Competenze bibliografiche

in Chimica

Debora Zanolla
PhD STUDENT (XXXI Ciclo)

debora.zanolla@gmail.com



Che cosa si puo trovare in letteratura?

s* Libri

** Articoli

*»* Comunicazioni
** Review

** Brevetti (Patent)




QU a | | r|V| Ste ? https://journalmet

rics.scopus.com/

Powered by Scopus Help
D LA = e pived
CiteScore 2016

Read more >

CiteScore metrics from Scopus are comprehensive, transparent, current and free metrics for serial titles in Scopus.

Refine titles ®

@ CiteScore 2016 methodology & Download all metrics

SNIP

It measures contextual
citation impact by
weighting citations

based on the total
number of citations in a
subject  field, using
Scopus data.

Refine by subject areas... Q_  Search titles... Q 2016 v Show more filters
Showing 22.606 titles Clear Filters
CiteScore metrics calculated using data from 31 May, 2017, SNIP and SJR calculated using data from 30 April, 2017
Highest . .
. . . CiteScore Citations ~ Documents .
® Title CiteScore ™ CiteScore Rank 2016 % 2013-15 % % Cited SNIP SIR
Percentile

1 Ca-A Cancer Journal for Clinicians 89.23 99% 1/116 11,957 134 72% 67.564 39.285
Hematology

2 Chemical Reviews 42.79 99% 1/355 33,976 794 97% 10.369 19.282
General Chemistry

3 Chemical Society Reviews CiteScore 2016 counts the citations 35.70 99% 2/355 43,909 1,230 98% 7.676 14.994

received in 2016 to documents published
in 2013, 2014 or 2015, and divides this by
the number of documents published in

2013, 2014 and 2015.

SJR weights citations
based on the source
they come from.The
subject field, quality
and  reputation  of
thejournal have a direct
effect on the value of a

citation. SIR also
normalizes for
differences in citation
behavior between

subject fields.




[ European Journal of Pharmaceutics and Blophammaceutics 127 (2018) 19-23 ]

a

Rivista, fascicolo, pagine,
anno...

Contents lists available at ScienceDirect

European Journal of Pharmaceutics and Biopharmaceutics

journal homepage: www.elsevier.com/locate/ejpb

2. Materials and methods ] solutior

[ ]
sample
r I ( e [Resea:ch paper ] 2.1. Materials the pea
WEre £x

A new soluble and bioactive polymorph of praziquantel ) Praziquantel  (PZO)  Ph.  Eur  grade  ((11BRS}2-  sum of
. ‘ . . . . . . . e {Cyclohexylearbonyl)-1,2,3,6,7,1 1b-hexahydro-4-H-pyrazino[2,1 aliso-  lated in

% T | Debora Zanolla®, Beatrice Perissutti®®, Nadia Passerini”, Michele R. Chierotti®, Dritan Hasa", quinolin-4-one) was kindly donated by Fatro S.p.A (Bologna, Italy).
. It e PZQ impurity A (2-Benzoyl-1,2,3,6,7,1 1b-hexahydro-4-H-pyrazino[2,1-  2.22. F

Dario Voinovich®, Lara Gigli®, Nicola Demitri®, Silvano Geremia®, Jennifer Keiser',

PR . .. isoquinolin-4- d impurity B (2-Cycloh bonyl-2,3,6,7-
Paolo Cerreia Vioglio®, Beatrice Albertini” aJisoquinolin-4-one) and impurity B (2-Cyclehexanecarbonyl-2, Opt

* - . tetrahydro-pyrazino[2,1-a)isoquinolin-4-one) were Ph. Eur. grade and Jasco P
A X4 Authors and aff|||at|0ns * Department of Chemical and Pharmacewical Sciences, University of Trisste, P.le Europa 1/via L. Glorgleri 1, 34127 Trisste laly purchased from Endotherm Gmbh (Saarbruecken, Germany). HiPersolv 1 g/100
¥ Department af Pharmacy and BioTechnology, University of Bologna, Via 5. Donato 19/2, 40127 Balagna, lialy Chromanomm Methanol (Ph Eur. for HPLC Gradient Grade) and Ethanol [25,26]
“ Department of Chemisry and NIS Centre, Unlversley of Toring, V. Giurla 7, 10125 Tovino, laly (Ph. Eur.) were purchased from VWR Chemicals BHD PROLABO®. formati
O # Loicestor School of Plammacy, De Mongor University, The Gateway, LET 9BH Lelcester, Unitad Kingdom
”’ Abst ra Ct - Ke WO rds * Eletra - Sineroirone Trede, 5.5 14 Km 163.5 in Area Sclence Pork, 34149 Basoviesa, Triede, Nraly .
¥ 2.1.1. Preparation of Form B 2233
Helminth Drug Development Unit, Department of Medical Parasitalogy and Infection Blobogy, Swiss Tropleal and Public Healh Isdnge, Socinser. 57, CH-4051 Basel, e -

Switzerand Praziquantel was milled on its own, by neat grinding, in a vibra- Star

