflammatory effects in inflammatory diseases

resulting from activation and consequent degranulation of mast cells and followed
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by secretion of inflammatory biochemicals from the activated mast cells, the
compositions containing one or more of a flavone or flavonoid glycoside a heavily
sulfated, non-bovine proteoglycan, an unrefined olive kernel extract that increases
absorption of these compositions in various routes of administration, a
hexosamine sulfate such as D-glucosamine sulfate, S-adenosylmethionine, a
histamine-1, receptor antagonist, a histamine-3 receptor agonist, an antagonist of
the actions of CRH, a long-chain unsaturated fatty acid, a phospholipid, Krill oil, a
polyamine, glutiramer acetate and interferon. Certain of the present compositions
are usefulin protecting against the neuropathological components of multiple
sclerosis and similar inflammatory neurological diseases.

Method for

diagnosing multipie sclerosis

Patent No.

7,906,291

Assignee

Glycominds Ltd.

Filed Date

January 31, 2006

Abstract

Disclosed is a imethod for diagnosing multiple sclerosis and more particularly to a
method for diagtiasing multiple sclerosis by measuring levels of antibodies to
glycans in a biological sample.

Methods for the use of inhibitors of cytosolic phospholipase A2

Patent No.

7,906,548

Assignee

Wyeth LLC (Madison, NJ)

Filed Date

August 11, 2009 /

Abstract

This invention provides methods forthe use of substituted indole compounds of
the general formula: #STR0OCO01## and pharmaceutically acceptable salt forms
thereof. The invention provides metheds for the use of the compounds as
inhibitors of the activity of various phospholipase enzymes, particularly
phospholipase A.sub.2 enzymes,-and for the medical treatment, prevention and
inhibition diseases and disorders inciugiiig asthma, stroke, atherosclerosis,
multiple sclerosis, Parkinson's disease, arthritic disorders, rheumatic disorders,
central nervous system damage resulting from stroke, central nervous system
damage resulting from ischemia, central nervous-sysiem damage resulting from
trauma, inflammation caused or potentiated by, prostaglandins, inflammation
caused or potentiated by leukotrienes, inflammatict caused or potentiated by
platelet activation factor, pain caused or potentiated by prostaglandins, pain
caused or potentiated by leukotrienes, and pain caused or potentiated by platelet
activation factor.

Methods of using conjugated toxin peptide therapeutic agents

Patent No.

7,910,102

Assignee

Amgen Inc. (Thousand Oaks, CA)

Filed Date

October 25, 2007

Abstract

Disclosed is a composition of matter comprising an OSK1 peptide analog, and in

some embodiments, a pharmaceutically acceptable salt thereof. A pharmaceutical
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composition comprises the composition and a pharmaceutically acceptable
carrier. Also disclosed are DNAs encoding the inventive composition of matter, an
expression vector comprising the DNA, and host cells comprising the expression
vector. Methods of treating an autoimmune disorder and of preventing or
mitigating a relapse of a symptom of multiple sclerosis are also disclosed.

Method for

Patent NoZB,?Bl,QCO_

the-treatment of multiple sclerosis by inhibiting IL-17 activity

Assignee

UCB Pharma S.A. (Brussels, BE)

Filed Date

November 24, 2008

Abstract

The present invention provides a method for the treatment and/or prophylaxis of
multiple sclerosis’ (MS) comprising administering a therapeutically effective
amount of an inhibitor of IL-17 activity.

8-hydroxyquinoline compounds and methods thereof

Patent No.

7,947,712

Assignee

Wyeth LLC (Madison, NJ)

Filed Date

August 23, 2007

Abstract

The present invention relates 12 8-Hydroxyquinoline Compounds; compositions
comprising an 8-Hydroxyquinaline Compound; and methods for treating or
preventing a metalloproteiniase-related disorder, such as, an arthritic disorder,
osteoarthritis, malignant neoplasm, rheumatoid arthritis, asthma, chronic
obstructive pulmonary disease, atherosclerosis, age-related macular
degeneration, myocardial infarction,-a corneal ulceration, an ocular surface
disease, hepatitis, an aortic aneurysm, tandonitis, a central nervous system
disorder, abnormal wound hiealirig, angicgenesis, restenosis, cirrhosis, multiple
sclerosis, glomerulonephritis, graft versus/host disease, diabetes, an inflammatory
bowel disease, shock, invertebral disc degeneration, stroke, osteopenia or a
periodontal disease or comprising-administering an effective dose of an
8-Hydroxyquinoline Compound to a mammal-in reed thereof.

