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4. Process for preparation of novel sofosbuvir crystal

By: Zhou, Haohui; Lin, Guaolizang; Wu, Yao; Zou, Wenjuan; Chan, Yunxiz
Assignes: Beijing Winsunny Pharmaceutical Co., Ltd., Peop. Rep. Chinz

Patent Information

Patent No. Kind Language Date

The invention relates to a novel sofosbuvir crystal having high stability and sely. The novel sofosbuvir
sofosbuvir in pos. solvent and neg. solvent. The methed has high repeatability, easy control, high yield, and high product purity.

Application No.

crystal is prepd. through crystg.

Date

CN 105732751 Q|PATENTPAK | A Jul 6, 2016

Priority Application

CN 2014-10742897

Dec 9, 2014

CN 2014-10742897 Dec 9, 2014

Indexing
Carbohydrates [Section33-9)
Section cross-reference(s): 34, 63

Concepts Substances

1100307-88-0P Sofosbuvir 9
Absolute sterecchemistry.

Crystallization

Hepatitis C

Homo sapiens

Pharmaceutical coated tablets

Drug bicavailability
Hepatitis C virus
Human
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6. Preparation of substituted nucleosides, nucleotides and analogs thereof as antiviral agents
Q, Quick View PATENTPAK ™

By Beigelman,
From PCT Int. Ap

atkina, Natalia
vage: English, Database: CAPLUS

Patent No. Kind Language
¥ WO 2016100441 Al English

Disclosed . B is substituted purine and pyrimidine nucleobase; dashed bond between R and R® is absent, then R is H, substituted
phosphate, § Patent Family ) ch R and R’ are independently hydrogen or deuterium; R® is -OH or F; methods of synthesizing nucleotide analogs and
methods of ff B US20180176911 A1l English a5 a HCV infection with one or more nucleotide analogs. Thus, nucleotide II was prepd. and tested as antiviral agent and
medicarment a hepatitis C virus.
’ o
7. Process for preparation of sofosbuvir o HO.. 3
Q quick view  PATENTPAK 7 )k c WO 2016/100441 PCT/US2015065981
By Li, Zebiao; Zhu, Mingmin; Zhang, Qinghai; Zhu, Gongfeng; Zhang, Zhaogue; Lin, Yanfeng HN o Ve
From Faming Zhuanli Shenging (2016), CN 105665804 A 20160615, | Language: Chinese, Database: CAP| 2
rha nronn saothod comevicac roackion of (2'93%.2' docv 2 fliora. ' mothulwiding il | =
A ZOOM D?WNLOAP PDF Search in SciFinder + | View Detail
@ O © GED 0
8. Analyst Markup Locations (1) ‘\‘s—ﬁf
NH
Q Q page 130 1o N
oMY
By XL e
Fro| HO oM
CAS RN 1206126-39-7 )
(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT l on fl
(19) World Intellectual Property = @ e i i o  w
e LT ax . e Yoo
Intcrnational Burcau - 1 XY o
g an e HN N » - B —_— Fls 0
(43) International Publication Date = WO 2 ] ’ as-d b
23 June 2016 (23.06.2016) WIPO I PCT G = b :
(51} International Patent Classification: (81) Designated States ofl| Search in SciFinder = | View Detail
— COTH 1910 (200601)  COTH 19173 (2006.01) land of ratioral prod
COTH 1920 (006.01)  A6IK 31/7872 (2006.01) AO, AT, AU, AZ. B )
COTH 1911 (306.01)  ASIK 31/7076 (2006.01) BZ CA. CH, CL, (| Analyst Markup Locations (1)
COTH 19213 (200601)  AGIK 31/768 (2006.01) 0O, DZ, FC.FE Gl Q) page 130
COTH 19067 (200601)  ABLP 31/14 (2006.01) HN HR, WU, . f
COTH 19973 (2006.01) KZ LA, LC, LK, LH
21) Interastionsl Application Number: :‘t,;"\ \l\\""m(.n CAS RN 1206126-41-1
PCT/US2015065981 | SK. SL —
22) International Filing Date TR TT. TZ UA, UG, US, UZ, VC, VN, ZA ZM, ZW
16 Devember 2015 (16.122015) (34 Desigmated States (wress otherwise indicatod. for every ®
(25) Filing Language: Fnghsh kind of regional protection available): ARIPO (BW, GH,
ACAS SOLUTION
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ReacrioNs @ B loepens | HToon v Avorvaszatin calcwm (211) ) . ) )
— R nT P ———— Analysis of Atorvastatin in Blood plasma by High-performance thin layer chromatography
e - CAS MN: 1-101-CAS-1382
i@ ~ | 0o Ramctions 5= Ambdipine besylate (56)
Anatyee bys - . . .
nesgent . 1. Vi Reaction utall e Link & simias Reactioes Fenofibrate (46) | view Dessitz & instruetions | [ @5 Add to compare |
. Vi All
- O Simghe Step e over ary s for ore g Anaiyte Atorvasatin
o0 - ~ Matrix )
o H it Phar maceutical tablets (203) Pt Biood plasma
—_——— Blood plasma (60) Other M aterials Material: 60 Fass siica gel HPTLE plates.
ACH 2} 1n Tablets(49)
o Pharmaceutical capsules (34) Method Category rical Ingr
e Garcnm atrovr s (20) . . ;
e Technigue High-perfor mance thin Isyer chromatography
Equipment Used Automatic TLC Sampler 3
* Owarview ~ Method Category
Source HPTLC determination of atorvastatin in plasma
~ Technique
[EV— i, .
Smmshid, A Nateghi, A R
I Reversed-phase HPLC (152) o A et
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== CirculationiResearch

- Zhonghua Tangniaobing Zazhi

- Biomedical Chromatography

Annual Review of . Biochemistry

- Romanian Biotechnological Letters
Biochemistry and Cell Biology

- Pharmaceutical Patent Analyst : = immunity;
Cellular Physiology and .
- Asian Pacific Journal of Tropical Biomedic Biochemistry. - Journaleighevmericaniviedical
ASSOCIALION!

: " Journal of Biological Chemistr
- International Journal of Molecular Medicing J Y = Journal loiEXperimental IMedicine:

e ————— = NatureReviewsirugdiscovery:
Biochemistry = rendsinimmunology;

Journal of Cellular Biochemistry
- Archives of Pharmacal Research

- BioMedical Research . ! .
Preparative Biochemistry and

- Journal of the Egyptian Medical Associatio Biotechnology
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. ' News & Updates

Sign In ?[:ﬁﬁ]\SC] F|nder¢K%$n%ﬁ—% Welcome to Scifinder

Username scicas?521

f’ Did you notice our new look?
Password | Our new branding wil also be phased into
training and other support materials in the
] %ememher me e ) coming months. If you are a Key Contact and
(Do not use on a shared computer) | have questions, or need assistance updating

logos on any of your organization’s websites,
i please contact the CAS Customer Center.

Forgot Username or Password? ! JI_\epa[:erf'sD;:[T:razgiﬁ Scifinder Future
Build your career, help shape the future of
research informztion and attend one of the
most respected scientific meetings in the
world. Apply for the 2016 SciFinder Future
Leaders program by April 10!

Your SciFinder username and password are assigned to
you alone and may not be shared with anyone else.

New to Scifinder?

Learn more about gaining access to ScFinder. A New Way to Explore Synthetic
Preparations in SciFinder!

Learn more about this new solution from CAS
and try 5 free samples of MethodsMNow today!

CHEMCATS Chemical Supplier Program
Chemical supplier? Be part of the world's
preferred chemistry research solution. Learn
mare Now.

Introducing the PatentPak Interactive
Patent Chemistry Viewer
The new PatentPak interactive patent

What is SciFinder? chemistry viewer significantly reduces the
. ol A o B time spent locating the important chemistry in
SdFinder = is & research discovery application that provides integrated access to the world's most comprehensive and a patent by using CAS scientists’ direct links

authoritative source of references, substances and reactions in chemistry and related sdences. -
to key substances in the source patent.

