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119) World Tntellectual Property
Organization
International Bureau
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(43) International Publication Date

D UNDER THE

FATENT COOPERATION TREATY (PCT)

10) International Publication Number

WO 2018/152134 Al

23 August 2018 (23.08.2018)  WIPO|PCT

(51) International Patent Classification:
COTD 2T (200600 ABLE 31485 (2006.01)
ABIK 31440 (200 01) ABLE 2S00 (2006.01)

on Number:
PCTIUSIOI0 18074

(21) International App

22

13 February 2012 (13.02.2018)

(25) Fillog Language: Eaglish
(26) Publication Langusge: English
(30} Priority Data:

F2458,731 14 February 2017 (1402 2007) US|

(T1) Applicant:  RESEARCH
[US/US]; 3040 Comseals R
NC 27709 (US)

RIANGL 3
ul, Research Trisngle Park,

(T2) Tventors; ZHANG, Yanan; 507 Kellyridge Drive, Apes,
NC 27502 (US). NGUYEN, Thuy; 1017 Hope Springs Ln,
Morisville, NC 27360 (US).

(74) Agent: HULTQUIST, Steven 1.
12329, Research Triangle Park, N

(81) Designuted Stutes (unless otherwise indicated, fir o
Lired of seicnal preetion availahle): AE, AG, AL,
AQ, AT, AU, AZ BA. BB, BG, BIL BN, BR, BV, BY, BZ,
CALCH.CL.ON, CO,CR, CULCZ. DE, T, DK, DM, DO,

S s SV, SY, TH, TJ, T™, TN,
TR, TT. TZ, UA, UG, US, UZ VC, VN, 24, ZM, ZW.

184) Designated States (unless othervise indicased, for every
of rogianal protection availabler. ARIPO (BW, GH,
LR, LS, MW, MZ, NA, W, 8D, 5L, 8T, 87,
. ZM. ZW). Eurasicn (AM, AZ, BY, KG.KZ,
TM), Furopean (AL, AT, BE, Bii, CH, CY, CZ,
E 'S, FLFR, GE, GR, HR, HU, TE, IS, IT, LT

L DK,
ULV,

MC, MK, MT, NL, NO, PL, FT, RO, RS, SE, 51, SK. 5M,
TR). OAPL(BF, BI, CF, OG, CL OM, GA. GN, (G, GW,

Published:

intermational search report (41, 20(3)

(54) Title: PROLINE-BASED NEUROPEPTIDE FF RECEPTOR MODULATORS

Region 2 FIG. 2

Region 3
Compound 1

Ke NPFF1: 1620+ 379 nM
Ke NPFFZ2 : 7251 £ 1734 nM

15T) Abstract: Neuropepiide FF receptor modulators based ca a
prolive scaffold are provided which offer NFEF receplor poiencies
i the nanomolar rang: aed antagonistic selectivity for the NPFF
1 recepior, Methods, compounds and compositions for modulating
he function of neuropepiide FF receptors are provided for phiamua-
cotherapies capable of influencing coaditions or diserders affected
by the neuropeptide FF reveplors.
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Search by Keyword, Substance Name, CAS RN, Patent Number, PubMed ID, AN, CAN, and/or DOI.
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AND
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NOT

Example: Schubert, | A
Authors

Publication Name
Organization

Title

Abstract/Keywords R RMER, i H:
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Slubstalnces > |D\ irﬁﬁ_ﬂg\ DO'
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Patent Identifier >

")
Publisher ”,%
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g0 All © Substances B Reactions ® References

epidermal growth|

Epidermal growth factor

Epidermal growth factor | e.g., (HER2 or "epidermal growth factor receptor 2") and inhibitor

Epidermal growth factor ||

A References = Suppliers

epidermal growth inhibitors
Epidermal growth factor, pro-
Epidermal growth factor (rat)

epidermal growth factor (1-48)

Example: Schubert, | A
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Epidermal growth factor receptors

. Search CAS Lexicon Learn more about CAS Lexicon searching.
Search CAS Lexicon

- 5 Epidermal growth factor receptors
Build powerful searches using

CAS concepts, chemical
classes, and taxonomy.

~ Preferred Concept Epidermal growth factor receptors - Preferred Concept b s

Epidermal growth factor receptors

4

This will search synonyms: c-erbB; c-erbB proteins; EGFR; EGFR-1; EGF ... OR Remove All
View more synonyms
 Epidermal growth factor receptors - Narrower Concept (1)

' N — A Broader Concepts (3) Select all
?,:E.CAS L€X|COH1EE}; I:FI Epidermal growth factor receptor HER2 x

Diagnostic biomarkers @

EIREA BB
lﬁlr: j’-:': 1 = E,\J ZEﬁla . Growth factor receptors / Epidermal growth factor receptors - Related Concept (1)

— Ay N Tyrosine kinase receptors @ Receptor tyrosing kinase EGFR inhibitors X
* [EX73]
~ Narrower Concepts (7) Select All
D N—
L] | 1i1a Adhesion G protein-coupled receptor ADGRE4P @
Epidermal growth factor receptor HER
D N—
° |\1i1a Epidermal growth factor receptor HERZ
Epidermal growth factor receptor HER3
AIRN
[ J *H 9%13 Epidermal growth factor receptor HER4
Wiew All

~ Related Concepts (27) Select All
Afatinib dimaleate ﬂ
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~ Document Type

Journal {15K)
Patent (4,258)
Review (3,258)
Biography (1)
Clinical Trial {(359)

all

View A
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XERIES
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o We are displaying the most
relevant results.

Learn about result relevance.
Load All Results

Filter Behavior

Filter by Exclude

~ Search Within Results

~ Document Type

~ Language

~ Publication Year

~ Available at My Institution

~ Author

4

Organization

Publication Name

4

~ Concept
~ CA Section

~ CAS Solutions

~ Life Science Data W

~ Formulation Purpose

~ Database

References search for "(HER2 or "epidermal growth factor receptor 2") and inhibitor"

&b Citing ~ % Knowledge Graph @ & = N

20,278 Results Sort: Relevance - | View: Partial Abstract ~

1 =N

Celecoxib, a selective cyclooxygenase 2 inhibitor, protects against human epidermal growth
factor receptor 2 (HER-2)/neu-induced breast cancer

By: Howe, Louise R.; Subbaramaiah, Kotha; Patel, Jay: Masferrer, Jaime L.; Deora, Aparna; Hudis, Clifford; Thaler, Howard T.; Muller,
William J.; Du, Bacheng; Brown, Anthony M. C,; et al

Cancer Research (2002), 62(19), 5405-3407 | Language: English, Database: CAplus and MEDLINE

Cyclooxygenase 2 (HER-2) (Cox-2), an inducible form of Cox, is over-exprassed in HER-2/neu-pos. human breast cancers. The aim
of this study was to determine whether celecoxib, a selective Cox-2 inhibitor, protected against HER- 2/neu-induced exptl. breast
cancer. Cox-2 protein was detected in breast carcinomas from mouse mammary tumor virus (MMTV)/neu mice. Treatment with
celecoxib (500 ppm) significantly reduced the incidence of mammar}rtumors in MMTWneu mice (P = 0.003) and causad about a 50%

red i Finn mamrnane prmctaslzndin E- fDEE-Y levals Barziica mammary slands fram MMTV ine | Frire avmre

View Maora ~

Full Text - ® Substances (3) &b Citing (179) @ Citation Map

2 m AN

CUDC-101, a Multitargeted Inhibitor of Histone Deacetylase, Epidermal Growth Factor

Receptor, and Human Epidermal Growth Factor Receptor 2, Exerts Potent Anticancer Activity

By: Lai, Cheng-Jung; Bao, Rudi; Tac, Xu; Wang, Jing; Atoyan, Ruzanna; Qu, Hui; Wang, Da-Gong; Yin, Ling; Samson, Maria; Forrester,
leffrey: et al

Cancer Research (2010), 70(9), 3647-3656 | Language: English, Database: CAplus and MEDLINE

Receptor tyrosine kinase inhibitors have recently become important therapeutics for a variety of cancers. However, due to the
heterogeneous and dynamic nature of tumors, the effectiveness of these agents is often hindered by poor response rates and
acquired drug resistance. To overcome these limitations, we created a novel small mol., CUDC-101, which simultaneously inhibits
histone deacetylase and the receptor k|nases epidermal growth factor receptor (EGFR) and human epldermal growth factor

Feranfar 2 FHEDD in ranrer ralle Baraice Af ite infasrated hictrne dearefilace inhikificn 1 I0C 1 04