Hetero compound

Patent No.

7,951,825

Assignee

Astellas Pharma Inc. (Tokyo, JP)

Filed Date

January 29, 2010

Abstract

To provide a useful compound as an active ingredient fei a-preventing and/or
treating agent for rejection in the transplantation of an organ, bone marrow, or a
tissue, an autoimmune disease, or the like, which has aii excellent SiP.sub.1
agonist activity. Since the compound of the invention has'an-S1=.sub.1 agonist
activity, it is useful as an active ingredient for a treating or preventing agent for a
disease caused by unfavorable lymphocytic infiltration, for example, an
autoimmune disease such as graft rejection in the transplantation of an organ,
bone marrow, or a tissue, a graft-versus-host disease, rheumatic arthritis, multiple

sclerosis, systemic lupus erythematosus, a nephrotic syndrome,
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encephalomeningitis, myasthenia gravis, pancreatitis, hepatitis, nephritis,
diabetes, pulmonary disorder, asthma, atopic dermatitis, inflammatory bowel
disease, atherosclerosis, ischemia-reperfusion injury, or an inflammatory disease,
and further, a disease caused by the abnormal growth or accumulation of cells
such as cancer and leukemia.

1-(biphenyl-4-yimetnyl)imidazolidine-2,4-dione

Patent No.|7,960,560

Assignee

N.V. Organon {Oss, NL)

Filed Date

December 1,2009

Abstract

The invention relates to A 1-(biphenyl-4-ylmethyl)imidazolidine-2,4-dione
derivative having'the general Formula | #STR00001## wherein R.sub.1 is H,
(C.sub.1-8)alky!{ontionally substituted with oxo, OR.sub.4, COOR.sub.5, halogen
or CN), (C.sub.2-6jaikenyi; (C.sub.2-6)alkynyl, (C.sub.3-6)cycloalkyl or
(C.sub.3-6)cycloalkyl(C.sub.1-3)alkyl; R.sub.2 and R.sub.2' are independently H
or (C.sub.1-3)alkyl; or R.sttb.2 and R.sub.2' form together with the carbon atom to
which they are bound a (C.sub.3-5)cycloalkyl group; R.sub.3 represents H or 1 to
4 F substituents; Y represents ##STR00002## or NR.sub.8R.sub.9; X represents
CHR.sub.6, CE.sub.2, O, S, 50 or SO.sub.2; R.sub.4 and R.sub.5 are
(C.sub.1-6)alkyl; R.sub.6'is H, OR.sub.7 or CN; R.sub.7 is (C.sub.1-3)alkyl;
R.sub.8 is (C.sub.5-7)cycloalkyl comprising a heteroatom selected from O, S, SO
and SO.sub.2; R.sub.9 is Hor {C.sub.1-4)alkyl; o and m represent the ortho or
meta position of the substituent Y--CH.sub.2; or a pharmaceutically acceptable
salt thereof; as well as to the use of said
1-(biphenyl-4-ylmethyl)imidazolidiiie-2,4-dione derivatives in the treatment of pain
such as for example peri-operative pain, chronic pain, neuropathic pain, cancer
pain and pain and spasticity associated withmultiple sclerosis.

IVIG modulation of chemokines for treatment-of rniiiiisie sclerosis, alzheimer's disease, and

parkinson's disease

Patent No.

7,968,293

Assignee

Baxter

Filed Date

The present invention provides methods for providing a prognosis of treatment of
diseases associated with inflammatory disease of ihe brain, including MS, e.g.,
relapsing-remitting multiple sclerosis (RRMS), Alzheimer's diseasg, and
Parkinson's disease using molecular markers that are shown-to be overexpressed
or underexpressed in patients treated with intravenous inimunoglobulins (IVIG).
Also provided are methods to identify compounds that are-useful-for the treatment
or prevention of MS, e.qg., relapsing-remitting multiple scierosis (R'XMS),
Alzheimer's disease, and Parkinson's disease.

Abstract

August 11, 2008
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Combination therapy with glatiramer acetate and mitoxantrone for the treatment of multiple

sclerosis

Patent No.

