ATTTIRTR TR

AIATAEALLERA LA ATV RA AN

New Reaxys {748
Reaxys /i #J7 =% i

55 p.wu.1@Elsevier.com

777 F2EEL,
L
SESSITESET T

IFEIFFIFFEFEEIRRIEF . /
FEFTIILISS. 7 7,
/ Ly

FEEEEEEES
SRTTIIIIIIIITIIT — e
11/ 4L Ty




ELSEVIER

PN
ReaxysH 1) N B HE R 5] /44

ReaxysH I &
Reaxys 15 A6 2 A =
YnAa] 1] B Reaxys 45 #4) 1 B S0 2% 45 74 7
e FH Reaxys it 474 i k6 22 A1) i o3 Mt
e H FH Reaxys it AT e N 2 A1 254 i 12k
un{ar ) F ReaxysHil{E & piit X

Reaxysti & /N gk



ELSEVIER

Elsevier 2848

TITLE OF PRESENTATION |

ElsevierT 18805 £ =1L , BRI ZHIBUITEARRHIZSRYAITHILER , TE

AR/ BB KHIRHS SRR AT

Elsevier 2—xRXEEMAT) , BEME =M , FiHR25Z 1 ExRER

700028 R T , EEEEE/RER (Reed Elsevier) AU R,

= |
JTHE LANCET

£ LANCET

o adle k| B4
DIMOSTR A ZTONI
MATLEAMATIGCHE

fiEren| i ’
Magamica &1 Moy ri Lot

Galileo’ last and greatest work,
published in 1638 by Elzevir,
Discorsi € Dimostrazioni
Maremariche is considered
the first important discussion

of modern physics.

3



ELSEVIER

TITLE OF PRESENTATION |

1000+ Corps . 600+Acedemics collaborated with Reaxys

./ PEKING UNIVERSITY

ORM
pNO e,

ST
€ 11'14/
Aswan

& %
fpfﬁ)f"

ZRGHE AL

EAST CHINA NORMAL
UNIVERSITY

!, NOVARTIS

HEM!PAnTNER

SHAMGHAI CHEMPARTMER

" Tianjin University

47

HISUN
JRIEFS




ELSEVIER TITLE OF PRESENTATION | 5

4 72 Reaxys?

2y

@ co >54 M SCHERID3R

>105 M 5 1d% >42 M RS2 Linked | >16,000 3, <A
>500 M SCH KR DULKEE R A, | to | DRAHUEE, MM,
WL, A2, ki WAL AR, R, LMLy, HHE, L
R, A, NS RO, RBE TLER
PR

Chemistry fundamentals ____ Uses across _|

disciplines



ELSEVIER TITLE OF PRESENTATION | 6

Reaxys WERAINENEEIFIZRFER R

Reaxysftilg 516,098 FHHATI

- HEESHEFEX16NFER HrpE Rz OHAT

. RIS 4267 ( HHUERACSHE
EIE | STEMS TMMEE R OETI315)
Z T FEChemical Engineering
£ Chemistry ‘
F&lZFDentistry
FERIZFEarth and Planetary Science 1%?‘-_1;@9&?%” ( 76EL‘)\;EE|(J
ey ) R EE, KoM), 20106

SKHYRFAE B, FEILKL

IMEEnvironmental Science

2015 LAERBERIFE |,

BRFRHEYIZImmunology and Microbiology 23R

MElElZMaterials Science ‘ HS

g% Medicine Xﬁ??iiiﬁikﬁ’ﬂﬂiitlﬁi’i
B RFRIZNeuroscience W, EEQEE’\J—%KEEL\,L
iRz, SEFPharmacology, Toxicology and ‘lalyjﬂ@]'] 771 E

Pharmaceutics

HITRSFNR S F Physics and Astronomy
E[EZVeterinary



ELSEVIER

Reaxys+New Reaxysfii/ K EH *

BElLsTY
" DER ORGA

Development Focus:
Information Source

Development Focus:
Database Structure
and Access

WREAXYS’

>3000 544

i AR

Development Focus:
The User

TITLE OF PRESENTATION

Medicinal Chemistry

oV g @“’@“
( ( ( ( ([

Reaxys

Quicksearch  Query builder  Results

Search sub

reactions and d

Synthesis planner  History

0

‘I\/

|7



ELSEVIER TITLE OF PRESENTATION

BE FARHEY B s

231 Su bStaﬂ CES out of 2,394 Documenits, containing 1,199 Reactions, 65 Targets

o~

[] e e

Export

] Reaxys ID: 4194670
. CisHaOs 282337 4194670 63968-64-9

|dentification Physical Data - 375

Druglikeness Spectra - 102

Bioactivity (All) Other Data - 213

=
pX  Parameter \Value Value Unit Biological = Population Route of Dose Dosing | Reference
Fan Biﬂa C.tiv'ity (AI I) (qual} (guant) Species administration regimen
 metabolic  active I mouse administration mg{‘kg [ Acquaah-Mensah, George K; Rich, Stephen M. - Journal of
stability Ethnopharmacology, 2014, vol. 153, # 3, p. 732- 736