View Maora ~

Full Text - ® Substances (7) b Citing (187) @ Citation Map
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Concept

Top Count Alphanumeric

6 Selectad

Epidermal growth factor
receptor HER2 (13K)

Homo sapiens (13K)

Human (13K}

Humans (11K}
Antitumor agents (8,765)

Female (7,862)

Mammary gland neoplasm
(7.394)

Epidermal growth factor
receptors (6,078)

Breast Neoplasms (5,016)
Receptor, ErbB-2 (5.216)
Signal transduction (4,936)
Cell proliferation (3,.867)
Cell Line, Tumaor (3,531)
Animals (3,.451)

Meoplasm (3,187)

Search

Lung neoplasm (1,885)

Antineoplastic Combined
Chemotherapy Protocols
1,882)

Drug targets (1,879)

Epidermal growth factor
receptor HER3 (1,8565)

Antibodias and
Immunaglobulins (1,785)

Phosphorylation (1,740)

Progesterone receptors
(1.678)

Metastasis (1,649)

Prostate gland neoplasm
(1,649)

Drug Resistance, Neoplasm
(1,628)

Gene Expression Regulation,

Meoplastic (1.571)

Male (1,570)

Antitumer agent resistance
(1,106)

Insulin-like growth factor |
receptors (1,093)

Vascular endothelial growth
factor receptor 2 (1,090)

Bladder necplasm (1,088)

Mammary gland necplasm,
metastasziz (1,072)

Metastasis, mammary gland
neoplasm (1,073)

Immunotherapy (1,072)

Antibodies, Monoclonal,
Humanized {1,054)

Head and neck neoplasm
(1,039)

Lung Neoplasms (1,032)
Protein sequences (1.026)
Immunohistochemistry (1,017)

Treatment Cutcome (1,016)
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CA Section

By Count Alphanumeric

4 Selected

Pharmacology (8.448)

Wammalian Pathological
Biochemistry (<,190)

Unavailable (2,669)
Immunochemistry (1,720)
Pharmaceuticals (864)
Heterocyclic Compounds
(More Than One Hetero Atom)
(703)

Biochemical Methods (381)
Biochemical Genetics (284)
Mammalian Hormones (249)

Radiation Biochemistry (190)

Wammalian Biochemistry
(123)

Heterocyclic Compounds {One
Hetero Atom) (94)

Amino Acids, Peptides, and
Proteins (58)

Enzymes (49)

Apply Cancel

Menmammalian Biochemistry
(20)

Benzene, Its Derivatives, and
Condensed Benzenoid
Compounds (17)

Animal MNutrition (15)
Carbohydrates (14)

Fermentation and
Bioindustrial Chemistry (10)

Plant Biochemistry (9)

Heterocyclic Compounds
(More Than One Hetero Atom,
G

General Organic Chemistry (5)

Microbial, Algal, and Fungal
Biochemistry (&)

Crganometallic and
COrgancmetalicidal
Compounds (8)

Terpenas and Terpenoids (8)

Food and Feed Chemistry (4)

Aliphatic Compounds (2)
Alkaloids (2)

Inorganic Chemicals and
Reactions (2)

Agrochemical Bioregulators (1)

Air Pollution and Industrial
Hygiene (1)

Chemistry of Synthetic High
Polymers (1)

Crystallography and Liguid
Crystals (1)

General Physical Chemistry (1)

Heterocyclic Compounds (One
Hetero Atom, (1)

Industrial Inorganic Chemicals
(1)

Industrial Organic Chemicals,
Leather, Fats, and Waxes (1)

Physical Organic Chemistry (1)

Plastics Manufacture and
Processing (1) -
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References search for "Ding, )" Author Name

® substances - B Reactions - b Citing ~ %3 Knowledge Graph a 4 =& N

B Reactions W - B suppliers

Author: 3 Selected ~ X Clear All Filter

A

Filter Behavior Filtering:

Search by Keyword, Substance

+ Add advanced Search Field

Author

Top Count Alphanumeric

Search

r, PubMed ID, AN, CAN, and/or DOI.

v Search Within Results

v~ Document Type

~ Language

<

Publication Year

~ Author

Ding, Jie
Ding, Jian (3.056)
Ding, Jun (2,349)

4,126 Results Sort: Relevance - Partial Abstract

]

A kind of durable and easily degradable type colored woven cloth

hong Textile C
Chinese,

CAplus

[Machine Translation of Descriptors]. The utility model belongs to the yarn-dyed fabric technol. field, especially a kind of durable
easily degradable type yarn-dyed fabric, including base fabric layer, the base fabric layer is sewed with the antimicrobial layer, the
base fabric layer is made of woven warp and weft yarns, wherein the warp yarn and the weft yarn are can degrade the fiber strand,
the weft yarn is made from bamboo charcoal fibers | and seaweed fiber by blending together, the warp yarn is composed of

£ T

View More

Author Name (Last, First Middle) Ding. Jing (1.845) PatentPak - Full Text =
Ding. Jian Ding, Jianning ( 2)

Ex: Schubert, | A & Ding ). (813)

Ex: Schubert, J A . 2. 2 = A

@ 3 selected Ding, | (2

view Al Manufacturing process of deep-light color interphase yarn-dyed fabric
Ding. ] (257) Ding. Jian Hua (3) Ding, J. K. (2) f o)
Ding. | Ding, Jian Huan (1) Ding. J L(13 v Organization e: LAplus
Ding.| A (16) Ding Jian Hui (2 Ding [Machine Translation of Descriptors]. The present invention discloses a process for manufacturing a deep and light color interphase
B ' - S v Publication Name dyed fabric, which relates to the tech. field of weaving, comprising the following steps:(1) dividing the cotton yarn into two equal
Ding. J. A. (1) Ding, Jian Jun (2) Ding. J M (8) parts of Me Et, pre-treating the A part, and not pre-treating the B part:(2) dark dyeing the pre-treated A cotton yarn;(3) performing a
Ding.] & (3) Ding, Jian L. (18) Ding J. M. (7) v Concept I_l‘.gl?t—c.a.\(?r"d_).fe.lﬁg. Fre.?:-m_en.t .0|.1 .th.e .Ei.y‘a‘.rl.“_..wITe@.r t_he. d{efor ’Fe .3 dyeing is the same color as the dye for the A part dyeing:(4)
Ding, ). B. (4) Ding, Jian Liang (1) Ding, J N (4) ~ CA Section View More v
ding, ). B. Har (1) Ding, Jian Ling (13) Ding, J. N. (47) .
N v CAS Solutions
Ding,] C(27) Ding, Jian M. (16) ding, J. N.Re (2) L ol Taut
Ding. ). C.(4) Ding. Jian Mei (4) Ding.J P(2
Ding.). D.(3) Ding. Jian Min (2) Ding, J. P. (16)
ole
Ding.] F (9) Ding. Jian Ming (1) Ding. ) Q (6) ) @
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~ Organization
Chinese Academy of Sciences
(345)
Shanghai Institute of Materia
Medica, Chinese Academy of
Sciences (263)
Mational University of
Singapore (207)
Hebei University of
Technology (26)

Jiangnan University (61)

View All

21

Organization

Top Count Alphanumeric Search

102 Selected

Chinese Academy of Sciences
(345)

Shanghai Institute of Materia
Medica, Chinese Academy of
Sciences (263)

National University of
Singapore (207

Hebei University of
Technology (96)

Jiangnan University (61)

China ENFI Engineering
Corporation (58)

MNortheast Agricultural
University (50)

[NAME NOT TRANSLATED] (47)

Shanghai Jiaotong University
(39)

Hebei University of
Technology (37)

m Cancel

Inner Mongolic
Energy Co., Ltc

Ningho Univer
Dalian Minzu L
Hohai Universi
Jiangsu Univer:

Nanyang Hany
Co., Ltd. (15)

The Second Af
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of Wenzhou M
University (15)

Institute of Prc
Engineering, C
of Sciences (14

Institute of Prc
Engineering, C

of Sciences (14

Jilin University
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Combination of a purine-based CDK inhibitor with a tyrosine kinase inhibitor and use thereof in the
treatment of proliferative disorders
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I The present invention relates to combination comprising (i) an ErbB inhibitor; and {jii) 2 COK inhibitor, or & pharmaceutically acceptable
s [CAS Concepts =it thereof, selected from: (8) roscoviting; (b) 3-{9-isopropyl-6-[{pyridin-3-yl-methyl}-e mino]-SH-purin-2-yi-amino}- 2-methyl-pentan-2-ol;
Subst () 3-{S-isoprogyl-6-[{pyridin-3-yimethyl}-amino]-9H-purin-2- yi-amino}-pentan-2-ol; and (d) (2R, 35)-3-{8-{4,8-dimethyl-pyridin-3-yl-
® 2ubslances methylamino)}-S-isopropyl-9H-purin-2-yl-amina)pentan-2-ol. Further aspects of the invention relate to pharmaceutical products and
* Reactions pharmaceutical compasitions comprising cormbinations according to the invention, and methads of treatment using the same. Thus, the
Formulati combination of trastuzumab (an ErbB2 inhibitor) and seliciclib (s CDK inhibitor) produced greater downregulation of the HER2 receptor
¢ Comdstens in breast cancer cell lines than either single agent trestment alone, suggesting that the drugs synergistically downregulate the levels of
* (Cited Documents this receptor.
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H1650 which express wild type and mutant EGFR respectively. In each case synergy
involved inhibition of the HER2/EGFR signalling pathways. These in vitro findings

re further expanded to demonstrate that the combination between seliciclib and
erlotinib was synergistic in an H358 xenograft model. The data presented herein show
that combinations between seliciclib and inhibitors of the ErbB receptor family can

result in synergistic effects on cancer cell growth.