New Commercial Source Logos
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I Explore v Saved Searchmvl SciPlanner I

ls, REFERENCES " REFERENCES: RESEARCH TOPIC @
Research Topic [ ] SAVED ANSWER SETS @

Author Name CSF1R

Company Name jmc

D t Identif Eeree
ocumen ntiier The effect of antibictic residuss on dairy products EP 19870107847

Journal Photooyanation of aromatic compounds i l{%ﬁ?ﬁggn %% Daclatasvir-1

Patent

SUB result
EX resuft

4 SUBSTANCES

- N

Welcome Helen Zhu

=~ MF result
Chemical Structure ¥ Advanced Search
Markush polymerl
Molecular Formula polyrmerl
Property structure search
Substance Identifier *ﬁ?)\u Autosaved Substance Set
IR
& REACTIONS View Al | Import

Reaction Structure ] = ] KEEP ME POSTED @
TERNEER | e

Learn how to:
Create Keep Me Posted
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therapy of Alzheimer

SCIFINDER
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Explore v Saved Searches = SciPlanner

¥ REFERENCES

Research Topic B
Author Name

Company Mame

Document Identifier

Journal

Patent

Tags

# SUBSTANCES

Chemical Structure
Markush

REFERENCES: RESEARCH TOPIC @

|1fne-rap1|.f of Alzheimer |

Examples:
The effect of antibiotic residues on dairy products
Photocyanation of aromatic compounds

= Advanced Sgakch

Kigalz Bl MaERE : in, with, of.]
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Explore -«

Saved Searches » SciPlanner

Resezrch Topic "therapy of Alzheimer”

REFERENCES @

Select All Deselect All

1 of 5 Research Topic Candidates Selected References
o 1507 references were found containing "therapy of Alzheimer" as entered. 1507
[l 18649 references were found containing the two’therap}'" and "Mzheimer 18649
o 61620 references were found where the two concepts "therapy” and "Alzheimer"[were present anywhere in the reference. 61620
|59 6313362 references were found containing the concept "therapy”. 6313362
o 230575 references were found containing the concept "Alzheimer". 230575

Get References

"Concepts” Fonxd =AM T E IR0 R ;
“Closely associated with one another” ZF/RREIIHIE— NG FF;
“were present anywhere in the reference” ZR<EITHIE—/ XEAT ;
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1g 5 |IRETHERR— Citing References

Explore » Saved Searches v SciPlanner Save Print Export

Research Topic "therapy of Alzhsimer” > references (18649) = refine "china" (1085) = refine by categories > Effects of ginger root extract...

Get 1 Get * Get Related &R Create Keep Me -1 Send to
REFERENCES @ Substances @& Reactions g Citations v 5‘ Tools ~ E Posted Alert ﬂ_ SciPlanner
Analyze Refine Categorize Sort by: | Citing References ¥ & Display Options
Accession Number
| | Author Name hoss Selected |4 4 Page: of 33 p M
Analyze by: @ Citing References
| Author Name v | 55 . esis of Alzheimer's disease: progress and problems on the road to therapeutics .{:
Q Title — Sources
Perry George 123 By Hardy, John; Selkos, Dennis .
[ 1 From Science (Washington, DC, United States) (2002), 297(5580), 353-356. | Language: English, Database: CAPLUS
Smith Mark A 121 A review. Ithas been more than 10 yr since it was first proposed that the neurodegeneration in Alzheimer's disease (AD) may be caused by deposition of amyloid B-peptide
L 1 (AP} in plagues in brain tissue. According to the amyloid hypethesis, accumulation of AR in the brain is the primary influence driving AD pathogenesis. The rest of the disease
Zhu Xiongwei 80 process, including fermation of neurefibrillary tangles contg. tau protein, is proposed to result from an imbalance between AB predn. and AR clearance.
[ [ ]
Bush Ashley I 67
I ush Asniey I , 2. Alzheimer's disease: genes, proteins, and therapy #
i Q Quick View [ othar Sources
IMasters Colin LI 65| By Selkoe, Dennis J. ~33868

From Physiclegical Reviews (2001), 81(2), 741-766. | Language: English, Database: CAPLUS

|59|k°e Denmsl J 58| A review with 216 refs. Rapid progress in deciphering the biol. mechanism of Alzheimer's disease (AD) has arisen from the application of mel. and cell bicl. to this complex
disorder of the limbic and assocn. cortices. In turn, new insights into fundamental aspects of protein bicl. have resulted from research on the disease. This beneficial interplay
Brinton Roberta between basic and applied cell biol. is well illustrated by advances in understanding the genotype-to-phenotype relationships of familial Alzheimer's disease. All four genes
IDiaz : 5?' definitively linked to inherited forms of the disease to date have bee...
Giacobini Ezio 55
[ T ] 1 3. The amyloid hypothesis of Alzheimer's disease: progress and problems on the road to therapeutics n&
De Strooper Bart 54 Q Quick View [ cther Sources )
[ I 1 By Hardy John; Selkoe Dennis 1 ~ 161098
From Science (New York, N.Y.) (2002), 297(5580), 353-6. | Language: English, Database: MEDLINE =

Igbal Khalid 52
|q I T ] It has been more than 10 years since it was first proposed that the neurodegeneration in Alzheimer's disease (AD) may be caused by deposition of amyloid beta-peptide

Citing Reference: FENKEIEEEAI @A
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Explore «

Saved Searches «

SciPlanner

Save Print Export

My Duplicates not removed. Answer set exceeds 10,000 reference limit.

REFERENCES @

=

Refine

Research Topic "therapy of Alzhgimer"

Analyze by: @

| Author Nams

RA40)

Get Related
< = Citations

%To-ols -

SubsT3

Sort by: | Accession Number ¥ | §

-

o d [#

SREURY

0 of 18649 References Selectad

Send to

E Create Keep Me *
SciPlanner

Posted Alert

Display Options

M 4 Page: {:-f933 P M

1. Combining BACE1 inkisftion with metal chelation as possible therapy for Alzheimer’s disease "!"
Q, Quick View

Perry George 123 By Henary, Maged M.; Dost, Tyler L.; Owens, Eric A.; Punganuru, Surendra Reddy ~ 0"
[ ] Edited by Atta-ur-Rahman; Choudhary, Muhammad Igbal =
Smith Mark A 121 From Drug Design and Discovery in Alzheimer's Disease (2014), 547-565. | Language: English, Database: CAPLUS
I ] A complex disease such as Alzheimer's requires an arsenal of therapies to help combat and stabilize its advancement.
Zhu Xiongwei 80 Despite considerable scientific progress, current therapeutic approaches for Alzheimer's treatment offer only limited and
| I ] transient benefits to patients. Therefore, in response to the mel. complexity of this disease, a new strategy has recently

emerged aimed at simultaneously targeting multiple pathol. processes involved in the pathogenesis cascade. [-secretase
Bush Ashley I 67 ) ; ) ) : i i . : oo .
| | 1 plays a crit. rele in B-amyleid formation, a major constituent of amyleid plagues in Alzheimer's disease (AD) brain ...
Masters Colin L 63
' ' ! 2. BACEL inhibitors: attractive therapeutics for Alzheimer’s disease "b
Selkoe Dennis J 58 Q, Quick View [ Other Sources
' I I By Decourt, Boris; Macdias, MiMi; Sabbagh, Marwan; Adem, Abdu D@
Brinton Roberta Edited by Atta-ur-Rahman; Choudhary, Muhammad Igbal =
Diaz 7 From Drug Design and Discovery in Alzheimer's Disease (2014), 518-546. | Language: English, Database: CAPLUS
[ I ] One of the neurcpathol. hallmarks of Alzheimer's disease [(AD) is the presence of brain senile plagues made up principally