Full Text 71  Cited 15times A1 Details > Abstract »

'  In vitro: Efficacy - 1,358

Vd ss/F 1363 L Human Healthy oral 500 Single Simonsson, Ulrika 5. H.; Jansson, Britt; Hai, Trinh Ngog; Huong,
. : administration  mg Dinh Xuan; Tybring. Gunnel; Ashton, Michael - Clinical
W I n ¥Vivo: .Iﬂln | H‘Ial MDd El & ]. 3 5 Pharmacology and Therapeutics, 2003, vol. 74, # 1, p. 32 - 43
Full Text &  Cited 68 times 7 Details » Abstract »
4 ME‘ta I}DI IS - ].'6{:' Vd ss/F 967 L Human Healthy oral 500 Single Simonsson, Ulriln_(_a 5. H.; Jansson, Britt; Hai, Trinh Ngoc; Huong,
administration mg Dinh Xuan; Tybring, Gunnel; Ashton, Michae! - Clinical
Pharmacology and Therapeutics, 2003, vol. 74, #1, p. 32 - 43
“  Pharmacokinetic - 98 Full Text 71 Cited 68times 71 Details >  Abstract »
AUC 1696 ngh/mL  Human Healthy oral 500 Single Simonsson, Ulrika S. H.; Jansson, Britt; Hai, Trinh Ngoc; Hueong,
= dministrati i = i o i - Clini
S TDXICIt‘ﬂ"SHfEtY Pharm aculﬂgy administration  mg Dinh Xuan; Tybrlng_. Gunnel; Ks_h{_on, Mlch_ael Clinical

Pharmacology and Therapeutics, 2003, vol. 74, # 1, p. 32 - 43
Full Text A  Cited 68 times A Details > Abstract »




ELSEVIER

SCHER R A TR R T 2

TITLE OF PRESENTATION

1
H
R.§ N AR \j_ "/ S N b
EhEIT ERO R T —L
s\@?’)“_\fo I t EL%—EE’\J}F/I %L =
N, \
NTR =+ b L
HIEEMIFITEEGFR |, erbB2LAK
Comp. ® ® 1Cso ()™
EGFR. erbB2. MCF7. HaCaT. MDA-MBE231 HepG2, AS49 _
———— ANEIBYSFRE AR _LRYICS0%
o H 24-Clg~CgHy- 37 47 7.0 232 259 527 526 R
7c H CeHs—CHy— 250 263 753 298 512 614 / &% ?
7d s o f . 7
7 " -0 2 e s as3 23 X 7N
7t H 4-0H-CgHy- 327 659 356 853 ND
/4 H 2-Ch-CgHy- 223 253 212 837 >100
Th H 2-CHy—CeHy 522 A saa. aan. .
Ti H 4-CHy—CgHy- 246
H OCH;);-CgHa- A 100 352 5 . 3 =
> H ﬁ‘m.ﬂfﬁe& ’ >100 0 521 [0056] The results are shown in the following table, which presents ICso in uM. S-adenosyl
7 H 2-Furan =100 ND 563 - -
m :j o o pia e b homocysteine (SAH) and sinefungin (SIN) are controls:
fos
e SAH Sinefungin | Example | Example | Example | Example | Example
e 100 101 102 103 104
75
/ 3; G9a 6.66 18.86 >50
22 GLP1 503 |3202 >50
N red SET7/9 >100 | 1.14 >50
\ 54
N -5‘; SET8 >100 | >100 >50
L | a = SETD2 2.94 28.44 45
PRMT1{100nm, | 8.59 1.034 >50
RGG)
PRMT3 39.5 28.17 >50
N SUV39H2 0.63 4.58 >50
NS A
?*U I:I:'ie Ik 5&3515 U{*I_/, [ CARM1® 190 |044 0045 |0370 [0108 [0870 |03
CARM1"® 0.05
Y, S 4ERAIIC50
N SMYD2-FL ~50 0.22 >50
Z
IR R
SETDB1-FL 0.95 g




ELSEVIER TITLE OF PRESENTATION | 10

ReaxysH A5 M £ s 2 IE =

Epidermal growth factor receptor

m

Eﬂ by

h

E-]

= % ~ E

o ]

