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Abstract: The serotonergic system may play an important role in the pathophysiology of major depressive disorder (MDD). Few
imaging studies have examined serotonin transporter (SERT) binding in patients with MDD. We hypothesized that SERT binding
activity may be altered in patients with MDD. This study compared SERT binding in patients with MDD with that in healthy controls.
METHODS: We studied SERT activity in 7 patients (22-50 y old) with moderate to severe MDD and 6 healthy controls (24-56 y old)
using (123)l-labeled 2-((2-((dimethylamina)methyl) phenyl)thio)-5-iodophenylamine (ADAM) and SPECT brain imaging. Subjects
underwent SPECT 4 h after intravenous administration of 185 MBq (5 mCi) of (123)I-ADAM. Images were reconstructed in the axial
plane, and region-of-interest demarcations were placed on the midbrain, medial temporal region, and basal ganglia region.
RESULTS: (123)I-ADAM binding to SERT in the midbrain was significantly lower (P = 0.01) in MDD patients (1.81 +/- 0.07) than in
controls (1.95 +/- 0.13). Age-adjusted (123)I-FADAM binding in the midbrain correlated significantly with scores on the Hamilton
Depression Rating Scale (r = 0.82; P = 0.02). A significant negative correlation was observed between (123)I-ADAM SERT binding in
the midbrain and age in the healthy control group (r = 0.98; P = 0.0002). SERT binding in the basal ganglia or medial temporal
regions of interest did not significantly differ between groups. CONCLUSION: The findings from this preliminary study suggest the
possibility of decreased SERT binding in the midbrain region of patients with MDD, with the degree of decrease correlating with the
severity of depressive symptoms. There also appears to be an age-related decline in midbrain (123)I-ADAM SERT hinding in healthy
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2-((2-((dimethylamino)methyl)phenyl)thio)-5-iodophenylamine (ADAM): an improved serotonin
transporter ligand.
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Abstract: Serotonin transporters (SERT) are target-sites for commonly used antidepressants, such as fluoxetine, paroxetine,
sertraline, and so on. Imaging of these sites in the living human brain may provide an important tool to evaluate the mechanisms of
action as well as to monitor the treatment of depressed patients. Synthesis and characterization of an improved SERT imaging
agent, ADAM (2-((2-((dimethylamino)methyl)phenyl)thio)-5-iodophenylamine)(7) was achieved. The new compound, ADAM(7),
displayed an extremely potent binding affinity toward SERT ( K(i)=0.013 nM, in membrane preparations of LLC-PK(1)-cloned cell lines
expressing the specific monoamine transporter). ADAM(7) also showed more than 1,000-fold selectivity for SERT over
norepinephrine transporter (NET) and dopamine transporter (DAT) ( K(i)=699 and 840 nM, for NET and DAT, respectively). The
radiolabeled compound [(125)[JADAM(7) showed an excellent brain uptake in rats (1.41% dose at 2 min post intravenous [IV]
injection), and consistently displayed the highest uptake (between 60-240 min post |V injection) in hypothalamus, a region with the
highest density of SERT. The specific uptake of [(125)]JADAM(7) in the hypothalamus exhibited the highest target-to-nontarget ratio
([hypothalamus - cerebellum]/cerebellum was 3.97 at 120 min post IV injection). The preliminary imaging study of [(123)IJADAM in
the brain of a baboon by single photon emission computed tomography (SPECT) at 180-240 min post IV injection indicated a specific
uptake in midbrain region rich in SERT. These data suggest that the new ligand [(123)IJADAM(7) may be useful for SPECT imaging of
SERT hinding sites in the human brain.
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Formulation & evaluation of itopride HCl sustained release pellets P .

