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Title: SEQUENCES CHARACTERISTIC OF HYPOXIA-REGULATED GENE TRANSCRIPTION

Abstract: Source: US2002103353A [EN] There are provided polynucleotides which are modulated by hypoxic conditions. The
disclosure includes such genes and proteins as well as analogs, salts and functional derivatives of such proteins, and DNA
encoding such analogs, and methods of use. Methods for treating the effects of stroke, hypoxia and/or ischemia by regulating
such genes or proteins are also disclosed. The presence of hypoxia or a hypoxia-associated pathology may be diagnosed by
screening for the presence of at least one polynucleotide having the nucleic acid sequence according to the present invention.
Methods of regulating hypoxia associated pathologies are also provided.
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Title: Non-human transgenic animals for the study of neurodegenerative syndromes

Abstract: Source: US7273964B [EN] A non-human transgenic animal that is transgenic for an antibody or fragments thereof
and having a phenotype reminiscent of human pathology. The human pathology includes neurodegenerative syndromes,
muscular atrophy/dystrophy and immune disorders. The animals may be used in a method for early diagnosis of
neurodegenerative diseases. The method includes monitoring the occurrence of the tau hyperphosphorylation and/or amyloid
deposition in the back or lower limb skeletal muscle sample of a subject. Cells are derivable from the non-human transgenic
animal and secreting the transgenic antibody. The cells are used for the selection of molecules pharmacologically effective in
neurodegenerative and/or muscular pathologies and/or immune disorders. A non-human transgenic animal may be prepared
by providing a first non-human transgenic parent animal for the light chain of an antibody and a second non-human
transgenic parent animal for the heavy chain of the same antibody, breeding the two transgenic parent animals and selecting
the progeny expressing both the light and the heavy chain.
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DISORDERS

Abstract: Source: US2003159158A [EN] Provided is a method for determining whether an agent is an agonist of the neuron-
specific calcium sensor-1 (NCS-1), for consideration of an agonist of NCS-1 as a drug candidate for therapy of a behavioral
disorder or for improving learning and/or memory of a subject, said method comprising the steps of: (a) contacting a cell,
tissue or non-human animal with an agent to be screened under conditions to permit neuron-specific calcium sensor-1 (NCS-
1) activity; and (b) determining NCS-1 activity of said treated cell, tissue or non-human animal, wherein an increase in NCS-
1 activity compared with a corresponding control cell, tissue or animal is indicative of an agent which is an agonist of NCS-1.
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Publication number Publication date Application number Application date
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Priority:
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Probable Assignee: HOFFMAN LA ROCHE INC

Assignee(s): (std): HOFFMANN LA ROCHE

Assignee(s): NEF PATRICK ; HOFFMANN LA ROCHE INC ; F HOFFMAN LA ROCHE AG ; F HOFFMANN LA ROCHE AG ; F

HOFFMANN LA ROCHE AG BASEL ; F HOFFMANN LA ROCHE AKTIENGESELLSCHAFT ; HOFFMAN LA
ROCHE INC

Inventor(s): (std): NEF PATRICK

Inventor(s): PATRICK NEF

Agent(s): CABINET REGIMBEAU; KIMBERLY J; GEORGE W; PATRICIA S

Designated states: AT BE CH CY DE DK ES FI FR GB GR IE IT LI LU MC NL PT SE TR

4) Family number: 29787382 (US2007044162A)
Title: Transgenic rat as animal model for human huntingdon's disease

Abstract: Source: US2007044162A [EN] Huntington's Disease (HD) is an autosomal-dominant inherited progressive
neurodegenerative disease from the group of CAG repeat/polyglutamine diseases and is characterized by a triad of
psychiatric alterations, dementia and motor dysfunction. On a sub-cellular level, a mutation with extended CAG tri-nucleotide
repeats has been identified as the cause of HD. The therapeutic effects of certain substances can be tested on neurotoxically-
induced or transgenic animal models with expanded CAG-repeats. In the present invention, transgenic rats were generated
and characterized for human HD. Said rat model for human HD and other diseases of the CNS carries 51 CAG repeats under
the control of a rat promoter and has a slow progressive neurological phenotype, closely reflecting human HD syndrome. The
comparability of the rat model in relation to human HD is characterized by neuropathological, neuroradiological and
neurochemical modifications accompanied by typical behavioral symptoms.
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Family:

Publication number Publication date Application number Application date
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Priority:
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Probable Assignee: HANNOVER MED HOCHSCHULE

Assignee(s): (std): RIESS OLAF ; VON HOERSTEN STEPHAN ; VON HORSTEN STEPHAN ; HANNOVER MED HOCHSCHULE
Assignee(s): MEDIZINISCHE HOCHSCHULE HANNOVER ; VON HORSTEN STEPHEN

Inventor(s): (std): HOERSTEN STEPHAN VON ; RIESS OLAF ; VON HOERSTEN STEPHAN ; VON HORSTEN STEPHAN ;
HORSTEN STEPHAN VON

Inventor(s): STEPHAN VON HORSTEN ; OLAF RIESS

Agent(s): FISHER ADAMS KELLY; FISHER ADAMS KELLY PTY LTD; FISHER ADAMS KELLY CALLINANS; HICKS AND
ASSOCIATES; WILLIAM COLLARD COLLARD AND ROE PC
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5) Family number: 32452774 (US2008305106A)
Title: NOVEL GENE DISRUPTIONS, COMPOSITION AND METHODS RELATING THERETO

Abstract: Source: US2008305106A [EN] The present invention relates to transgenic animals, as well as compositions and
methods relating to the characterization of gene function. Specifically, the present invention provides transgenic mice
comprising disruptions in PRO256, PRO34421, PRO334, PRO770, PRO983, PRO1009, PRO1107, PRO1158, PRO1250,
PRO1317, PRO4334, PRO4395, PRO49192, PRO9799, PRO21175, PRO19837, PRO21331, PRO23949, PRO697 or PRO1480
genes. Such in vivo studies and characterizations may provide valuable identification and discovery of therapeutics and/or
treatments useful in the prevention, amelioration or correction of diseases or dysfunctions associated with gene disruptions
such as neurological disorders; cardiovascular, endothelial or angiogenic disorders; eye abnormalities; immunological
disorders; oncological disorders; bone metabolic abnormalities or disorders; lipid metabolic disorders; or developmental
abnormalities.
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Assignee(s): (std): BRENNAN JANE ; DE SAUVAGE FREDERIC J ; DESAUVAGE FREDERIC ; EDWARDS JOEL ; FILVAROFF
ELLEN ; GENENTECH INC ; LEXICON GENETICS INC ; GREWAL IQBAL ; HUANG WENHU ; IRVING BRIAN
; JUNUTULA JAGATH REDDY ; KIRCHHOFER DANIEL J ; MONTGOMERY CHUCK ; PAYNE BOBBY JOE ;
PEALE JR FRANKLIN ; PHILLIPS HEIDI ; QIAN NI NANCY ; SHI ZHENG ZHENG ; SPARKS MARY JEAN ;
STALA JOY ; TANG TRACY TZU LING ; VOGEL PETER ; WICKRAMASINGHE DINELI ; YE WEILAN ;
PHILLIPS HEIDE ; TANG TRACY ; KIRCHHOFER DANIEL ; IRVING BRYAN ; PEALE FRANKLIN

Assignee(s): MONTGOMERY CHARLES ; PEALE JR ; PEALE FRANKLIN JR ; LEXICON PHARMACEUTICALS INC

Inventor(s): (std): BRYAN IRVING ; CHARLES MONTGOMERY ; DE SAUVAGE FREDERIC J ; DINELI WICKRAMASINGHE ;
ELLEN FILVAROFF ; FRANKLIN PEALE JR ; FREDERIC DESAUVAGE ; HEIDI PHILLIPS ; IQBAL GREWAL ;
IRVING BRYAN ; JANE BRENNAN ; JEAN SPARKS MARY ; JOE PAYNE BOBBY ; JOEL EDWARDS ; JOY
STALA ; KIRCHHOFER DANIEL ; KIRCHHOFFER DANIEL J ; PETER VOGEL ; PHILLIPS HEIDE ; QIAN NI
NANCY ; REDDY JUNUTULA JAGATH ; SHI ZHENG ZHENG ; SPARKS MARY JEAN ; STALA JOY ; TANG
TRACY ; TANG TRACY TZU LING ; TZU LING TANG TRACY ; VOGEL PETER ; WEILAN YE ; WENHU
HUANG ; WICKRAMASINGHE DINELI ; YE WEILAN ; ZHENG ZHENG SHI ; PHILLIPS HEIDI ; PEALE JR
FRANKLIN ; PAYNE BOBBY JOE ; MONTGOMERY CHUCK ; KIRCHHOFER DANIEL J ; JUNUTULA JAGATH
REDDY ; IRVING BRIAN ; HUANG WENHU ; GREWAL IQBAL ; FILVAROFF ELLEN ; EDWARDS JOEL ;
DESAUVAGE FREDERIC ; BRENNAN JANE ; MONTGOMERY CHARLES A ; PEALE FRANKLIN ; PEALE
FRANKLIN JR ; NANCY QIAN NI