In another particularly preferred embodiment, the EGFR inhibitor is cetuximab.

Cetuximab is a recombinant, human/mouse chimeric monoclonal antibody that binds
specific to the extracellular domain of the human epidermal growth factor receptor
(EGFR). Cetuximab is composed of the Fv regions of a murine anti-EGFR antibody
with human IgG1 heavy and kappa light chain constant regions and has an approximate
molecular weight of 152 kDa. Cetuximab is produced in mammalian (murine

myeloma) cell culture.

Cetuximab has been approved for use as a single agent and in combination with other

regimens for the treatment of head and neck and colorectal cancers.
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Pharmacokinetics (445)
Industrial Manufacture (252)
Analytical Study (262)

Analyte (228)

Cancel

PR RN R A E

Adverse Effect (124)
Agricultural Use (130]
Purification or Recovery (113)
Process (105)

Phy=ical, Engineering, or
Chemical Process (75)

Technical or Engineered
Material Use [70)

Combinatarial Study (67)
Occurrence {53)

Matural Product Occurrence

(52)

Biological Use, Unclassified
42)

Modifier or Additive Use (31)

Analytical Role, Unclassified

(27
Analytical Reagent Use (28]

MNanoscale [24)

Diagnostic Use (18]

Formation, Mon-preparative
(18)

Removal or Disposal (14)
Byproduct (13)

Formation, Unclassified (13)
Cosmetic Use (12)

Food or Feed Use (10)
Pollutant (&)

Reagent (&)

Analytical Matrix (4)

COther Use, Unclassified (4)
Biosynthetic Preparation (3)
Polymer in Formulation (2)
Biochemical Process (1)
Miscellaneous (1)

Occurrence, Unclassified (1)
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® CAS Registry Number: 723-46-6

W 2K

CipHq11N3035

A 1029

W 125

H:N

S/D
~
7

Benzenesulfonamide, 4-amino-N-{5-methyl-3-isoxazalyi]}- (3C1, ACI)

Key Physical Properties E %Ef% EE 'I"_iin

N
H

N—"C

|y

Value Condit
Molecular Weight 25328 -
Melting Point (Experimental] 167 °C -
Bailing Point (Predicted) 4821550 °C Fress: |
Density (Experimental) 1.08 gfcm? -
pka (Predictad) 581050 Most A
Experimental Froperties | Spectra
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Other Names and
X EM

Experimental Properties
Experimental Spectra
Pharmacological Data
ADME

Toxicity

Predicted Properties
Predicted Spectra
Bioactivity Indicators
Target Indicators
Regulatory Information
GHS Hazard Statements

Additional Details

723-46-6

HzM.
Uy 1
I -
{M/"\)_

H

&

CygHy1N20:5

CAS Name
Sulfamethoxazole

- Conditions

Working Frequency

400 MHz

Solvent

Dimethyl sulfoxide (67-68-
5

Carbon tetrachloride (56-
23-5)

Temperature

20°C

-~ Spectrum Summary

Spectrum ID
F0175-0013
Source

Spectral data were
obtained from Life
Chemicals

Ologs -

11

LR

10.0

.0

7.0 6.0 5.0 4.0

EY casuresciences
EF crsuresciences

EY casuresciences
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C(0)0-C,_, BEkE, CO)NH-C,_, fedE, Fihedt
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® Substances search for drawn structure

@ References -

Structure Match
As Drawn [0)

Substructure (0}
Similarity (111K)

Chemscape Analysis

Visually explore structure
similarity with a powerful new
tool.

Learn more about Chemscape.

Create Chemscape Analysis

Filter Behavior

Filter by Exclude

~ Search Within Results
~ Similarity
9593 (2)
G0-94 (54)
85-89 (229)

80-84 (267)
75-79(291)
._‘,' (=) Jt

~ Reaction Role
Product (253)

Reactant (20}

& Reactions ~

Filtering:

W Suppliers =

Similarity: 3 Selected = X

285 Results

1 g5 wee
1825352-54-2 = 9
ARSS U
Absolute stereochemistry shown
Ca1HaaN;O

242,8-Dimethylimidazo[1,2-b]pyridazin-
G-yl)-7-[[53R)-3-methyl-1-piperaziny]-4H-

WS i 25 mi
References Reactions  Supplier

4 95 eee
1825352-78-0 e 9

r:?"" | =,
o A,
r ~._|(.- ’-.-”. -
e
w, A
Absolute stereochemistry shown
Ca1Hz3N; 0

3-Methyl-2-2-methylimidazo[1,2-b]
pyridazin-&-y)-7-[[35)-3-methyl-1-pipera
zinyl...

- 1= £ 19

References Reactions

MWumber of Components: 1 X

2 G5 wes

1825352-53-1 &

Absolute sLereschemistry shown

242, B-Dimethylimidazo[1, 2-b]pyridazin-

B-yl)-7-[(35)-3-methyl-1-piperazinyl]-44-_.

- 1) & 2 LI
References Reactions  Supplier
5 g5 e
1825352-52-0 E 9
o
|
Relative stereoch ETTISLrY Swwn
CazHasN; 0

rel-2-(2 B-Dimethylimidazo[1,2-b]
pyridazin-&-yl}-7-[[3R, 55)-3,5-dimethyl-1-
piper...

& 4 R 25 L

References Reactions  Supplier

b = A
Clear All Filters

Sort Relevance = View: Partial -

g eew

L

1825352-791 &

"L- solule stereochemis 10

CaqHxNO
3-Methyl-24Z2-methylimidazo[1,2-5]
pyridazin-G-y1)-7{{3R)-3-methyl-1-pipera
zinyl...

W s b9 L
References Reactions | Supplier
5 95 "ew
2097817-67-7 R N
e
Absolule erepchemistry shown
CazHasN;0

22 B-Dimethylimidazo[1,2-b]pyridazin-
B-yl}-7-[(35,55)-3,5-dimethyl-1-piperazin...

-] £ 18 LI

References Reactions  Supplier
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B3 T FMarkushEHE R, FES
BHEXNETHE

BT84 R B9 EMarkushFIE S &,
CHETHEERANEEZESERKIE,

AT RAJGETBHMRFLANEMER,

EHE G AT#H{TSubstancefIMarkush4 s
WE; REFZE, JHITHEREH T,
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Substances = | Enter a query...

C As %, SciFinder

£ Return to Home

Patent Markush search for drawn structure

@ References -

Patent Markush Match 1 Result

Wo2017081111

Substructure 1)

Filter Behavior

Filber by Exclude

~ Patent Office
World Intellectual Property
QOrganization (1)

A A Section

Heterooydic Compounds
(More Than One Hetero Atom)
(1

Edit Drawing Remove ok M save -

Search Patent Markush

Preparation of substituted 2-(imidazo[1,2-b]
pyridazin-6-yl)-pyrido[1,2-alpyrimidin-4-ones
for treating amyotrophic lateral sclerosis

Assignees: F. Hoffmann-La Roche Al Hoffmann-La Roche Inc.
World Intellectual Property Organization, WO2017051111 Al
2017-05-18 | Language: English, Database: CAplus

Patent claim 1

PatentPak ~ Full Text =

453,454, 455 456,457 opt. substd. by G22

629: opt. substd.
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CAS Sequences—— =511 &

X B FhAG TR I FE -
Protein-Protein
Protein-Nucleotides
Nucleotide-Nucleotides
Nucleotide-Proteins

S5earch CAS Sequences
Queery BLAST, CDR, ard Motif

algorithms for nucleotide amd
protein bazed sequences.

