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CAS is the only organization in the world whose
objective is to find, collect and organize all
publicly disclosed substance information.

We build and maintain the world's largest
collection of molecular substances, reactions,
and related content that is vital to the work of
researchers.
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Cneunanuctbl “nHpekcaTtopbl” CAS aHanManpytoT NonHble
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0
asy United States

w2 Patent Application Publication () Pub. No.: US 2007/0078189 A1

Sarshar (43) Pub, Date: Apr. 5, 2007
(44) NOVEL THERAPEUTIC AGENTS FOR THE  (52) US. Ch oo S140690; S68/314; 4637326
TREATMENT OF CANCER, METABOLIC o828
DISEASES AND SKIN DISORDERS
(75} Invensor: - Sepehr Sarshar, Candsfl by the Sea 57 ABSTRACT
CA(US)
Comespondence Addeess: The present ievestion is directed w0 novel compoueds

ding 0 formulae

SAN DIEGO, CA 921212135 (US) X, Ry, Ry,
R,
(73) Assignoe: Auspex Pharmaceuticals, Visia, CA D/ m
X #7

20 Appl. No. 111592,009
(22) Filed: Nov. 1, 2006

wherein R,. R.. Ry and R, are as defined hercin. The

Reluted U.S. Application Dats inveution alsy dEschoses mutbods of preparstion, phan-

ceutical compusitions, aed methods of discase treiment
(63) Coetinutian-in-part of sppBcation No. PCTUSOS  urilizing pis sical i ins e
15366, filed on May 2, 2005, campounds. The compouds of this invention ure movel
therpeutic agens for the teatment of cancer, dinberes,

A S ‘
(€0 Provisioen spplicative No. 60SG7.565. fledonMay  peabyolic diseases and skin disorders in mammalian sub-

jects. These compeounds are also useful modulitors of gene

A Dynamic Microporous Metal-Organic Framework with BCT
Zeolite Topology: Construction, Structure, and Adsorption Behavior

Sheng Hu." Jie-Peng Zhang.* Hao-Xiang Li,' Ming-Liang Tong.*" Xiao-Ming Chen.*" and
Susumu Kitagawa®

MOE Laboratory of Bioinorganic and Syathetic Chemisto/State Key Laboratory of Optoelecironic
Marerials and Technologies, School of Chemistry and Chemical Engineering, Sun Yat-Sen University,
Guangzhou 510275, People’s Republic of China, and Depariment of Synthetical Chemisiry and
Bivlogical Chemisiry, Graduate School of Engineering, Kyola University, Katsura, Nishikyo-i,
Kvoto 615-8510, Japan

Received June 30, 2007; Revised Manuscript Received Augast 14, 2007

ABSTRACT: A new microporous metal-organic framework (MOF) material [Nis(dpay(pyz)u(H200s] * 11RO (1) with BCT zeclite topology
s heen i ik undergo dynamic structural transformation in response to removal and

rebinding of the suitable guest molecules.

Microporous metal-organic framework (MOF) materials have
received increasing attention mainly because of their potential
application in adsarption, ion exchange, and catalysis, as well as
intriguing architectures and topologies." In particular, dynamic
porous MOF materials retain crystallinity after some structural
transformations, including stretching, rotational, “breathing”, and
scissoring mechanisms, responding to external stimuli, which is
essentially distinct from that of the rigid classical porous materials.*
These reversibly dynamic structural changes, being induced by
removal/readsorption of guest molecules andior caused by the
removal/addition of ligands from/o the host frame work itself, may
e used for the accommedation and separation of specific molecules.
However, it is still a challenge to control the pore size and chemical
characteristics of the internal surface as well as decorate the
topology of dynamic porous MOF materials* A promising route
to such materials is the rational choice of suitable inorganic
compositions as secondary building units (SBUS) and flexible
organic ligands as the spacers. 1,1"-Biphenyl-2.2"dicarboxylic acid
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Crystallography and Liquid Crystals (Section73-11)

Concepts Substances

Liquid crystals 1403559-75-0F
1403359-73-3F
1403359-79-4F
1403559-80-7F

chiral; study on chiral lig. crystals based on optical active

PR RpRP

izoarmyl alc,

1402359-31-5F
Esterification Heating study on chiral lig. crystals based on optical active isoamyl
Fhase fransition Temperature alc.