By: Rao, P. Sambha Siva; Babu, G. Raveendra; Praveen, T. Kala; Surekha, P. Sri Lakshmi; Shekhar, M. Chandra

International Journal of Pharmaceutical Sciences and Research (2014), 5(5), 2074-2083, 10 pp. | Language: English, Database:
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View Reference Detail

Abstract: The present work is aimed to formulate Itopride HCl sustained release pellets using Et cellulose N50 such as
hydrophobic polymer by employing the solution/suspension layer technique. The drug excipients compatibility study was carried
out by Furor Transform IR spectroscopy (FTIR) which reveals no interaction between drug and excipients. Total 12 batches were
formulated. Six formulations were prepared by using each natural polymer like Et cellulose N50. All the formulations were
evaluated for micromeritic properties, phys. evaluation, which includes particle size anal., percentage yield, drug content, drug
entrapment efficacy, percent moisture loss and swelling index, in vitro dissolution studies, SEM, and drug polymer interaction
studies. The formulated pellets were evaluated for various pellet properties, like hardness, bulk d., tapped d., cars index and
dissolution rate. Comparative evaluation of the above-mentioned parameters established the superiority of the pellets
formulated with Et cellulose those formulated with different grades. The Optimized batch F3 was found to release the drug for
12 h (96.46%) and follows Higuchi Matrix model in dissolution studies, indicating the matrix-forming potential of natural polymer
and diffusion controlled release mechanism.

& Substances (4) (@ Citation Map

Full Text - &6 Cited By (2)

Sustained release Itopride hydrochloride matrix tablet '

By: Prajapati, Bhupendra G.; Patel, Niklesh; Patel, Hitesh K.
Journal of Pharmaceutical Research and Health Care (2010), 2(1), 75-83 | Language: English, Database: CAplus
View Reference Detail

Abstract: Oral route gets the highest priority for the delivery of the drug as well as better patient compliance in case of self
delivery dosage formulation. The aim of present investigation was undertaken with the objective of formulating sustain release
formulation of utopride hydrochloride for oral drug delivery. Itopride hydrochloride is highly water soluble prokinetic drug.
Hydroxypropyl methylcellulose K4M (lower viscosity grade) and K100M (higher viscosity grade) were used as a matrix forming
agents to control the release of drug. HPMC K4M and HPMC K100M were used individually as well as in combination with
different proportion in the preparation of the Sustained release formulation. 32 Factorial designs were applied to the polymer
concentration that affects the drug release profile. Reduced equation for drug release at Zhr, 6hr, and 10h were Q, = 37.644-
5.41%1-3.25%,-2.017%2,, Qg = 72.367-8.05%;-4.4%5-3.75%%;, and Qqg = 90.844-5.8%,-2.633X,-2.8%, X, resp. Optimized batch FO19
shows good tablet properties like hardness (7-9kg/cm?), thickness (4.48mm), friability (0.0245%), assay (99.3%) and nearly similar
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Human milk substitutes (1)

Immunosuppressants (1)

Beverages (5)
Feed (5)

Fertilizers (4)

Bakery products (3)

products (3)

Antiobesity agents (3)

Cosmetics and Personal care

Cancel

Prebiotics (2) Laundry detergents (1)

Stabilizing agents (2) Liquids (1)

Sweetening agents (2) Makeup (1)

Analgesics (1) Male contraceptive condoms
(1

Angiotensin Il receptor

antagonists (1) Milk preparations (1)

Antibacterial agents (1) Milk substitutes (1)
Antiemetics (1) Oral drug delivery systems (1)
Anti-inflammatory agents (1) Organic fertilizers (1)

Antipyretics (1) Perfumes (1)
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Drugs (14)

Drug delivery systems (10)
Antidiabetic agents (5)

Anti-inflammatery agents (1)

Antipyretics (1)

Antitumor agents (1) 1

Antiviral agents (1)

View All

~ Database

~ Search Within Results
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ionotropic gelation method using calcium chloride as a cross linker and was further evaluated for release study. The effect of
concentration of sodium alginate/arabinoxylan and concentration of calcium chloride on the entrapment efficiency and on %
release were studied employing 2-factor, 3-level central composite exptl. design. The results of the study revealed that
interaction effect of the concentration of sedium alginatesarabinexylan and calcium chloride influenced the entrapment
efficiency and release of diclofenac sodium significantly. The optimal calculated parameters were found to be concentration of
sodium alginatesarabinoxylan-5 and concentration of calcium chleride-0.75 M, that provided microbeads with entrapment
efficiency-64.4 % and release of 28.5 % of the drug over 8 h period of study. Further, arabinoxylan-sodium alginate
mucoadhesive microbeads were found to sustain the release of diclofenac sodium over a period of 8 h following zero order
kinetics with the mechanism of release being diffusion.

