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SEQID NO: 12

Sequences producing significant alignments:
Select: All None Selected:0
i1 Alignments o

Description sh::q:rxe ::::; S;:err va\Eue Ident  Accession
[T Sequence 12 from patent US 7882544 230 230 100% 2e-77 100% AED45924.1
] unnamed protein product [synthetic construet 230 230 100% 3e-77 100% CAW32067.1
] Sequence 75 from patent US 7892544 231 231 100% 3e-77 100% AED45971.1
[l Sequence 13 from patent US 7892544 233 233 100% 4e-77 100% AED45925.1
(" Sequence 63 from patent US 7892544 229 229 100% 7e-77 99% AED45960.1
(" Sequence &4 from patent US 7892544 229 229 100% 8e-77 99% AED45961.1
" Beguence 85 from patent US 7892544 228 228 100% 2e-76 98% AED45962.1
] Sequence 66 from patent US 5773218 226 226 100% Be-76 98% AACBI657.1
[T Sequence 45 from patent US 8822645 226 226 100% 1e-75 98% AJMI7960.1
] unnamed protein product [Homo saplens] 225 225 100% 4e-75 98% CAX20929.1
| Sequence 159 from patent US 8822645 227 432 100% 3e-74 98% AJMOBOTA1
[ Sequence 157 from patent US 8822645 227 432 100% 3e-74 98% AJMIBOT21
] Sequence 89 from patent US 7867734 220 220 100% 3e-73 95% AEC31108.1
" Sequence 14 from patent US 8333967 219 219 100% 9e-73 96% AGCI7E89.1

US 7892544 es la misma solicitud

SEQIDNO: 13



Sequences producing significant alignments:
Select: All None Selected:0

1 Alignments o
Description ST::; ;:;ti Qo:::‘ w:ue Ident  Accession
] Sequence 13 from patent US 76892544 451 451 100% Te-161 100% AED45925.1
] Sequence 16 from patent US 8859739 439 439 100% 3e-156 97% AJN37322.1
] unnamed protein product [synthetic construct] 439 439 100% Te-156 97% CEF38361.1
[T Sequence 38 from patent US 7910100 439 439 100% Be-156 98% AED65650.1
| Sequence 11 from patent US 7195761 437 437 100% 2e-155 06% ABP30347.1
" Sequence 91 from patent US 8449862 436 436 100% 2e-154 96% AGN38969.1
] Sequence 68 from patent US 8048422 434 434 100% 2e-154 97% AERT8150.1
] Sequence 275 from patent US 8617554 434 434 100% 4e-154 95% AHHS56464.1
[C Sequence 165 from patent US 8962604 434 434 100% d4de-154 96% AKX12218.1
" Sequence 40 from patent US 8227576 434 434 100% d4de-154 96% AFQ71324.1
[T Sequence 99 from patent US 8449882 434 434 100% Te-154 95% AGN38973.1
] Sequence 161 from patent US 7780963 433 433 100% Be-154 95% ADS27101.1
] Sequence 101 from patent US 8742088 433 433 100% 2e-153 95% AJMO2401.1
" Sequence 159 from patent US 7780963 432 432 100% 2e-153 95% ADS27099.1
[ Sequence 29 from patent US 8617829 432 432 100% 3e-153 96% AHHS57195.1
] Sequence 66 from patent US 8048422 432 432 100% 3e-153 096% AERT9148.1
SEQID NO: 15
Sequences producing significant alignments:
Select: All None Selected:0
i1 Alignments o
Description ;::: ;’;:; f::: vaIEue Ident  Accession
") Sequence 15 from patent US 7892544 228 228 100% 3e-76 100% AED45927.1
] Sequence 71 from patent US 7882544 226 226 100% 2e-75 99% AED45968.1
[T Sequence 70 from patent US 7892544 224 224 100% 5e-75 99% AED45967.1
") Sequence 44 from patent US 8822645 224 224 100% 7e-75 98% AJMI7959.1
[T unnamed protein product [Homo sapiens] 224 224 100% 2e-74 98% CAX20928.1
[T Sequence 69 from patent US 7892544 223 223 100% 3e-74 98% AED45966.1
[T unnamed protein product [Homo sapiens] 221 221 100% 1e-73 97% CAX20927.1
] Sequence 158 from patent US 8822645 224 339 100% 2e-73 98% AJM98073.1
] Sequence 156 from patent US 8822645 224 338 100% 2e-73 98% AJMIBOT1.1
") Sequence 16 from patent US 7892544 230 230 100% 4e-73 100% AED45928.1
[T Sequence 10 from patent US 7185761 213 213 100% 2e-70 93% ABP30346.1
] unnamed protein product [synthetic construet] 211 211 100% 1e-689 90% CAV32084.1
) Sequence 8 from patent US 7772375 210 210 100% 2e-69 90% ADS24569.1
") Sequence 61 from patent US 7892544 211 211 100% 3e-69 90% AED45958.1
] sequence 15 from patent US 7771722 208 208 100% 6e-69 91% ADS20736.1
) Sequence 11 from patent US 8609820 207 207 100% 4e-68 91% AJO52707.1
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Sequences producing significant alignments:
Select: All None Selected:0