RN . ¥ Ate-Marseille Universi, CNRS, ICR (UMR 7273), 13397 Marselle cedex 20, France tional mill-Retsch MM400 (Retsch GmbH) which was equipped by 2 equippe
£ 4 I ntrOd UCtlon screw-type zirconium oxide jars, each with a capacity of 35ml A radiatio
ceramic material like zirconium oxide was selected due w its high (15-25
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Ke 3 Praziquantel is the only available drug to teat Schistosomiasis. However, its utilization is limited by many
Tug
Praziquan isl drawhacks, including the high therapeutic dose needed, resulting in large tablets and capsules diffimit to be
”’ Resu Its Mechanochemisiry swallowed, especially from pediatric padents. In this smdy, an alternative option to overcome these dis-
* Salid atate reartinne advantages is proposed: to switch to a novel crystalline polymorph of racemic compound praziquantel. The
:ﬂ:;;uphhm preparation of the aystalline polymorph was realized via a neat grinding process in a vibrational mill. The 017
(S . o Elwul-?lry phase (Form B) was chemically identical to the starting material (as proved by HPLC, 'H NMR, and polarimetr] | References I [14] R Trs
”’ D I SC u SS I O n Crystal structure solutlon bt shnwed_ different physical properties (as mlm?wd b_}' SEM, diﬁrmn. tial scanning calorimetry, thern disper
DFT-D caleulations gravimetry, ATRFTIR spectroscopy, X-ray powder diffraction, and solid-state NMR). Furthermore, the oy [1] T Nogl, J. Zhang, J.0. Chan, J.5. Marchant, A novel blokgleal actbvity of przi- (31 e
Neglected tropical diseases structure of the new was solved from the et synchrotron X-ray diffraction ern, resulting if quantel requiring voliage-operated Ca™ channel b subenite subversion of fat- P
ezl op sy ¥ pattern, ing d
”’ H monoclinic €2/¢ cell and validated by DFT-D caleulation. Mareover the simulated solid-state NMR G chemi worm regenerative polarity, PLoS Megl. Trop. Dis. 3 (6) (2009) ede4 1-13 &::.an:-
= . - : - P : B 2] WHO m: Bt of esmential medicines, 19 pril 2015-Revi June 2013)
* O n C u S I O n S shifis were in excellent agreement with the experimental data. The corversion of original praziquantel into Fo 121 Ava]]ah]:ﬁ ,]: le.::'frwww]wlmdinlf'decliﬂuﬁdic?.g:mumiT:ie;:expen.r'NJ: (161 j Ber
B shawed to affect positively the water solubility and the intrinsic dissolution rate of praziquantel. Bath the EML 2015 FINAL amended JUN201 5pdi?ua =13 via the intemet. WHO model (171 L
< vitro and in vivo activity against Schistosoma mansoni were maintained. Our findings suggest that the new pha list of esentia] medlelnss for children, 19 ed. (April 2015 - Revised June 2015) ;..:.I;I;.I.
0’0 AC k n O I e d ge m e nts that proved to be physically stable for at least one year, is a promising product for designing a new praziquan| Avallable af: = hitp: /7 www. who. int /elect lon_ medic ines fcommitiees/ expert 20/ (18] .IJ B
formulation. EMLe 2015 FINAL amended JUM2015pdPea =1 via the intemet = | o
) [3] M. Lindenberg, 5. Kopp, LB Dressman, Classifieation of omally administered drsgs ‘l&";);ﬁll
N omn the World Health Organdzation Mode] st of esential med e ines accond ing. to the f191 J'{_ E
PNES R blophamaseutics elasification system, Evr. ). Flarm Blopharm 58 (Z) [ 2004) .J. I-l'
£ 4 e erences 265-278. Y
. . o . . [4] 1L Huang 5.P. Bathena, ¥. Alnowtl, Metabolite profiling of praziquante] and irs |:I>.a|_u.
1. Introduction schistosomiasis is 20mg/kg three times a day which has w be repeat analogs during the analysis of in vire meiabolic stability wsing in format ion-de- “‘j“ﬁ';
after 4 to —6 weeks. For at-risk populations a 40 mg/kg single dos pendent acquisiton on a hybrd triple quadripole linear lon trap mas spectro- - _L‘ -

Praziquantel (PZ0Q) is an antihelmintic drug largely used for the
treatment of Schistosomiasis. It is estimated that at least 230 million
people worldwide are infected by the genus Schistosoma [1], mainly
with Schistosoma haematobium, 5. japonicum and 5. mansori. Prazi-

uantel is included in the WHO Model List of Essential Drug for the

used as preventive chemotherapy. Since children are the main target of
treatment, research is needed to enhance the solubility and the bioa-
vailability of PZQ, in order o reduce the high therapeutic doses and
therefore the dimension of tablets, which are difficult to swallow par-
tients [5]. Several studies aimed to enhance

ticularly for pediatric
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Syntheses of cyclopentyl nucleoside (—)-neplanocin A throt
tetrazole-fragmentation from cyanophosphates

Hiroki Yoneyama, Kenji Uemura, Yoshihide Usami, Shinya Harusawa’

Osaka University of Pharmaceutical Sciences, 4-20-1 Nasahara, Dsaka, S65-1084, Japan

3. Experimental

31 General mformaton

All reactions were carried out under an inert argon atmosphere.
Anhydrous solvents (THE, toluene, CHzCl, DMF, CPME and MeCN)
were purchased from Wako Chemical Company. During ofganic
wor ki p, solvent extracts were dried over NazS04 and subsequenty
removed in a rotary evaporator under reduced pressure, Fuji Silysia
FL-60D silica gel was used for flash column chromatography. 8« and
8P were chromatographed over spherical silica gel (Fuji Silysia PSQ
100 B silica gel). TLC was performed using precoated plates (Wako
silica gel 70 F254) 'H NMR spectra were recorded on a Varian
Mercury-300 or an Agilent 400-MRE-DD2 spectrometer in CDCly

spectrometer (Jeol Lod., Tokyo, Japan) operating in positive-ion
mode, with 3-nitrobenzyl alcohol (NBA)~NaCl or trieth anolamine
(TEOA)—NaCl 2s matrices””