Inventor(s): NI NANCY QIAN ; PEALE JR ; TRACY TZU LING TANG ; MARY JEAN SPARKS ; MONTGOMERY CHARLES ;
JAGATH REDDY JUNUTULA ; CHUCK MONTGOMERY ; DANIEL J KIRCHHOFER ; BOBBY JOE PAYNE ;
BRIAN IRVING

Agent(s): GRIFFITH HACK; SMART AND BIGGAR; GENENTECH INC

Designated states: AE AG AL AM AT AU AZ BA BB BE BFBG BJBRBWBYBZ CACFCGCHCICMCNCOCRCUCYCZ
DE DK DM DZ EC EE EG ES FI FR GA GB GD GE GH GM GN GQ GR GW HR HU ID IE IL IN IS IT JP KE
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OM PG PH PLPT RO RU SC SD SESG SISKSLSMSNSYSZTD TG TITMTN TR TT TZ UA UG US Uz
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6) Family number: 42150717 (US2010138940A)
Title: TRANSGENIC PIG AS A MODEL OF ALZHEIMER'S DISEASE

Abstract: Source: US2010138940A [EN] The present invention relates to a modified pig as a model for studying Alzheimer's
disease. The modified pig model displays one or more phenotypes associated with Alzheimer's disease. Disclosed is also a
modified pig comprising a modified human and/or porcine APP gene, and/or PS1 gene, and/or a transcriptional and/or
translational product or part thereof. The invention further relates to methods for producing the modified pig; and methods
for evaluating the effect of a therapeutical treatment of Alzheimer's disease; methods for screening the efficacy of a
pharmaceutical composition; and a method for treatment of a human being suffering from Alzheimer's disease are disclosed.
Classifications:
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Assignee(s): (std): HOLM IDA ELISABETH ; JAKOBSEN JANNIK EJNAR ; JOERGENSEN ARNE LUND ; JOHANSEN MARIANNE
GREGERS ; NIELSEN ANDERS LADE ; UNIV AARHUS

Assignee(s): AARHUS UNIVERSITET ; JORGENSEN ARNE LUND

Inventor(s): (std): HOLM IDA ELISABETH ; JAKOBSEN JANNIK EJNAR ; JOERGENSEN ARNE LUND ; JOHANSEN MARIANNE
GREGERS ; JORGENSEN ARNE LUND ; NIELSEN ANDERS LADE

Agent(s): HOEIBERG A S; WEINGARTEN SCHURGIN GAGNEBIN AND LEBOVICI LLP; MCLANE GRAF RAULERSON
AND MIDDLETON PA; HOEIBERG A/S

Designated states: AE AG AL AM AO AT AU AZ BA BB BE BF BG BH B BR BW BY BZ CACFCGCHCICMCNCOCRCU
CY CZ DEDK DM DO DZ EC EE EG ES FI FR GA GB GD GE GH GM GN GQ GR GT GW HN HR HU ID IE IL
IN IS IT JP KE KG KM KN KP KR KZ LA LC LI LK LR LS LT LU LV LY MA MC MD ME MG MK ML MN MR MT
MW MX MY MZ NA NE NG NI NL NO NZ OM PG PH PL PT RO RS RU SC SD SE SG SI SK SL SM SN SV SY
SZTD TG TITM TN TR TT TZ UA UG US UZ VC VN ZA ZM ZW

7) Family number: 53471065 (FR2980667B)
Title: LABYRINTHE POUR TESTS NEUROLOGIQUES, PAR EXEMPLE CHEZ LES MODELES ANIMAUX DE LABORATOIRE.