i Alignments. o
M. Total E
Description ax | o e Ident = Accession
score score cover value
—) Sequence 16 from patent US 7892544 801 901 100% 0.0 100% AED45928.1
| Sequence 57 from patent US 7452976 BB7 B67 100% 0.0 98% ACK26218.1
") Sequence 2 from patent US 7141653 862 862 100% 0.0 95% ABLST672.1
_) Sequence 30 from patent US 8361469 BE1 861 100% 0.0 94% AGE99769.1
_| Sequence 54 from patent US 7326414 861 861 100% 0.0 95% ABZ64901.1
—| Sequence 18 from patent US 8148498 B60 860 99% 0.0 96% AFGI8552.1
| Sequence 17 from patent US 8148498 BBO B60 99% 0.0 9B% AFGI8551.1
[T Segquence 38 from patent US 7326414 B58 858 100% 0.0 95% ABZ64895.1
[T Sequence B6 from patent US 7326414 857 857 100% 0.0 95% ABZ64911.1
[C) Sequence 50 from patent US 7326414 857 857 100% 0.0 95% ABZ64899.1
[T Sequence 34 from patent US 8591900 857 857 100% 0.0 95% AHEZ23328.1
] Sequence 16 from patent US 8303953 BS7 B57 100% 0.0 94% AFX55923.1
[] Seguence 15 from patent US 8303953 B57 857 100% 0.0 94% AFx55922.1
[T Sequence 38 from patent US 7807159 857 857 100% 0.0 94% ADS56848.1
[C) Sequence 26 from patent US 7807159 B56 B56 100% 0.0 93% ADS56842.1
”
Datsbase @] ss | status [ Resuls | Query
EPODOC 1 267537 ANTIBOD[Y, IES] OR POL[Y, 1 JPEFTI+
2 72 PROTOFIBRIL
3 63 1AND 2
kS 0 ABETA
5 1088 ABETA
6 419 1 AND 5
7 0 AMYLOID PERTIDE
8 5543 AMYLOID
] 92819 PEPTIDE
10 2563 8 AND 9
11 903 1 AND 10
12 18 2 AND 11
13 191093 BETA
14 5444 8 AND 13
15 1444 1 AND 14
16 37 2 AND 15
17 25544 ALZHEIMER
18 31 16 AND 17
[ WO2000065054 «: [EP2207588  US2013315017  JP2014223074  TM2010000128  SE > [ WO2000065054 «: EP2207588  US2013315017  JP2014223074  TN2010000128  _SG2014011183
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PN - WO02009065054 A2 20090522
*|PNFP - WO2009065054 A3 20091230 =k
Eul (A2 A3) Text
2 ANTIBODIES SPECIFIC FOR THE PROTOFIBRIL FORM OF BETA-AMYLOID PROTEIN Dese ¥
NITIFR - (A2A3) e
b ANTICORPS SPECIFIQUES DE LA FORME DE PROTOFIBRILLE DE PROTEINE hd §
BETA-AMYLOIDE z B ihri i
the o 1 AB fibrillogenesis
= Isolated antibodies have been characterized which show specific affinity to a = E
= repeating conformational epitope of a protofibril form of the human ss-amyloid
T peptide as compare to low molecular weight forms of ss-amyloid peptide. These
: isolated antibodies and related pk y effective compositions may be >100kDa
<] useful in the therapeutic and/or prophylactic treatment of Alzheimer's disease by = 4.5kDa 15kDa
=] effectively blocking the ability of the protofibril form of ss-amyloid peptide to form cims. ™
- fibril forms linked with complications associated with Alzheimer's disease. The - >
2 isolated antibodies of the present invention are also useful in various diagnostic O — % -~ —_
= assays and associated kits.
ABFR - (A2 A3) X o )
& Linvention concerne des anticorps isolés caractérisés qui présentent une affinité Monomer Dimer protofibril Fibers
spécifique pour un épitope conformationnel de répétition d'une forme de . .
protofibrille du peptide b-amyloide humain par comparaison & des formes 4 bas (AB oligomer in SDS)
poids moléculaire de peptide b-amyloide. Ces anticorps isolés et compositions .
pharmaceutiquement efficaces apparentées peuvent étre utiles pour le traitement soluble insoluble
thérapeutique etfou préventif de la maladie d'Alzhei en bloguant it la
capacité de la forme de protofibrille du peptide b-amyloide de produire des formes Z FIG. 1
de fibrille lides aux complications associées 4 la maladie d'Alzheimer. Les anticorps % .
isolés de la présente invention sont également utiles pour divers essais de diagnostic A
et kits associés. 2
€ - CO7K16/18; GOIN33/6896
CCA - A61K2039/505; COTK2317/34; GOIN2333/4709
PA - (A2A3)
UNIV ROCKEFELLER [US]; RAVETCH JEFFREY [US]; FUKUYAMA HIDEHIRO [FR]
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Text THEREOF e
Se=*|TIFR - ANTICORPS SPECIFIQUES DESTINES A DES PROTOFIBRILLES PEPTIDIQUES AMYLOIDES Oeelk et
| BETA ET UTILISATIONS ASSOCIEES |
s AB - The invention pertains to the development of antibodies that specifically bind i L Monomer witAp4D
amyloid beta protein (Abeta) in its protofibril conformation. The invention also -