32 Synthesis of (— Fneplanodn A from CP16

320 (2535)-[4-(terr-Butyidimethylsily bxy methyl }-2 3-
isopropylidenediony - 1-cyvanobutyl diethyl phosphate (16)

DEPC (831 mg 5.1 mmol) and LICN (168 mg, 5.1 mmol) were
added to a solution of ketone 3 (944 mg 1.7 mmol) in THF {200mL)
at rt. After it was stirred for 30 min, the reaction mixture was
treated with water (60 mL), and then extracted with EcOAc-hexane
(1:1, 100 mL} The organic layer was washed with brine, dried over
Naz50y, filtered, and concentrated. Purification via silica gel column

[ | [
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We mcently reported a novel synthetic method for five-membereg
ketones involving cyanophosphates ((Ps] under neutral condi
generated through tetrazole-fragmentation undergo [1.5]-C—H in
pounds. The present paper describes the use of the tetrazole-fragm
practical syntheses of (- Fneplanodn A and a protected tetrol,
synthetic precursor of both {—}Fneplanocin A and its analogues. F
dihydropyran derivative was observed during the synthetic stdy

(-]

2148

chromamgraphy (ErOAc- hexane, 1:4) afforded CP 16 (1165 mg, 95%,
ol

TH NMR (300 MHz, CDCl3): & 0.09 (s, 3H), 0.10 (s, 1L.5H), 0.11 (s
L5H) 0.91 (s, 4.5H), 091 (s, 4.5H), 1.22-1.33 (m, 10.5H), 1.43 (s,
1L.5H), 3,60 (d, 0.5H, | =8.4Hz), 361 (d, 0.5H, |=10.2 Hz), 3.76 (d,
0.5H, | = 8.4 Hz), 3.89-427 (m, 6.5H), 440-4.48 (m, 1H), 4.59 (d,
0.5H,] =6.3 Hz), 471 (dd, 0.5 Hz, | = 6.3,4.5 Hz), 724734 (m, 9H),
745749 (m, 6H); °C NMR (75.5 MHz, CDClyk & —52, —5.0, 159,
16.0, 18.4, 24.9, 25.1,25.9, 26.4, 26.8, 61.4,61.5, 631, 63.9, 64.4, 64.5,
64.6, 64.7, 64.8, 649, 75.5, 756, 759, T6.0, T9.1, 793, 875, 877,
1092, 1094, 115.7, 1158, 1160, 127.3, 127.8, 127.9, 128.7, 128.8, 142 8,
1429; HEMS (FAB + NaClx myz [M+Na]* caled for CygHsaNOgP-

Conclusion

{—)-Neplanocin A (NPA: 1) is a naturally occurring carbocyclic
nucleoside that was first isolated from the culture filtrate of the soil
fungus Ampullariella regularis in 1581 NPA and other natural

Diels-Alder adducts,  intramg
zirconoce ne- mediated ring comns
Baylis-Hillman reaction."

Experimental

feTrol 2a, Tormation of an unusual dihyd ropyTan denvanve 17 was
newly observed ™

[ 1 Synthesis of (-} neplanocin A from CP 16 ]

Ketone 3, which was prepared via triphenylmethyl (Tr) ether
15% from o-ribose in five steps (71% overall yield),*® was subjected
w the CP method, as illustrated in Scheme 3. Reaction of ketone 3

with diethyl phosphorocyanidate (DEPC, 30 equiv)® in the

presence of LICN (3.0 equiv.) easily afforded CP 16 in 95% yield?”
Reaction of CP 16 with TMSN; (3.0 equiv.) in the presence of
BuzSnO (03 equiv.) in refluxing twluene for 24h afforded an
inseparable mixture of epimeric cyclopentenes 51[],B wihich was
the result of the C—H insertion reaction of alkylidene-carbene 4a,

along with unexpected compound 17. The ratio of Saf to 17 was3:1

2. Synthesis of {—)-peplanocin A §

We next investigated the synth
adenine-containing ketone 6,
propylide ne-ade nosine [ 18) using M)
Matsuda used the reductive tetrahyd
reported by Maki® Treatment of
hydride (DIBAL) in THF afforded
yield. ! Meanwhile, we found that
ether (CPME)-toluene {1:1, vjv) s
cleavage readion of 18 led to improf
much easier extraction. After sele
primary hyd rosxyl group of 19 with
secondary alcohol 20 with o-iodoxy

QN.;: 732.30098; found : 7323099,

322, (4R 55)45-0 0-lsopropylidene-3< trityloxy metfyl }- 2-
cyclopenten-1-ol (2af); (3a5.7aR)-2 2-dimethyl- 7-

(trity loxy methyl )-6-tert-buty [dimethylsilyl-3a,7a- diby dro-4H-[1.3]
dioxolo[4.5-c]pyran (17)

TMSN3 (020 mL, 150 mmol) and BuySnO (37 mg, 015 mmol)
were added to a solution of CP 16 {355 mg, 0.50 mmol) in toluene,
After it was refluxed for 24 h, the reaction mixture was cncen-
trated to give a resid ue, which was purified using silica gel col umn
chromamgraphy to give an inseparable 3:1 mixture of Saf (Sx/
S5p=1/3) and 17 (210 mg) To a solution of the mixture in THF
(5mL), 1M solution of TBAF in THF (1.2 mL, 120 mmol) was added.
After 1h saturated aqueous NH4Cl was added to the reaction
mixture to quench it After the mixture was extracted with ErOAC
{30 mL), the organic layer was washed with HyO and then brine,
dried over MazS504, filtrated, and concentrated o give a residue,
which was purified using silia gel column chromatography
(ErOAc—hexane, 1:4) to give 228 (139 mg, 65%, vellow amor phous )
and 17 (54 mg, 20% oil} In addition, 2B could be partally resobved
by use of the above solvent system.