Substances = =+ " 0w [}
o I : ; - 5 5

gefitintb = m = = =
o

2{1H-ben_ . adiazcle

Substances

3{{1H-ben... adiszole

24{1+i-ben_. adiazole
5.4, il

2{1H-ben . adiazole

2-{{1H-ben__ adiazole

1 Documents with 38 Substances, 42 Reactions, 17 Targets

a  F @ 0]
Export Settings Mavigator Legend

4-{5-{{1H-b._ jphenal

2-{{1H-ben_. adiazale

Documents B | | Fullscreen 7
24{1H-ben_.. adiazole

2{1H-ben . adiazole

00°°0°00°000000

A

¢ B 31517921
Sm ||e:l:_\\1 31517922

31517923

2-(1H-ben... adiazcle g E‘-‘ é‘ : B E E E E E E g ; i é i %‘
2-((1H-ben__ adiazole % E__ s g E = = £ £ z & é g g = % g
2-{{1H-ben___ adiazale A H o 7 b L!d L!d ‘._ ‘._ 1] & o u_ = oS b W
i c 9 + ] ] n = = * : 5 = # ok i "l
i, st A2 | L2 & L)L BBy &S B|E |42,
T T T i 7 T T = i T T = i T 3 T
= = = = 5 = i & b= 3 5 = = i< B = he] =
§ I I i & T I I & & = % i % & & I I I
i
| | ® ®© ® ®© ®© © © © © 0 0 0 0 o
s-saoo..mae @ [N I W I N I I
sinefungin  EFEEE s« 2 EE -
A i
/ 27475499
¢t *’Q ’
LY AR i = A [0 [ [ (] o ) o ) O I =T




ELSEVIER

PN
ReaxysH 1) N B HE R 5] /44

ReaxysH I &
Reaxys 15 A6 2 A =
YnAa] 1] B Reaxys 45 #4) 1 B S0 2% 45 74 7
e FH Reaxys it 474 i k6 22 A1) i o3 Mt
e H FH Reaxys it AT e N 2 A1 254 i 12k
un{ar ) F ReaxysHil{E & piit X

Reaxysti & /N gk



ELSEVIER

Reaxys% 5| 1N &—3CRk A

TITLE OF PRESENTATION

New homocamptothecins: Synthesis, antitumor activity,
amd molecular modeli

Sing Zhims

1 ORSEBEER) (oron el ol g -
and MCF-7 (for breast
ere chosen for testing the in vitro anti

tecan and irine Man

better m\nbnnry sty lglm( TTONG el e v

topotecan. For example, the 1Czo values of 91 and 9

e mm {han 02 1M, In partula, he aiivity of
s promising compounds, 9, 0 and %, showel

potent
ot and . oaee phzmumlo@ul
and toxicological evaluation of these promising

ounds s 3t progress. The deaikd caplanabion of

SAR would be discussed in the following 3D-QSAR |

Reaxyswif T OCEREF H

IZIJLL\’ j:%g

i,

ANTF) A LI 2R 5] ] SR
N AT IR .

bibliographic

v

New homocamptothecins: Synthesis, antitumor activity, and molecular modeling Cited 23 times

Miao, Zhenyuan; Sheng, Chunquan: Zhang, Wannian; Ji, Haitao; Zhang, |ing; Shao, Luecheng; You, Liang; Zhang, Mip; Yao! Jianzhong;
Che, Xiagyin - Bioorganic and Medicinal Chemistry, 2008, vol. 16, # 3, p. 1493 - 1510
Abstract ~  IndexTerms A  Substances 124 ~  Reactions (78 Full Tet A
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Abstract

Homocamptothecins (WCPTs) represent a class of new emerging antitumor agents, which contains a seven-membered
B-hydroxylactone in place of the conventional six-membered a-hydroxylactone ring (E ring) of camptothecins. Some
novel 7-substituted hCPTs were designed and synthesized based on a newly developed synthetic route which couples
ring A with ring C, E and D. Most of the synthesized compounds exhibit very high cytotaxic activity on tumor cell line
A549. Some compounds, such as b, 91, and 9y, show broad in vitro antitumor spectrum and are more potent than
topotecan. Three-dimensional quantitative structure-activity relationship (3D-QSAR) methods, CoMFA and CoMSIA,
were applied to explain the structure-activity relationship (SAR) of the synthesized compounds. Furthermaore,
muolecular docking was used to clarify the binding mode of the synthesized compounds to huran DNA topoisomerase
|, The important hydrophobic, base-pair stacking, and hydrogen-bonding interactions were observed between the
hCPT derivatives and their receptor. The results from molecular modeling will guide the design of novel hCPTs with

higher antitumor activity.
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