Thermal stability

Properties; Synthetic preparation; Preparation

study on chiral lig. crystals based on optical active isoamyl

al. 137-22-6 2-Methyl-butan-1-al &
149-91-7 3,4 5-Trihydroxy-benzoic acid, reactions &
I8280-28-0 4,

study on chiral lig. crystals based on optical active isoamyl
alc.

Reactant; Reactant or reagent
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OcobeHHocTn KOHTeHTa CAS:

» HezaBncumMbIn BbIBOP 3KCNEPTOM-NHAEKCATOPOM
CTaHOAPTU3NPOBAHHLIX KIMHOYEBbLIX CNOB (KOHUEeNUMN),
BeLeCcTB, OMONOrMyecknx obbLEKTOB, NPOLECCOB
MaTepuanos, peakumn U3 nepBoOUCTOYHUKOB

* IHpopMmaunsa aHanmanpyeTcd aKkcnepTtamMun B KaXkgou
KOHKpeTHOM obnacTtu 1 BrnagerLwmmm s3blkom opurmHana
nyo6nmkayum

* [lonHOTa oxBaTa 1 B3aMMOCBSA3aHHOCTb KOHTEHTA
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YyeHble CAS 0OHapyXu1BalT CyLWeCTBEHHbIe AaHHbIe,
TakmMe Kak HesIBHO ONMUCaHHbIE CTPYKTYPbI, KOTOPLIE
OTCYTCTBYHOT B ApYyrux 6asax AaHHbIX

Compound 34: Diisopropyl azodicarboxylate (DIAD) (1.20 mL, 6.08 mmol) was
added to triphenylphosphine (1.60 g, 6.08 mmol) in THF (100 mL) at 0 °C. and was
stirred for half an hour during which time the )re.'l-lnw solution became a paste.
Compound 14 (2.58 g, 4.06 mmol} and p-nitrobenzoic acid (0.81 g, 4.87 mmol) were
5 dissolved in THF (50 mL) and added to the paste. The resulted mixture was stirred at
" ambient temperature overnight. Water (100' mL}) was added and the mixture was made
slightly basic by adding NaHCQ; solution followed by extraction with EtOAc (3x50
mL). iy ! i ine once and dried over anhydrous
Na, SO}. The desired product (2.72 g, 85% yield) was obtained as white powder after
10 Si0, chromatography (Et: O/hexanes 1:2). m.p. 207-209 °C.; IR (KBr) 3434, 3056, '
2940, 2868, 1722, 1608, 1529,1489, 1448, 1345 cm™ ;' 'H NMR (CDCls, 300 MHz) &
8.30-8.26 (m, 2 H), 8.21-8.16 (m, 2 H}), 7.46-7.42 (m, 6 H), 7.31-7.18 (m, 9 H)5.33
(bs, 1.H), 4.02 (bs, 1 H), 3.0 (bs, 1 H), 3.09-2.97 (m, 2 H), 2.68 (1d, J=14.95, 2.56
Hz, 1 H), 2.29-2.19 {m, 1 H), 2.07-1.06 (series of multiplets, 24 H), 1.01 (s_, 3 H), 098

]5 (d' T—FR i s 3 TT 0 T e 3 T0 '3.r‘mnn- i Yl | FE WALT R 1ad 1Y 1 &S0 S
144
6
% | CAS RN 203796-03-6 [, ™~ > e
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—== CAS

Absolute stereochemistry. - o) 1

A DIVISION OF THE
AMERICAN CHEMICAL SOCIETY

CAS is a division of the American Chemical Society. Copyright 2014 American Chemical Society. All rights reserved.



[MPUMEP T1TATEHTA

BeplunHbI

WO 2012135049
Compounds and methods for
chemical and chemo-enzymatic
synthesis of complex glycans
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7 KoHUenuum

138 coegnHeHnn

4614 peakuum

4 YynNeHoB NAaTEHTHbIX CEMEUCTB
3 UUTUPYEMbIX JOKYMEHTa
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https://scifinder-n.cas.org/navigate/?key=Ja9O3CcYynT2BGgH7fZjTUZjqqV&resultType=reference&state=searchDetail.reference&ordinal=0&resultView=DETAIL&uriForDetails=document/pt/patent/72067678&uiContext=364&uiSubContext=551&appId=6c66da03-c51d-4481-8669-49af3742b2cd&backKey=Ja9O3CcYynT2BGgH7fZjTUZjqqV&backToPage=1

CAS NOHNMAET KAK BSAMMOCBA3AHDI
PA3JIMYHbBIE OBJIACTW 3HAHWA

1.4 mMrpo eepwiuH
14 mnpo epaHeu

See Blog: Innovation Drives Transformation
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https://www.cas.org/blog/innovation-drives-transformation-3-ways-ai-accelerating-research-breakthroughs
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Y10 Ham u3BecTHO 06 3TOM coegUHEHUN?