Ext ) X . o . Ext rE
= comprises methods of using anti-Abeta protofibril antibodies to diagnose or treat = o o]
BNS Alzheimer's disease, Down's syndrome Lewybody dementia, vascular dementia, and 1 ans ? faan
E other neurodegenerative disorders. Furthermore, the invention pertains to the use 1 EE S e
Bib of anti-Abeta protofibril antibodies to screen and identify substances that will A e E ™
= modulate protafibril activity or formatien in vitro or in vivo. The invention also =a -
e pertains to methods for synth pure Abeta protofibril antigens as well as to a o=
s | method for stabilising Abeta protofibrils antigens as well as to a method for Cims -
_Fs | stabilising Abeta protofibrils. Fa PR x " 5 UM
“e» |ABFR - L'invention concerne le développement d'anticorps se liant de maniére spécifique a Retemion Thne (i)
mnd la protéine amyloide béta (Abéta) dans sa conformation de protofibrille. L'invention
concerne également des procédés d'utilisation des anticorps de protofibrilles
El anti-Abéta, aux fins de diagnostic ou de traitement de la maladie d'Alzheimer, du
syndrome de Down, de la démence a corps de Lewy, de la démence vasculaire et
a d'autres troubles neurodégénératifs. De plus, I'invention concerne I'utilisation des | B. Pratofibril AB42Are
anticorps de protofibrilles anti-Abéta, aux fins de criblage et d'identification de
substances modulant l'activité ou la formation de protofibrilles in vitro ou in vivo. e
L'invention concerne enfin des procédés de synthése des antigénes purs de v
protofibrilles d'Abéta, ainsi qu'un procédé de stabilisation de protofibrilles d'Abéta. .S; s
CCl - CO7K16/18; CO7K14/4711 T owas
CCA - GODIN2800/2821; GO1N2800/387 E nw
CUA - COTK2317/24 .
PA - BIOARCTIC NEUROSCIENCE AB [SE]; GELLERFORS PAER [SE]; LANNFELT LARS [SE] -
IN - GELLERFORS PAER [SE]; LANNFELT LARS [SE]
cT - (Alint.srep. SE) P 1 USSR
W00203911 A2 [Y]; SUBSTITUTE SHEET (RULE 26) Retention Tiase: (min)
US6054114 A [x]; -
P WO2007108756 <} EP2325209  US2012076726  HK1120056  RS51723  HRP201103 > |5|| - b WO2007108756 4 EP2325200  US2012076726  HK1120056  RS51723  HRP20110203T
Bl ©epoDoC/ £P0 e eyve (BB [Blajalsicin BerG 8- 2pe
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oo |PN - W02007108756 A1 20070927 WA b
o »||T] - IMPROVED PROTOFIBRIL SELECTIVE ANTIBODIES AND THE USE THEREOF 05|
7ext [TIFR - ANTICORPS AMELIORES SELECTIFS DE PROTOFIBRILLES ET LEUR UTILISATION Text &
P==*IAB - The present invention pertains to the p i and di is of e E
Lousinda neurodegenerative diseases, in particular Alzheimer's disease, and other similar St 3
[ -] disease. More specifically to high affinity antibodies selective for amyloid beta | I+ E
protein (Ass) in its protofibril conformation and of IgG class and IgGl or 1gG4 subclass
Ext Ext
== or binations thereof or ions thereof, ining high Fc receptor binding and ]
BNS low Cl(Clq) binding, effective in clearance of Ass protofibrils and with reduce risk of BNS o
s inflammation. e
%: ABFR - la i i la p ion, le trai et le di ic de i :amE
Abs ladi dégénérati en particulier de la maladie d'Alzheimer, et d'autres | e | ?
[oeec | ladies similaires. L'i i plus particulié des anticorps  haute Desc k
[ ce | affinité, sélectifs de la protéine amyloide béta (Ass) dans sa conformation de G =
L] protofibrille, et des anticorps de la classe des IgG et de la sous-classe des IgGl ou | %o | 5
il 18G4, ou des combinaisons ou encore des ions de ces anti Ils c ey
une forte liaison avec les récepteurs des fragments Fc et une faible liaison avec le : 9
@ complément (Clg), une efficacité dans la clairance des protofibrilles Ass et présentent e 2 = %
= un risque réduit d'inflammation. Z §.
- _|CCl - CO7K16/18; CO7K16/465; GOIN33/6896 e s
~|CCA - A61K2039/505; CO7K2317/24; CO7K2317/565; GOIN2333/4709; GOIN2800/2814;
GO1N2800/387
PA - BIOARCTIC NEUROSCIENCE AB [SE]; GELLERFORS PAER [SE]; LANNFELT LARS [SE];
SEHLIN DAG [SE]; EKHOLM PETTERSSON FRIDA [SE]; ENGLUND HILLEVI [SE] g
IN - GELLERFORS PAER [SE]; LANNFELT LARS [SE]; SEHLIN DAG [SE]; EKHOLM PETTERSSON ]
FRIDA [SE]; ENGLUND HILLEVI [SE] BE
(ag - (Alintsrep. SE) £

