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Quick Search Query Builder

RECIXYS" Quick search | | Query builder  Results  Synthesis planner  History
Search substances, reactions, documents and bioactivity data
mport 4,

in Reaxys, Reaxys Medicinal Chemistry, PubChem, eMolecules, LabMetwork and SigmaAldrich

Q. Reactions, e.g. phosphorylation

AND

@&Q Create Structure or Reaction Drawing

Sam Yu

Jo




ELSEVIER 9

ReaxysH#: % 75 3\—Quick Search

Q, Substance ADME, e.g. Pharmacokinetic of Imatinib

AND

@ﬁ Create Structure or Reaction Drawing

Quick Search/ A UFERABI AR :

1. YIFAFR, Gefitinib

2. RRNLBFR, Wittig Reaction

3. ¥IRIBILIERR, Solubility of Gefitinib
4. YIFRHIIEE, NMR of Gefitinib

5. 7Fx, C22H24CIFN403

6. RRNEH, Substitution

7. KYEIE, Immunology Oncology
8. RINZEH, YIREEH
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Reaxys. Quick search  Query builder  Results  Synthesis planner  History Signin @

Drag & Drop to build a new query
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<>  Substance Basic Index E g
<>  Reaction Basic Index EE
<> Document Basic Index EE

Identification

<>  Chemical Name

<>  Element Symbols

0

<>  Molecular Formula
<>  Molecular Weight Ig
<>  Preferred CAS Registry Number
<>  CAS Registry Number E
<> Bioactivity Presence

£2  Catalyst Investigation

<>  Charge Ig

<2  Chemical Name Segment Ig

&

Derivative

&
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<>  Element Counts E

Physical Properties

S
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&

©

©

&

©

©

©
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Melting Point

Boiling Point

Sublimation

Refractive Index

Density

Adsorption
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Autoignition

Azeotropes

Boundary Surface Phenomena

Chromatographic Data

Bulk Viscosity

Circular Dichroism
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/

REUXYS Quick search  Query builder  Results  Synthesis planner  History mve o L ®

Search for solubility of gefitinib

Search Reaxys
Q solubility of gefitinib b4

AND

@ﬁ Create Structure or Reaction Drawing

/
B BRIBSERA, solubility of gefitinib, %
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New  Edit

330

110

301,491

20,075

Quick search  Query builder  Results  Synthesis planner
Results for solubility of gefitinib
Substances Structure : as drawn AND  Property : solubility

Documents

Documents

Documents

Edit in Query Builder g# Create Alert [\

Titles, Abstracts, Keywords : solubility, gefitinib
Edit in Query Builder g# Create Alert JAN

Titles, Abstracts, Keywords : solubility
Edit in Query Builder g# Create Alert [\

Titles, Abstracts, Keywords : gefitinib
Edit in Query Builder g# Create Alert n

History

Preview Results

Preview Results

Preview Results

Preview Results

View Results

View Results

View Results
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CazHz4CIFN,O; 446,909 8949523  184475-35-2

1= "ﬁ
n]:):f" Hit Data - 1 Bioactivity (All) Other Data - 2,552 Preparations - 65
r-*-../l) \(:( Identification Physical Data - 67 Reactions - 101 >
e )
Druglikeness Spectra - 53 Targets - 1,047 >
2 & ale
Documents - 3,884 >

~ HitData-1

v  Solubility (MCS) - 1 hits out of 1

/

~ Soluhility{?)(CS} - 1 hits out of 1

Show/Hide columns v

Solubility, ~ fatwration  Temperature Solvent Reference H |t DataE?% gé ||:I:I| -,a 17-IS E"J

gt (Solubility (MCS)),  (Solubility
N .:\_| A RS \ ~
‘ v SSITEAE, LARAIN SR
0.0021 in pure 20 water Zhao, Feng; Lin, Zhaohu; Wang, Feng; Zhao, Weili; Dong, Xizochun - Bioorganic 14: é i : *ﬁ
solvent and Medicinal Chemistry Letters, 2013, val. 23, # 19, p. 5385 - 5388 *u %ﬁ R

Full Text ;A Cited 16times (A Details >  Abstract >
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CaoH54CIFNLO;  446.909 8949523 184475-35-2
=] : "~l

. Hit Data - 1 Bioactivity (All) Other Data - 2,552 Preparations - 65 »
!_:;,l) ' Identification Physical Data - 67 Reactions - 101 >
Druglikeness Spectra - 53 Targets - 1,047 >