B ~6,730 References
& Reactions
& Commercial Sources

it Regulatory Information \

HO E
=
OH

Biological Properties Value Hote
ADME (Absorption, Distribution, See full text (2) CAS
Metabolism, Excretion)
Half-Life (Biological) See full text (9) CAS
LC50 See full text (13) CAS
Minimum Inhibitory Concentration See full text (43) CAS

OH

CAS Registry Number: 501-36-0
Ci4 Hiz O3
1,3-Benzenediol, 5-[[1E)-2-(4-hydroxyphenyl}ethenyl]-

1,3-Benzenediol, 5-[2-(4-hydroxyphenyllethenyl]-, (E)}-; 34,5
Stilbenetriol (7CLA8CI); Resveratrol (6CI); (E}-2-(3,5-
Dihydroxyphenyl)-1-(4-hydroxyphenyl)ethene; (E}-3,4',5-
Trihydroxystilbene; (E)-5-(p-Hydroxystyryl)resorcinol; (E)-
Resveratrol; 3,4',5-Trihydroxy-trans-stilbene; 5-[[1E)-2-(4-
Hydroxyphenyl)ethenyl]-1,3-benzenediol; CA 1201; Resveratrol P
5; Resvida; Vineatrol 20M; trans-3,5,4-Trihydroxystilbene;
trans-Resveratrol

Lipinski and Related Properties Value

Freely Rotatable Bonds 5

H Acceptors 3

H Donors 3

H Donor/Acceptor Sum ]

logP 3.024%0.267
Molecular Weight 228.24
Spectra Properties Value
Carbon-13 NMR. Spectrum See spectrum
Proton NMR Spectrum See spectrum

Ecnu 310 BaXKHO, 310 ecTb B SciFinder!
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Ba3bl gaHHbIX Bxoasiwme B SciFinder

CAplus® — oubnuorpadus
10,000+ xypHarnos (185 ctpaH)
naTeHTbl U3 63 BEOOMCTB

®
REGISTRY - coegouHeHus
OpraHu4yeckue 1 HeopraHuy. CTPYKTYpHbl,
nocrnenoBaTernbHOCTU

CASREACT® — peakuum
CTpyKTypHble AMarpamMmmbl, AeTanmu

CHEMLIST® - perynupyemas Xumusi
REACH, EINECS, US. Gov/Fed. Register

CHEMCATS® — nocTtaBLWMKU peakTUBOB
XuMmn4yeckue Kkatanoru

MARPAT® — cTpykTypbl Mapkywa
440k nateHTOoB, INPI c1961 r.

MEDLINE — 6unbnuorpadumsa
5,200 BMoMegnLMHCKUX XKXYpHanoB

45+ MmnH. ccbinok (5,000 exeaHeBHO),
PedepaTtbl n nHpekcuposaHue ¢ 1802
r., yutaTtbl ¢ 1997-

155+ mnH. manbix monekyn (15,000
eXeAHeBHO), 67+ MIIH.
nocnegoBatenbHocTeun, 5,0+ MnpAa.
CBOWUCTB

98+ MIIH. peakumMm U CUHTE30B C
1840r.

348 k perynupyemMbix coeQUHEHUN C
1979 r.

MunnunoHbl coeaAnHEHnn oT
NOCTaBLLUMKOB, B TOM Yucne ¢
yHukanbHbiMu CAS RNs

1,1+ MnH.cTpykTyp Mapkywa (75
HOBbIX NaTEHTOB eXeAHEeBHO)

24+ mnH.6nonuorpaduyecknx NLM-
CCbINoOK € 1947 r.