< Search CAS Sequences (B cas ure sciences

Enter a protein or nucleotide string, or upload a .txt or .fasta file. Learn more about CAS Sequences.

RRITN

AACAACAACATATCAAATCCTACTGGTGGCACAA B LAST

CDR

Clear Search

| fEfastagli txtig = 75

BLAST CDR Motif

Upload Sequence (.fasta or .txt)

Sequence Type:

Motif

Nucleotide Protein
Search Within:
@ Nucleotides Proteins

Include NCBI Sequences

Q search sequences

BIEREHT. £

FF15k ENCBIF
BIF5

Advanced Sequence Search v

44 © 2024 American Chemical Society. All rights reserved.

I . -c.crcescrcn s een submizes. You canview e s otyour R

query in your Recent Search History and on the History Page.

Recent Search History View All Search History

August 1, 2024

4 Sequences ARCAACAACATATCAAATCCTACTEGTEECACAACTTGA

408 PM

Seguence Type: Nucleotide
Search Within: Nucleotides
MNCBI Included: Yes

BLAST Algorithrm: BLASTR Edit Options
Alignment Identity: 80%

ry Cow - 90%
Query Coverags Searching.

Results will expire on
September 1, 2024.

Recent Search History View All Search History

August 1, 2024

4 Sequences ARCAACAACATATCARATCCTACTEATEGCACAACTTGA

4:08 PM

Sequence Type: Nucleotide
Search Within: Nucleotides
MCBI Included: Yes

View Results

BLAST Algorithm: BLASTR Edit Search
Alignment Identity: 80%
ry Cow - 90%
Query Coverage: Compiete
Results will expire on
September 1, 2024
L
o @
%
~°
®
@

CAS

A division of the
American Chemical Society
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< Sequences search for your query Download Sequence Results @

W& References -

[
¢

File Type Select Quantity

BLAST Search Details Query Details  AACAACAACATATCAAATCCTACTGGTGGCACAACTTGA  View More & Excel [ xdsx) ® All Results

Sequence Type: Nucleotide FASTA (fasta) Ra Nge fex. 2 to 20
Search Within: Nucleotides 170 Resuits Sort: Alignment Identity ~ View: Expanded ~

BLAST Algorithm: BLASTn o

NCBI Included: Yes 1 Alignment Identity: 100%

Alignment Identty: 80%

Query Coverage: 90%

E-Value: 10 Query @
Match with Gaps?: No

Gap Costs: Existence 5

Extension 2

Word Size: 11

Bioscape Analysis
o R Cancel Learn more about downloads
Visually explore sequence nce -

similarity with a new tool. Alignment Sugject
Learn maore about Bioscape.

File Mame
Matches: 39

Mismzeches: 0 Sequences_20240801_1633

Alignment Data

BLAST Score: 78 *ﬁ ;':%:\b\' _Q_E % —lt ﬁ g

E-Value: 7.79206e-12

° X\ T iE

Filter by -L =]
Q 1 AACAACAACA TATCARATCC TACTGETEEC ACAACTTGEA 33

e e L L | ISy
y =2

108 -

A Query Coverage % Alignment Identity: 100% o ?%]J ]:Fl El\] ﬁﬁu Zﬁ —%%_I{

Create Bioscape Analysis

(]

O————0 Y #5Exce | ZiFASTARE =X

 Subject Coverage %
H) View Less v

0 to
Alignment Subject References W@ References

A Alignment Identity % gjﬂiﬂ;—?; r?'_ EIJ - ﬁ ll‘i ii 'I‘aﬁa
Z-Value. ?-?9120:;:0:.&@ TATCAAATCC TACTGGE E 1:1_111_?'_5'] A
1 5= Fr 5 1H0 % F32mk

100

45 © 2024 0 oy FEEEPTEREE TEREEREREE FEer

s 2353 AACAACAACA TATCAAATCC TACTGG .
100 A division of the

American Chemical Society
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Subject

Wiew Less w

46

Seguence
1

&1

151

241

321

481
Sl

721

B#rF5

Alignment References

CAS Registry Mumber: 6561510-85-6
Length: 929 nt
Crganisms: Zea mays

CACAAGTCAC
CGTCETCGAT
RACATERACG
COGCeCECE
AGGACARGGEA
CEaCCAACE
CRACAAGEGEC
GACGCEECGT
CCAGAGCTGT
AGTACGTGAC

ACAGCCACAC
GELGCEETEE
CERACARAGAC
COGCCCRACT
CEACCCCAAC
TCTCCCALTG
TCLACTELCG
GTCCTCCTCG
CELCTAGLTC
GTGACAGACA

TTGAACCGECA
GCTEOEETGE
GRAGTGCGCG
GLTECEEGE
CTGGEECATCA
CEITCARLTC
CTCCAGCCAA
GOGLCRACCE
GTTCTARACC
ATTTECTGCT

GCCCECAGCG
TGGEOECTGEEC
GACCARLTGE
CCTECELLAG
AGATCARCGE
CTGCATATTC
GRACAALTCG
COGaTEITGC
CTCTETLAAG
GETGTCCTTG

Matches: 39
Mismatches: 0

BAGGEAGCTT
CECGECCACGE
TEEECCTGEEC
GTGCTEEEEA
CACCCTOGEG
COoCEEELTC
ACGECEALEA
ACTCACGGTE
TTGTELCACC
TTGTTETAGT

© 2024 American Chemical Society. All rights reserved.

GCACT
GOCAT
GLCGET
AGAGT
CTCaEd
CAAAL
CCOGAL
CTGCT
AGTAL
AGTTE

|92{_i':|

H References
JHEREEIXERE
Alignment Subject References & F 50 E FSCrtk B References

Mucleic acid molecules and other molecules associated with plants and uses thereof for plant improvement

Assignees: LIU, JINGDOMG; ZHOU, YIHUA; KOVALIC, DAVID; SCREEM, STEVEN; TABASKA, JACK, CAD, YOMGWEL
US20070011783 A1 | 5eq 1D Moz 25627

Mucleic acid molecules and other molecules associated with plants and uses thereof for plant improvement

Assignees: LIU, JINGDONG; ZHOLU, ¥IHUA; KOVALIC, DAVID; SCREEN, STEVEN; TABASEA, JACK, CAD, YONGWEI; ANDERSEN,
SCOTT,; EDGERTON, MICHAEL, FINCHER, KAREM; HAMMOMND-KOSACK, KIM; LA ROSA, THOMAS, MASUCT, |AMES; URBAN,
MARTIN; XA, INHUA; ZIEGLER, TODD
U520070233460 A9 | Sag ID No: 25827

A
‘P

N

CAS

A division of the
American Chemical Society



l hd I ~ Other Names and Identifiers
1 ﬁ ~ Sequence Details

Sequence: RNA; linear

151 BCCEZAZECE
201 CUCUACCCEg
251 aEECCaucca

am BUECuUgCCCU

® CAS Registry Number: 2417899-77-3

351 caucaucaga
& 4229 w2 w3 N
401 gCCuUgCUgau
451 UUCCaguUCU
Image Mot Available
5071 CA3EaZCUEE
551 BCaCCUUCEa
Unspeafled a0 cagggcaacu
RNA (recombinant 5-[1,2-[(3"-0-methyl)m’G-(5'—5')}-ppp-Am]]-capped all uridine—N'-methylpseudouridine-substituted severe acute respiratory syndrome coronavirus 2
secretory signal peptide contg. spike glycoprotein 5152-specifying plus 5'- and 3-untranslated flanking region-contg. poly(A)-tailed messenger BNT162b2), inner salt (ACI) 651 Cuacuucaag

Nucleic Acid Sequence 701 ugcoucaggs

Sequence Length: 4284
11062, 1315¢. 10622.801u
modified

751 gucaacauca

Sequence Modifications

& Related Sequences (2)
Type

maodified base
maodified base

KIFH] B, EHRE S

uncommon link

Z3=ENCEN:kiEESE 2T

F3IE

uguacuaccc

ESCCUgUUCT

cguguccggc

uCaacgacsg

ESCUZEEUCU

cgugaacaac

Ecaacgaccc

ZuUggaasgcg

EUaCEUEUCC

ucaagaaccu

aucuacagca

Cuucucugcu

coCeguuuca

~ Pharmacological Data

<

<

Target Indicators

<

47 © 2024 American Chemical Society. All rights reserved.