B2 & ale
Documents - 3,884 >

. / Colour fy Other  Location Hefarence
~  Physical Data - 67 R
. i white Parngraph 0037  CSPC Zhonggi Pharmaceutical Technology(ShijiszhuangiCorporation Limited; CSPC Ouyl Pharmaceatical Co., Ltd;
v Melting Point - 21 Zhang, Yangiao; Li, Xisofang; Sun, Wentao; Zhang, Sujusn; Geng, Jia - CN103319422, 2016, B

Full Text 71 Detals > Abstract )

~  Association (MCS) - 1 No author - CNIDS854184, 2017, A

Full Txt A Detsis ) Abstact )
~  Chromatographic Data - 4

whits Paragraph 0037;  No suthoe - CN106354185, 2017, A
- D047
~ Conformation - 1 FullTest A1 Detslis >  Abstract )
/ white Paragraph 0065  Chongging Laimel Longyu Pharmaceutical Co., Ltd.; Wen Hulylng; Ren Sixizo; Xu Xisofang; Tang Qunitan: Yang
~  Crystal Phase - 7

Shengxl - CN107098453, 2017, A
/ FllToxr 2 Detls > Abstract )

~  Crystal Property Description - 14

white Parngeaph 0015 Zhengrhou University The First Affiliated Hospital; Cheng Weiyan; Zhang Xisojian; Tian Xin - CN106432202, 2017, A

Full T i
v Crystal System - 1 ullTet 21 Denails ) Abstndt )

yellow supporting Kang, Sung Kwon; Lee, Seung Woolg Woo, Daskoo; $im, Jaehoon; Suh, Young-Ger - Synthetic Communications,
v Dissociation Exponent - 2 information 2017, vol. 47, % 21, p. 1990 - 1998
FullText 1 Denils >  Abstract )

~  Further Information - 1

white Paragraph 0126;  shanghai tland shengwu gu Blologiaal Engineering Co., Ltd,; LI, Han Pu; LL flanzhi; Lig, hal; Hu, xu Hua; Zheng,
0133 Xaaoll; Sun, Li; Xie, Lin - CN105218476, 2016, A
v Interatomic Distances and Angles - 2 Full Tet 71 Detas > Abstract )

Feedback {
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CaoHagCIFN,O;  446.909

]:Il:l ) Hit Data- 1
GJ) L

B2 & alo

Identification

Druglikeness

8949523 184475-35-2

~  Spectra - 53

Bioactivity (All) Other
Physical Data - 67 _——» v NMR Spectroscopy - 31

Spectra - 53 /

» IR 5pectroscopy - 6

Tips

ReaxysEH &R E X FHINMRIEE L, H

REREXPHME

/ “  Mass Spectrometry - 11

Vv UVVIS Spectroscopy - 4

“  Raman Spectroscopy - 1

1H NMR (400 MHz, d6-DMSO) © 9.44 (5, 1H), 8.50 (5,
1H), 8.12 (dd, |= 6.9, 2.7 Hz,1H), 7.80 (m, 2H), 7.44 1,
1H]), 7.20 (5, 1H), 418 {t, J= 6.7 Hz, 2H), 3.94 (5, 3H),
3.55(t, | = 4.4 Hz, 4H), 2.45 (t, ] = 6.9 Hz, 2H), 2.41 (bs,
4H), 2.00 {m, 2H).

132C NHR‘.{]M MHz, G“—DMSG':I O 156.48, 15494, 153.57
(] = 241 Hz), 153.05,148.74, 147.43, 137.33 (] = 3 Hz),
123.91, 122.77 (] = 7 Hz), 119.19 {] = 19 Hz),116.90 (J=21
Hz],

109.26,107.72,103.14 67.59,66.43,56.31,55.35,53.73 26.13.

Paragraph 0035 SCINOPHARM ({CHAMGSHU) PHARMACEUTICALS, LTD.; ZHAMG, Xiao-
heng; LV, Xizhou - ‘W02015/188318, 2015, Al

Full Text 1 Show details »

Paragraph 0035 SCINOPHARM (CHANGSHU) PHARMACEUTICALS, LTD.; ZHANG, Xiao-
heng; LY, Xizhou - WO2015/188318, 2015, Al

Full Text 1 Show details »
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(*\..fl) ' Identification Physical Data - 67 Reactions - 101 >
-
Druglikeness Spectra - 53 Targets - 1,047 >
B2 & ale
Documents - 3,884 >