NMpeumywectBa SciFinder ansa nonb3oBaTterien B PP:

 [lpn npomussoacTtBe KoHTeHTa Ana SciFinder, CAS
PaBHOMEPHO OXBaTbIBAET 8Ce 00MACTU XUMUU N CMEXHbIX
aAncumninH

« [1na nonb3oBaTenen B PO BaXXHO 3HaATb, YTO NyOnuKyeTcs
n nameHmyemcss B Poccuu, a Takke ObICTpO
pasBmBawoLmxca Kumae, Kopee u VMHouu
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OGbeM 4OCTYNHOU XUMUYECKON MHOPMALIMN HEYKITOHHO pacTeT!

* B HEeKoTOpbIX Cny4yasx 3TO POCT MO 3KCMOHEHTE
* Bo3spacTaet cnoXxHocTb, 0COOEHHO B NaTeHTax
 Poct rmobaneH

. French
Russian

German 27"~ |
Japanese__——

Spanish

Original publication

0
languages not 40 /0
in English

English
Chinese

Information added to the CAS databases annually since 2000

/

/

/

© Il 0, Original publication languages
N in CAS databases

VAV AR°
— | °
)] J 0
7’%’; o0
/ 0

2000 2002 2004 2006 2008 2010 2012 2014 2016 2000 2002 2004 2006 2008 2010 2012 2014 2016

e Sbstances  ssmmReactions ssmmReferences s ndexed Patents
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K coxaneHuio uccnepgoBartenu
BbIHYXXAEeHbl TPAaTUTb Oonblue
NOfIOBUHbLI CBOEro pabo4yero BpeMeHu Ha
NOUCK MHpopmaLuu

U 6onblue 50% BpemeHn noucka yxoauT
Ha 0OpaboTKy NepBUYHLIX OTBETOB OT
NMOUCKOBbIX CUCTEM

CAS is a division of the American Chemical Society.

Copyright 2018 American Chemical Society. All rights reserved.

Researchers spend less than
50% of their time doing research,

It's An Issue Across Every Sector:

A A

38% 41% 48%
Academia

Government Industry

Source: Research, Nature(2016): Nature
Salary and job satisfaction survey

% Querying
44%

Source: CAS Global Customer
Satisfaction Survey
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NMoyemy noHapo6uncs HOBbLIN NPOAYKT?

« HekoTopbIM NONb30BaTENSAM HYXXEH He MPOCTO NopTan XMMUYECKUX OaHHbIX, a
nnatcopma, KoTopas:

— [aet 4yTo-TO BonbLUee Yem NPOCTO HABOp OTBETOB;

— [loHnmMaeT noruky nccnegosartenen u nx cnocod NoCcTaHOBKU BOMPOCOB;

— bbICcTpo paboTaeT, TeM cambiM BbICBODOXAAET BpeEMS AN COBCTBEHHO
nccnenoBaHUn.

* MHeHne KNNMeHToB 3a KaxabiM pelueHnem. Cebiwe 1,000 HernocpedcmeeHHbIX
UHMepP8bIo C y4eHbIMU U OOrNMONHUMEsIbHO C8biWe MbICAYU OrpoCcos.

* OXxmgaHua OoT HOBOIO npoaykKTa.

— MouwHbIn, HO Nerkn B NCNONbL3OBAHUN — UHMYyUMUBHO MOHAMHbIU UHMepgeuc
— YMHbIW — fipasuribHasi UHmMepripemauusi 3arpocos riosib3oeamersiel

— bbICTpbIN — cywiecmeeHHbIU pocm CKOpoCcmu, 3KOHOMUSI 8peMeHU YHEeH020

— Jlerkuin nepexopn nonb3oBaTtenen obbivHoro SciFinder Ha HoBy nnaTtdopmy

=== SCIFINDER"
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HoBbIn nHTepdenc, HoBble BO3MOXHOCTU NMOUCKA U MHOroe apyroe!

Bei6op
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Search
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@ Substances
B Reactions

B References

® Suppliers

Recent Searches -
Edit Drawing Remove

March 28, 2017

11:55 AM

B References: high temperature low density plasma (424K) Edit |~ Rerun Search

10:14 AM

B References: Advanced Search (6)
Organization: Memorial Sloan-Kettering Cancer Ctr.