Bioactivity Indicators

Regulatory Information

CgacaaggEug

ugcouuucuu

accasuzgcs

EEUgUACULL

UCEECcaccac

gooaccaacg

CULCCUSEEC

AEULCCEEEL

cagocuuucc

ECECEagULC

@agcacacccc

CUEEaaccoc

gacacuscug

FRE IS

guanosine-1

uucagaucca
CEgCaacgug
ccasgagauu
gCCAgCaccE
aCUZEACAEC
Uggucaucaa
gUCUACUaCT
ZUSCAZCaET
ugauggaccu
ZUZULLEZES
uauCaaccuc
ugguggaucy

gcccuecaca

guanosine-1

adenosine-2

gogugcugca

accugguucc

€gacaacicc

agaaguccaa

asgacccaga

SEUEUECERE

acaagaacaa

gccaacaacu

Egaaggcaag

BCAUCEACED

BUgBCEEEaucC

gorCcaucggc

gaagcuaccu

guanosine-1 to adenosine-2

Description
3-me

m7g

am

5'-»5' triphosphate

E CAS LIFE SCIENCES

A division of the
American Chemical Society
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< Search CAS Sequences B casuresciences

Enter a protein or nudeotide string. Learn more about CAS Sequences.

BLAST CDR Motif Clear 5earch
[SG1XC41GK[DT] Sequence Type:

Muclectide Protein

« XREXRIEECTER, TUEFNHAE NI ER
o WTFRERFY: NREXRIEEZER

nclude NCBI Sequences

( )} Search Sequences

@ Sequences search for your query

W References -

[
<]

Advanced SEC|_,E“-IE Search s Matif Search Details Query Details  View More
Sequence Type: Protein > Seq 2@ 1 SXOOOIGKT 8
MWCBI Included: Yes
Query Coverage: 90%

E-Value: 10 5 Resuits Sort: Alignment Identity ~ View: Expanded -

Motif f B o] L &4, T {EBIfT S kKT S ' e et 75

COPHRIER: RESE, FrURERMENSARSEERE oo <0 ? —
FE 2 AR — A =—="x =

A PATES RESERAUEROTERE. APFRTME oo ®

S, ROFTEABS LD EREENERRTER26K . = o e e o

Alignment Data

# Query Coverage % BLAST Score: 76
: : E-Value: 0.000371904
Q 1 SKOHGKT 8
0 © 111111
s 1 KOOHEKT 8

100



CAS Sequences——CDRI& R4 R

CDR (complementarity — determining regions): Ji{&xs 4008+ 89 B4 MR E X

CAS LIFE SCIEMCES

& Search CAS Sequences

Enter a protein string, or upload a o or .fasia file. Learn more about CAS Sequences.

BLAST DR Mot

ear Search
Upload Sequence (fasta or o)
CDR1 RASOSWSGSRFTYRH ®
nclude NCBI Sequences
COR2 YASILES ®
COR3 QHSHWEIPPWT H

FFRENHNEZNCORFIIREIFH



CAS Sequences——CDRI& R4 R

CDR Segments

>EF

Select & segment below to view

individual or intersecting COR
results.

CCR1 CDR2Z

14408 ~ 2674 16,727

Gad
CDR3

Bioscape Analysis
Wisually explore sequence

similarity with & new tool.
Learn more about Bioscape.

Create Bioscape Analysis

Filter by

 E-Value
0 - to 108 -

# Query Coverage %

O O

0 o 100

# Subject Coverage %

O O

View Less

Query Details

> CDR1
RAS0SVSGERFTYMH

» CDR2
YASILES

» CDR32
QHEWEIPPUWT

34,983 Results

CDR3

Sort Alignment ldentity = View: Expanded -

Alignment Identity: 96.88%

1 15) (T p7) '€ 10
Matches: 31
e . Mismatches: 1
Subject (1] I (112) ;
View Less w
N
Alignment Subject References @ References
Alignment Data
BLAST Score: 81
E-Value: 8.569987318855
DR 1 RASDSVSGSR FTYMH 15
LI TEEEE TEEn
s 24 RASQSVIGESR FTYMH 38
COR2 1 YASILES 7
HITTT
5 4 YASILES &A
{DR3 1 QHSWEIPPWT 18
LT
5 93 QHSWEIPFWT 182

CDR 5egments

Select & segment below to view
individual ar intersecting COR

results.
CDR1
14408
)
864

CDR3

CDR Segments:

CDR2

» LECE|—/ =& % CDREYsubject

FFAIRFSIEE

- TRIECMEEMNEZTREEFL-IND

CORB B & RIFFFI%E

Reset segments:

+ ENEFEELENFYIGS

\J
\J

R\Y
(X%

CAS

A division of the
American Chemical Society
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® Substances search for "Oxytocin"

Common name: e.g. Oxytocin

Brand name (drug name): e.g. Rituxan
Generic name: e.g. Adalimumab

CAS Registry Number: e.g. 219808-29-4

GenBank Number: e.g. GenBank

KT001084

EC number: e.g. EC 3.2.1.83

@ References ~ & Reactions ~ W Suppliers ~

50-56-6

Filter Behavior
Filter by Exclude
~ Search Within Results

~ Reaction Role
Product (1)
Reactant (1)

Catalyst (1)

6 Results

Absolute stereachemistry shown

CasHgsMN1204252

~ Reference Role SESINIT

Protein/Peptide Sequence

Biological Study (6)

Pharmacological Activity (5]

& 34K
References

Therapeutic Use (5)

Uses (5)

Biological Study, Unclassified
7

Ve

W References « B Reactions «

~ Life!

% [y Filter Behavior

Ava
Filter by Exclude
Mot

v Search Within Results

~ Reaction Role

Catalyst (1)

~ Reference Role
Biological Study (2)

Biological Study, Unclassified
r2}

Sequence Length: 9

B 425 w74

Reactions Suppliers

2 Results

37288-59-8

Image Mot Availsble

Unspecified
EC3.2.1.83

& 143 U

References Reactions

2 (Ll
928036-04-8 &

mage Mot Available

Motes: An oxytocin receptor antagonist
Unspecified
WAY 162720

W3

References

| ® Substances search for ""GenBank KT001084" "EC 3.2.1.83""

-
e

e 2092642-35-6

b = N

Sort: Relevance = \iew: Partial -

1227568-68-4 Rs

Image Mot Avsilable

MNotes: An oxytocin -related hormone
produced by leeches
Unspecified

Hirudorocin
S
Reference
& e
7 K
k|
: Mot Available
Cin receptor agonist for
rome (GLWL Research
nada)
LT}
K
A

mage Mot Availzble

Unspecified
GenBank KT001084

Nucleic Acid Sequence
Sequence Length: 22089

|1

Reference

\J
\J

\\\
(X%

CAS

A division of the
American Chemical Society
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References search for "("epidermal growth factor receptor-2" or HER2) and inhibitor”

® Substances ~ B Reactions ~

We are displaying the most
relevant results.

Learn about result relevance

Load All Results

el iA) 7 171

("epidermal growth factor — o
receptor-2" or HER2) and (=]
Inhlbltor v Search Within Results

v Document Type

~ Language

v Publication Year

~ Awvailable at My Institution
~ CASection w0 L

~ Organization

8 e armacology (7,056)

Mammalian Pathologica v Publication Name
i oty (3 5AT)
Biochermistry (3,547) ~ Concept
Immunochemistry (1,537) Epidermal growth factor

™ Char _ c R receptor HER2 (10K)
Pharmaceuticals (300)
Homo sapiens (10K}

Heterocyclic Compounds Human (10K)
{More Than One Hetero Atomn) Humans (8,522)
(662) Antitumor agents (6,387)
View Al WView Al
52 © 2024 American Chemical Society. All rights reserved.

bk Citing = M Knowledge Graph @ 4 m N
Filtering: Concept: 2 Selected » X CA Section: 3 Selected ~ X Clear All Fileers
11,403 Results Sort: Relevance -~ View: Partial Abstract -
= N

SAR and QSAR study on the bioactivities of human epidermal growth factor receptor-2 (HER2)
inhibitors

By: Qu, D, Yan, A Zhang, J. 5

5AR and QAR in Environmental Research (2017), 28(2), 111-132 | Language: English, Database: CAplus and MEDLINE