7,968,511

Assignee

Teva Pharmaceutical Industries, Ltd. (Petach-Tikva, IL)

Filed Date

May 14, 2004

Abstract

The sukject.invention provides a method of treating a subject afflicted with a form
ofinultiple sclerosis comprising periodically administering to the subject an
ainourit of glatiramer acetate and an amount of mitoxantrone, wherein the
amounts when-taken together are effective to alleviate a symptom of the form of
multiple sclerosis in the subject so as to thereby treat the subject. The subject
inventicr also provides a package comprising glatiramer acetate, mitoxantrone
and instructions for use of the together to alleviate a symptom of a form of
multiple sclerosisin a subject. Additionally, the subject invention provides a
pharmaceutical comipositiocn comprising an amount of glatiramer acetate and an
amount of mitoxantrone, wierein the amounts when taken together are effective
to alleviate a symptom of a.iform of multiple sclerosis in a subject. The subject
invention further-provides a pharmaceutical combination comprising separate
dosage forms of an amount of glatiramer acetate and an amount of mitoxantrone,
which combination is usefiii te alleviate a symptom of a form of multiple sclerosis
in a subject.

Treatment of multiple sclerosis and other autoimrimune diseases by use of calpin inhibitors

Patent No.

7,968,516 2

Assignee

ProTor Pharma Corporation (Roslyn, NY)

Filed Date

September 29, 2005 —

Abstract

Described herein are compounds and methods for treating or preventing a
neurologic, otologic, or ophthalmologic disease in a subject. Also described herein
are compounds that can be used as tiierapeutics.

Methods for treating rheumatoid arthritis and multiple sclerosis using MCP1 fusions

Patent No.

7,972,591

Assignee

Schering Corporation (Kenilworth, NJ)

Filed Date

November 18, 2009

Abstract

The present invention provides polypeptides iricluding MCP1 fus;ed, optionally, by
a linker, to an immunoglobulin. Methods for using-itie poiveeptides to treat
medical disorders are also covered.

Sulfonyl amino cyclic derivatives and use thereof

Patent No.

7,973,039

Assignee

Merck Serono SA (Coinsins, Vaud, CH)

Filed Date

December 19, 2005

Abstract

The present invention is related to derivatives of Formula (I) and use thereof in
particular for the treatment and/or prophylaxis of autoimmune disorders,
inflammatory diseases, cardiovascular diseases, neurodegenerative diseases,
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cancer, respiratory diseases and fibrosis, including multiple sclerosis, arthritis,

emphysema, chronic obstructive pulmonary disease, liver and pulmonary fibrosis.

Filed Date

Heteroaryl, heterocyclic and aryl compounds which inhibit leukocyte adhesion mediated by
VLA-4

Patent No.|7,973,044

Assignee E:anﬁarmaceuticals, Inc. (S. San Francisco, CA)

December 22, 2009

Abstract

Disclosed are compounds which bind VLA-4. Certain of these compounds also
inhihit leukccyte adghesion and, in particular, leukocyte adhesion mediated by
VLA-4:Such compounds are useful in the treatment of inflammatory diseases in a
mammalian patient; e.g., human, such as asthma, Alzheimer's disease,
atherosclerosis, AlIBS-dementia, diabetes, inflammatory bowel disease,
rheumatoid arthritis, tissue transplantation, tumor metastasis and myocardial
ischemia. The compounds can also be administered for the treatment of
inflammatory brain diseases such as multiple sclerosis.

Vagus nerve stimulation by electrical signals for controlling cerebellar tremor

Patent No.

7,996,088

Assignee

Cyberonics, Inc. (Houston, TX)

Filed Date

July 26, 2006

Abstract

A neurostimulator system for alleviating cerebellar tremor associated with multiple
sclerosis, for instance, comyrises a’programmable electrical pulse generator. The
programmable electrical pulse generater is programmed to generate electrical
signals with the following parameters: a current magnitude of about 1 mA or less,
a stimulation signal on-time to siginal-off-time ratio in the range of 2:1 to 1:1.8,
signal on-times and off-times in the range’of about 10 seconds to about 5
minutes, a signal frequency below 15 Hz,/and a pulse width within the range of
50 .mu.s to 300 .mu.s. Other embodiments are tisclosed and claimed.

N-hydroxyamide derivatives and use thereof

Patent No.