Full Text - £ Substances (3) 46 Cited By (2) (@ Citation Map

Synergistic compositigQ
arabinoxylan

ontaining mixtures of fermentable fibers such as inulin and

By: Dugenet, Yann; Jacobs, H gnies, Christian; Morio, Beatrice; Coxam, Veronique; Bernalier, Annick
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Hydrolysed protein-polysaccharide complexes

By: schmitt, Christophe Joseph Etienne

Abstract: Hydrolyzed protein-polysaccharide complexes, and more specifically those complexes formed by complex formation of a
protein with a polysaccharide followed by hydrolysis are presented. The resulting complexes have good emulsifying and stabilizing

properties and can be used in food, cosmetic or pharmaceutical products. The invention further relates to the method of manufacture

of such complexes.

PATENTPAK Viewer | Full Text ~
Patent Family

Patent Language Kind Code PatentPak Options Publication Date  Application Number  Application Date
EP2196097 English Al PDF | PDF+ | Viewer 2010-06-16 EP2008-170653 2008-12-04
EP2196097 English B1 PDF 2014-06-18 EP2008-170653 2008-12-04
ES2488098 Spanish T3 PDF 2014-08-26 ES2008-170653 2008-12-04
AU2009324245 English Al PDF 2010-06-10 AU2009-324245 2009-11-30
CA2743101 English Al 2010-06-10 CA2009-2743101 2009-11-30
W0O2010063669  English Al PDF | PDF+ | Viewer 2010-06-10 WO2009-EP66038 2009-11-30
CMN102227170 Chinese A PDF 2011-10-26 CMN2009-80147558 2009-11-30
IL211972 English A 2012-12-31 IL2009-211972 2009-11-30
NZ591979 English A 2013-01-25 NZ2009-591979 2009-11-30
AU2009324245 English B2 PDF 2014-11-20 AU2009-324245 2009-11-30
CN102227170 Chinese B PDF 2014-12-10 CN2009-80147598 2009-11-30
BR2009022290 Portuguese A2 2015-08-11 BR2009-22290 2009-11-30
MY158625 English A 2016-10-31 MY2011-1385 2009-11-30
520110236554  English Al PDF 2011-09-29 Us2011-13129501 2011-06-06
UsS8728556 English B2 PDF | PDF+ | Viewer 2014-05-20 Us2011-13129501 2011-06-06
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Filter by REferences (3,515) Sort: Relevance - View: Full Abstract +
~ Document Type
© Substances v B Reactions ~ 66 Cited By - '-Il ] * Save
~ Substance Role
v Language Cereal arabinoxylans: advances in structure and physiochemical properties
v Publication Year By: Izydorczyk, Marta S.; Biliaderis, Costas G.
Carbohydrate Polymers (1995), 28(1), 33-48 | Language: English, Database: CAplus
~ Available at My Institution View Reference Detail
~ Author Abstract: A review with 89 references They consist of a linear 3-{1—4) linked xylan backbone to which a-L-arabinofuranose units
are attached as side residues via a-(1—3) and/or a-(1—2) linkages. Several structural models have been put forward based on
v Organization enzymic degradation studies and structure elucidation of oligosaccharides by NMR, methylation, and periodate oxidation
L techniques. These tentative models present different substitution patterns of arabinoses along the xylan chain. Cereal
~ Publication Name arabinoxylans exhibit a great deal of structural heterogeneity with respect to ratio of Araf/Xylp, substitution pattern of

arabinoses, content of feruloyl groups and mal. size. The conformation and physiochem. properties (viscosity, gelation potential,
intermol. association) of arabinoxylans in aqueous solutions are dependent on the mol. features of these polysaccharides;
specific structure-property relationships have been established in model and actual food systems. Wheat and rye arabinoxylans
are important functional ingredients in baked products affecting the mech. properties of dough, as well as the texture and other
end-product quality characteristics.
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Dietary supplements (16)

Drugs (14) Arabinoxylans and Endoxylanases in Wheat Flour Bread-making

Drug delivery systems (10) By: Courtin, C. M.; Delcour, J. A.