March 27,2017
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B Reactions: o As Drawn (9), Substructure (39) Edit = Rerun Search
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- SClFlNDER References »  treatment of cancer X o Edit ~ * ® 1}
S o couon
S References oy View Partil +
As Drawn (3,103) @ Substances B Reactions 66 Cited By E'

Substructure (3,290)

Filter by

~ Document Type
Journal (1,955)
Patent (1,132)
Review (572)
Conference (13)

Dissertation (3)

~ Language
English (2.765)
Chinese (194)
Japanese (64)
Korean (40)
French (24)
View Al

~ Publication Year

457

30

m

116 III
—

Multikinase inhibitors: a new option for the treatment of thyroid cancer

\ OnHOBPEMEHHbII

By: Gild, Matti L; Bullock, Martyn; Robinson, Bruce G,; Clifton-Bligh, Roderick
Nature Reviews Endocrinology (2011), 7(10). 617-624 | Language: English, Database: CAplus
View Reference Detail | View Corresponding MEDLINE Reference

Abstract: A review. Preclin. models have shown that inhibition of kinases in mitogenic and angiogenic signaling pathways can
have antitumoral effects. Starting with a brief synopsis of a malignancy that responds well to kinase inhibition (chronic myelcid
leukeria) compared with one with less durable responses as yet (melanoma), this Review highlights challenges that must be
overcome in order to successfully translate small-mol. therapies to thyroid cancer in the future. Thyroid cancer typically has a

Attenmea Fallmuring oba Hinrlida nrmans Fadinartive indina 2Rlakan and

View More v

Full Text » © Substances (7) &6 Cited By (72) (® Citation Map

sorafenib for the treatment of renal cancer

By: Strumberg, Dirk
Expert Opinion on Pharmacotherapy (2012), 13(3), 407-419 | Language: English, Database: CAplus
View Reference Detail | View Corresponding MEDLINE Reference

Abstract: A review. Introduction: was the first oral antiangiogenic multikinase inhibitor (Raf kinases, VEGF receptors 1 - 3, PDGF-

beta, FIt-3, c-kit) for advanced renal cell carcinoma (RCC) to be approved. Since 2005, a total of six drugs have been approved for
the treatment of RCC.Areas covered: The preclin. and clin. development of sorafenib that led to its approval for advanced RCCiis
reviewed in this paper. Its safety, tolerahility and efficacy are summarized and compared with other approved treatment

Antinne far BEE Draliminans data nn canantial frastme. ac and rnmhinati

View More v

Full Text = © Substance (1) 66 CitedBy(11) (@ Citation Map
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OT60p Hanbonee peneBaHTHbIX BapuaHTOB OTBETOB
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References -

Glaucoma drugs

o - R

CopTupoBka no |

peneBaHTHOCTU

—

¢ Return to Home

Filter by

~ Relevance
Best (1.099)
Good (254K)
Fair (2.7M)

Learn more about Relevance...

~ Document Type
Journal (2.4M)
Patent (492K)
Review (486K)
Biography (933)
Book (6,975)
View All

~ Language
English (2.3M)
Chinese (310K)
Japanese (103K)

References (3.014,727)

Full Text -

Sort: Relevance -

(a3 Subs%nces - B Reactions =

&6 Cited By « m = w Save

Short-and long-term safety of glaucoma drugs .

By: Schuman, Joel 5.
Expert Opinion on Drug Safety (2002), 1(2), 181-194 | Language: English, Database: CAplus
View Reference Detail

Abstract: A review. Glaucoma, a leading cause of blindness worldwide, is a chronic neurodegenerative disorder. Patients with
glaucoma may require long-term administration of intraocular pressure (I0P)-lowering medications. These medications belong to
several classes of mols. including B-adrenergic blockers, cholinergic agents, a-adrenergic agonists, carbonic anhydrase inhibitors,
and ocular hypotensive lipids. Most adverse effects associated with I0P-lowering medications are mild and ocular in nature;
however, several of them are associated with systemic risks as well as serious ocular effects, especially following chronic use. The
following review discusses the acute and long-term effects of commonly used I0P-lowering medications.

66 Cited By (22) @ Citation Map

The inflow and outflow of anti-glaucoma drugs .