2B: "H NMR (300 MHz, CDCl): & 130 (s, 3H), 1.33 (s, 3H), 2.06
(br, TH), 3.70(d, 1H, J = 15.0 Hz), 3.89 (d, 1H, [ = 150 Hz), 451 (d, 1H,
J=57Hz), 478 (br, 1H), 508 (d, 1H, [=5.7Hz), 6.00 (br, TH),
7.20-732 (m, 9H), 7.45-7.48 (m, 6H); “C NMR (75.5 MHz, CDCly):
& 26.1, 274, 613, 766, 799, 83.7, 86.4, 1118, 127.0, 127.8, 1245,
143.8, 1474; HRMS (EI): myz [M *] calad for CagHag0y: 428.1988;
found: 428.1990.

17 "H NMR (400 MHz, CDCl3): & —0.44 (s, 3H), —0.16 (5, 3H), 0.67
s OH1 148 (s 3H s FHL 3,20 (dd 1H. [ =100 100 Hz)

H. Yoneyama et al | Terrhedron 74 (2018) 21432150

1H,J = 5.7 Hz), 6.446.46 (m, 1H), 7.23-7.36 (m, 9H), 7.40-747 (m,
6H); ¢ NMR (75.5 MHz, CDCLs): B 26.3, 27.5, 62.5, 77.7, 781, 87.4,
1154, 1274, 128.0,128.2, 128.4, 1433, 1746, 2019; HRMS (El+): m/z
[M]* calcd for CogHa0y: 426.1831; found: 426.1828.

325, (154R55)-4 5 0,0-lsopropylidene -3 rityloxymethyl )-2-
cydopenten-1-of (2a)

A solution of 22 (81 mg 019 mmol) in THF (2 mL) was added
dropwise to a suspension of LAH (36 mg, 0.96 mmol) in THF {2 mL)
at 0°C. After the reaction was stirred at rt for 2 h, H20 (1 mL) was
added to quench it. After the mixture was stirred at it for 1h,
MgS0, was added, and the resulting mixture was filtered through
Celite and concentrated to give a residue, which was purified using
silica gel column chromatogr aphy (EfOAc—hexane 1:3) to give 2a
(79 mg, 38%, white solid)."

2oz "H NMR (300 MHz, CDCl3): 8 1.36 (s, 3H), 137 (s, 3H), 274 (d,
1H, J=102Hz), 3.65 (dr 1H, J=144, 18Hz) 3.88 (d 1H,
J=14.4Hz), 459 (br, 1HL 475 (. 1H, J=54Hz), 4.88 (d. 1H,
J=54Hz), 600 (br, 1H), 7.20-732 (m, 9H), 7.44-748 (m, 6H).

326 Reaction of ketone 3 with TMSCLN,

A 1L6M solution of n-Buli in hexane (11 mL, 1.71 mmol) was
added dropwise to a solution of diisopropylamine (0.2%mL,
1.71 mmol) in THF (3 mL) ar —78+C. Afrer the mixture was stirred
at —78°C for 10 min, 0.6 M solutdon of TMSCHN; in hexane (2.8 mL,
1.71 mmol) was added dropwise, After 30 min at —78 “C, a solution
of kemne 3 (315 mg, 0.57 mmol) in THF (3 mL) was added d ropwise
at —78°C After the reaction mixture was stirred at 0C for 1 h, H;0
was added o quench it. The mixture was extracted twice with Etz0
(50mL), and the combined organic layers were washed with H>0
and then brine, dried over Maz50,, filtered, and concentrated to
give a residue, which was purified by silica gel column chroma-
wegraphy (EtOAc-hexane 1:19) to give an inseparable mixture
(188 mg, 61%) of Sxf (Sx/f=1/3) and 17.

33 Synthesis of (- J-neplanocin A from CP 21

331 925 3R 4R)-(5.4-Dihydroxy-2 3-isopropy lidenedioxy)
pentyljadenine (19)
A 1M solution of DIBAL-H in toluene (82 mL, 81.5 mmol ) was
added dropwise to a solution of 2 3'-0-isopropylideneadenosine
5 (50 16 : L s the i

41
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Experimental Section

Materials. Salicyldehyde, isoniazid, 3-chloro-2-nitrobenzoic acid (CNB), 4,4™- bipyridine (BPY)
and pentafluorobenzoic acid (PFB) were purchased from Sigma-Aldrich. Commercially available
solvent methanol was used for crystallization without further purification of the solvents.
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ARTICLE INFO ABSTRACT
"‘ A'Tl'r!}’hl'ﬂﬂryr The understanding of materials and processes is a requirement when it comes to build quality into
Received 15 May 2017 pharmaceutical products. This can be achieved through the development of rapid, efficient and versatile
¢ Received in revised form 8 june 2017

analytical methods able to perform qualification or quantification tasks along the manufacturing and
control process. Process monitoring, capable of providing reliable real-time insights into the processes
performance during the manufacturing of solid dosage forms, are the key to improve such understanding.