; P —_— of aggregated amyloid beta (APR) peptides. AR is produced during the consecutive proteolysis of the transmembrane amyloid

Giacobini Ezio 55 ! i - ) X
| I 1 precursor protein (APP) by B- and y-secretases. Genetfic and pharmacol. manipulations have demonstrated the major B-

secretase in AD that makes the initial cleavage required for synthesis of AR is the beta-site APP-cleaving enzyme 1 (BACE1).
DE Strooper Bart 54 T 2 St o R R o T ot S TP PR PN T ) 2L TP W e | Fa o et I i-l‘nwwr Tt St W Tt Pt Ll - 121

op=- B4 N
SciFinderfR BB RRIN AL IE T H | FEIMESCHER — @
<== SCIFINDER
S |, Cns sOLUTION
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Analyze | Refine Analyze | Refine Analyze | Refine Analyze | Refine
Analyze by: @ Analyze by: @ ";“'?"VZE; E‘f: e - Ag:';'ZE‘t_bviT? .
izati ournal Name =ction Title
| Author Name v Company-Organization v
Usa 101 PCT Int. Appl. 2667 Pharmacology 5101
Perry George 123 I ] [ 1 [ ]
: ! University of L1.S. Pat. Appl. Publ. 553 Mammalian
Smith Mark A 121 California, USA 101 [ I 1 Pathological
[ Il [ I ] Journal of Biochemistry 2276
R I I ]
Zhu Xiongwei a0 Case Western Alzheimer's Disease 257 )
[ 1 Reserve Lniversity, = ! Mammalian
USA 71 Journal of Hormones 734
|BUSh Ashley 1 I 6?, [ I 1 Alzheimer's disease = :
iversi : JAD 228 Immunochemistry 717
; u f '
Masters Colin L 65 nghftyg;l.f : [ ] — ]
| . . rn California, _ _
sa 58 Neurcbiclogy of Pharmaceuticals 610
Selkoe Dennis 1 58 [ I ] Aging 228 [ I
: ! : Harvard Medical = ! Heterocydic
Erinton Roberta school, UsA 56 Journal of Compounds (More
i [ I ] neurochemistry 223 Than One Hetero
Diaz 57
[ = ] Atom) 458
[ L 1 Germany 49 — |
; o I [ ] Current Alzheimer
Giacobini Ezio 55 — — research 220 Biochemical
[ I ] [L:Jnllver;!ty {[;,fa British i - 1 Cenetics 422
olumbia, Can
De Strooper Bart 54 , : | PLOS One 205 = :
| I I Abbott Laboratori = 1 Biochemical
ratories, ]
Igbal Khalid 52 USA a6 Jpn. Kokai Tokkyo IMI'E‘thDdE 247’]
[ I ] I T ] Koho 169
[ ] Heterocyclic
ASt;zZE‘nE‘CE AB, Current Compounds (DHE‘
Sw 44
Show More | | | Pharmaceutical II—I|E~ter1:> Atom) 1?"DI
Design 137
F Hoffmann La o ] Enzymes 162
Roche Ag, Switz 44 o ]
[ I ]
Show More
Show More
Show More
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Index Term :

' v NN Ay > AN =
Analvze | Refime BHAR 7@ REINEERANE , FHEIERERA
Analyze by: © Analyze - Index Term
Index Term v
/A Only 1,000 Terms are displayed. close
Alzheimer Disease 10456 |_ 34237 Ttems 0 Selectad Export
| 1
Human 5401 7| Sort by: | Frequency v M 4 Page: |1 of 20 p M
' ' ! Select bars to view only those references within the current answer set.
Humans 4387 — ) )
I I 1 || Alzheimer Disease 10456 =~
| 1
* i - i
I;Dllzlwelrmlew Disease 3345| . 'lHuman | 6401|
lﬁmimals | 3226' ! Humans 4387
| 1
lmetabolislm 3215| L *alzheimer Disease 3345
| I ]
Alzheimer's disease 2898 [ animals 3226
| I ] | I !
Anti-Alzheimer | metabolism 3215
agents 2849 [ [ ]
: ' I I Alzheimer's disease 2898
Brain 2748 [ I 1
' : : I Anti-Alzheimer agents 2849
drug therapy 2305 ' I I
' ' ! [ Brain 2748
| ]
Show More 1 drug therapy 2305
[ ] -
Cancel
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NS ZREERAYRefine

Analyze Refine

Categorize

Refine by: @

- Research Topic

- Author

'® Company Mame
- Document Type
' Publication Year
- Language
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/M, 354 duplicates were automatically removed.
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Get Get . GetRelated | 2 - Create Keep Me Send to
REFERENCES @ Substances Reactions (—s Citations ika E Posted Alert ’ SciPlanner
Analyze | Refine | Categorize | SOrtby: ¥ Display Options
'™ | 0 of 1085 References Selected M 4 Pag=: cf N
Analyze by: @
| Author Name v ) 1. Streptozotocin Induces Mild Cognitive Impairment at Appropriate Doses in Mice as Determined by Long-Term Potentiation and né
the Morris Water Maze
Tan Lan 16 Q Quick View [ Cther Sources D@
L 1 By Li, Dong; Huang, Yan; Cheng, Bin; Su, Jie; Zhou, Wen-Xia; Zhang, Yong-Xiang; Abbate, Carlo -
Yu Jin Tai 15 From Journal of Alzheimer's Disease (2016), 54(1), 89-98. | Language: English, Database: CAPLUS
L 1 Alzheimer's disease (AD) is a progressive neurodegenerative disease, and effective therapeutic drugs in the clinic are still
Qu Xiaogang 13 lacking. Ideally, AD progression could be stopped at an early stage, such as at the mild cognitive impairment (MCI) stage.
[ I ] MCI refers to the clin. condition between normal aging and dementia. Patients with MCI experience memeory loss but do not
Mao Yumin 12 meet the criteria for the diagnosis of dlin. probable AD. However, few MCI animal models have been established. Here, we
[ I ] used in vive long-term potentiation (LTP) recording and the Morris water maze (MWM) to evaluate the effec...
Xie i 12
[ I ]
] Il 2. Design of electrochemical biosensors with peptide probes as the receptors of targets and the inducers of gold nanoparticles né
Wang Yan Jiang 11 bly on electrode surface
: . . Q Quick View [ Other Sources ~ O
Du Guan Hua 10 By Xia, Ning; Wang, Xin; Yu, Jie; Wu, Yangyang; Cheng, Shuchac; Xing, Yun; Liu, Lin -
[ I 1 From Sensors and Actuators, B: Chemical (2017), 239, 834-840. | Language: English, Database: CAPLUS
Li Wei 10 We reported a general way to design electrochem. biosensors with peptide probes as the receptors of targets and the
[ I 1 inducers of gold nanoparticles (AuNPs) assembly on electrode surface. To demonstrate the feasibility of our strategy, human
Ren Jinsong 10 chorionic gonadetropin (hCG) was first detd. as a model analyte. Specifically, the hCG-binding peptide triggered the
[ I ] aggregation of AuNPs in soln.; by modifying the electrode with the hCG-binding peptide, the peptide-induced AuNPs assembly
Tang Xi Can a was achieved on the electrode surface, resulting in the formation of a netwerk of AuNPs and a significant fall of char...
I ]
) 3. One kind of food additive with purple sweet potato as raw material and its preparation method [Machine Translation]. L
=l ™ bd
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i _ chemistry (31) Donepezil
Environmental chemistry .
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SiIRMA
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1 of2 p M

Company-Organization v 1. Effects of ginger root extract on animal inflammatory factors in rats with

Q Quick View [F Other So

Chinese Academy of
Sciences, Peop Rep

yong; Ly L X0, De-giang
e (2013), 34(7), 1014-1016. | Languag

ong, Shac-hui;
, Datab:

ian-ming
CAPLUS

China 10 Objective: To study the effect of ginger root ext. on expression and relationship of ny
| —— . . " .