Abstract: The labyrinth has horizontal plates (111-116) and vertical plates (121-126), where each plate includes a slot
intended to cooperate with a slot of another plate to intersect and interlock the plates, so as to form boxes. Some of the
plates include doors (133-143) for realizing a path through the boxes between an inlet (131) and an outlet (132) of the
labyrinth. A U-shaped jumper closes each door to change the path of the boxes through the labyrinth, where a distance
between two faces of the jumper is equal to or slightly greater than a thickness of a plate in the vicinity of the door.
Classifications:

International (1pc 8-9): AO1K1/03 A01K15/02 (Advanced/Invention) 126
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FR2980667 A1l 20130405 FR20110058927 20111004
FR2980667 B1 20141017 FR20110058927 20111004
Priority:
FR20110058927 20111004
Probable Assignee: UNIV HENRI POINCARE NANCY I
Assignee(s): (std): UNIV HENRI POINCARE NANCY I

Assignee(s): UNIVERSITE HENRI POINCARE NANCY I ; HENRI POINCARE NANCY I UNIV
Inventor(s): (std): BECK BERNARD ; POURIE GREGORY

Inventor(s): BERNARD BECK ; GREGORY POURIE

Agent(s): CABINET MICHEL POUPON; CABINET BLEGER RHEIN POUPON

8) Family number: 56203485 (US2014170753A)
Title: CRISPR-CAS SYSTEMS AND METHODS FOR ALTERING EXPRESSION OF GENE PRODUCTS

Abstract: Source: US2014170753A [EN] The invention provides for systems, methods, and compositions for altering
expression of target gene sequences and related gene products. Provided are vectors and vector systems, some of which
encode one or more components of a CRISPR complex, as well as methods for the design and use of such vectors. Also
provided are methods of directing CRISPR complex formation in eukaryotic cells and methods for utilizing the CRISPR-Cas
system.

Classifications: e K L = it
International (zpc 8-9): AO1H1/00 A0O1K67/027 A61K31/7088

A61K31/7105 A61K31/713 A61K35/76 A61K35/761 A61K35/763

A61K38/00 A61K38/43 A61K38/46 A61K48/00 A61K9/127 A61K9/51

A61P1/00 A61P1/16 A61P11/00 A61P13/00 A61P17/00 A61P19/00

A61P21/00 A61P25/04 A61P25/16 A61P25/28 A61P31/00 A61P43/00 : g
A61P9/00 C0O7H21/00 C07K14/315 CO7K19/00 C12N C12N1/15 o
C12N1/19 C12N1/21 C12N15/00 C12N15/01 C12N15/09 C12N15/10 et kLA
C12N15/11 C12N15/113 C12N15/52 C12N15/63 C12N15/70 RgAHA)
C12N15/74 C12N15/79 C12N15/82 C12N15/85 C12N15/86

C12N15/873 C12N15/90 C12N5/00 C12N5/071 C12N5/10 C12N7/00

C12N7/01 C12N9/16 C12N9/22 C12N9/96 C12Q1/02 C12Q1/68

C40B40/08 GO6F19/10 GO6F19/18 GO6F19/22 (Advanced/Invention);

AO01H3/00 A61K38/43 A61K38/46 A61K38/47 C07H21/02 C07H21/04

C12N1/20 C12N15/00 C12N15/09 C12N15/10 C12N15/52 C12N15/79

C12N15/82 C12N9/14 C12N9/22 C12N9/52 C12P21/04

C12Q1/68 (Advanced/Non-invention); FIG. 1

C12N (Subclass/Invention)

International (zpc 1-7): C12N15/10 C12N15/63 C12N9/22

CPC: C12N9/96 C12N15/635 C12N15/102 GO6F19/18 GO6F19/22 C12N15/8213 C12N15/1034 A61K38/43 A61K38/46
A61K38/47 C12N9/14 C12N9/52 C12N15/00 C12Q1/68 C12N15/74 C12N2800/101 C12N15/70 C12N2320/11 C12N2800/80
A01K2267/0331 C12N2800/30 C12N2800/90 C12N2800/10 C12N2810/50 C12N15/902 C12N9/16 A01K67/0271 A01K2207/05
A01K2207/12 A01K2217/052 A01K2217/077 A01K2267/0312 A01K2267/0362 A61K48/00 C12N2710/24144 C12N2740/15043
A61K31/7088 C12N15/82 C12N2310/122 A61K38/465 C12N15/8216 C12N7/00 C12N15/01 C12N2310/3519 C12Q1/6806
C12N15/1089 C12N15/79 C12N2320/30 C07K2319/09 A01K2267/03 C12N15/746 A61K48/0091 A61K48/005 A61K48/0058
C12N2750/14152 C12N2750/14132 C12Y301/00 C12N2740/15041 C12N2750/14141 C12N15/1082 C12N15/63 C12N15/52
A01K2217/072 C12N15/90 C12N15/1093 A01K2217/07 A01K2217/05 A01K67/0275 A01K67/0278 A01K2227/105
C12N2800/22 C12N15/111 C12N15/8509 C12N15/113 C12N15/85 C12N2310/531 C12N2810/10 C12N9/22 C12N15/86
C12N15/907 C12N2750/14143 C12N2310/10 C12N2310/20