In response to these demands, in recent times multivariate chemometrics algorithms have been

Accepted 12 June 2017
Available online 15 June 2017

’ Iégywurds. increasingly associated to different analytical techniques, mainly vibrational spectroscopies [Raman,
iemometrics . e . . P ;.
’ ’ Characterization of the solid-state rqld-mfyared (MIR),near—mfrared.(NlR)],butalslu ultraw?lel[-vmble(UV—VIs)sp!ectrosccpy, X-ray ppwger
’ O n e n S Vibrational spectroscopies and XRPD diffraction and other methodologies. The resulting associations have been applied to the characterization
Chemical imaging and evaluation of different aspects of pharmaceutical materials at the solid state. This review examines
PAT the different scenarios where these methodological marriages have been successful.
Quality control and stability The list of analytical problems and regulatory demands solved by chemometrics analysis of solid-state
multivariate data covers the whole manufacturing and control processes of both, active pharmaceutical
ll . ,’ ingredients in bulk and in their drug products. Hence, these combinations have found use in monitoring
M a I n the crystallization processes of drues and ular drug associations (co-crvstals, co-amorphou
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elec lytic reduction/ of poll on CP based electrodes, and
adsupmafpoﬂtmu)mdﬁmlyekdmndymuchaudmmmlwmg&phau and chiral molecules. This
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A one-pot two-step procedure was developed for the alkylation of
amines via reductive amination of aldehydes using molecular dihydro-
'gen as a reductant in the presence of a manganese pyridinyl-phosphine
complex as a pre-catalyst After the initial condensation step, the
reduction of imines formed in situ is performed under mild conditions
(50-100 °C) with 2 mol% of catalyst and 5 mol% of tBuOK under
50 bar of hydrogen. Excellent yields (=90%) were obtained for a
large combination of aldehydes and amines (40 examples), including
aliphatic aldehydes and amino-alcohols.

In the last two years, the use of manganese as a sustainable
alternative to precious transition metals in hydrogenation and
hydrogen borrowing reactions has achieved an impressive
explosion.” Starting from the hydrogenation of aldehydes, ketones
and nitrles,” the scope of reducible functional groups was rapidly
expanded to esters,”™” amides,™* and C0,.* Soon after, hydrogen
transfer reactions using isopropanol as a reductant” and asym-
metric reduction®®” have been disclosed. In the case of hydrogen
bomowing reactions, the first manganese-catalyzed dehydro-
genative coupling of alcohols and amines to form imines® was
rapidly complemented by the synthesis of esters” from alcohols,
and amides' from aleohols and amines. In the case of C-C
bond forming reactions, x-alkylation of ketones with alcohols,'
and olefination of nitriles’™ were also achieved. Interestingly,
the upgrading of ethanol into butanol," the dehydmgenation of
methanol' to H, and CO., and the deoxygenation of alcohols™
were also found to be catalyzed by manganese complexes.
Finally, the access to various higher amine derdvatives using alecohols

and Jean-Baptiste Sortais (95

Reductive amination® is one of the chemical reactions in
the chemist’s tool-box for the preparation of amines.™ It relies
on the in situ condensation of a ketone or aldehyde with an
amine to form the corresponding imine, which is subsequently
reduced to the desired amine. When using molecular hydrogen
as a reductant, it appears that the key step in the reaction
sequence is the hydmgenation of the intermediate imine.

In line with our previous work on manganese catalyzed
reactions™ and catalytic amine synthesis using first-row transition
metal complexes,”® we report here the first alkylation of amines via
reductive amination of aldehydes using molecular hydrogen as a
reductant and well-defined manganese complexes as pre-catalysts.

We have selected complexes 1-4 as candidates for this study
(Scheme 1) as we recently demonstrated that manganese(i) bromo-
tricarbonyl complexes bearing bidentate pyridinyl-phosphine
ligands were good catalysts for the hydrogenation of carbonyl
derivatives, and especially complex 2 featuring a diphenyl{2-amino-
pyridinyl}phosphine ligand.™

We initially focused on the direct hydrogenation of N-benzyl-
ideneaniline ¢1 as a model substrate, using catalyst 2 and a
base, under 50 bar of H, based on previously optimized
conditions for the hydrogenation of ketones. First, we found
that alcohols, and notably ethanol, were suitable solvents for the
hydrogenation step (see Table 81 in the ESIT) as a green solvent
alternative to toluene. It then appeared that the nature of the
base had little influence on the reaction, NaOfBu, KOfBu, KHMDS,
or Cs,C0y, leading to satisfactory conversions (2 (1 mol%), base
(2 mol9e), 100 °C, EcOH, 22 h, 41% to 64% yield, see Table $2 in
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Single crystal x-ray diffraction has been used to investigate the structures of six complexes containing O-atom protonated cations derived from the pharmaceutically relevant amides benzamide (BEN), paracetamol
(PAR) and piperine (PIP). The structures of the salt forms [PAR(H)][SO3CsH4Cl], [BEN{H)][035CsH.Cl] and [BEN(H]][Br]- H,O are reported along with those of the hemi-halide salt forms [PAR(H)][I5]. PAR, [PIP(H]]