amyloid protein (AP) caused Alzheimer's disease (AD), and explore the possible
China

male and half female, were randemly divided into sham operation (SOP) grol
Pharmaceutical normal saline, OP group was intracerebroventricular injected with AR 25-35,

University, Peop Rep

el

China 2
L I ] i ive effects of I A on Alzheil ‘s disease associated mitochondrial dysfunction and its potential molecular mechanisms I
East China Blotenso
University of Science Zhang, Hai-yan . o
and Technology, From ;T‘:)r‘;;l.: Xinyao Yu Linchuang Zazhi (2012), 31(12), 701 | Language: Chinese, Database: CAPLUS
Pecp Rep China 2 A review. Alzheimer's disease (AD) was a common neurcdegenerative disease, of which the most widely used therapeutic drug was acetylcholinesterase inhibitor (AChET).
S | Huperzine A, an alkaloid developed by Chinese scientists, was a potent AChEL. Recent work revealed that besides the acetylcholinesterase inhibitory effect, huperzine A could
china Medical also significantly benefit mitochondria in various models like middle cerebral artery occlusion (MCAD) rat, APP/PS1 transgenic mice and B-amyloid (AB) injured isolated
University, Peop Rep mitochondria. This review summarized the pivotal roles of mitochondria in AD processing ...
China 1
S |
3. UPLC-TOF MS-Based Metabonomic Study on Ce i N ion of Aand Lis pl for of 's Disease
Guanga College of Q Quick Ve [ Other Sources

Traditional Chinese
Medicine, Peop Rep
China

By Shi, Jun; Wang, Yiming; Luc, Guoan

From Chromatographia (2011), 74(11-12), 827-832. | Language: English, Database: CAPLUS

This work was designed to assess the holistic efficacy of concurrent treatment with huperzine A (HA) and ligustrazine phosphate (LP) in the a
Metabolic profiling of the brain was performed using

metabonomics characteristics of the poly-therapy in treating Alzheimer's disease (AD).

Guangx Medical coupled to time-of-flight mass spectroscopy (UPLC-TOF MS).

Principal component anal. and partial least squares discriminant anal. were
University, Pegn Rar

nd operation (OP) group, resp. 10 and 50, SOP gloup was |nt\ acerebroventricular injected with

ampus of rats with B-
5: 60 SD healthy rats, half
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9 Return 4 Previous | Next p

1. Effects of ginger root extract on animal inflammatory factors in rats with Alzheimer's disease QUICK LINKS

By: Zeng, Gao-feng; Zhang, Zhi-yong; Lu, Li; Xizo, De-giang; Zong, Shao-hui; He, Jian-ming 0 Tags, 0 Comments
Objective: To study the effect of ginger root ext. on expression and relationship of nuclear factor kappa B (NF-xB) and interleukin-1f (IL-1B) in the hippocampus of rats with B-amyloid protein (AR)
caused Alzheimer's disease (AD), and explore the possible therapeutic effects and mechanism of ginger ext. on AD. Methods: 60 SD healthy rats, half male and half female, were randomly SOURCE
divided into sham operation (SOP) group and operation (OF) group, resp. 10 and 50, SOP group was intracerebroventricular injected with normal saline, OP group was intracerebroventricular Guangdong Yixue
injected with AR 25-35. After the modeling, the OP group were randomly divided into ginger ext. low dose group (OP+LGRE group), ginger ext. middle dose group (OP+MGRE), ginger ext. high Volume34

dose group (OP+HGRE group), huperzine A group (OP+HPA group) and control group (group OP+BC). All rats received intragastric administration (group OP+BC was treated with normal saline) Issue?
after 4 wk, the NF-kB, IL-1p immunchistochem. staining was used to compare the changes of rat brain inflammation system index and pathol. Results: In OP+HGRE group, OP+HFA group, IL-1p Pages1014-1016

NF- KB pos. expression was significantly higher; the intervention had ne significant effect of group OP+LGRE, OP+MGRE. Ceonclusion: ginger ext. can improve the pos. expression activity of NF-kB Journal
and IL-1 on AD rats. 2013
: CODEN: GUYIEG
Indexing ISSN:1001-9448
Pharmacology (Section1-11) COMPANY/ORGANIZATION

School of Public Health

Section cross Guangxi Medical University
Eg*ﬂ% Eg#@ 'qu Nanning, Peop. Rep. China
" Concepts TN I Substances L 530021

Alzheimer disease Anti-Alzheimer agents 102518-79-6 Huperzine A &
Pharmaceutical natural products Zingiber officinale ACCESSION NUMBER
2015:48223
effects of ginger root ext. on animal inflammatory factors in rats with Alzheimer's disease CAN162:410412
effects of ginger root ext. on animal inflammatory factors in rats with Alzheimer's disease CAPLL JSl
Pharmacological activity; Therapeutic use; Biological study; Uses )
Interleukin 1f Transcription factor NF-kB PUBLISHER

B-Amyloid

Guangdeng Yixue Bianjibu

jﬁék $ rﬁ ﬁﬁ@}ﬁ : rs in rats with Alzheimer's disease LANGUAGE
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fESciFindert@RER S , HEPatentPakEfrEIR] mth

The claimed herbicidal formulations
etc., R = alkyls, halegenalkyls, et
herbicides and optional herbici
agricultural crops (esp. genef

ntain active ingredients from the group of N-(1,3,4-cxadiazol-2-yl)-arylcarboxylic acid amides (I; where A = N or C-alkyl, C-halogenalkyl,
= alkyls and substituted alkyls, and Z = H, halogens, and substituted alkyls). The claimed amides can be formulated in mixts. with other
safeners. The herbicide combinations were evaluated against 15 test weeds. The herbicidal formulations are suitable for weed control in
lly medified crops) and other useful pl...

| 8. Preparati
Q, Quick View
By Rommelspach
From Eur. Pat. Ap

-methyl-B-carboline for the treatiept of ear disease

,ﬁﬁ_.tﬂ'%ﬂ% . ¥EHYPatentPak Viewer

pharmaceutical compns. thereof useful in the treatment of acute and chronic inner ear diseases.

PatentPak™

Patent No. — ¥4 | anguage
§ EP 2853533 | Interactive |German

Patent Family
9 WO 2015044434 A2 Garman
B WO 2015044434 A3 German

Q, Quick View PatentPak™ ~

By Rommelspacher, Hans; Enzensperger, Christoph
From PCT Int. Appl. (2015), WO 2015044434 A2 20150402, | Language: German, Database: CAPLUS
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Key Substances in Patent

(cas RN 1689575-79-8 V- -FEEE*U PD F:Z#F " 37

HOL 1e]

Beispiele

Beispiel 1a: Synthese von &Fw-sznemvl-p-calbolh

Search in ScFinder « | View Detail

Analog zur Vorschrift von Ho und Walker (Beng T. Ho und K. E. Walker; Org. Synth.
1971, 51, 136 oder Org. Synth. 1988, Coll. Vi

35 mmol (800 mg) 5-Fuor-1-mBhyineamn | FEPatentPak Viewerdhmd54&

AKos GmbH, Steinen) gelst und mit ein

10 GlyoxalsaureRydrat (Figur 1a, Formel lll) in 81 _FEEI\J’(]-?@, , 'H&J‘Efﬁ{ﬁﬁlj PD FSZ

wird dann eine Losung aus 3,4 mmol (190,44 :E
wobei der pH auf etwa 4 eingestellt wird. 'fq:EF'EI‘JEf%JJ\" 15:&;
umtemperatur gerihrt und zur Vervollsta

we e _ins Eisbad gestellt. Der orange-beige Niederschlag des Belains
15 (Figur 1a, Forflel IVa) wird abifilriert und mit wenig Eiswasser gewaschen.