REOXYS Quick search  Query builder Glts  Synthesis planner  History mee 2 O ®

TI p S . Filters and Analysis 3,884 DOCusTENtSs wan 44357 Sutmtantes; 44,630 Resctions, 1475 Targgets Reaiys - 3,854 v

Indeex Terms (1isg) v ] @ L Helevumce & v | Heatmag B

= xport pe=tanats
-/l .
IR *f-ﬁ W a, \ndex Termns (Heaxysiree) 5
. . Oxindole derivatives
n I u]% J'\_‘l- Publication Year v
Zenoca Limised - USA2654 11, 2001, 711
R eaX S A AY Decumet Type - Patwnt Family Members: GEVIO7A00 DX AV 03344 B WO 1997 MIIRT AL AUGSTSUT &; TPIL2SST AL
y Abstact & FromtPageinfo & Subshoos M o Rocom JB o Tages «  FullTen 7
s S “':E E Authors o Mt Sabtamons 0 v
ﬁjkﬂ; d ‘\I
v 7S <« ' Oxindolylquinazoline derivatives as angiogenesis inhibitors
XTJ_ . I_'Ijk ‘E/_ Patert Assignee g Leneca Umited - 50194532, 2001, 13
I ¥ 1T Patant Family Members: WOTP99/1E34% AL AUSELETSR A EF1005479 AL JPI00L/STA1ED A USE29453T 8L ...

Jouthal Titk v S

Fﬂ{g Abtract & Feant Page infn o Substacos (38 v Boctbes (ML v FelTem
g A
EI Subst Cooes o Ha Subdasces (3
1 Use of tyrosine kinase inhibitors for the treatment of inflammatory processes
Reaction Classes v

Bosbwinger ingeianm Pharma Gendid and Ca NG - US200)/14%00), JU03, AL
Pusent Farnily Mwmbere: DE MI04ED AL LISNE3/149062 AL, CATEI2293 AL, WOI0EIMA060 A2; LIVITET AL,
Abstract v Froot Page Info v Subvinces (B v R (I v Tapees v Bl Tem A

Hi Substances (F &

| Method of treating cancer using kinase inhibitors

Cadars-Sinsl Mesfical Conter - US2004/141%, 2004, A Feodbock (D
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REC(XYS Quick search  Query builder ~ Results  Synthesis planner  History Signin (@

.
Search in: Find search fields and forms Q
& B o & @ L H (3

Import Save Resetform Deleteall Structure  Molecular Formula  CASRM  Doc. Index Fields Forms History
~ Reaxys A
<> Solubility Hide fields A X% Basic Indexes v
— A oI
= Solubility, g-I-1
Y E E{ Identification v

- ——
S O I u b I I Ity% Eﬁ is hd Saturation B Physical Properties v

N i~
I:P iﬁ])\lﬁﬁu ’ = V' Temperature (Solubility (MCS)), °C " Srzei v

Chemical - , > v

Namedi#iN B

A

Jﬁ % *II_( El] ﬂ- is v Ratio of Solvents E
q:é!!l Reactions v
Bibliography v

<> Chemical Name x
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1 Substances out of 7,118 Documents, containing 4,141 Reactions, 60 Targets Reaxys - 1 v
+
(] 0 selected — Qo @ Sortby No of References | | Grid B8 ‘ ‘ Heatmap EH ‘
l:l & = potassium chloride
N CIK 745513 3534978
Hit Data - 20 Bioactivity (All) Other Data - 784 Preparations - 414 3
CIK i
Identification Physical Data - 2,972 Reactions - 4,141
Druglikeness Spectra - 182 Targets - 60
Documents - 7,118 »
& HE

~  Hit Data - 20

#  Solubility (MCS) - 20 hits out of 429

4 Show/Hide columns ~
Solubility, =~ Temperature Saolvent Comment Reference
g.I? (Solubility (Solubility  (Solubility (MCS))
(MCS)), °C (MCS))
20 ethanol Solubility: 0.012 El-Dossaki - [Indian Journal of Chemistry - Section A Inorganic, Physical, Theoretical and

molfkgsolvent  Analytical Chemistry, 2005, vol. 44, # 8, p. 1504 - 1506]
Full Text 71 Cited4times 7]  Details >  Abstract >

25 ethanol Solubility: 0.025 El-Dossaki - [Indian Journal of Chemistry - Section A Inorganic, Physical, Theoretical and
mol/kg sohvent Analytical Chemistry, 2005, vol. 44, # &, p. 1594 - 1594]
Full Text ;74  Cited 4 times A Details > Abstract >