[15]- PIP and [PIP(H]][l3]o 5[l 5. PIP. The structure of the cocrystal BEN. HOOCCH,Cl is also presented for comparison. The geometry of the amide group is found to systematically change upon protonation, with the
C[dbnd]O distance increasing and the C[sbnd]N distance decreasing. The hemi-halide species all feature strongly hydrogen bonded amide(H)/amide pairs. The amide group C[dbnd]O and C[sbnd]N distances for both
elements of each such pair are intermediate between those found for simple neutral amide and protonated amide forms. It was found that crystallising paracetamol from aqueous solutions containing Ba®* ions gave
orthorhombic paracetamol . © 2017 Elsevier B.V.
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¥ Identification
¥ Physical Data
4 Spectra
¥ NMR Spectroscopy (15)
% IR Spectroscopy (7)
Description
(IR :olvelr:‘ll:g ) Original Text (IR Spectroscopy) Location Reference
Spectroscopy) Y.
Bands potassium Dametto; Polese; Ribeiro; Chorilli; de Freitas,
Spectrum bromide Osvaldo
Journal of Thermal Analysis and Calorimetry, 2017 ,
vol. 127, # 2 p. 1693 - 1706
Title/Abstract Full Text  View citing articles
Show Details
Spectrum neat (no Sanchez-Guadarrama, Obdulia; Mendoza-Navarro,
solvent, solid Fabiola; Cedillo-Cruz, Alberto; Jung-Cook, Helgi;
phase) Arenas-Garcia, Jenniffer I.; Delgado-Diaz,
Alejandra; Herrera-Ruiz, Dea; Morales-Rojas,
Hugo; Hopfl, Herbert
Crystal Growth and Design, 2016, vol. 16, # 1 p. 307
- 314
Title/Abstract Full Text  View citing articles
Show Details
Bands potassium at 3460 cm™L, 3277 cm~1, 3065 cm™ !, 3048 cm~, 2021 cm~1, 3003 cm~1, 2932 cm™!, 2853 cm™!, 2660 cm~1, 1651 Page/Page | TONGLI BIOMEDICAL CO., LTD; Qian, Mingxin; Ho,
Spectrum bromide em=1, 1645 cm=1, 1622 em~1, 1576 cm~1, 1570 cm~1, 1558 cm~1, 1541 em~1, 1533 em~1, 1522 em~1, 1506 cm~1, column 11 Rodney JY; Qiao, Chunsheng; Shi, Junwei
1497 cm~1, 1489 cm~1, 1472 cm~1, 1456 cm~1, 1437 cm~1, 1418 cm~1, 1387 cm~1, 1364 cm™!, 1339 cm™1, 1323 Patent: U52016/272636 Al, 2016 ;
-1 -1 -1 -1 -1 -1 -1
em™t, 1296 cm~1, 1285 em™1, 1263 cm~L, 1254 em~!, 1242 cm™?, 1217 em~1, 1190 ¢ Tite/Abstract  Full Text Show Details
Bands Cedillo-Cruz, Alberto; Aguilar, Maria Isabel;
Flores-Alamo, Marcos; Palomares-Alonso,
Francisca; Jung-Cook, Helgi
Tetrahedron Asymmetry, 2014 , vol. 25, # 2 p. 133 -
140
Title/Abstract Full Text View citing articles
Show Details
ATR Seki, Maki; Ogiku, Tsuyoshi
(attenuated Tetrahedron, 2014, vol. 70, # 25 p. 3864 - 3870
total Title/Abstract Full Text View citing articles
reflectance) Show Details
Bands
D A ssnmarting Tenna Alhos & L 2 T H Molcos
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What's New - You can now expand the 3D viewer to full screen. Take a look at our blog post for more information and don't forget to vote on which improvements you'd like to

see next.

Your query was:

CC )C Access Structures =5

Results
Database
What's New - You can now expand the 3D viewer to full screen. Take a look at our blog post for more information and don't forget to vote on which improvements you'd like to »  |dentifier
see next
# CAXPUM
Entry search

Welcome to Access Structures the CCDC's free service to view and retrieve structures in the Cambridge Structural Database (CSD).

Please use one or more of the boxes to find entries in the CSD. More information and search help

CCDC identifier(s) CCDC Numbe ) (=]
Compound name sulfadiazine e
DOl A single publication DOI or CSD DOI 2]

Authors e.g. FH.Allen =]

Journal e.g. Journal of the American Chemical Society =]
Publication details Year =] Volume ] Page =]

Advanced Search

Access more advanced search functionality (requires Sign In & registering your
CSD licence)

CCDC Home Deposit Structures Access Structures About This Service

Compound name: sulfadiazine and the search returned 24 records Back to Search List

CAXPUM : Diammine-bis{2-sulfanilamidopyrimidinato)-zinc(ii)

Deposition Space Group: P n 24 a (33), Cell: @ 13.894(1)A b 14.221(1)A ¢ 12.608(1)A, o 90° § 90° y 90

Number

121077 3D viewer Chemical diagram

/.!IH

|
(T ==

Style Labels Packing Measure

Balland Stick ¥ | [ Mo Labels ¥ || Nons ¥ || None v

@ view group symbols key

Additional details

Deposition Number n21077
Synonyms Diammine-zinc sulfadiazine
Deposited on 23/08/1984

Associated publications

N.C.Baenziger, 3.L.Modak, C.L.Fox Junior, Acta Crystallographica, Section C: Crystal Structure Communications, 1983, 39,
C 1620, DOL: 10.1107/50108270183009506