Zur Decarboxylierung wird der noch feuchte Filterkuchen des Betains (Figur 1a,

Formel IVa) in einen Kolben Gberflhrt und in verdinnter Salzsaure (6,48 mLWasser

und 918 pL konzentrierte Salzsdure) geldst. Die Reaktionsmischung wird unter

Analyst Markup Location

L
QI:ZN
e
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Reaction Structure
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~534 [%] i 58 &

HO . l

CigHis N, O

2-MNaphthalenol, 1-[2-(2,4-dimethylphenyl)diazenyl]-

» Key Physical Properties
Regulatory Information

Spectra

Experimental Properties

Pl =

CAS Registry Number: 3118-97-6
View Substance Detail

Explore by Structure 3
Synthesize this...

Get Reactions where Substance is a »

Get Commercial Sources

Get References
Export as Image
Export as molfile

Send to SciPlanner
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References & Reactions

SUBSTANCE DETAIL @ l Get 1 Get

" Sources

Get Commercial

% Return

CAS Registry Number 3118-97-6

—/\
EIRRIE SR | L , HNEFER

a4 |c"l ‘ T

CigHis N, O
2-Naphthalenol, 1-[2-(2,4-dimethylphenyl)diazenyl]-

Molecular Weight
276.33

Melting Point (Experimental)
Value: 166 =C

Boiling Point (Predicted)
Value: 476.7+40.0 °C | Condition: Press: 760 Torr

Density (Predicted)

Value: 1.14+0.1 g/cm3 | Condition: Temp: 20 °C Press: 760 Torr

pKa (Predicted)
Value: 13.52+0.50 | Condition: Most Acidic Temp: 25 °C

Other Names

2-Naphthalenol, 1-[(2,4-dimethylphenyl)azo]- (9CT)
C.I. Solvent Orange 7 (7CLECT)

Sudan Red (6CT
1-[2+4(2,4-Dimethylphenyl)diazenyl]-2-naphthalenal
AF Red Mo. 5

View more...
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iEKPERIMENTAL PROPERTIES Ie

R e P

1EXPERIMENTAL SPECTRA |

'HNMR | IR Mass Raman UV and Visible

'H NMR Properties Value Condition Note
Proton NMR. Spectrum See spectrum (13)BIORAD
MNotes
(13) BIORAD: Copyright Bio-Rad Laboratories. All Rights Reserved.
iPREDICTED PROPERTIES
Biological = Chemical @ Density Structure Related = Thermal
Lipinski Properties Condition Note
Freely Rotatable Bonds (21)
N\ e N \jjz g
N ~
H hcceptors FoNEES T E @1
H Danors (21)
H Donor/Acceptor Sum (21)
logP Temp: 25 °C (21)
Molecular Weight (21)
Motes
(21) Calculated using Advanced Chemi elopment (ACD/Labs) Software V11.02 (© 1994-2015 ACD/Lzbs)

iIPRED'[CTED SPECTRA lk
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References e

Sort by: | CAS Registry Number | ¥

0 o) 45142315 Substances Selecteg

| 1. 1986293-22-4 A

-0 B

NH

Br

Cys Hyz Br N,
3-Pyridinamine, 2-bromao-A-(3-phenylbutyl)}-

» Key Physical Properties

] 4. 1986293-16-6 2

j{iTools -

]2, 1986293-21-3 A

-0 B

Cl

C,H;CIF,N,; O
4-Pyrimidinamine, A-(2-chloroethyl)- A-(2, 2-difluoroethyl}-6-
ethoxy-3-methyl-

» Key Physical Properties
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Absolute stereachemistry, ’ TU [_H ) Y

cl.nl' Hll " GI . * HD

B-Azahicyda[ 3.2.1] octane- 2-carbmaylic acid, 3- berzaylay }-8-methyl, methyl ester, {17, Absolute stereochemistry.

2R3R55)- Absalute stereachemistry,

* Key Physical Properties fb—?}h} o €, H,NO,.CIH
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CyyHy NO, . C,H, N, O,
Allococaine, picrate (6CI)
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il -. ~l ~1 i
. . A . . o 1[317\.l H,,,- L Et
T = o ;. -\‘o oomR a [=]
aiial S 1= Te RN
= o *
xraam H
Cis Hz1 N3z Os C17 Hzs Nz O4 Relati " hemist )
Benzoic acid, 5-(acetylamino)- Benzoic acid, 3,5-bis(acetylamino)- elative sterepchemistry. Et;CH
4-[(1-ethylpropyl)amino]-2-methyl- 4-[(1-ethylpropyl)amina]-2-methyl- C14 H22 N4 O4
3-nitro- 1-Cyclohexene-1-carboxylic acid,
4-(acetylamino)-5- C1s H2s N2 04 ) ) )
Experimental Properties azido-3-(1-ethylpropexy)-, (30,46,5a)- | 1-Cyclohexene-1-carboxylic acid, 4-(acetylamino}-5-
{acr) amino-3-(1-ethylpropoxy)-, ethyl ester, (3a,4,5a)-
(9CT)
[ 5. substance Detail [] 6. substance Detail [ 7. Substance Detail
182367-71-1 182367-73-3 182367-74-4 182368-47-4
~2 [ ~1 [ ~1 [ ~1 B
N & T . 182367-73-3 [ 1. Substance Detail vy
m At R "“-: “ Ci7 Hao Na Og 230600-85-6 rI]El ?_\L7K EF‘:,
| H |I e m ~286 [
R o 1 - .I |
Relative stereochemistry. Relative stereochemistry. _— i H H2 'y
Cia H|24hN1 04 oo ; C17 Hzo N4 O4 o Ho. o S i\'
— i i i . - a a2 he 8 ™ . it
l_q.rco lexe.ne { c_ar pxylic acid, 1-Cyclohexene-1-carboxylic acid, Relative stereochemistry. VY HER AT
4-(acetylamino)-5 4-(acetylamino}-5-[(aminoiminomethyl) E/ H
amina-3-(1-ethylpropoxy)-, (3R4R,55) amino]-3-( 1-ethylpropoxy)-, ethyl ester, uH
-ref (3RAR55)-ret 76051
T CG:HF Oz e
HI~  NH:
F
F—CCOLH C15 H2s N4 O4
Cyclopentanecarboxylic adid, 3-[(15)-1-(acetylamino)-2-
ethylbutyl]-4-[{aminoiminomethyl)amino]-2-hydroxy-,
(15253R4R)
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Welcome Helen Zhu
Explore « Saved Searches = SciPlanner Print

Markush substructure = references (1969) = Compounds and methods for anti...

Get Get . Get Related - Create Keep Me - Send to
REFERENCES @ Substances Reactions Q Citations % Tools E Posted Alert SciPlanner
Analyze | Refine Sort by: ¥ Display Options
L) | 00f1969 References Selected M q Page: [1 [of9o p M
| Document Type [J 1. compounds and methods for anticoagulation therapy *
Q, Quick View PATENTPAK ™ :
Falent 1 By Allende Rodriguez, Mikel: Hermida Santos, Jose; Montes Diaz, Ramon; Oyarzabal Santamarina, Julen ~ O
From PCT Int. Appl. (2016), WO 2016120432 A1 20160804. | Language: English, Database: CAPLUS =
Journal 1 The invention relates to certain compds. that are inducers of Heat shock 70 kDa protein 1A/1B (HSPALA/B) and their use for

anticeagulation therapy; and to a methed for anticoagulation therapy that comprises the administration of one of these inducer compds. It
has been here proved that induction of Heat shock 70 kDa pretein 1A/1B by administration of cne of these inducer compds. has

antithrombeotic effects without accelerating or altering bleeding time.

k 0 a2 Preparation of new imidazopyrimidine derivatives as negative allosteric modulators of metabotropic glutamate receptor subtype 2 (mGlu2 &

receptor) '