US: 424/93.21 424/93.7 424/94.1 424/94.6 424/94.61 435/188 435/195 435/196 435/199 435/220 435/252.33 435/254.2
435/287.2 435/320.1 435/325 435/348 435/353 435/354 435/357 435/363 435/364 435/365 435/366 435/367 435/369
435/370 435/371 435/372.3 435/440 435/455 435/456 435/457 435/462 435/463 435/468 435/471 435/6.1 435/6.12
435/6.13 435/6.18 435/91.4 506/16 506/2 514/44R 536/22.1 536/23.1 536/23.2 536/23.7 536/24.1 702/20 800/13 800/14
800/18 800/21 800/278 800/298
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Publication number Publication date Application number Application date
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expression of target gene sequences and related gene products. Provided are structural information on the Cas protein of the
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Title: COMPOSITIONS AND METHODS OF USE OF CRISPR-CAS SYSTEMS IN NUCLEOTIDE REPEAT DISORDERS

Abstract: Source: US2016354487A [EN] The invention provides for delivery, engineering and optimization of systems,
methods, and compositions for manipulation of sequences and/or activities of target sequences. Provided are delivery
systems and tissues or organ which are targeted as sites for delivery. Also provided are vectors and vector systems some of
which encode one or more components of a SIN CRISPR complex, as well as methods for the design and use of such
vectors. Also provided are methods of directing SIN CRISPR complex formation in eukaryotic cells to ensure enhanced
specificity for target recognition and avoidance of toxicity and to edit or modify a target site in a genomic locus of interest to
alter or improve the status of a disease or a condition.
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CUCY CZ DEDK DM DO DZ EC EE EG ES FI FR GA GB GD GE GH GM GN GQ GR GT GW HN HR HU ID
IE IL IN IR IS IT JP KE KG KM KN KP KR KZ LA LC LI LK LR LS LT LU LV LY MA MC MD ME MG MK ML MN
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11) Family number: 61747990 (US2017175144A)
Title: GENOME EDITING USING CAS9 NICKASES

Abstract: Source: US2017175144A [EN] The invention provides for delivery, engineering and optimization of systems,
methods, and compositions for manipulation of sequences and/or activities of target sequences. Provided are vectors and
vector systems, some of which encode one or more components of a CRISPR complex, as well as methods for the design
and use of such vectors. Also provided are methods of directing CRISPR complex formation in prokaryotic and eukaryotic
cells to ensure enhanced specificity for target recognition and avoidance of toxicity.

Classifications:

International (zpc 8-9): AO1K67/033 C12N15/10 C12N15/63

C12N15/82 C12N15/85 C12N15/86 C12N15/90 C12N9/22 e

C12N9/96 (Advanced/Invention) Casin

CPC: C12N15/102 C12N15/907 A01K67/0333 C12N9/96 ) =\
C12N15/8509 C12N15/8213 C12N15/86 A01K2217/075 s’ - :::
A01K2217/072 C12N2810/10 C12N2800/22 A61K48/00 C12N9/22 Ol ke 8

C12N2830/008 WA Hr ks "

Figure 1

Family:

Publication number Publication date Application number Application date

EP3180426 Al 20170621 EP20150756300 20150817

US2017175144 AA 20170622 US20170436396 20170217

WO016028682 Al 20160225 WO02015US45504 20150817

Priority:
US20140038358P 20140817 US20150180699P 20150617 WO02015US45504 20150817

US20170436396 20170217
Probable Assignee: PRESIDENT AND FELLOWS OF HARVARD COLLEGE
Assignee(s): (std): BROAD INST INC ; HARVARD COLLEGE ; MASSACHUSETTS INST TECHNOLOGY