30 ethanaol Solubility: 0.037 El-Dossaki - [Indian Journal of Chemistry - Section A Inorganic, Physical, Theoretical and
mol/kg sohent Analytical Chemistry, 2005, vol. 44, # &, p. 1594 - 1596]
Full Tedt A Cited 4 times A Details > Abstract >

35 ethanal Solubility: 0.043 El-Dossoki - [Indian Journal of Chemistry - Section A Inorganic, Physical, Theoretical and
mol/kg sohent Analytical Chemistry, 2005, vol. 44, # &, p. 1594 - 1596]

Full Tet 7 Citeddtimes - Details » Abstract %
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<> Structure X
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H,CCH, 280538 1730731 74-85-1
Hit Data - 12 Bioactivity (All) Other Data - 121 Preparations - 4,591
Identification Physical Data - 2,344 Reactions - 20,397 3
Druglikeness Spectra - 266 Documents - 30,028 3
=R ale
#  Hit Data - 12
~  Mechanical Properties - 12---—-2-£32
\ #~  Mechanical Properties - 12 hits out of 12
\ Show/Hide columns ~
\ Deescription Comment (Mechanical Properties) Reference
(Mechanical
— N Properties)
AN [E) SRR R
Elastic properties $ I‘E I‘E Maksimkin, Aleksey; Kaloshkin, Sergey; Zadorozhnyy, Mikhail; Tcherdyntsey, Victor -
A 1 1 1
]E E’\J * q: Z' g E [ournal of Alloys and Compounds, 2014, vol. 586, # SUPPL. 1, p. 5214-5217]
=99 7] N Full Tet ;4 Cited 15times 7  Details > Abstract 3
B B “HLR
}=| ’|\$ L1 Virial coefficients of . . - Sweet; Steele - [Journal of Chemical Physics, 1967, vol. 47, p. 3029,3033]
ES] the equation of state )|k ?;5\ H *EE Full Tet 71 Details >

QE E ? %& Gainar et al. - [Berichte der Bunsen-Gesellschaft, 1973, vol. 77, p. 372,373, 375]
- ZJS

Full Text ;4 Details »

Orcutt - [Journal of Chemical Physics, 1963, vol. 39, p. 605]
Full Tet A  Cited 33times 7  Details »

Dias Gupta et al. - [Journal of Chemical Physics, 1973, vol. 59, p. 1999]
Full Ted¢ A Cited ldtimes 71  Details >
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Hit Data - 5 Bioactivity (All)
/ \dentification Physical Data - 876
Druglikeness Spectra - 253

2 & ale

 Hit Data - 5

Other Data - 289 Preparations - 1,662
Reactions - 30,403
Targets - 8

Documents - 25,350

AT R "

Description (Mechanical Properties)
“  Mechanical Properties - 5 hits out of 5 Molar volume

\
™\

N

WRE| “IWOE” HIEER
iR, kA, #ER
%‘&’ *ﬁll‘ﬂzj‘iﬁﬂg j:&ié‘ :;:1 coefficients of the equation of

PWT Relationship
Compressibility

Viscosity

Reference

Berrebi; Decroocq - [Journal de Chimie Physique et de Physico-Chimie Biologique, 1974, vol. 71, p. 673,678]
Full Ted 7 Details 3

Miller et al. - [Journal of Chemical and Engineering Data, 1975, vol. 20, p. 417,418, 419]

Full Tet ;4  Details »

Ghosal, Saswati; Samoc, Marel; Prasad, Paras N.; Tufariello, Joseph |. - [Journal of Physical Chemistry, 1990, vol. 94, #7, p.
2847 - 2851]

Full Tet 7 Cited 101 times ;4  Details >  Abstract >

Hayduk, Walter; Minhas, Bhupender 5. - [Journal of Chemical & Engineering Data, 1987, vol. 32, # 3, p. 285 - 290]
Full Tet 4 Details »  Abstract }

Balashova, I. M.; Mokrushina, L Vi; Morachevskii, A. G. - [). Appl. Chem. USSR (Engl. Transl.), 1989, vol. 62, #12, p, 2744 -
2750,2546 - 2551)

Full Tedt 4  Details »  Abstract >

Sasuga et al. - [Journal of Physical Chemistry, 1979, vol. 83, p. 3290]
Full Tet 4 Cited6times 4  Details >