%_-\\-,_ = | Q, quick View PATENTPAK ~ u-ngf-
ARPAE By Urashima, Kuniko; Tojo, Kengo; Koike, Shoko; Masumoto, Shuji

From Jpn. Kokai Tokkyo Koho (2016), JP 2016132660 A 20160725, | Language: Japanese, Database: CAPLUS
N _N The title imidazo[1,2-alpyrimidine derivs. I [R' = H or halogen; ring & Ph or pyridyl; R?, R?
i ] (same or different) = hydrogen, halogen, C,_ alkyl or C,_; alkoxy each optionally substituted
s N7 with 1-5 halogen atoms; or in case where R? and R are at the adjacent substitution position,
RZ \ R? and R® together with ring A form C.; carbocydic ring (optionally substituted with 1-5
\ halogen or 1-2 hydroxy group) or 5- or 6-membered satd. heterocyclic ring; ring B = Ph or

R? pyridyl; R®, R (same or different) = H, halogen, hydroxy, amino, -C(Q)OR®, -C[O)NRR",
B }-RS S0.H, SO,NRR, SO,RY, or NR®SO,RY; R®, R® (same...
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References 7% Tooks r OCU ment | 9:Fo ¥ Scplanne
Group by JrToEroopTT)  Sort ; v ¥ Display Opticr
Mo Grouping
SRR [ Docume Selected |4 4 Page: of]l b

Bk

Transformation

1. View Reaction Detail @ Link Ak Similar Reactions H g’fﬂ&*ﬁﬂ:}\}i}z\z

Single Step Hover over any structure for more options.

—
0N NH,
100%
107 %
102 b 22 b}
~ Overview
Steps/Stages Notes

solid-supported catalyst, ruthenium supported on porous organic polymer used, reusable
catalyst, sealed tube used, scalable, Reactants: 1, Reagents: 1, Catalysts: 2, Sclvents: 2,
Steps: 1, Stages: 1, Most stages in any one step: 1

1.1 R:MNaBH,, C:1832616-28-0, C:Ru, 5:H,0, S:THF, 45 min, 25°C

References

Fabrication of Ruthenium Manoparticles in Porous Organic Polymers: Towards Advanced
Heteregeneous Catalytic Nanoreactors
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0 of 560 Reactions Selectad

1. Reduction of Nitro Compounds to Amines
338 Reactions

R-NO; —= R-NH,

Z. Reduction of Nitro to Azo Compounds

11 Reactions
;Ar
Ar—NO; — = N=N
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11 Reactions
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Analyze Refine Group by: | No Grouping ¥ | Sortby: | Relevance v lr Display Optio

L™ | 0 of 512 Reactions Selected M dPage: [2 fof11 p
Analyze by: @
Reagent v I 1. View Reaction Detail @® Link A similar Reactions
H., 148 Single Step Hover over any structure for more options.
[ 7 ]

pR— L
NaBH, 51
[ I
N,H,-H,0 43
[ T ]

KOH 17 —
M
I ] O,N Hy
ICDI lﬁl P 100%
~102
122 &
HCO,H 16
T ]
NH,™ «HCO,” 16 - Overview
[ ]
Steps/Stages Notes
H,O 14 ps/Stag
= ' 1.1 R:NaBH,, C:1832616-28-0, C:Ru, 5:H,0, S:THF, 45 min, 25°C solid-supported catalyst, ruthenium supported on porous organic polymer used, reusable
M.H, 14 catalyst, sealed tube used, scalable, Reactants: 1, Reagents: 1, Catalysts: 2, Solvents: 2,
[ J Steps: 1, Stages: 1, Most stages in any one step: 1
MaOH 14
=T ] References
Fabrication of Ruthenium Naneparticles in Porous Organic Polymers: Towards Advanced
Show More

Heterogeneous Catalytic Nanoreactors
0 HATH Ol [
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S
e
HO
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Nmix
At

Single Step Hover over any structure for more options.

NH: :
b

O N
100%
e 122 &P
* Overview
Steps/Stages Notes

1.1 RiH,, R:C5,C0;, C:1610424-70-8, C:1034343-98-0 (oxide), S:PhMe, 2 h, 100°C, 1 atm solid-supported catalyst, palladium catalyst supported on graphene oxide prepared and
used, reusable catalyst, Reactants: 1, Reagents: 2, Catalysts: 2, Solvents: 1, Steps: 1,
Stages: 1, Most stages in any one step: 1

References

Catalyst Enhancement and Recyclability by Immobilization of Metal Complexes onto
Graphene Surface by Noncovalent Interactions

Q, quick view [ other Sources

By Sabater, Sara et al

From ACS Catalysis, 4(6), 2038-2047; 2014

+ Experimental Procedure

@Catal m General/Typical Procedure: General Procedure for Nitroarene Reductions. Molecular hydrogen was added with a balloon filled with 1 atm of H, to a mixture
5 of nitroarene (0.3 mmol), Cs,C0O; (0.3 mmol), anisole as internal standard (0.3 mmol), and NHC-Pd-rGO (6 % 107 mmol, based on metal) in toluene (5 mL). The
system was then evacuated and backfilled with H; in cycles for three times before putting the reaction vessel in an il bath at 100°C for 2h. Yields were determined
by GC analyses using anisole (0.3 mmol) as internal standard. Products were identified according to spectroscopic data of the commercially available compounds.
Entry: 4; Yield 100%.
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Experimental Procedure:

AT LSS BT
L . EIFHOIEAL?
XEHFRAA?
I b - BHRZEHISupporting Information ?
o™ AJRERBELE.

2 Steps Hover over any structure for more options.

E\/U\D-h N [

- Overview

Steps/Stages Notes

1.1 C:Pd(PPh,),, S:BUNH,, 21 h, 100°C
2.1 R:DMSO, R:Cl(0=)CC(=0)C], S:CH,Cl,, 15 min, -78°C
2.2 S:CH,Cl,, -78°C; 2 h, -78°C
2.3 R:ELN, 30 min, -78°C; -78°C — rt
4 BH.O BNH.Cl 30 min, 1t

1) key step, alternate catalyst concentration, catalyst (Cul) and temper]
yield, Sonegashira coupling, 2) key intermediate, Swern oxidation, scal
method shown, Reactants: 2, Reagents: 5, Catalysts: 1, Solvents: 2, S
Most stages in any one step: 4

~ Experimental Procedure

-

Step 1

General Procedure for the Sonogashira Coupling.®**** Compounds 6a ™ and 16 * were synthesized according to literature procedures. Aryl halide 6a or 16
(9.21 mmel) in n-butylamine (6.4 mL) was placed in a flame-dried round onomea Mask under an argen atmosphere. A mixture of terminal alkynes 7, 25, 26, or
27 (9.21 mmel} in n-butylamine (10 mL) and Pd(Phs); (5% or 3%) was added, with the optienal addition of Cul (3%) where appropriate. The mi

for 21 h at 98 °C and poured intoH,0(80 mL). The product was extracted with EEOAc (3 % 80 mL). The combined organic layers were washed with brine, dried over
anhydrous Na,S0., and evaporated under reduced pressure. The crude product was purified by silica gel column chromatography (EtOAc/hexanes, 10-50%). 3-
[2.5-Bis{methoxymethoxylphenyliprop-2-yn-1-0f° (8). Yield 96%; colorless oil. IR (KBr) v, 3310, 2230 am’; *H NMR (CDCl;, 400 MHz) & 3.46 (3H, s, H-4b),
3.51 (3H, s, H-1b), 4.51 (2H, s, H-1a), 5.09 (2H, 5, H-4a), 5.17 (24, s, H-1a), 6.95 (1H, dd, 7= 9 and 3.0 Hz, H-5), 7.03 (1H, d, 7= 9.0 Hz, H-6), 7.10 (1H, d, 7=
3.0 Hz, H-3); "°C NMR (€DCl,, 100 MHz) & 51.81 (C-9), 56.05 (C-4b), 56.38 (C-1b), 81.74 (C-7), 91.56 (C-8), 95.14 (C-4a), 95.88 (C-4b), 114.19 (C-2), 117.13 (C-
5), 118.50 (C-3), 121.20 (C-6), 151.95 (C-4), 153.06 (C-1); HRESIMS %z 275.0000 [M + Na]* (calcd for €, H, .0, 275.08096).