Antidiabetic agents (5) Jo.urnal of Cereal Sme-n(e (2002), 35(3), 225-243 | Language: English, Database: CAplus
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Best (69)
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~ Document Type
Journal (222)
Patent (11)
Review (86)
Commentary (1)
Conference (42)
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Japanese (15)
Chinese (12)
German (4)
French (2)
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~ Publication Year
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Total synthesis of taxol. '

By: Nicolaou, K C; Yang, Z; Liu, J J; Ueno, H; Nantermet, P G; Guy, R K; Claiborne, CF; Renaud, J; Couladouros, E A; Paulvannan, K
Nature (1994), 367(6464), 630-4 | Language: English, Database: MEDLINE
View Reference Detail

Abstract: Taxol, a substance originally isolated from the Pacific yew tree (Taxus brevifolia) more than two decades ago, has
recently been approved for the clinical treatment of cancer patients. Hailed as having provided one of the most significant
advances in cancer therapy, this molecule exerts its anticancer activity by inhibiting mitosis through enhancement of the
polymerization of tubulin and consequent stabilization of microtubules. The scarcity of taxol and the ecological impact of

View More v
Full Text - © Substance (1) 66 Cited By (718) @ Citation Map
Total synthesis of taxol '

By: Nicolaou, K. C.; Yang, Z.; Liu, J. J.; Ueno, H.; Nantermet, P. G.; Guy, R. K.; Claiborne, C. F.; Renaud, |.; Couladourcs, E. A.
Nature (London, United Kingdom) (1994), 367(6464), 630-4 | Language: English, Database: CAplus
View Reference Detail

Abstract: The total synthesis of taxol (I) from the benzofuranone Il by a convergent strategy, which opens a chem. pathway for
the production of both | and a variety of designed taxoids is reported.
View More v

Full Text « © Substances (26) B Reactions (23) 66 Cited By (718) @ Citation Map

Copyright © CAS, a division of American Chemical Society

18



SciFinder" & F3$%I5

i B 6918 A

f& SciFinder" # f £ A8 34T Lk £ B, 7T F BAE BB AL A2
WRARE ORSANFH; BERA? K& 0 R—DFH,
WA T2 Tl F MR, RTRTEHE.

WEAF X H AR S EKGTE., %, X4EF Concept Modifiers & i
FIRA

References =  synth* x @Draw n * ©) 2

A planning strategy for diversity-oriented synthesis

By: Burke, Martin D.; Schreiber, Stuart L.
Angewandte Chemie, International Edition (2004), 43(1), 46-58 | Language: English, Database: CAplus
View Reference Detail

Abstract: A review. In contrast to target-oriented synthesis (TOS) and medicinal or combinatorial chem., which aim to access
precise or dense regions of chem. space, diversity-oriented synthesis (DOS) populates chem. space broadly with small-mols., having
diverse structures. The goals of DOS include the development of pathways leading to the efficient (three- to five-step) synthesis of
collections of small mols. having skeletal and stereochem. diversity with defined coordinates in chem. space. Ideally, these pathways
also yield compounds having the potential to attach appendages site- and stereoselectively to a variety of attachment sites during a
post-screening, maturation stage. The diverse skeletons and stereochemistries ensure that the appendages can be positioned in
multiple orientations about the surface of the mols. TOS as well as medicinal and combinatorial chemistries have been advanced by
the development of retrosynthetic anal. Although the distinct goals of DOS do not permit the application of retrosynthetic concepts
and thinking, these foundations are being built on, by using parallel logic, to develop a complementary procedure known as
forward- synthetic anal. This anal. facilitates synthetic planning, communication, and teaching in this evolving discipline.