In this paper, structure-activity relationship (SAR, classification) and quant. structure-activity relationship (QSAR) models have been
established to predict the bioactivity of human epidermal growth factor receptor-2 (HER2) inhibitors. For the SAR study, we
established six SAR (or classification) models to distinguish highly and weakly active HERZ inhibitors. The dataset contained 868
HER2 inhibitors, which was spl tinto a trai n|ng setinc u-:hng 580 |nh|t:||1:ors and a test set including 288 inhibitors by & Kohonen's
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A phase | trial of ganetespib in combination with paclitaxel and trastuzumab in patients with

human epidermal growth factor receptor-2 (HER2)-positive metastatic breast cancer

haveri, Komal; Wang, Rui; Teplinsky, Eleonors; Chandarlapaty, Sarat; Solit, David; Cadoo, Karen; Speyer, James; D'Andrea,
. Patil, Suja ,' etal

Ereast Cancer Research (2017), 19, 8

Language: English, Database: CAplus and MEDLINE

Background: Targeted therapies in HER2-pos. metastatic breast cancer significantly improve outcomes but efficacy is limited by
therapeutic resistance. HER2 is an acutely sensitive Heat Shock Protein 90 (H3P20) client and H5P20 inhibition can overcome
trastuzumab resistance. Preclin. data suggest that H5P30 inhibition is synergistic with taxanes with the potential for significant clin.
activi l:y We therefore tested gan etesplb a H5P50 inhibitor, in homblnatla wn:h :}a;htaxel and trastuzumab in patients with
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Filter by Exclude 1 2 Based on your query, we've 357 Results Sort: Relevance « View: Partial Abstract +
returned the most relevant results.
327-97-9 K 26787-78-0 K Would you like to load the entire 1
~ Reaction Role L 3 result set? ) ) ) o ) B
Learn about result relevance. Design and Synthesis of Novel Amino-triazine Analogues as Selective Bruton's Tyrosine Kinase
Product (4) o, Inhibitors for Treatment of Rheumatoid Arthritis
Reactant (4) o i Load More Results By: Kawahata, Wataru @; Asami, Tokiko; Kiyoi, Takao; Irie, Takayuki; Taniguchi, Haruka; Asamitsu, Yuko; Inoue, Tomoko; Miyake,
o oH 7 - Takahiro; Sawa, Masaaki @
Reagent (2) A Journal of Medicinal Chemistry (2018), 61(19), 8917-8933 | Language: English, Database: CAplus and MEDLINE
° Filter Behavior = i ; ; ;
Catalyst (1) Ho Hy - ot dier-Gaamss Bruton's tyrosine kinase (BTK) is a promising drug target for the treatment of multiple
Absolute stereocnemistry shawn Absolute stereochemistry shawn Filter b Exclude e . diseases, such as B-cell malignances, asthma, and rheumatoid arthritis. A series of novel
Solvent (1) Double bond geometry unknown Y - et ‘II:EE"“"‘“ aminotriazines were identified as highly selective inhibitors of BTK by a scaffold-hopping
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31-313-CA5-22352897 Steps: 1 Yield: 85% ®w%e

1.1 Reagents: Hydrogen, Ammonia
Catalysts: Cobalt (compounds)
Solvents: Tetrahydrofuran; 30 h, 40 bar, 120 °C

Experimental Protocols

31-313-CA5-19925889 Steps: 1 Yield: 85% ewe

1.1 Reagents: Hydrogen, Ammonia
Catalysts: Dichlorotrisitriphenylphosphine}ruthenium
Solvents: 2-Methyl-2-butanol; 5-7 bar; 40 bar: 30 h,
130 °C

31-313-CA5-18566400 Steps: 1 Yield: 85% ewe

1.1 Reagents: Hydrogen, Ammonia
Catalysts: Cobalt
Solvents: Tetrahydrofuran; 5- 7 bar; 30 h, 40 bar, 120
°C

Group: By Scheme » Sort: Relevance = | View: Collapsed -

By Scheme Relevance

By Document Publication Date: Newest

By Transformation Publication Date: Oldest

\ / Yield

Mumber of 5teps: Ascending

Mumber of Steps: Descending

W Suppliers (18)

Reductive amination using cobalt-based nanoparticles for
synthesis of amines

By: Murugesan, Kathiravan; et al
MNature Protocols (2020), 15(4), 1313-1337

Full Text -
Simple ruthenium-catalyzed reductive amination enables
the synthesis of a broad range of primary amines

By: Senthamarai, Thirusangumurugan; et al
Mature Communications (2018), 9(1), 1-12

Full Text -
MOF-derived cobalt nanoparticles catalyze a general
synthesis of amines
By: Jagadeesh, Rajenahally v. @ et al
Science (Washington, DC, United States) (2017), 358(6361).
=

Y
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Full Text -
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Reductive amination using cobalt-based nanoparticles for synthesis of amines
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Experimental Protocols
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Simple ruthenium-catalyzed reductive amination enables the synthesis of a broad range of primary
amines

By: Senthamarai, Thirusangumurugan; Murugesan, Kathiravan; Schneidewind, Jacob; Kalevaru, Marayana V.; Baumnann, Wolfgang; et
al

Nature Communications (2018), 9(1), 1-12 | Language: English, Database: CAplus

Full Text -
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Steps: 1 Yield: 89-97% wee

O/o\/\oH + \HLD/ - O\D/\/D\HJ\

W Suppliers (127)

31-614-CAS-27808800 Steps: 1 Yield: 97% wee
1.1 Reagents: Hydroquinone, Sodium methoxide,
4-Methoxyphenol
Catalysts: Dimethyltin dichloride
Solvents: Heptane

31-357-CAS5-22382141 Steps: 1 Yield: 91% eee
1.1 Reagents: Phenothiazine
Catalysts: Potassium hydroxide, Zinc oxide (ZnO),
Magnesium alloy, nonbase, MgZn; 7 h, 130 °C

31-357-CAS5-15789112 Steps: 1 Yield: 89% wee

1&'{{%{] v Reagent 1.1 Catalysts: 4-{Dimethylamino)pyridine,
e Ua-Oxohexakis[-(2,2.2-trifluoroacetato-k0:k 0]
;ﬁ.%u v Catalyst tetrazinc
;24 h,80°C
______ v Solvent
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W Suppliers (64)
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PatentPak ~ Full Text +

Preparation method of 2-phenoxyethanol methacrylate

Assignee: Changzhou University
China, CN111517949 A 2020-08-11

PatentPak ~ Full Text -

Chemoselective Transesterification of Acrylate Derivatives
for Functionalized Monomer Synthesis Using a Hard Zinc
Alkoxide Generation Strategy

By: Nakatake, Daiki; et al
European Journal of Organic Chemistry (2016), 2016(22),
3696-3699
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B cAS Reaction Number: 31-177-CAS-21171434

Get Similar Reactions

& Msae ~

G v e - e

Double bond geometry shown

m Suppliers (5) W Suppliers (41) 99%
Reaction Overview Step 1
Steps: 1 Yield: 99%
Stage Reagents Catalysts Solvents Conditions
JOURNAL 1 Silver Tris(acetonitrile)[(1.2,3.4.5-n)-1.2.3.4,5-pentamethyl-2,4-cyclopentadien-1-  1.2-Dimethox 3h,40°C
acetate lIrhodium(2+) yethane

Rhodiumilil)-catalyzed mono- and
dialkenylation of N-phenyl-7-
azaindoles via regioselective C-H
bond cleavage

By: Morioka, Ryosuke; et al
View All v

Chemistry Letters (2016), 45(6),
682-684

(%) View PDF Full Text -

Company/Organization
Department of Applied Chemistry.
Graduate School of Engineering
Osaka University

Suita, Osaka 565-0871

Japan

Experimental Protocols

Synthetic Methods

Products 2-Methylpropyl (2£)-3-[2-(1H-pyrrolo[2.3-blpyridin-1-yl)phenyl]-2-propenoate, Yield: 99%
Reactants Isobutyl acrylate

1-Phenyl-1H-pyrrolo[2,3-b]pyridine

Reagents Silver acetate
Catalysts Tris(acetonitrile)[(1.2.3.4,5-n)-1.2.3.4.5-pentamethyl-2,4-cyclopentadien-1-yllrhodium(2+)
Solvents 1.2-Dimethoxyethane

63 © 2024 American Chemical Society. All rights reserved.