US2006079447 A1 [XP];
W02006066233 A1 [XP];
W02005123775 A1 [A];
XP004625627 A [A];
XP002379307 A [A];
XP002991681 A [A]
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EP2082749  US201215 US2012027755 US2002162129  US20, EP2082749  US201215 US2012027755 US2002162128  US2007248606
&l [pNFP - WO00203911 A3 20020411 = bt |seoe B/ b @mealala[c/~[=) ] [n[anc B~ [2am
A - WO00203911 A8 20020620 A

a - W00203911 B1 20020523 Bl = A
T - (A2A3ABBI) E::l: 182108
PREVENTION AND TREATMENT OF ALZHEIMER'S DISEASE E—y
TIFR - (A2 A3 ABBI) p— eice
PREVENTION ET TRAITEMENT DE LA MALADIE D'ALZHEIMER B
AB - (A2 A3 ABBI) 17 $aet
The present i relates to p ion and of Alzheimer's disease Ext E 0
(AD). More specifically, the invention relates to use of a non-wild type protofibril or Tesl o] c m
compound(s) with protofibril forming activity for active immunisation in the purpose BNS <
of treating or preventing AD. The invention further relates to a peptide, ass-Arc, with il e ~— B
high protofibril forming activity as well as several applications thereof, such as ﬁ -
antibodies against said peptide for passive immunisation against AD. o
ABFR - (A2 A3 AB B1) - B oo
La présente invention concerne la prévention et le traitement de la maladie = ‘c
d'Alzheimer. De maniére spécifique, cette invention a trait a l'utilisation d'une v, 3 sae
— protofibrille de type non sauvage ou d'un/de composé(s) présentant une activité de — 8
[ production de protofibrille, destinée a I'ir active, en vue de traiter ou de [ = 04
E— prévenir la maladie d'Alzheimer. La présente invention concerne également un S z 0 10 20 3 4 %
iPga peptide, beta A-Arc, présentant une forte activité de production de protofibrille, Pga ‘5- c
e ainsi que diverses applications de celui-ci, telles que des anticorps destinés a lutter wiin @ =
contre ledit peptide, en vue d'une immunisation passive contre la maladie g -
d'Alzheimer.
o - CO7KIA/4711 b
CCA - AG1K38/00; AG1K2039/505 400
PA - (A2 A3 ABB1) B
LANNFELT LARS [SE] a
IN - (A2A3ABBI1) ] 2 4 6 °
LANNFELT LARS [SE]; NAESLUND JAN; WESTLIND-DANIELSSON ANITA; NILSBERTH .
CAMILLA Time (hours)
€T - (A2intsrep. SE) .
W00039310 A1 [X]; US5854204 A [X]; —0-0-0—  Protofibrillar Af4OwsAs (1)
W09927944 AL [X]; W09531996 A1 [X]; || —8-8-8~ Frowiitrillar ABwt
AING511964 A1 TAT- MIONDNTIRTA AD [¥R]- Ihd