Step 2

Generation of the Key Aldehyde.'? Oxalyl chloride (272.3 4L, 3.12 mmeol) in dry CH,Cl, (9 mL) was added to a stirred solution of DMSO (332 £L, 4.68 mmal) in
dry CH,Cl, (1.5 mL) under an argon atmosphere at -78 °C. The mixture was stirred for 15 min, and the alcohol 8 (393.5 mg, 1.56 mmel) or alcohel 17 (300 mg,
1.56 mmol) in dry CH,Cl, (12 mL) was added dropwise (Note: Swern oxidation could be scaled-up to 1.56 mmol of starting material). After the starting material had
been consumed (nearly 2 h), Et;N (1.88 mL, 7.8 mmol) was added. The reaction mixture was stirred at -78 °C for a further 30 min and was allowed to warm to rt
and quenched with saturated NH,Cl and H,0, and the mixture was stirred for 30 min. The organic phase was decanted off, and the aqueous layer was extracted
with CH,Cl, (3 x 30 mL). The combined organic layers were washed with brine, dried over anhydrous Na,50,, and evaporated under reduced pressure. 32 5-
Bis{methoxymethoxy)phenyijprop-2-ynal {9). Yield 91%; colorless oil. IR (KBr) v, 1660, 2194 cm; *H NMR (CDCl;, 400 MHz) & 3.46 (3H, s, H-4b), 3.51 (3H, s,
H-1b), 5.10 (2H, 5, H-4a), 5.21 (2H, 5, H-1a), 7.09 (1H, dd, 7= 9.2 and 1.2 Hz, H-6), 7.12 (1H, dd, 7= 9.1 and 2.2 Hz, H-5), 7.22 (1H, dd, 7= 2.2 and 1.3 Hz, H-
3), .44 (1H, s, H-9); ’C NMR (CDCl,, 100 MHz) & 56.18 (C-4b), 56.54 (C-1b), 92.05 (C-8), 92.27 (C-7), 95.22 (C-4a), 95.58 (C-1a), 110.70 (C-2), 116.72 (C-6),
122.0 (C-5), 122.09 (C-3), 151.85 (C-4), 154.88 (C-1), 176.92 (C-9); HRESIMS m/z 273.0741 [M + Nal" (calcd for C,,H,,0, 273.0739).
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MethodsNow

A tric formal synthesis of -
By Jang, Jaebong; Jung, Jong-Wh aehoon; Chang, Dong-Jo; Kim, Dae-Duk; Suh, Young-Ger g ' ¢ J?j ﬁ}
Frcn Organic & Biomolecular Che ¥, ¥ 2012 ) ﬁ R
Published by Royal Society of Chemistry ‘9 \
_ === RRYSCET FELUK B
v [N DBAAOBRD | IARISCEIT FR LA B AR
©\/ \/© \\ Products Isoquinaling, 3,4-dihydro-6,8-bis(phenylmethasy -, 95%, CAS RN: 1384461-35-1
Q. 0.
N 1 Reactants Benzensethanaming, 3,5-bis(phenylmathoxy)-, CAS RN: 188662-05-7 p— #@ {
+ 7 — Hexamethylenetetramine, CAS RN: 100-97-0 J Hen
N, N Solvents Trifluoroacetic acid, CAS RN: 76-05-1
Agstic acid, CAS RN: 64-19-7 -
2 & ara B 1
Procedure 1. Add hexamethylenstetramine (3.1 g, 22.1 mmal) to the mixture of 2-(3,5-
bis(benzyloxy Jphenyl)ethylamine (2.0 g, 11.0 mmeol), AcOH (12 mL) and TFA (3 mL) under argon
2. Stir the mixture for 3hours at 90EC.
3. Dilute the reaction mixture with H,0. Iy N
4. Basify with potassium carbonate and extract with CH,Cl,. B S Hé N I *n
5. Wash the combined organic layers with brine. *’ \_Ll_ E
6. Dry over MgS0, and concentrate in vacuo.
7. Purify the residue by column chromatography on silica gel (5 to 10% EtOAc in hexane) to obtain 6,8-
bis(benzyloxy }-3,4-dihydroisoguinaline.
-
Sy Scale gram
—
1H NMR (CDCl,, 400 MHz) & 8.69 (5, 1H), 7.43 - 7.2 (m, 10H), 6.45 (d, J= 1.88 Hz, 2H), 6.36 (5, 1H), 5.05 (5, 2H),
o 5.04 (5, 2H), 3.67 (t, 2H), 2.65 (t, 2H)
13C NMR (CDCl,, 100 MHz) & 161.9, 157.7, 155.2, 140.0, 136.3, 126.6, 128.5, 128.1, 128.0, 127.4, 127.1, 111.9, 105.3,
98.5, 70.1, 46.5, 26.0
- | EhgER
IR (thin film, neat) v,.. 3062, 3032, 2935, 1736, 1620, 1603, 1575, 1497, 1442, 1377, 1351, 1309 cm! H/on
HRMS (FAB+) caled for CuHpNO, (M+H-) 344.1651; found 344.1658
Mass Spec (FAB+) myz 344 (M+H")
-
State yellow solid
N
CAS Method Number | 3-614-CAS-200055 2 {%1? / %’_ H:II 75—;%
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Copper (296)

Iron (218)
Lead ;04) Analysis of Impurities in 2-Thiophenepropanoic acid, a-[[2-butyl-1-[(4-
Nickel (202) carboxyphenyl)methyl]-1H-imidazol-5-yllmethylene]-, (af)-, methanesulfonate (1:1) by

Impurities (201) HPLC

: CAS MN: 1-101-CAS-58103 NN
el et
(D Add to Compare

View Details & Instructions

~ Matrix
(F;fla;maceutical tablets Analyte Impurities
Drugs (170) Matrix 2-Thiophenepropanoic acid, a-[[2-butyl-1-[{4-carboxyphenyl)methyl]-1H-imidazol-5 H’£XY]‘H—/’
Tablets (142) yllmethylene]-, (aE)-, methanesulfonate (1:1)
River waters (134) Other Materials ~ Material: Column (250 mm x 4.6 mm x 5.0 pm)
Drinking waters (127)
View All Method Active Pharmaceutical Ingredient and Metabolite Analysis
Category
v Method Category
Technique HPLC

v Technique
Fouipment Used HPIC system
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Copper (296)
Iron (218 Drainage waters (1) [la,a-[1,2- Flammulina velutipes (1)
(218)
Lead (204) Drinking waters (127) ELha;eC;iYﬁigmmo- Flaxseed (7)
. kN)]bis[2-(hydroxy-
Nickel (202) Drug delivery systems (75) KO%JI:Jen[zer(wey:aceta?:!o—KO]] Flours and Meals (1)
Impurities (201) Drugs (170) (2-)lmanganese (3) Flower (4)
View All Duck meat (6) Ethanol (2) Fluorine-18
Dust (2) Ethanolamine (1) ﬂuor?deoxyglucose (M
~ Matrix Dysprosium oxide (Dy,0s) Ethene, homopolymer (3) Fluorite (CaF;) (2)
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(456) Echinodorus macrophyllus ato)manganate(2-) (2) Flupirtine maleate (1)
Drugs (170) ‘! )_ . Ethylene oxide-propylene Flurbiprofen (11)
Tablets (142) Eg:l?:? oils (3) oxide block copolymer (1) Foenicululrrj vulgare (1)
River waters (134)
Drinking waters (1 € Prev 1 3 45 6 7 13 Next » Goto page: [ Go |
View All
Apply Cancel
v Method Category
Technique HPLC
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Analysis of (+)-Flurbiprofen in Tablets by Reversed-phase HPLC