% CAXPUM (Pn21a) - Mercury P — L= X
File Edit Selection Display Calculate CSD-Community CSD-System CSD-Materials CSD-Discovery CSD Python APL  Help
Picking Mode: [Expand Contacts '] Clear Measurements @ [] show Labels for | All atoms = with | Atom Label -
Style:[(:apped Sticks v]Colour:[l:mf Element '] Manage Styles...
Default wew: a b c a* b* c* ¥ xt y- y+ z- z+ %00 x+90 y-90 y+90 z-90 z+90 < > & T zoom- zoom+ [ |

Structure Navigator g x
\ CAXPUM Find
! Crystal Structures Spacegi “

\ CAXPUM  Pn21a
CAXPUMO1 Pn21a ||
CAXPUMO2 Pna2l
CAXPUMO3 Pna2l
CAXPUMO4 Pna2l
CAXPUMOS Pna2l
CAXPUN  Pc
CAXQAT  P-1
CAXQAU  P21/c
CAXQEX  P21/n
CAXQEY  Pna2l

CAXQIB Pbca
CAXQIC P21/c
CAXQID P-1
p CAXQOH  P21/n
% caxpum | i '|D \
Current structure: [CAXPUM '] u
Click and drag left mouse button to zoom in.
I Customise... I I Reset zoom ] I Save... ] ISavelmage pEE
10000.0
9000.0
8000.0 4 Earches
7000.0 1
4
%‘6000.0 q [
j
£ 5000.0 1
DIy QpEErs | 4000.0
Display Options 3000.0 4
i . 2000.0 1
fiacking [] Short Contact < (sum of vdW radii) Confacts... Show hydrogens [ 10000
Asymmetric Unit H-Bond Default definition Show cell axes |: 0'0 1‘ e M e
[] Auto centre [] Label atoms 1 ’ D rmr rmgent IIIIIIIIIIIIIII\III|I IIIIIIII-IIIIIIIII_IIII IIIIIIIIIIIIIIII‘
10.0 20.0 30.0 40.0 50.0
o Rest | 2 theta
Wavelength: 1.54056 -0.751, 10130 hk 1=0,1,1
Click on a red contact to see the whole molecule [
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SIGMA-ALDRICH' is now NEBRTK . o

200,000+ 500+ Featured Hello. Sign in 247 0 ltems
PRODUCTS v SERVICES v INDUSTRIES v ACCOUNT ~ SUPPORT v~ ORDER™ ~
Australia Home » Search Results Acetylsalicylic acid &

Sigma-Aldrich ——

| Product Results
Papers 14 matches found for Acetylsalicylic acid Advanced Search | Structure Search | == Sort By Relevance v

Product Gategory C Acetylsalicylic acid
) Analytical/Chromatography (6) 4 Product Results | Match Criteria: Product Name

0:0 C a ta I O go CO m m e rc i a | e ( :iochertrliC(:)ls and 0. OH Synonym: 2-Acetoxybenzoic acid, O-Acetylsalicylic acid, ASA, Aspirin
eagents

020 inear Formula: 2-{CH3COR)CgHACOZH = Molecular Weight: 180.16 | CAS Number: 50-78-2

[ cell Biology (1) L o
‘0‘ . & Cell Culture (1) ] AS376  299.0% (Sigma) &5sDs  Pricing @
A\ re Z Z I [ Chemical Synthesis (2)
) Research Essentials (3) ) A3160  analytical standard (Sigma) 4+ SDS Pricing o
[ stable Isotopes (1) ] -
[] AD200000 European Pharmacopoeia (EP) Reference Standard (Sigma-Aldrich) sDs  Pricing @

** Diversi gradi di purezza

** Schede di sicurezza! SIGMA-ALDRICH st com

SAFETY DATA SHEET

Version 4.14
Revision Date 29.03.2018

Print Date 08.04.2018

IDENTIFICATION OF THE SUBSTANCE/MIXTURE AND OF THE COMPANY/UNDERTAKING

Product identifiers
Product name - Acetylsalicylic acid

Product Number A5376
Brand . Sigma

Other means of identification




NIST Chemistry WebBook

&« > C ‘ @ Sicuro | https://webbook.nist.gov/chemistry/

Notice: Due construction at our Gaithershurg, Maryland facility, this site wil
April 15. We apologize for the inconvenience this will cause.

NIST Chemistry WebBook

NIST Standard Reference Database Number 69

View: Search Options, Models and Tools, Special Data Collections, Documentation, Changes, Notes

>Credits

NIST reserves the right to charge for access to this database in the future,

Search Options @
General Searches Physical Property Based Searches
* Formula * lon energetics properties
* Name e Vibrational and electronic energies
* |UPAC identifier * Molecular weight
® CAS registry number
* Reaction
¢ Author

* Structure

Search for Species Data by Chemical Formula

Please follow the steps below to conduct your search (Help):

1. Enter the desired chemical formula (e.g., C4H*Cl):|

2. Select any desired options for the search:

) Exactly match the specified isotopes. (Help)
L] Allow elements not specified in formula. (Help)
L1 Allow more atoms of elements in formula than specified. [Help)
¥ Exclude ions from the search. (Help)
3. Select the desired units for thermodynamic data:
® 510 calorie-based
4. Select the desired type(s) of data:
Thermodynamic Data Other Data

|- Gas phase IR spectrum

|| Condensed phase LI THz IR spectrum

I/ Phase change [/ Mass spectrum

|-/ Reaction LI UVVis spectrum

) lon energetics [/ Gas Chromatography

[/ lon cluster I Vibrational & electronic energy levels

I Constants of diatomic molecules

LI Henry's Law

5. Press here to search: Search




Spectral Database of
Organic Compounds

Spectral Database for

Organic Compounds SDBS Introduction HELP What's New | RIO-DB LUNK W /A7 A

Compound Name:

Molecular Formula:

C, H, then the other elements are
alphabetical order, "%,*" for the wild card

Molecular Weight:
to

Numbers between left and right columns
Up to the first place of a decimal point

CAS Registry No.:

"%,*" for the wild card.