'
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=0 |1l - Stabilized A-beta p illar aggrega =0

7ext |AB - Described and claimed herein are methods for producing chemically stabilized Abeta Text

Desc fibrillar aggregates, and made therefrom. C iti duced Do

o | are useful in facilitating detailed studies of Abeta protofibril structure, fibril =

{ﬂ formation, and progression of Abeta related diseases, e.g., Alzheimers disease. In I"

addition, chemically stabilized protofibrillar structures can be used as tools to ey o .
generate and/or screen for antibodies specific for protofibril ibodies specific for = Patent Application Publication Apr. 13,2006 Sheet 1 of 9 US 2006/0079447 A1
protofibrils can be used as di ic tools or as th in the di is or

2
3

N

AP

DT

treatment of, e.g., Alzheimer's disease. Finally, chemically stabilized protofibrillar
structures can be used in the p of th hylactic vaccines.
A61K38/1709; A61K31/4164

514/1.1; 514/396

WETZEL RONALD B [US]
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ot ||PN - WO00203911 A2 20020117 o A
eo P|PNFP - WO00203911 A3 20020411 EPO P 15e10¢
Text - W00203911 A8 20020620 Text oo
B0 - WO00203911 B1 20020523 Desc b
am=r |y - (A2A3A8B1) Clms > 5:10"
PREVENTION AND TREATMENT OF ALZHEIMER'S DISEASE a £ ofp—e—o—e— %
TIFR - (A2 A3A8B1) c 0 10 20 30 40 50
Ext | Ext <
—— PREVENTION ET TRAITEMENT DE LA MALADIE D'ALZHEIMER — — B
ens|PB - (A2A3ABBY) _ e o 500 g
EE The present invention relates to prevention and treatment of EE « |
8ib Alzheimer's disease (AD). More specifically, the invention relates to sib *‘g 10e10t '
Abs use of a non-wild type protofibril or compound(s) with protofibril Abs = I L*
Desc forming activity for active immunisation in the purpose of treating Desc 8 | ! 70——.&‘3
cims or preventing AD. The invention further relates to a peptide, clms % 0 0 0 20 30 40 o
ass-Arc, with high protofibril forming activity as well as several Fel C
applications thereof, such as antibodies against said peptide for 8 B0t
passive immunisation against AD. g £010° L
o (A2 A3 A8 B1) st
e La présente invention concerne la prévention et le traitement de la -
— maladie d'Alzheimer. De maniére spécifique, cette invention a trait —
- 3 l'utilisation d'une protofibrille de type non sauvage ou d'un/de : ’
composé(s) présentant une activité de production de protofibrille, ’ : N ¢ ¢
destinée a I'immunisation active, en vue de traiter ou de prévenir Time (hours)
la maladie d'Alzheimer. La présente invention concerne également R
un peptide, beta A-Arc, présentant une forte activité de -0-0-0  Protoibrllar ABAOwt: Aze {1:1)
production de protofibrille, ainsi que diverses applications de < prttriis A