Yakusheva et al. - [Russian Journal of Physical Chemistry, 1977, vol. 51, p. 973] [p. 1657)
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2.2, Regioselectivity of the condensation reaction of mono-
substituted o-phthaldialdehydes

The mono-substituted o-phthaldialdehydes 17a-e and 20a-f
were refluxed for 4 h with alanine (16, 1.2 equivalents) in anhy-
drous acetonitrile before the reaction was concentrated in vacuo.
The crude reaction mixtures (except when specified, Table 1) were
then analysed using a guantitative '"H NMR experiment. A baseline
correction was applied using MestReNova-9 software and in-
tegrations were calculated relative to one proton on deconvoluted
peaks (see Fig. 2 for an example of the analysis applied to the for-
mation of 18a/19a and 511 part l11.1 for the rest of the NMR analysis;
also see the experimental section below for a detailed explanation
of the analytical protocaol used).

In two of the condensation reactions the structure of the major
regioisomer was identified by comparison with the 'H NMR spec-
trum of a pure sample of one of the regioisomers (for 18a/19a, -
22a, for the synthesis of authentic isomers see SI1 part lIL.2). In the
rest of the cases, advanced NMR technigues (HSQC, HMBC, COSY)
applied to the crude reaction mixture were used to assign the
structure of the major regioisomer. Considering the analysis of the
regioisomeric mixture of 18bf19b as an example (Fiz. 3}, the
proximity of a carbonyl was observed to shift the signal corre-
sponding to the aromatic H7 proton in 18b and the methyl H1’
protons in 19b downfield (Fig. 3a and b). Identification of H7 in 18b
was further validated by its cormrelation with C1 in the HMBC
analysis of the regioisomeric mixture (Fig. 3a). In contrast, H4 in
19b showed a correlation with C3 in this HMBC analysis (Fig. 3¢).
Using the correlations observed in the COSY spectrum (Fig. 3d), the
signals corresponding to H5 and H6 for 18b and 19b were finally
assigned. The value of the integrals in the 1D guantitative '"H NMR

. I11.2. Synthesis of pure isoindolinones 18a, 19a, 21a and 22a..
. ° -

%Cm ulﬁ ‘\1[ OMe _smd '\(u\(u' _emf i /qu_‘/

l:-\ uoo*'” o f u-’g\ ~ d}"O“

S1Y Bed O0de SIS 100 sy mu- 180 |00k
S Rel00de S48 1 00 S 2000 I3 2000
S35, Rei.0H 84100 S0 00e Tha L O
9 Rl onde 45, 400 ST 100 192 4000

Scheme S 10: Synthesis of 18a. 192, 21a and 22a Reagents and conditions: {a) MeOH, HiSO4. reflux, 7-24 b, quant. for S18.
§4% for S40: (1) MeL. KaCOs. DMF. 70 °C 1718 b, 92% for S41, 992 for S45. (c) NBS. AIBN, CHCE. reflux, 2.5.21.0 b
9% for S19, crude $42 and S43 were directly used m the next step; (d) NBS, AIBN, CCly, refhux, 2 b, enude S47 was directly
used i the next step: (¢) alanine (16). MeOH. K:C05, reflux 19-21 b, 61% for 18a, 55% (2 steps) for 19a: (f) alamne (16).
MeOH, NEt3, reflux 2-23 b, 4% (2 stepa) for 218, 4% (2 steps) for 22a. +

Esterification of S17, §37. S38 and S39 was achieved in excellent yield using iodomethane or methanol
with sulfuric acid (Scheme S 10).* Radical monobromination® of S18, S40, S41 formed S19, S42, S43
which were directly reacted® with alanine (16) to obtain 18a, 22a and 21a respectively. To investigate
the poor vield over two steps (2% for 18a. 4% for 21a and 4% for 22a), radical monobromination of
SI18 wias repeated and the succinimide side product from N-bromosuccinimide was removed by a basic
wash using NaOH (1 M) leading to pure S19 in 97% yield. Reaction of S19 with 16 and NE!; afforded
18a in only 8% yield. However, concentration of the aqueous phase showed S44 as the major product
(identified by NMR spectroscopy (Figure S 5) and supported by mass spectrometric analysis (HRMS
(ES™) m/z calculated for CieHagNO; [M]7: 280.1907; found: 280.1910) along with the remaining NEt:
and alanine (16). Formation of S44 was prevented by reacting S19 with K-CO, instead of NE#: to provide
18a in good yield. This optimisation could be applied for the synthesis of 21a and 22a but was not
performed since sufficient material was available. .
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