CAS MN: 1-101-CAS-47394

Method Category: Active Pharmaceutical Ingredient and Metabolite Analysis

SLRRRA L

Technique: Reversed-phase HPLC; UV-visible spectroscopy

Materials Role mage CASRN
(-)-Flurbiprofen analyte View Structure 51543-40-9
(-)-Ketoprofen analyte View Structure 56105-81-8
(+)-Ibuprofen analyte View Structure 51146-56-6
(+)-Pranoprofen analyte View Structure 103813-85-0
Naproxen analyte  View Structure  22204-53-1
(-)-Pranoprofen analyte View Structure 132880-23-0
(+)-Ketoprofen analyte View Structure 22161-81-5
(+)-Flurbiprofen analyte View Structure 51543-39+
(-}-lbuprofen analyte View Structure 51146-57-

Source

High-performance enantiomer separation of nonsteroidal anti-inflammatory drugs (NSAIDs) by 3 pm reversed-phase
chiral columns and application to the optical purity testing of naproxen drug substances and its formulations

Yﬁk{nlu\

Tanaka, Moe; Nagamatsu, Kumi; Nishi, Hiroyuki
Analytical Sciences (2014), 30 (3), 397 - 406. Japan Society for Analytical Chemistry
CODEN: ANSCEN  ISSN: 09106340 DOI: 10.2116/analsci.30.397

Document Sources

Abstract~

The enantiomer separation of 5 nonstereidal anti-inflammatory drugs (NSAIDs), such as ibuprofen, ketoprofen (KP) and
naproxen (NX), which are included in The Japanese Pharmacopoeia 16th edition (JP16), was investigated by employing 4
kinds of 3 pm reversed-phase chiral columns (AD-3R, AS-3R, OD-3R, and OJ-3R). Except for KP, the enantiomers of 4
NSAIDs were successfully separated by 1 of the 4 columns. Among 5 NSAIDs, only NX was used as a single enantiomer (S-
form, active form) in the clin. field (P16); therefore, optical purity testing method of NX is required for its quality
evaluation. Among 4 CSPs, the method was developed by an AS-3R column, which showed good enantioselectivity for NX
enantiomers. By optimizing the conditions, the resolution (Rs) of 2.55 was obtained for NX enantiomers within approx. 6

min. The minor enantiomer R-form eluted before the main active enantiomer S-form. Finally, the developed method was
lincl ta tha antical £ MY activanh. ticali i 4Dl ite £ ahlat and

™~

w

Equipment Used
HPLC apparatus, Kyoto, Japan

@ ow

HPLC system, Shimadzu

[==)

UV/VIS spectrophotometer, UV-2550, Shimadzu, Japan

Injector, Rheodyne 7725i

R

~

. Inject a constant volume (2-5 pL) of the sample solution manually through a Rheodyne 7725i injector (20 pL logg

Retention Time

Instructions

Enantiomer separation by HPLC (water and ACN (3:2))
1.

Prepare sample solutions of racemic NSAIDs (nonsteroidal anti-inflammatory drugs) with MeOH at a concentration of
approximately 1 mg/mL.

. Prepare a sample solution for NX, through mixing the active S(+)-form and the minor enantiomer R(-}-form at a ratio of

approximately 1:1.

. Prepare a solution of a paraben mixture by combining each 10 mL of a 100 mg/100 mL MeQH solution of uracil, Me

(methyl p-hydroxybenzoate) paraben, Et (ethyl p-hyrdoxybenzoate) paraben, iPr (isopropyl p-hydroxybenzoate)
paraben, nPr (n-propyl p-hydroxybenzoate) paraben, and Bu (n-butyl p-hydroxy-benzoate) paraben to a 100-mL
volumetric flask.

. Add water to the volume (10 mg each/100 mL).
. Use uracil as a ty marker substance, because it was not retained under the applied HPLC conditions.
. Investigate HPLC separations of enantiomers of five NSAIDs a mixture of paraben by employing four kinds of the 3 pm

reversed-phase chiral columns (AD-3R) under the following conditions: column temperature, 25°C (room
temperature); flow rate, 1.0 mL/min; detection, UV 254 nm (210 nm for IB).
Employ a mixture of water and ACN (3:2) as mobile phase.

e

5O

Validation

M2
4.36 (enantiomer-1 pranoprofen), 4.76 (enantiomer-2 pranoprofen) (tgr/min, tgz/min respectivi \y)éﬂ

Vel IN
EARIE

7.77 (enantiomer-1 naproxen), 8.70 (enantiomer-2 naproxen) (tp;/min, tzo/min respectively)

11.2 (enantiomer-1 ibuprofen), 12.3 (enantiomer-2 ibuprofen) {te:/min, teo/min respectivelyv)
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Compare Methods

Title

CAS Method Number

Method Category

Technique

Analyte

Analysis of (+)-Flurbiprofen in Tablets
by Reversed-phase HPLC

Analysis of (+)-Flurbiprofen in Tablets
by Reversed-phase HPLC

2 I

Analysis of (+)-Flurbiprofen in Tablets
by Capillary electrophoresis

Expand All

SRty
PDF ({4

Matrix
1-101-CAS-47394

Active Pharmaceutical Ingre

Metabolite Analysis Other Materials

Reversed-phase HPLC; UV-y
spectroscopy

(-)-Flurbiprofen; (-)-Ketoprof
Ibuprofen; (+)-Pranoprofen
(-)}-Pranoprofen; (+)-Ketopra
Viewalv

Equipment Used

Source

Method

Ketoprofen; (£)-Pranoprofen;
Flurbiprofen; Ibuprofen; Tablets;
Capsule (microbial)

C18 column (5 pm, 4.6 mmi.d. x 15
cm); Membrane filter (0.45 pm pore
size); Capillary tube (i.d. 50 um, 60 cm
ViewAlv.

HPLC apparatus, Kyoto, Japan; HPLC
system, Shimadzu; UV/VIS
spectrophotometer, UV-2550,

View Allv . N

High-performance enantiomer
separation of nonsteroidal anti-
inflammatory drugs (NSAIDs) by 3
View All v

Enantiomer separation by HPLC (water
and ACN (3:2))

1. Prepare sample solutions of
View All v

(£)-Pranoprofen; Flurbiprofen;
Ibuprofen; Ketoprofen; Tablets;
Capsule (microbial)

CHIRALPAK AD-H (5 pm, 4.6 mm i.d. x
25cm)

UV/VIS spectrophotometer, UV-2550,
Shimadzu, Japan; HPLC system,
Shimadzu; HPLC apparatus, Kyoto,

View All v

High-performance enantiomer
separation of nonsteroidal anti-
inflammatory drugs (NSAIDs) by 3
View All v

Enantiomer separation by HPLC (n-
hexane/acetonefacetic acid (80:20:1))

1. For a comparison, with
View All v

Ketoprofen; Flurbiprofen; (£)-
Pranoprofen; Ibuprofen; Tablets;
Capsule (microbial)

Membrane filter (0.45 pm pore size);
Capillary tube (i.d. 50 pm, 60 cm
length; effective length, 50 cm)

P/ACE MDQ system, Beckman;
Ultrasonic bath, AU-16C, Tokyo-rika,
Tokyo, Japan; Injector, Rheodyne

View All v

High-performance enantiomer
separation of nonsteroidal anti-
inflammatory drugs (NSAIDs) by 3
View All v

Enantiomer separation by CE (capillary
electrophoresis)

1. Perform CE separation with an
View All v
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