Full Text = &6 Cited By (1,299) @ Citation Map

6

Zeolite and molecular sieve synthesis

By: Davis, Mark E.; Lobo, Raul F.
Chemistry of Materials (1992), 4(4), 756-68 | Language: English, Database: CAplus
View Reference Detail

Abstract: A review, with 107 references, of zeclite and mol. sieve syntheses. The syntheses of Al-rich zeolites, high-silica zeolites,
and phosphate-based mol. sieves are evaluated. Unresolved mechanistic issues are outlined, and areas for exploration suggested.
The ability to plan zeolite and mol. sieve syntheses is discussed, and a strategy for synthesizing a chiral zeolite is used to
demonstrate the current limitations in designing new mol. sieves.

Full Text « 66 Cited By (1,005) @ Citation Map
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Aluminum tolerance in wheat (Triticum aestivum L.). I. Uptake and distribution of aluminum in
root apexes

By: Delhaize, Emmanuel; Craig, Stuart; Beaton, Colin D.; Bennet, Robin J.; Jagadish, Vidya C.; Randall, Peter J.
Plant Physiology (1993), 103(3), 685-93 | Language: English, Database: CAplus
View Reference Detail
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Aluminium(lll) as a promoter of cellular oxidation

By: Zatta, Paolo; Kiss, Tamas; Suwalsky, Mario; Berthon, Guy
Coordination Chemistry Reviews (2002), 228(2), 271-284 | Language: English, Database: CAplus
View Reference Detail
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China (4,129)

Bioorganic & medicinal
chemistry letters (2,773)

Journal of medicinal chemistry
(2.609)

European journal of medicinal
chemistry (2,308)

View All

~ Concept
Antiviral agents (30K)
Homo sapiens (12K)
Human (12K)
Humans (11K}

Structure-activity relationship

(10K)

View All

Synthesis of Tamiflu and its Phosphonate Congeners Possessing Potent Anti-Influenza
Activity

By: Shie, Jiun-Jie; Fang, Jim-Min; Wang, Shi-Yun; Tsai, Keng-Chang; Cheng, Yih-Shyun E.; Yang, An-Suei; Hsiao, Shih-Chia; Su,
Ching-Yao; Wong, Chi-Huey

Journal of the American Chemical Society (2007), 129(39), 11892-11893 | Language: English, Database: CAplus

o ) "”I_“/‘% R N;':T‘:g Using D-xylose as an appropriate chiral precursor, we have synthesized active
W m Muﬂ:,f W,L;, 2wy, neuraminidase inhibitor oseltamivir, antiflu drug Tamiflu, and novel phosphonate
D-Xylose ..m:.:.}m . ™ N""” congeners | [R = H, C(NHz):NH] that exhibit even stronger antiflu activities by inhibiting
:CMPOENT c,owa  the neuraminidases of the wild-type and H274Y mutant of HIN1 and H5N1 viruses. Mol.
Em-ﬂ;ﬂrﬁ mnatins - modeling of the neuraminidase-phosphonate complex indicates a pertinent binding
it HINY uria
mode of the phosphonate with three arginine residues in the active site. Discovery of
View More v
Full Text @ Substances (50) B Reactions (188) &6 Cited By (190) @ Citation Map
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Asymmetric synthesis of 1,3-dioxolane-pyrimidine nucleosides and their anti-HIV activity.
By: Kim, Hea O.; Ahn, Soon K.; Alves, Antonio |.; Beach, |. Warren; Jeong, Lak S.; Choi, Bo G.; Van Roey, Patrick; Schinazi, Raymond
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Synthesis of novel diarylpyrimidine analogues and their antiviral activity against human

immunodeficiency virus type 1

By: Guillemont, Jerome; Pasquier, Elisabeth; Palandjian, Patrice; Vernier, Daniel; Gaurrand, Sandrine; Lewi, Paul ).; Heeres, Jan;
de Jonge, Marc R.; Koymans, Lucien M. H.; Daeyaert, Frits F. D.; et al

Journal of Medicinal Chemistry (2005), 48(6), 2072-2079 | Language: English, Database: CAplus