Assignee(s): PRESIDENT AND FELLOWS OF HARVARD COLLEGE ; MASSACHUSETTS INST OF TECHNOLOGY
Inventor(s): (std): RAN FEI ; ZHANG FENG
Agent(s): CABINET PLASSERAUD; CASSON LAWRENCE P ET AL

Designated states: AE AG AL AM AO AT AU AZ BA BB BE BF BG BH B BN BR BWBY BZ CACFCGCHCICLCMCNCO CR
CUCY CZ DE DK DM DO DZ EC EE EG ES FI FR GA GB GD GE GH GM GN GQ GR GT GW HN HR HU ID
IEILIN IR IS IT JP KE KG KM KN KP KR KZ LA LC LI LK LR LS LT LU LV LY MA MC MD ME MG MK ML MN
MR MT MW MX MY MZ NA NE NG NI NL NO NZ OM PA PE PG PH PL PT QA RO RS RU RW SA SC SD SE SG
SISKSLSMSNSTSVSYSZTD TGTHTITMTN TR TT TZ UA UG US UZ VC VN ZA ZM ZW

12) Family number: 62660177 (US2017306335A)
Title: RNA-TARGETING SYSTEM

Abstract: Source: US2017306335A [EN] The invention provides for systems, methods, and compositions for targeting RNA.
In particular, the invention provides a non-naturally occurring or engineered RNA-targeting system comprising an RNA-
targeting Cas protein and at least one RNA-targeting guide RNA, wherein said RNA-targeting guide RNA is capable of
hybridizing with a target RNA in a cell.

Classifications: e ZOLTIPEST NS » = o - &
International (zpc 8-9): AO1K67/027 A61K48/00 C12N15/11 AN - I
C12N15/113 C12N15/115 C12N15/63 C12N15/86 C12N9/22 FTN_1dd - SCHE I T SN SRR T
C12Q1/68 (Advanced/Invention); oA I T B A el o

C12N2310/20 (Advanced/Non-invention)

CPC: C12N2310/10 C12N2330/51 C12Y301/21004 C12N15/115
C12N9/22 C12N15/11 C12N15/86 C07K2319/09 C12N2310/16
C12N2800/22 C12N15/63 C12N15/113 A01K67/0275 C12N15/635
A61K48/005 C12Q1/6876 A01K2217/05 A01K2207/12 A01K2227/105
A01K2267/03 C07K2319/00 C12N2310/3519 C12Q2600/178

C12N15/111 C12N2310/20 A FrCand + tactANA

o FrCa® + FTH_1103

Fig. 1
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Family:

Publication number Publication date Application number Application date

EP3230452 Al 20171018 EP20150819997 20151211

US2017306335 AA 20171026 US20170632067 20170623

US2017321214 AA 20171109 US20170620391 20170612

W016094872 Al 20160616 WO02015US65393 20151211

W016094872 A9 20160818 WO02015US65393 20151211

W016106236 Al 20160630 WO02015US67151 20151221

Priority:
US20140091462P 20141212 US20140096324P 20141223 US20150180681P 20150617
US20140098059P 20141230 US20150181641P 20150618 US20150181667P 20150618
US20150237496P 20151005 WO02015US65393 20151211 US20170632067 20170623
WO02015US67151 20151221 US20170620391 20170612

Probable Assignee: BROAD INST INC

Assignee(s): (std): BROAD INST INC ; HARVARD COLLEGE ; MASSACHUSETTS INST OF TECH ; MASSACHUSETTS INST
TECHNOLOGY

Assignee(s): PRESIDENT AND FELLOWS OF HARVARD COLLEGE ; NATIONAL INSTITUTES OF HEALTH NIH US DEPT
OF HEALTH AND HUMAN SERVICES DHHS US GOVERNMENT ; MASSACHUSETTS INST OF TECHNOLOGY

Inventor(s): (std) DAHLMAN JAMES ; GOOTENBERG JONATHAN ; GOOTENBERG JONATHAN S ; HSU PATRICK ; SMARGON
AARON ; ZHANG FENG ; KONERMANN SILVANA ; ABUDAYYEH OMAR O

