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Hinweise zur

Literaturrecherche

Knut Baumann

Aufgabe

1) Erstellen einer Monographie, die in Inhalt und Struktur
aktuellen Arzneibuchmonographien gleicht.

2) Erstellen eines Kommentars, der in Inhalt und Struktur einem
aktuellen Arzneibuchkommentar gleicht.

3) Die Strukturformeln sollen selbst gezeichnet werden
(Minimum: untersuchter Arzneistoff und Verunreinigungen;
d.h. Ausnahme: ggf. komplexe Synthesen).

4) Es ist alle verwendete Literatur anzugeben. Die Literatur ist
abweichend von der AB-Monographie im Monographietext als
Literaturverweis anzugeben. Das Literaturverzeichnis muss
die verwendeten Quellen in einheitlichem Stil zitieren.

't Technische

£ Universitit




Drugbank Struktureditor

https://www.drugbank.ca/structures/search/small_molecule_drugs/structure
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https://doku.rz.tu-bs.de/ ...
...doku.php?id=software:chemdraw
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Dwe TU Braunschwerg hat zentral en Lnzenz-Paket fir dee Software Chemdraw der Firma
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Zitierstil 1

Artikel (mit Titel)

1.) Buchwald, P.; Bodor, N. Computer-Aided Drug Design: The
Role of Quantitative StructureProperty, Structure-Activity and
Structure-Metabolism Relationships (QSPR, QSAR, QSMR). Drugs
Fut. 2002, 27, 577-588.

Format: Nachname, 1. Buchstabe Vorname. (alle Autoren
nennen, Autoren durch ,,;* getrennt) Titel des Artikels. Zeitschrift
abgekurzt (kursiv) Jahr (fett), Jahrgang (kursiv), Seiten von-bis.

Zu den Artikeln ist wenn vorhanden ein DOI (Digital Object
Identifier anzugeben) oder ein Link in PubMed (jeder Artikel in
PubMed hat eine PMID)
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Zitierstil 11

Bucher

2.) Bohm, H.-J.; Klebe, G.; Kubinyi, H. Wirkstoffdesign,
Spektrum Akademischer Verlag: Heidelberg, 1996.

Format: Nachname, 1. Buchstabe Vorname. (alle Autoren
nennen, Autoren durch ,,;“ getrennt) Titel des Buchs (kursiv),

Name des Verlags: Verlagsort, Erscheinungsjahr.

Wenn maoglich mit DOI o.a. permantem Link
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http:/7/www.ncbi.nlm.nih.gov/pubmed/25440595
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& NCBI

Resources ¥ How To ¥

Publ[z]ed gov

US National Library of Medicine
National Institutes of Health

PubMed
Advanced

Abstract =

Curr Vasc Pharmacol, 2015;13(5).566-77.

Platelet Inhibition Agents: Current and Future P2Y12 Receptor Antagonists.
Tang J, Li MP, Zhou HH, Chen XP'.

+ Author information

Abstract

Percutaneous coronary intervention is widely used to reduce the risk of death or cardiovascular events in patients with acute
coronary syndromes. Dual antiplatelet treatment with aspirin and clopidogrel has become routine practice to prevent thrombotic
events after coronary surgery. Despite advances of significant reduction of thrombotic complications in this adjunctive therapy,
major adverse cardiovascular events still oceur, suggesting the need for development of novel antiplatelet agents that act as
superior alternatives to current standard regimen. Recently developed antiplatelet agents (prasugrel, ticagrelor, cangrelor and
elinogrel) efficiently antagonize P2Y12 receptor, a key platelet activating signaling p y, and thereby inhibit aggregation
induced by mediators such as ADP, collagen, thrombin and TXAZ2. We provide an evidence-based review on the pharmacological
and clinical performance of clopidogrel and novel antiplatelet agents that antagonize P2Y12 receptors.