Procedure 1. Stir a mixture of N-phenyl-7-azaindole (0.2 mmol), the corresponding alkene (0.2 mmol),
[Cp*Rh{MeCN)s][SbFelz (0.008 mmol, 6.7 mg), AgOAc (0.4 mmol, 67 mg), and 1-methylnaphthalene (ca.
30 mg) as internal standard in DME (2 mL) under nitrogen at 40 °C for 3 hours.
2. Cool the mixture.
3. Extract the mixture with ethyl acetate (100 mL). == <H AR o=
4, Dry the crude product over NazS0a. % %: I%—',I 155 El‘] 7’:5@?7&“5 /)IL*EE
5. Evaporate the solvents under vacuum.
6. Purify the crude product by column chromatography on silica gel using hexane-ethyl acetate (10:1, wiv)
as eluent to obtain isobutyl (E)-3-(2-(1H-Pyrrolo[2,3-blpyridin-1-yl)phenyl)acrylate.
Transformation Arylation and Alkylation of Alkenes/ Heck Reaction

Characterization Data F#@i‘%?ﬁiﬁ*}%

2-Methylpropyl (2E)-3-[2-(1H-pyrrolo[2,3-b]pyridin-1-yl)phenyl]-2-propenoate

Proton NMR (400 MHz, CDCl3) & 0.84 (d, J= 6.7 Hz, 6H), 1.85 (sep, J= 6.7 Hz, TH), 3.85 (d, J= 6.8 Hz, 2H), 6.39 (d, |

Spectrum = 15.9 Hz, TH), 6.67 (d, J= 3.5 Hz, 1H), 7.13 (dd, J= 7.7, 4.7 Hz, 1H), 7.28 (d. j= 3.5 Hz, 1H), 7.34 (d. J=
16.0 Hz, 1H), 7.43-7.58 (m, 3H), 7.82 (dd, J= 8.0, 1.3 Hz, 1H), 7.99 (dd, /= 7.9, 1.6 Hz, 1H), 8.32 (dd, J=
4.7,1.5Hz, TH)

Carbon-13 NMR (100 MHz, CDCl3) 6 19.0, 27.7, 70.5, 101.7, 116.7, 120.3, 120.7, 127.4, 128.4, 128.8, 129.2, 129.7,
130.8, 131.9, 137.6, 139.9, 144.0, 148.6, 166.5

HRMS m/zcaled for CagHz1N202 ([M+H]T) 321.1598, found 321.1619

State yellow oil

CAS Method Number 3-177-CAS-21171434

R

Transformations Reaction Notes
1. Arylation and Alkylation of Alkenes/ Heck Reaction regioselective, stereoselective
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Afrazine (3131) Analysis of Simazine by Liquid chromatography JOURNAL
Simazine (1353) By: Matsui, Jun; Fujiwara, Kuniyuki; Takeuchi, Toshifumi
Terbuthylazine (705) Atrazine-selective polymers prepared by molecular imprinting of trialkylmelamines as dummy template M1 Compare
Alachlor (544) species of atrazine
Chlorpyrifos (638) Analytical Chemistry (2000), 72 (8), 1810-1813. American Chemnical Society
View Al Analyte Simazine; Ametryn; 1,3,5-Triazine; Terbuthylazine; Cyanazine; Terbutryn; Atrazine; Prometryn; Propazine
E}_IT__I Other Materials Reagent: Triethylmelamine; Acetonitrile; Chloroform
IS ~ Matrix Material: UV lamp; Cooling circular bath; Stainless sieves; Stainless steel column (100 mm % 4.6 mm, i.d.)
River waters (423) Method Category Herbicide Analysis
Drinking waters (326) Technique Liquid chromatography; Liquid chromatography spectrometric detectors
Soils (281) Equipment Used Mechanical mortar; Liquid chromatographic system; Pump; Photodiode-array detector; Autosampler
Water (270) injector

Surface waters (256)
View All

e i |
ﬁ /£ o< 7JIJ ~ Method Category

Pesticide Residue

View Abstract = Full Text = View in CAS SciFinder

) o 45 1Z ESciFinder, BEE&EXHRIEBT

4

Analysis (2008) Analysis of Atrazine in Urine by Solvent extraction JOURNAL
Water / Wastewater / Sludge By: Mendas, Gordana; Vuletic, Marka; Galic, Nives; Drevenkar, Vlasta
Analysis (1339) Urinary metabolites as biomarkers of human exposure to atrazine: Atrazine mercapturate in agricultural 01 Compare
Herbicide Analysis (1166) workers
Food Analysis (1154) Toxicology Letters (2012), 210 (2), 174-181. Elsevier Ireland Ltd.
Suboptimal Analysis (809) Analyte Atrazine mercapturate; Atrazine
View All Matrix Urine
ﬁﬁﬁﬁ 'TI'SIZ7K _ Other Materials Material: Hypersil ODS column (100 mm = 2.1 mm L.D., of 5 pm particle size)
~ Technique Methaod Category Biomarker Public Health Analysis

NS

*

N
k%ﬁz |6i ~ Year Technique HPLC-tandem mass spectrometry; Solvent extraction
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& Analysis of Atrazine in Wastewater by Liquid-liquid microextraction

68

CAS Method Number Method Category
1-143-CAS-148147 Water / Wastewater / Sludge Analysis;
Herbicide Analysis
Analyte Matrix Material
Deethylatrazine Wastewater Hollow fibers
Atrazine Groundwaters 150 x 4.6mm 1.D.
Deisopropylatrazi Cyg column
ne (Zorbax RX-C18, 5
pm particles)
TIC aal An o

Equipment Used

Liguid chromatographic instrument, LC-VP,
Shimadzu, Japan

Diode array detector, SPD-M10Avp,
Shimadzu, Japan

HPLC system controller, SCL-10Avp,
Shimadzu, Japan

HPLC pump, LC-10ATvp, Shimadzu, Japan

Technique

Liquid-liquid microextraction; Liguid
chromatography spectrometric

detectors; HPLC ﬁ*ﬁ#@

Reagent Biological

Reagent
Hydrochloric acid ) ﬁ*ﬁﬁr
Acetonitrile IS
1-Octanol

Sodium chloride ﬁﬁ};ﬁ 1:7’"*4

Source ] 2
SRR KIR

JOURNAL

Determination of atrazine, desethyl
atrazine and desisopropyl atrazine in
environmental water samples using
hollow fiber-protected liquid-phase
microextraction and high performance
liquid chromatography

Peng, Jinfeng; Lue, Jianxia; Hu, Xialin; Liu,
Jingfu; Jiang, Guibin

Microchimica Acta (2007), 158 (1-2), 181 -
186. Springer Wien

CODEN : MIACAQ | IS5N : 00263672 |
DOl : 10.1007/s00004-006-0692-9

View Abstract = Full Text -

Instructions%%'% }E,—_l i;ﬁ},?ﬁ , B ﬂ%;ﬂiﬁi%ii'% o

Preparation of water samples

1. Collect wastewater and ground water samples.
2. Store the samples at 4 °C.

Preparation of atrazine stock solutions

1. Prepare standard stock solutions (100 mg/L) of atrazine (ATR), desethylatrazine
(DEA) and desisapropyl atrazine (DIA) by dissolving 0.25 mg of the compounds
in 2.5 mL acetonitrile.

2. Store the solutions in brown glass bottles at 4 °C.

3. Prepare fresh working solutions daily by appropriate dilution of the stock
solutions.

Preparation of polyvinylidene fluoride (PVDF) fiber

1. Cut PVYDF porous hollow fiber membrane (inner diameter 450 pm, wall thickness
125 pm, pore size 2.5 pm) manually into 5.1 cm length.

2. Immerse the fiber in 1-octanol for 10 min.

. Take out the hollow fiber.

4. Flush the outside and inside of the fiber five times with water in a washing
bottle and water in a 0.5 mL microsyringe, respectively.

5. Connect the hollow fiber with the needle of the microsyringe holding ~20 pL
acceptor solution (4 M HCI).

6. Depress the plunger of the microsyringe to flush out ~20 plL acceptor solution to
wash and fill the lumen of the hollow fiber without any air bubbles.

7. Seal the two ends of the fiber with heated tweezers.

8. Obtain the hollow fiber protected liquid-phase microextraction device with an
effective fiber length of ~5.0 cm with acceptor phase volume of ~8 plL ready for

extraction. 3
4 I &4 ST 1A LE T8
Liguid-phase microextraction procedure ]’i’lﬂ EX}L’ EI\] *%-}j%ﬁ

1. Perform extraction with PVDF fiber at a middle-stirring rate.

. Extract 50 mL volume of aqueous solution in a 100 mL petri dish with addition
of 20% sodium chloride.

. Cover the petri dish with glass cap.

. After extracting for 30 min, take out the hollow fiber from the aqueous solution.

. Cut open one sealed end of the fiber for connecting with the microsyringe.

. Cut open the other sealed end to facilitate flushing out the acceptor solution
into 200 plL glass vial with the micrasyringe.