7,998,964

Assignee

Merck Serono S.A. (Coinsins, Vaud, CH)

Filed Date

November 16, 2006 _

Abstract

The present invention is related to N-hydroxyamide derivatives of Formula (I) and
use thereof in particular for the treatment and/or grophyiaxis ci-autoimmune
disorders, inflammatory diseases, cardiovascular diseases, rieurodegenerative
diseases, cancer, respiratory diseases and fibrosis, includirig mutiiple sclerosis,
arthritis, emphysema, chronic obstructive pulmonary disease, Liver and pulmonary
fibrosis.

Use of IL-12 and IL-12 antagonists in the treatment of autoimmune diseases

Patent No.

8,012,475

Assignee

Genetics Institute, LLC (Cambridge, MA)
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Filed Date

May 14, 2009

Abstract

Method of treating autoimmune conditions are disclosed comprising administering
to a mammalian subject IL-12 or an IL-12 antagonist. In certain preferred
embodiments the autoimmune condition is one which is promoted by an increase
in levels of IFN-.gamma. or TNF-.alpha.. Suitable conditions for treatment include
multiple sclerosis, systemic lupus erythematosus, rheumatoid arthritis,
autoirmmune pulmonary inflammation, Guillain-Barre syndrome, autoimmune

thyroiditis, insulin dependent diabetes melitis and autoimmune inflammatory eye
|disease.

Synthetic peptides 2iid DNA sequences for treatment of multiple sclerosis

Patent No.

8,012,487

Assignee

Ben-Nun; Avraham (Yavne, IL)

Filed Date

October 17, 2002

Abstract

Synthetic unaltered and altered peptides comprising sequences of at least one
immunogenic epitope cluster (IEC) of at least one human autoantigen related to
multiple sclerosis (MS) and at least one nonameric core sequence which fits into
the MS-relevant HLA-DR/DQ molecule and is flanked by 2-5 amino acids at its N-
and C-termini, are provided_ The alteration is preferably by substituting 1 to 3 TCR
contact residues by Ala. / The autoantigen is preferably MOG, MBP, OSP, MOBP
and PLP. Polypeptides comprising at least two such peptides of a sole
autoantigen or at least one peptide of two different autoantigens, and synthetic
genes encoding them, are aiso previded, as well as pharmaceutical compositions
for treatment and diagnostic of MS:

Aza-peptide epoxides

Patent No.

8,013,014

Assignee

Georgia Tech Research Corporation (Atla;ta, GA)

Filed Date

January 24, 2006

Abstract

Methods for treatment and/or prevention of nerve degeneration in mammals using
aza-peptide epoxide caspase inhibitors are provided. Aspects of the present
disclosure include aza-peptide epoxide compositionsto treat or prevent diseases,
for example stroke, Alzheimer's disease, Parkinson's disease, multiple sclerosis,
neuropathies, Huntington's disease, dentatorubrspallidoluysian atrophy,
spinocerebellar atrophies, spinal bulbar muscular, atraphy, diabetes, amyotrophic
lateral sclerosis and other motor neuron diseases. The disciosed methods can be
used in combination with calpain inhibitors to treat disease or pathological
conditions related to the activity of caspases and calpain associated with a
specific disease or condition. Such treatable conditions include strcike,
Alzheimer's disease, Parkinson's disease, multiple sclerosis, iieuropathies,
Huntington's disease, dentatorubropallidoluysian atrophy, spinocerebellar
atrophies, spinal bulbar muscular atrophy, nerve degeneration associated with
diabetes, amyotrophic lateral sclerosis and other motor neuron diseases, nerve
degeneration secondary to primary demyelinating disorders, among others.
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Transplantation of bone marrow stromal cells for treatment of neurodegenerative diseases

Patent No.

8,017,112

Assignee

Henry Ford Health System (Detroit, M)

Filed Date

May 9, 2006

Abstract

The present invention relates to a treatment of an autoimmune demyelinating
diseasel/disorder. Also included in the present invention is the use of bone marrow

streinal cells for the treatment of multiple sclerosis (MS).

Copolymers for suppression of autoimmune diseases, and methods of use

Patent No.