PMID: 25440595 [PubMed - indexed for MEDLINE]

«

Publication Types, MeSH Terms, Substances

«

LinkOut - more resources

Send to: =

Sign in to NCBI

Help

Full text links

[Full-Text Article |

Save items

Add to Favorites >

Similar articles

Novel platelet ADP P2Y12
inhibitors in the trea [Cardiovasc Ther. 2012]

Third generation P2Y12 antagonists inhibit
platelet aggregatio [Thromb Haemost. 2014]

Clinical effects and outcomes with
new P2Y12 [Fundam Clin Pharmacol. 2012]

A critical appraisal of the functional
evolution of P2Y12 [Curr Pharm Des. 2012]

[Recent advances on the studies of
the platelet's inhib [Recenti Prog Med. 2011]

See reviews...

See all...
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http://www.eurekaselect.com/126427/article

Home Browse Search Contact About Us Ordering & Subscription Feedback Help
EEEESE Current Vascular Pharmacology
Current V ar
Pharmacology ISSN (Print): 1570-1611 . . ..
ISSN (Online): 1875 6212 Zeitschrift Gber EZB
| DOIL: 10.2174/1570161112666141127162209 | Price: $95
Back  Rights & Permissions  Mark item  Add to Cart

Platelet Inhibition Agents: Current and Future P2Y12 Receptor Antagonists

Author(s): Jie Tang, Mu-Peng Li, Hong-Hao Zhou and Xiao-Ping Chen

Abstract:

Percutaneous coronary intervention is widely used to reduce the risk of death or cardiovascular events in patients with acute coronary syndromes. Dual antiplatelet treatm
and clopidogrel has become routine practice to prevent thrombotic events after coronary surgery. Despite advances of significant reduction of thrombotic complications ir
therapy, major adverse cardiovascular events still occur, suggesting the need for development of novel antiplatelet agents that act as superior alternatives to current ste
Recently developed antiplatelet agents (prasugrel, ticagrelor, cangrelor and elinogrel) efficiently antagonize P2Y12 receptor, a key platelet activating signaling pathway, anc
aggregation induced by mediators such as ADP, collagen, thrombin and TXA2. We provide an evidence-based review on the pharmacological and clinical performance of

novel antiplatelet agents that antagonize P2Y12 receptors. -
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US National Library of Medicine
National Insttutes of Heafth Advanced Help
Display Settings: [+) Abstract Send to: [¥)
Full text links
Thromb Haemost. 2013 Jan;109(1):93-101| doi: 10.1160/TH12-06-0377 | Epub 2012 Nov 29 &'l
a0l —" _ (9 Schattauer
Impact of clopidogrel and potent P2Y 12 -inhibitors on mortality and stroke i
patients with acute coronary syndrome or undergoing percutaneous mmrwmed
coronary intervention: a systematic review and meta-analysis. i
Aradi D1‘ Komécsi A, Vorobecsuk A, Serebruany VL.
Save items =

# Author information

Abstract Add to Favorites -

Administration of a P2Y 12 -receptor antagonist in addition to aspirin is mandatory in patients with
acute coronary syndromes (ACS) or undergoing percutaneous coronary intervention (PCl) to reduce
the occurrence of thrombotic events; however, their impact on mortality and stroke is unclear. We
aimed to evaluate the influence of moderate (clopidogrel) or potent (prasugrel/ticagrelor) P2Y 12

Related citations in =
PubMed

-receptor inhibition on major cardiovascular outcomes among patients with ACS or undergoing PCI.
Systematic literature search was performed to find randomised, controlled clinical trials comparing the
clinical impact of clopidogrel with placebo or prasugrel/ticagrelor versus clopidogrel. Outcome
measures included cardiovascular death, myocardial infarction (MI), total stroke and intracranial
haemorrhage (ICH). Random-effects model with Mantel-Heanszel weighting was used to pool
outcomes into a meta-analysis. Four studies comparing clopidogrel with placebo and five trials
comparing clopidogrel with new P2Y 12 -receptor inhibitors were identified including a total of
107.473 patients. Compared to placebo. clopidoarel reduced the risk of cardiovascular death (odds

Relationship between
post-tr [J Thromb Haemost. 2012]

Ticagrelor versus prasugrel in
acute cc [J Am Coll Cardiol. 2012]

Discharge aspirin dose and
clinical ¢ [J Am Coll Cardiol. 2014] -

Switching antiplatelet




http://th.schattauer.de/en/contents/archive/issue
/1623/manuscript/19048.html
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* Current Issue Archive
® Ahead of Print 5 Impact of clopidogrel and potent P2Y 12 -inhibitors on mortality and stroke in