By: Woodward, David F.; Gil, Daniel W.
Trends in Pharmacological Sciences (2004), 25(5), 238-241 | Language: English, Database: CAplus
View Reference Detail

dhctrart: & review with raferanras The treatment nf glanicama b redicing intrancilar nreccire hac ralied traditinnallv nn
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BcTpoeHHbIN Moaynb AnNA paboTbl C NnaTeHTamMu

Mownck

XUMUNYHECKUX

CTPYKTYp B
nareHTe

- . PAG
<= PATENTPAK ¢ ¢

ACASSOLUTION

E Z00M DOWNLOAD

1w 7 @ @ o | POFs

Key Substances in Patent

CASRN
2752-65-0

Analyst Markup Locations (1)
Q page s

CAS RN
81624-55-7

CAS RN
81624-55-7

(CAS Name
1,2-Ethanediamine,

M, M, M2 M-tetrakis[(6-
methyl-14benzimidazol-
2-yl)methyl]-

© Substance Detall

B Reactions (0)

W Suppliers (15)

B References (7)

@ Edit Structure

CLAIMS
What is claimed is:
1. A pharmaceutical composition, comprising:
at least one NPM inhibitor;
at least one anti-cancer agent; and

a pharmaceutically acceptable carrier.

2. The pharmaceutical composition of claim 1, wherein the NPM inhibitor is an siRNA

that inhibits NPM expression,

9

3. The pharmaceutical composition of claim 1, wherein the NPM inhibitor is gambduic acid.

4, The pharmaceutical composition of claim 1, wherein the NPM inhibitor is NSC J48584, @

5. The pharmaceutical composition of claim I, wherein the anti-cancer agent is a target
cancer therapy.
6. The pharmaceutical composition of claim 35, wherein the target cancer therapy is

@ sorefenib,

- =
Sng® | 5 500T0N

CAS is a division of the American Chemical Society.
Copyright 2017 American Chemical Society. All rights reserved.
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BCTpOQHHbIVI MoAYyJ1Ib CUHTETUYECKUX NPOTOKOJ10B

perimental Protocols

Ex
o] 1]
/0 o D, # ]
1} + |
]
D vd oy
bl :
[Stage 2]
® Suppliers (7)
Step 1
Stage Reagents g
1 Potassium tert-butoxide -
2 Potassium carbonate -
CAS Reaction Number 3

MethodsNow™  Experimental Procedure

Products 2-Pyridine-3, 5, 6-d-carboxamide, 4- (4-aminophenoxy-2,3,5,6-d)-N- (methyl-da)- , Yield: 87%

Reactants 4- (Amino-d;)phen-2.3,5.6-dy-ol-d

2-Pyridine-3,5, 6-d3- carboxamide, 4-chloro-N- (methyl-d3)-

Reagents Potassium tert-butoxide

Potassium carbonate

Solvents Dimethylformamide

1. Add potassium tert-butoxide (222 mg, 1.98 mmol) to a solution of d7-4-aminophenal (222 mg, 1.91
mmol; 97 atom % D (CON Isotopes)) in DMF (2.0 mL).

2. 5tir the reaction for 1h.

3. Add a solution of 4-chloro-3,5,6-dz-N-{methyl-ds)picolinamide (305 mg, 1.73 mmal) in DMF (0.6 mL)
via cannula to the mixture follow with a 0.6 mL DMF rinse.

4, Add K3C03 (129 mg, 0.935 mmol) to the mixture and heat the mixture to 80°C for 12 h.

5. Cool the reaction to room temperature.

6. Dilute the mixture with EtOAC and pour into a separatory funnel containing EtOAC and brine.

7. Wash the organic layer twice with brine.

8. Wash the combined agueous solutions once with EtOAC.

9. Dry the combined organic solutions over Na;5S0,.

10. Filter the mixture.

11. Concentrate the filtrate in vacuo.

12. Purify the residue on an 1SCO instrument (0% to 90% EtOAC in hexanes) to afford 4-4-
amino(phenoxy-t)}-3,5.6-d3-N-{methyl-d)picolinamide.

Procedure

Transformation Aromatic Substitution by Oxygen Nucleophiles

Scale milligram

Characterization Data

A 2-Pyridine-3,5,6-ds-carboxamide, 4{4-aminophenoxy-2.3,5,6-d4)-N-methyl-ds)-

Mass Spectrum M5 (M + H): 254.0

KrtoueBble KOMMOHEHTHI
\ peakuum
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