N oy The synthesis and the antiviral properties of di(arylamino)pyrimidines (DAPY), e.g., I,

/@\ <> /@\ © as nonnucleoside reverse transcriptase inhibitors (NNRTIs), is reported. The synthesis

program around this DAPY series was further optimized to produce compounds
displaying improved activity against a panel of eight clin. relevant single and double
LY "H mutant strains of human immunodeficiency virus type 1 (HIV-1).
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Synthesis of Tamiflu and its Phosphonate Congeners Possessing Potent Anti-Influenza
Activity

By: Shie, Jiun-Jie; Fang, Jim-Min; Wang, Shi-Yun; Tsai, Keng-Chang; Cheng, Yih-Shyun E.; Yang, An-Suei; Hsiao, Shih-Chia; Su,
Ching-Yao; Wong, Chi-Huey

Journal of the American Chemical Society (2007), 129(39), 11892-11893 | Language: English, Database: CAplus
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CAS Registry Number Download Details
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Download Properties
Excel (.xIsx) 2

Download Structure

CXF
MOL
SDFile (.sdf)
Absolute stereachemistry shown, Rotation (+)
CysHsgN4Og
Vincaleukoblastine
Key Physical Properties Value Condition
Molecular Weight 810.97
Melting Point (Experimental) 211-216 °C
Density (Predicted) 1.37£0.1 glem? Temp: 20 °C: Press: 760 Torr
pKa (Predicted) 11.36£0.60 Most Acidic Temp: 25 °C
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| 865-21-4 (1).sdf - Notepad
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Vincaleukoblastine
C46H58N409
865-21-4 Copyright (C) 2019 ACS
6270 @ @ 1 @ © © © 0999 V2000
75193.548426691.5323 . 0000
80891.129029975.8065 0000
63326.612912592.7419 . 0000
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69495.967729975. 8065 . 0000
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M END

> <cas.rn>
865-21-4

> <cas.index.name>
Vincaleukoblastine

> <molecular.formula>
C46H58N409

> <molecular.weight>
8106.97

> <melting.point.experimental>
211-216 °C

> <density.predicted>
1.37+#8.1 g/cm3 Temp: 28 °C; Press: 768 Torr

> <pka.predicted>
11.36%0.60 Most Acidic Temp: 25 °C
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| CAS Registry Number:
CAS Display Name:

865-21-4
Vinblastine

Copyright © 2019 American Chemical Society (ACS). All Rights Reserved.

[ B Property Value and Units emperature [l Pressure Bl pH
Biological Median Lethal Dose 15 mg/kg
Biological Median Lethal Dose 15 mg/kg
Experimental Biological Median Lethal Dose 7.3 mg/kg
IExperimen(al Biological Median Lethal Dose |5.6 me/kg
Experimental Biological Median Lethal Dose 3.12 mg/kg
Experimental Biological Median Lethal Dose 0.34 mg/kg
|Experimental Optical and Scattering Optical Rotatory Power +42 deg 26°C
Experimental Optical and Scattering Optical Rotatory Power +42 deg 26°C
Experimer Optical and Scattering Optical Rotatory Power +42 deg 26°C
Experimental Optical and Scattering Optical Rotatory Power +40 deg 23°C
| Optical and Scattering Optical Rotatory Power +40 deg 23°C
Experimental Optical and Scattering Optical Rotatory Power +31deg 25°C
Experimental Optical and Scattering Optical Rotatory Power -22 deg 25°C
Experimental Optical and Scattering Optical Rotatory Power -32 deg 23°C
Experimental Thermal Melting Point 211-216°C
| Experimental Thermal 211-216°C
Experimental Thermal 201-211 °C (decomp)
| Experimental Thermal Melting Point 201-211°C
Predicted Biological Bioconcentration Factor "0 25°C pH1
| Predicted Biological Bioconcentration Factor .28 25°C pH2
Predicted Biological Bioconcentration Factor "1.50 25°C pH 3
Predicted Biological Bioconcentration Factor ".04 25°C pH4
Predicted Biological i Factor "13.0 25°C pHS
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