Agent(s): WILLIAMS GARETH OWEN; KOWALSKI THOMAS J ET AL

Designated states: AE AG AL AM AO AT AU AZ BA BB BE BF BG BH BJ BN BR BW BY BZ CACFCGCHCICLCMCNCO CR
CUCY CZ DE DK DM DO DZ EC EE EG ES FI FR GA GB GD GE GH GM GN GQ GR GT GW HN HR HU ID
IE IL IN IR IS IT JP KE KG KM KN KP KR KZ LA LC LI LK LR LS LT LU LV LY MA MC MD ME MG MK ML MN
MR MT MW MX MY MZ NA NE NG NI NL NO NZ OM PA PE PG PH PL PT QA RO RS RU RW SA SC SD SE SG
SISKSLSMSNSTSVSYSZTD TGTHTITM TN TR TT TZ UA UG US UZ VC VN ZA ZM ZW

13) Family number: 62660172 (US2017283831A)
Title: PROTECTED GUIDE RNAS (PGRNAS)

Abstract: Source: US2017283831A [EN] The invention provides for systems, methods, and compositions for altering
expression of target gene sequences and related gene products. Provided are structural information on the Cas protein of the
CRISPR-Cas system, use of this information in generating modified components of the CRISPR complex, vectors and vector
systems which encode one or more components or modified components of a CRISPR complex, as well as methods for the
design and use of such vectors and components. Also provided are methods of directing CRISPR complex formation in
eukaryotic cells and methods for utilizing the CRISPR-Cas system. In particular the present invention comprehends optimized
functional CRISPR-Cas enzyme systems, wherein the guide sequence is modified by secondary structure to increase the
specificity of the CRISPR-Cas system and whereby the secondary structure can protect against exonuclease activity and
allow for 5' additions to the guide sequence.
Classifications:

International (apc 8-9): A01K67/027 C07K14/47 C12N15/11
C12N15/90 C12N9/22 C12N9/96 (Advanced/Invention)

CPC: C12N15/907 C12N9/22 C12N9/96 C12N15/11 C12Y301/21004 O e ———
C07K14/4702 A01K67/0275 A01K2217/07 A01K2227/105
C12N15/111 C12N2310/20 _|_
Protector Strand
|Exten9|nn| —_— Original Guide
Target
e e e e ey ol e B B SR
| Eummionl— Original Guide

_I_

Protector Strand

Fig. 1

Family:

Publication number Publication date Application number Application date

EP3230451 Al 20171018 EP20150819996 20151211

US2017283831 AA 20171005 US20170620098 20170612

W016094867 Al 20160616 W02015US65385 20151211

Priority:
US20140091455P 20141212 US20140096708P 20141224 US20150180709P 20150617
US20170620098 20170612 WO02015US65385 20151211

Probable Assignee: MASSACHUSETTS INST OF TECHNOLOGY
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Assignee(s): (std): BROAD INST INC ; HARVARD COLLEGE ; MASSACHUSETTS INST TECHNOLOGY

Assignee(s): PRESIDENT AND FELLOWS OF HARVARD COLLEGE ; NATIONAL INSTITUTES OF HEALTH NIH US DEPT
OF HEALTH AND HUMAN SERVICES DHHS US GOVERNMENT ; MASSACHUSETTS INST OF TECHNOLOGY

Inventor(s): (std): ABUDAYYEH OMAR O ; DAHLMAN JAMES E ; HSU PATRICK ; SCOTT DAVID A ; ZHANG FENG
Agent(s): WILLIAMS GARETH OWEN; KOWALSKI THOMAS J ET AL

Designated states: AE AG AL AM AO AT AU AZ BA BB BE BF BG BH BJ BN BR BW BY BZ CACFCGCHCICLCMCNCO CR
CUCYCZ DEDKDMDO DZ EC EE EG ES FI FR GA GB GD GE GH GM GN GQ GR GT GW HN HR HU ID
IE IL IN IR IS IT JP KE KG KM KN KP KR KZ LA LC LI LK LR LS LT LU LV LY MA MC MD ME MG MK ML MN
MR MT MW MX MY MZ NA NE NG NI NL NO NZ OM PA PE PG PH PL PT QA RO RS RU RW SA SC SD SE SG
SISKSLSMSNSTSVSYSZTD TGTHTITM TN TR TT TZ UA UG US UZ VC VN ZA ZM ZW

14) Family number: 62803947 (US2017306307A)
Title: CRISPR HAVING OR ASSOCIATED WITH DESTABILIZATION DOMAINS

Abstract: Source: US2017306307A [EN] The disclosure includes non-naturally occurring or engineered CRISPR Cas9, each
associated with at least one destabilization domain (DD), along with compositions, systems and complexes involving the DD-
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