7. Add 8 pL of sodium hydroxide into the glass vial to neutralize the acid acceptor

L

]

[=a TN = Y

solution.
8. Finally, retract the total solution of ~16 pLinto an 25 pL HPLC mrcrosyring
analysis.
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Search methods using criteria
like method categories and
subcategs

€ Return to Home
B Explore Methods ©

Category Category Name

Active Pharmaceutical Ingredient

Addictive Drug Assay

Agricultural Applications / Analysis Crizotinib
Bioassays
Biomolecule Isolation Forensic Analysis
Environmental Analysis Genetic Analysis
Food Analysis MNanomaterial Analysis
Fuels / Geology / Biofuels Organic Compound Analysis
Historical Analysis / Dating Toxin Assay

Miscellaneous

Organic Compound Analysis

Organometallics / Inorganics

Polymer Analysis
Water Analysis

Search Methods

© 2024 American Chemical Society. All rights reserved.

Include Keywords (Optional)

B Results for Active Pharmaceutical Ingredient and Metabolite Analysis +1 Keyword

Filter By

~ Analyte
Crizotinib {28)
Erlotinib {2)
Afatinib (7]
Alectinib (V)
Ceritinib (5)

View Al

~ Matrix
Blood plasma (32}
Drugs (2)
Brain (1)
Dirug delivery systems (1)
Pharmaceutical capsules (1)

View Al
¥ Method Category
¥ Technique

~ Year

+  Add Another Keyword I II
- I " “III
2012 023

Mo Min  to Mo Max

3% Results

1

Analysis of Crizotinib in Pharmaceutical capsules by Spectrophotometry
By: Darwish, lbrahim A Alshehri, Jamilah M.
Charge-transfer reaction of 1.4-b

A Save

sort: Relevance=  Group: By Method =

JOURNAL

Alzoman, Mourah Z.; Khalil. Nasr Y. Abdel
oquinone with grizotinib: Spectrophotometric st

X

ahman, Hamdy M.

computational 0] Compare

molecular modeling and use in development of microwell assay for crizotinib
Spectrochimica Acta, Part A Molecular and Biomalecular Spectroscopy (2014), 131, 347-354. Elsevier BV,

Analyte
Matrix

Other Materials

Method Category
Technique

Equipment Used

Wiew ADstract =

Crizotinik
Pharmaceutical capsules

Reagent: Methanol: Quinone; Ethanol
Material: 96-microwell assay plates

Active Pharmaceutical Ingredient and Metabolite Analysis
Spectrophotometry

Wicrowell-plate reader

Full Text - View in CAS SciFinder

2
Analysis of Crizotinib in Drugs by HPLC JOURNAL
By. Vijayakumar, Bontha; Samhitha, Bontha Laxmi; Ramu, Adepu; Krishna, Madishetty Vamshi; Sreekanth,
Gandhe 0] Compare

Analyte
Matrix
QOther Materials

Method Category
Technique

Equipment Used

Wiew ADstract =

i= of crizotinib by chiral LC method

). 9 (22), 18-24. 5cholars Research Library

Crizotinip

Drugs

Reagent: Diethylamine: Isopropanol: Methanol, Hexane

Materizl: Injector; Chiralcel OD-H (250 mm = 4.6 mm, 5 ym} column; Membrane filter (0,45 pm)
Chiral Separation; Active Pharmaceutical Ingredient and Metabolite Analysis

UV-visible spectrascopy; HPLC

High pressure liquid chromatography: HPLC pump; UV-Visible detector; Electronic balance

Full Text = WView in CAS SciFinder
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Design custom formulation Search Formulations using
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7x
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& Formulations search for "Lutein”

Get Additional References

Filter by
~ Industry

Agrochemical

Cleaning & Surfactant
Products
Cosmetics & Personal Care

Food & Related
Inks, Paints, & Coatings

View All

~ Purpose
Ophthalmic agents (1,101)

Dietary supplement
formulations (781)
Pharmaceutical formulations
(588)

Drug delivery systems (425)

Cosmetics and Personal care
products (200)

View All

~ Physical Form
Capsules (1,089)
Tablets (302)
Powders (651)
Liquids (407)
Solutions (379)

View All

~ State of Matter

5,907 Results

Sort: Relevance =

“ Arind, TEAFF/E TS

Lutein Concentrate Composition: Dermatological Agents

Location: Example 10
Purpose: Dermatological agents

Physical Form: Capsules

Component Function

Group: lutein -
concentrate

Lutein & -
Zeaxanthin -
fat content -

Iron -

Additional group components reported

Group: Additicnal -
ingredients

Vegetable cils -

Amount
Reported

3.2mg

85%
85%
19.2%

0.262 %

250.0
mg/capsule

View Formulation Detail

16 Similar Formulations - View All

PATENT

o Msave

Group: By Family =

o] [5) B X bk 3% 551/ B 73

] Compare

Lutein concentrate from plant sources

by aqueous method

Assignee : Ajanta Pharma Ltd.

IN1SGSMUO0E04
Language: English

Patent PDF View in CAS SciFinder
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& Soft Capsule Formulation: Food

Purpose Target Delivery Route Physical Form
Food Homo sapiens, Oral drug delivery systems Capsules
reaggregation
() Predicted valus E' ﬁ}ﬁ/ \
Formulation Ingredients
Component Function
A Group: hardly soluble component Formulation active agents
Lutein A -
Capsanthin pigment®
Diacetyltartaric acid -
saffren oil -
A Group: Coating materials Coating materials
gelatin BCN 200 S Coating materials
Glycerol Food additives
caramel BD-2 pigments
72 © 2024 American Chemical Society. All rights reserved.

& Rsave

yo

FIRIRSC, BN SREEC 7T 1+1B

Source

~ Process

hardly soluble component, organic acid monoglyceride, hydrophilic emulsifier, glycerin fatty acid ester/polyglycerin fatty acid ester and other components were mixed and

. ENRRIEDR

then each component as a film was coated to obtain a soft capsule preparation

~ Effective Dose

SEA ¢

Descriptor Solvent Details

separation of oily components containing sparinglyWater
soluble compenents is slight, but to the first

solution of disintegration test dispersibility is

uniform good

Experimental Activity

Descriptor MNotes Details

dispersibility test visual observation of dispersibility in water were evaluated -

+ Experimental Activity

~ Source Patent

Pharmaceutical oral agent comprising sparingly soluble component with organic acid monoglyceride and hydrophilic emulsifier
Assignee : Lion Corporation & 5 S

WO2018101267 V4 ||* ;E})E
Language: Japanese

Location: Table 5, Example 29

Patent PDF View in CAS SciFinder
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Formulation Designer & Formulation Designer @
o o Industry Purpose Physical Form Active or Featured Ingredient
Dresign custom formulation
e - - Pharmaceutical Antitumor agents Solutions Water
templﬂt'lr" thaﬁEd o :.EHECI:IEI‘I.—. Pharmaceutical formulations Crizotinib
and ingredients
Your Template Unit Size mg -
Function Ingredient Regulatory Lists Top Alternatives Amounts

l‘ FGrmu' atlon DESIgner 0 Active or Featured Ingredient: Water AMNMAT; - Amount not available

smetic

ngredient Inv

) ) de Inactive Ingredients;
Industry Purpose Physical Form Add up to 5 Ingredients - Chemical Inerediante:
Pharmaceutical Drug delivery systems Warer
- - ~ B Active or Featured Ingredient:  Crizotinib Amount not available
Caosmetics & Personal Care Pharmaceutical formulations
Agrochemica Antitumor agents Capsules Crizatinib L aEee e et
Cleaning & Surfactant Products Anti-inflammatory agents Particles Preservatives ANMAT; (£)-Propylene glycol; Approximate Range: 12 -
. . . . . . Cosing: Cosmetic Ingredient Inventory; Ethanol; Boric acid (H:BO3);
n g Y o5 nalges|c 5 A 2 -
Inks, Paints, & Caatings AnEIgesics Liquids =+ ' Add Another Ingredien \ ) Drug Master File List; Benzyl alcohal; Phenol
o Y T - Alternatives
Food & Related Antibacterial agents Powders
Qphthalmic agents Gels
Antidiabetic agents Suspensions
Antiviral agents Pharmaceutical injections
Antihypertensives Pharmaceutical liposomes
ew More Purposes - - View More Physical Forms - Stabilizing agents

Sucrose; (£)-Propylene Approximate Range: 12 -
glycol; Mannitol;
Paolyoxyethylene sorbitan
monooleats;
Paly{vinylpyrrolidone)

View More Alternatives

Create Template
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