8,017,125

Assignee

President and Fellows of Harvard College (Cambridge, MA)

Filed Date

December 26, 2007

Abstract

Random thiree-"and four-amino acid copolymers having lengths of 14-, 35- and
50-amino acid residues are provided. Fifty-mers of FEAK were effective inhibitors
of MBP 85-9¢- or proteolipid protein (PLP) 40-60-specific HLA-DR-2-restricted T
cell clones. Thiese copolyiners efficiently suppressed the mouse disease EAE,
which was induced-in a susceptible SJL/J (H-2.sup.s) strain of mice with either
whole spinal cord homogenate (WSCH) or with the encephalitogenic epitope PLP
139-151 (SEQ ID NO:4). YFAK 50-mer having a molar ratio of about Y 0.8:F 0.2
inhibited binding of biatinylated MBP 85-99 epitope to HLA-DR-2 molecules more
efficiently than either unlabeled MBP 85-99 or Copaxone.RTM.. YFAK and FAK
copolymers efficiently suppiessed EAE induced in SJL/J (H-2.sup.S) mice with
the encephalitogenic epitope PLP-139-151. Copolymers YFAK, VYAK and
tryptophan-containing VWAK were efficacious in alleviating severity and duration
of symptoms of EAE induced by MBP 85-99 (SEQ ID NO:2), in a humanized
mouse model expressing genes'for both an HLA-DR-2 linked to multiple sclerosis

(MS) in humans and for a T cell recepior from an MS patient.

Diagnostic

marker for interferon responsiveness i imuitiple-sclerosis

Patent No.

8,021,840

Assignee

Dianovix, Inc. (Halifax, Nova Scotia, CA)

Filed Date

March 5, 2007

Abstract

Disclosed is a method of determining interfercn responsiveness in a patient
suffering from multiple sclerosis. The method-comprises datermining an amount
of a XAF-1 gene expression level in a blood sample, which is cbtained from the
patient undergoing interferon therapy. The amountiof the XAE-1 gene expression
level in the blood sample is then correlated with the responsiveness of the patient
to the interferon.

Inhibitors of TGF-R-signaling for treatment of CNS disorders

Patent No.[8,022,045

Assignee |Bogdahn; Ulrich (Regensburg, DE), Aigner; Ludwig (Salzburg, AT)

Filed Date |February 9, 2005

Abstract |The present invention relates to the use of oligonucleotides for the preparation of
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a pharmaceutical composition for the prevention or treatment of a disease,
wherein neurogenesis and/or neuroregeneration has a beneficial effect, in
particular a disease like Morbus Alzheimer, Morbus Parkinson, Lewy Body
Dementia, Amyotrophic Lateral Sclerosis, Spinocerebellar Atrophies, Creutzfeldt
Jakob Disease, Frontemporal Dementia, Morbus Pick, AIDS Dementia Complex,
Vascular Dementia, Progressive Supranuclear Palsy, Corticobasal Degeneration,
Multisysteni-Atrophy, Hallervorden Spatz Disease, Huntington's disease, Stroke,
Traumatic Brain and spinal cord Injury, Retinitis Pigmentosa, Macular
Degeneration, Glaucoma, Cochlea Degeneration, Depression,
Schizophreriia,Multiple Sclerosis, and developmental neurodegeneration.

Lipid raft, caveolin protein, and caveolar function modulation compounds and associated
synthetic and therapeutic methods

Patent No.|8,026,382

Inventors |Kay; Heidi (Wesley Chapel,|FL)

Filed Date [May 19, 2008 |

Abstract |The present invention is directed to the modulation of lipid rafts, caveolin proteins,

or caveolar functions and processes by platinum(lV) compounds. Caveolae
and/or lipid rafts are associated with cell transcription regulation, membrane and
cellular transport, cell membrane receptor function, cellular trafficking, antigen
presentation, cell differentiation and activation, cytokine modulation, membrane
structure and function, and pratein rodulation. Caveolae, caveolin proteins and
lipid rafts are known therapeutic targets for numerous biological functions.
Diseases and disorders currently-known to be therapeutically targeted through
caveolae and/or lipid rafts include diabetes, cancer, cardiovascular diseases,
atherosclerosis, pulmonary fibrosis, muitiple sclerosis,viral and prion diseases,
neuronal disorders, degenerative muscular dystrophies, and autoimmune
disorders.

Imidazolone phenylalanine derivatives

Patent No.