SDBS No.:

"%,*" for the wild card.

SDBS Compounds and Spectral Search

match partial v

Atoms:

C(Carbon) to
H(Hydrogen) to
N(Nitrogen) to
O(0Oxygen) to
F(Fluorine) to
Cl(Chlorine) to
Br(Bromine) to
[(lodine) to
S(Sulfur) to
P(Phosphorus) to
Si(silicon) to

Numbers between left and right columns.

Spectrum:
Check the spectra of your interest.
MS IR
3C NMR [ Raman
TH NMR ESR
IR Peaks(cm-1): Allowance
+10
" " or space is the separator for multiple

peaks.
Use "-" to set a range:. eg. 550-750,1650
3000-

Transmittance < |80 %
13C NMR Shift(ppm):

Allowance
+2.0

" is the separator for multiple shifts, eg.
1293184,
No shift regions:

Range defined by two numbers separated by
a space, eg. 11078, .

TH NMR Shift(ppm):  Allowance
+0.2

No shift regions:

MS Peaks and intensities:

Mass and its intensity are a set of data
separated by a space, eg. 11022,

Clear | Hit: | 20hit v | Sort by: | Molecular Weight ¥ || Ascending Order v | Result Display type:

with Structures




Access Medicine

McGraw-Hill Medical 4 User Services w Subscribe w @ English v

%] Sign In | M Universita degli Studi di Trieste w

~ AccEess »Medicine,

Books v Quick Reference v Drugs Multimedia v Cases v StudyTools v PatientEd Hospital Corner

" Advanced
AccessMedicine ¥  Search AccessMedicine
Search ®

"HARRISON'S Mgy ARRISON'S il CURRENT Iaurmmperms CURRENT [l ®7So"SIl ¢ jRrenT

INTERNAL : eLt - Medical Diagnosis Family Medicine Diagnosis & Treatment o \ Etice Guidelines
MEDICINE INTERNAL *_ & Treatment Exam ".|'.m"y4nl| Board Raview , g e i Sin Primary Care

MEDICINE
2018

ONLINE FIRST
’ JAMESON vnihhm
FAUCH . prevention,
KASPER

HAUSER
LONGO
LOSCALZO

Pulmonary
Physiology

= LANGE

= Browse Books by Topic ™= Get Alerts @

AccessMedicine Channel Q&A of the Week Image of the Week

20th Edition




ACCESS FM@dKIﬂew le-Universita degli Studi di Trieste

Books + Quick Reference + Drugs Multimedia + Cases v StudyTools v PatientEd Hospital Corner

.. Advanced
AccessMedicine ¥ Search AccessMedicine
Search ®

Home = Books = Harper's lllustrated Biochemistry, 30e =

CHAPTER 7: Enzymes: Mechanism of Action

Peter J. Kennelly; Victor W. Rodwell

View v &= Print p#Share B GetCitation Q SearchBook 4 Top

HARPER'S

ILITI._IE-.TRF'\TE D »
BIOCHEMISTRY o INTRODUCTION E
ELANGE
View Contents
OBJECTIVES
< CHAPTER7 >
After studying this chapter, you should be able to:
INTRODUCTION

» Appreciate and describe the structural relationships between specific B vitamins and certain coenzymes.
BIOMEDICAL IMPORTANCE

» Outline the four principal mechanisms by which enzymes achieve catalysis and how these mechanisms
EMZYMES ARE EFFECTIVE & HIGHLY combine to facilitate catalysis.

SPECIFIC CATALYSTS ) ) ) ) . .
¢ [escribe the concent of an “induced fit” and how it facilitates catalvsis.




View v &% Print p#»Share W GetCitation @ SearchBook 4 Top

+ BIOMEDICAL IMPORTANCE

ILLUSTRATED

BIOCHEMISTRY + ENZYMES ARE EFFECTIVE & HIGHLY SPECIFIC CATALYSTS —
£ LANGE
View Contents + ENZYMES ARE CLASSIFIED BY REACTION TYPE —
% CHAPTER 7 >
+ PROSTHETIC GROUPS, COFACTORS, & COENZYMES PLAY IMPORTANT —
INTRODUCTION ROLES IN CATALYSIS
PIOMEDIEAL IMPORIANCE + CATALYSIS OCCURS AT THE ACTIVE SITE 5
ENZYMES ARE EFFECTIVE & HIGHLY
SPECIFIC CATALYSTS + ENZYMES EMPLOY MULTIPLE MECHANISMS TO FACILITATE CATALYSIS cs
ENZYMES ARE CLASSIFIED BY
REACTION TYPE + SUBSTRATES INDUCE CONFORMATIONAL CHANGES IN ENZYMES —
PROSTHETIC GROUPS, COFACTORS, &
COENZYMES BLAY [MPORTANT ROLES + HIV PROTEASE ILLUSTRATES ACID-BASE CATALYSIS cs
IN CATALYSIS
+ CHYMOTRYPSIN & FRUCTOSE-2, 6-BISPHOSPHATASE ILLUSTRATE —

CATALYSIS OCCURS AT THE ACTIVE SITE

COVALENT CATALYSIS