8,030,328 N

Assignee

Elan Pharmaceuticals, Inc. (So. San Francisco, CA)

Filed Date

May 22, 2006

Abstract

Disclosed are compounds of the formula: #STRC0S001## and the
pharmaceutically acceptable salts thereof wherein the variables A; n, R.sup.5,
R.sup.21-R.sup.24 and Q are defined herein. These compounids bind VLA-4.
Certain of these compound also inhibit leukocyte adhiesion and, in particular,
leukocyte adhesion mediated by VLA-4. Such compounds-are useful in the
treatment of inflammatory diseases in a mammalian patient, e.g..-human, such as
asthma, Alzheimer's disease, atherosclerosis, AIDS demeritia, diabetes,
inflammatory bowel disease, rheumatoid arthritis, tissue transplantation, tumor
metastasis and myocardial ischemia. The compounds can also be administered

for the treatment of inflammatory brain diseases such as multiple sclerosis.

Modified anticholinergic neurotoxins as modulators of the autoimmune reaction
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Patent No.

8,034,777

Assignee

Receptopharm, Inc. (Plantation, FL)

Filed Date

September 23, 2004

Abstract

The invention comprises a composition of matter and method of its use for the
treatment of multiple sclerosis in humans. The composition is a modified
anticholinergic alpha-neurotoxin. Alpha-neurotoxin solution, such as cobratoxin, is
filter steriiized to remove bacteria. It is modified using H.sub.20.sub.2. Any
suitable preservative for parenteral administration can be employed such as
methyl paraben, benzalkonium chloride or metacreosol. It is preferred that the
compositiori is-administered every other day or daily. The composition may be
administered orally, subcutaneously, intramuscularly or intravenously.
Parenterally, either subcutaneous or intramuscular injection is preferred.

Fn14/TRAIL fusion proteins

Patent No.

8,039,437

Assignee

The Trustees of the Universiiy of Pennsylvania (Philadelphia, PA)

Filed Date

June 30, 2009

Abstract

Fusion proteins which act on the TWEAK and TRAIL signaling axes are provided.
The proteins are useful in thetreatment or amelioration of autoimmune diseases,
particularly multiple scierosis, as well as other diseases such as alloimmune
diseases and cance

Compounds for modulating T-cells

Patent No. 8,039,505 2

Assignee |University of Utah Research Foundation (Salt Lake City, UT)

Filed Date |April 11, 2008

Abstract |Disclosed are compounds and compositicns that modulate T-cells. Such
compounds can be used to treat T-cell mediated disease like T-ALL, rheumatoid
arthritis, multiple sclerosis, and graft-vs-host disease (GvHD), to name but a few.
The compounds have a general structure as-shewin in Formula I.
Ar.sup.1-L-Ar.sup.2 | wherein Ar.sup.l and Ar.sup.Z; are independent of one
another, a substituted aryl, unsubstituted aryl, substituted heteroaryl, or
unsubstituted heteroaryl; and L is a bond or a linker spanning two, three, four, or
five atoms.

Method for evaluating risk in multiple sclerosis

Patent No. 8,048,639 e

Assignee |Glycominds Ltd. (Modi'in, IL)

Filed Date |February 11, 2010

Abstract |The invention relates to methods and reagents for diagnosing and assessing the
prognosis of multiple sclerosis.

Butanol extract of Bidens pilosa

Patent No.[8,048,860
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Assignee

Academia Sinica (Taipei, TW)

Filed Date

November 3, 2008

Abstract

A method of treating a Thl-mediated disorder includes administering to a subject
in need of the treatment an effective amount of a compound of the formula I:
#STRO0001## wherein R.sub.1 is H, alkyl, aryl, or cyclyl; R.sub.2 is pyranose;
R.sub.3isHoralkyl;mis2,3,4,5,0r6;nis0,1,2,0r3;0is0,1,2,3,4;,pis 1,
2, 3,0or 4;and the Thl-mediated disorder is non-obese diabetes, Crohn's colitis,
autoimmune hemolytic anemia, rheumatoid arthritis, autoimmune encephalitis,
multiple scierosis, or autoimmune myocarditis. Also disclosed is a pharmaceutical
compositioriinciuding a compound of formula | above and a pharmaceutically
acceptablecarrier.

Azaindazole compounds as CCR1 receptor antagonists

Patent No.

8,063,065

Assignee

Boehringer Ingelheim International GmbH (Ingelheim am Rhein, DE)

Filed Date

December 16, 2010

Abstract

Disclosed are campounds of the formula (1), useful for treating a variety of
diseases and disorders that are mediated or sustained through the activity of
CCR1 including autoimmune diseases, such as rheumatoid arthritis and multiple
sclerosis. ##STR00001## Also disclosed are methods of making and methods of

using same.

Use of anti-CD100 antibodies for the treatment of inflammatory disorders affecting the central

or peripheral nervous system

Patent No.|8,067,247

Assignee |Institut National de la Sante £t de la-Recherche Medicale (INSERM) (Paris, FR)
Filed Date |February 2, 2004

Abstract |The invention relates to the use a BD16 and/or BB18 anti-CD100 antibody or of a

chimeric or humanized or human form thereof, or-a fragment thereof, for the
therapy or diagnosis of a central nervous. systerni disorder, more particularly a
myelin disorder or a disease that affects oligodendrocytes, such as multiple

sclerosis or HTLV-1 associated myelopathy ar perisheral myelinating cells.

Methods for predicting the response of multiple sclerosis-atients-1o. interferon therapy and

diagnosingmultiple sclerosis

Patent No.

8,071,299

Assignee

Max-Planck-Gesellschaft zur Forderung der Wissensc;‘wgf@ eV. (DE)

Filed Date

February 27, 2007 A

Abstract

The present invention relates to a method of diagnosing a predisposition of a
multiple sclerosis (MS) patient for responsiveness to a treatment of MS by
administration of interferon-.alpha. (IFN-.alpha.) and/or interferon-.beta.
(IFN-.beta.) and means to perform the method. Furthermore, the invention relates
to a method of diagnosing a predisposition of a patient for developing multiple

sclerosis(MS) and corresponding means.
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Synthetic human genes and polypeptides and their use in the treatment of autoimmune

diseases

Patent No.

8,088,389

Assignee

Yeda Research and Development Co., Ltd. (Rehovot, IL)

Filed Date

October 26, 2000

Abstract

Synthetic human target autoantigen genes comprising sequences coding for at
least two immunogenic epitopic clusters (hereinafter IEC) of autoantigen(s)
reiated o a specific autoimmune disease, wherein said at least two IECs may be
derived from a-scle autoantigen or from at least two different autoantigens related
to said autoimimune disease, and polypeptides encoded thereby, can be used for
the treatment and the diagnosis of autoimmune diseases such as multiple
sclerosis (MS), insulin-dependent diabetes mellitus (IDDM), rheumatoid arthritis
(RA), myasthenia gravis (MG) and uveitis.

Isolated multiple sclerosis (MS)-assoc.ated retrovirus (MSRV) nucleic acids corresponding to

the gag region

Patent No.

8,088,910

Assignee

Biomerieux (Marcy I'Etoile, FR)

Filed Date

May 10, 2010

Abstract

An isolated polynuclectide having a nucleotide sequence selected from the group
consisting of (a) SEQ ID NO: 21, (k) the full-length sequences encoding a
polypeptide having a peptide sequence selected from the group consisting of
SEQ ID NOs: 25 and 26, and (c)the full-length complementary sequences to the
sequences set forth in (a) or (b). —

Treatment of multiple sclerosis by administration of interferon alpha and C-phycocyanin

Patent No. 8,110,182 /

Assignee |Centro de Ingenieria Genectica y Biotecriniogia {Cuidad de La Habana, CU)
Filed Date |October 30, 2006

Abstract |The present invention consists of the combination'of Interferon alpha and

C-Phycocyanin (IFN-.alpha./C-Phyco) for obtaining a pharmaceutical preparation
for autoimmune disease, allergy and cancer treatinents. The anti-inflammatory,
immunomodulator, antioxidant, anti-viral, anti-proliferative and anti-tumoral
effects, associated to the regulatory T cell inducer effect demonstrated in this
invention is the rationale for the use of the IFN-.alpha./C-Phyco-combination in
these diseases.

Methods for diagnosis and optimizing treatment of multiple sclerosis

Patent No.[8,114,619

Assignee |The Johns Hopkins University (Baltimore, MD)

Filed Date |September 19, 2007

Abstract |Biological markers for multiple sclerosis, and their use in the diagnosis and

prognosis of the disease, are described. Also described are methods for treating

multiple sclerosis by administering an inhibitor of cathepsin B activity or a
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neuroprotective composition comprising a modified terpenoid compound. Also
described are isolated polypeptide biomarkers, polynucleotides encoding the
polypeptide biomarkers, and antibodies that bind specifically to the polypeptide
biomarkers. Further described are kits that include the above-mentioned isolated
polypeptide biomarkers, the polynucleotides encoding them, or specific antibodies
against the polypeptide biomarkers.

Piperazine

derivatives useful as CCR5 antagonists

Patent No.

8,114,879

Assignee

Schering_Corp—oration (Kenilworth, NJ)

Filed Date

March 26, 2008

Abstract

The use of CCR5 antagonists of the formula #STR0O0001## or a
pharmaceutically accentable salt thereof, wherein R is optionally substituted
phenyl, pyridyl, thispheny! or naphthyl; R.sup.1 is hydrogen or alkyl; R.sup.2 is
substituted phenyl, substituted heteroaryl, naphthyl fluorenyl, diphenylmethyl or
optionally substituted phenyi- or heteroaryl-alkyl; R.sup.3 is hydrogen, alkyl,
alkoxyalkyl, cycicalkyl, cycloalkylalkyl, or optionally substituted phenyl,
phenylalkyl, naphthyl, naphthylalkyl, heteroaryl or heteroarylalkyl; R.sup.4,
R.sup.5 and R.sup.7 are tivdiragen or alkyl; R.sup.6 is hydrogen, alkyl or alkenyl;
for the treatment of HIV, /solid organ transplant rejection, graft v. host disease,
arthritis, rheumatoid arthritis, inflammatory bowel disease, atopic dermatitis,
psoriasis, asthma, allergies or miuitiple sclerosis is disclosed, as well as novel
compounds, pharmaceutical compositions comprising them, and the combination
of CCR5 antagonists of the ifwvention in combination with antiviral agents useful in
the treatment of HIV or agents usetuliin the treatment of inflammatory diseases.

Method for treatment or prevention of disease associated with functional disorder of

regulatory T cell

Patent No.

8,128,934

Assignee

Ribomic, Inc. (Tokyo, JP), Cellmid Limited @/df‘ty AU)

Filed Date

November 14, 2006

Abstract

The inventors examined the role of MK in exnerimertal autoimmune
encephalomyelitis, which is a human model for multipie sclerosis. As a result, they
discovered that MK has the effect of inhibiting reguiatory T cells, and that the
autoimmune mechanism induced by type 1 helper T cells’ can ke suppressed by
inhibiting MK expression or its activity, thereby increasing the-number of
regulatory T cells. Furthermore, it was found that diseases associated with the
functional disorder of regulatory T cells can be treated with the administration of
an inhibitor that inhibits MK expression or activity.

1-(4-(pyridin-2-yl)benzyl)imidazolidine-2,4-dione derivatives

Patent No.

8,143,246

Assignee

MSD OSS B.V. (Oss, NL)

Filed Date

February 15, 2010
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Abstract

The invention relates to 1-(4-(pyridin-2-yl)benzyl)imidazolidine-2,4-dione
derivative having the general Formula | #STRO00001## wherein R.sub.1 is H,
(C.sub.1-6)alkyl (optionally substituted with oxo, (C.sub.1-3)alkyloxy,
(C.sub.1-3)alkyloxycarbonyl, halogen or CN), (C.sub.3-6)cycloalkyl or
(C.sub.3-6)cycloalkyl(C.sub.1-3)alkyl, each cycloalkyl ring optionally comprising a
heteroatom selected from O and S; R.sub.2 and R.sub.3 are independently H or
(C.sub.1-3)alkyl; or R.sub.2 and R.sub.3 form together with the carbon atom to
which they are bound a (C.sub.3-5)cycloalkyl group; R.sub.4isHor1to 3 F
substituents; R.sub.5is H or 1 to 4 F substituents; R.sub.6 and R.sub.7 are
independentiy Hor F; X represents R.sub.8, OR.sub.8, NR.sub.8R.sub.9,
#STRO0C02## R.sub.8 is (C.sub.5-7)cycloalkyl optionally comprising a
hetercatom selected from O, S, SO and SO.sub.2; R.sub.9 is H or
(C.sub.1-4)alkyi; R:sub.10 represents 1-3 substituents independently selected
from H, (C.sub.1-3)alkyi,-halogen, oxo, CN and CF.sub.3; Y is CF.sub.2, O, S, SO
or SO.sub.2; ar a’pharmaceutically acceptable salt thereof, to pharmaceutical
compositions comprising the-same, as well as to the use of said
1-(4-(pyridin-2-yl)benzyl)irmidazolidine-2,4-dione derivatives in the treatment of
pain such as for example peri-operative pain, chronic pain, neuropathic pain,
cancer pain and pain and spasticity associated withmultiple sclerosis.

et Pl
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