Irf:m'“b*”ls patients with acute coronary syndrome or undergoing percutaneous coronary
¥ Archive Haemostas intervention

Journal: Thrombosis and Haemastasis
r Search 153N
¥ Sponsored Content DOl http://dx.doi.org/10.1160/TH12-06-0377
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¥ Copyright permissions Pages: 93-101
¥ Register for eTOC
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Article

Impact of clopidogrel and potent P2Y 12 -inhibitors on mortality and stroke in patients with acute
CONTACT PERSON coronary syndrome or undergoing percutaneous coronary intervention
A systematic review and meta-analysis

D. Aradi (1), A. Komécsi (1), A. Vorobesuk (1), \. L. Serebruany (2)

(1) University of Pécs, Heart Institute, Division of Interventional Cardiolagy, Hungary; (2) HeartDrug™ Research LLC,
Johns Hopkins University, Towson, Maryland, USA

Keywords
Stroke, clopidogrel, platelet inhibition, prasugrel, ticagrelor, P2Y 12 -receptor

Dr. Elinor Switzer
Summary

Managing Editor Administration of a P2Y 12 -receptor antagonist in addition to aspirin is mandatory in patients with acute coronary
syndromes (ACS) or undergoing percutaneous coronary intervention (PCI) to reduce the occurrence of thrombotic

Phone: +49 (0)711 - 2 29 87 63 events; however, their impact on mortality and stroke is unclear. We aimed to evaluate the influence of moderate
Fax: +49 (0)711 - 2 29 87 65 (clopidogrel) or potent (prasugrel/ticagrelor) P2Y 12 -receptor inhibition on major cardiovascular outcomes among
Zzend an Email patients with ACS or undergoing PCI. Systematic literature search was performed to find randomised, controlled

clinical trials comparing the clinical impact of clopidogre! with placebo or prasugrel/ticagrelor versus clopidogrel.
measures included cardiovascular death, dial inf: total stroks it
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Online Ressourcen

Kurze Beschreibung und http-Adresse

4.) Prasugrel; http://www.drugbank.ca/drugs/DB06209; letzter
Zugriff am 17.06.2016.

Keine Links in Datenbanken, die ein Login erfordern (SciFinder,
Scopus etc.)
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Allgemeine Recherche

Informationsquellen

. Wissenschaftliche Literatur = ,,Die Literatur*

. Internetdatenbanken

- Arzneimittel-Hersteller (via DocCheck)

- Berufsverbande (Nds. Apothekerkammer, ABDA, ...)
- Behorden (BfArM, RKI, PEI, ...)

- Nachrichten (Internet)
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Primarliteratur

Originalpublikationen, Basis des wissenschaftlichen Wissens

Detalils
- Stark fokussiert
- Qualitat: ,,Peer-Review-System*

- Beschaffung z.T. schwierig und teuer (PubMed und Google
Scholar zeigen frei verfugbare Quellen)

- Nicht nur auf Zusammenfassung verlassen

— Hochaktuell, detailliert

— Kontrovers diskutierte Themen sind verstreut
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Wichtige Journale

Journal of Analytical Chemistry

Journal of Chromatography A/B

Journal of Pharmaceutical and Biomedical Analysis

Analytical and Bioanalytical Chemistry
Chromatographia

Electrophoresis

Analytica Chimica Acta

Pharmaeuropa

Journal of Medicinal Chemistry
Bioorganic & Medicinal Chemistry

Luvam

Elektronische Zeitschriften Bibliothek

http://rzblx1.uni-regensburg.de/ezeit/search.phtmli?bibid=TUBS&colors=7&lang=de
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Elektronische Zeitschriftenbibliothek

Elektronische
Zeitschriftenbibliothek

Universitdtsbibliothek Braunschweig

m Zeitschriftensuche

Zeitschriftensuche
Liste nach Fachgebiet
Liste nach Alphabet
Liste neuer EZB-Titel

Bibliothek

Ansprechpartner
Zeitschrift vorschlagen

Bibliothek auswahlen

Information & Service

Uber die EZB
Hilfe zur EZB
EZB-App

Geben Sie bitte im folgenden Formular verschiedene Kriterien zu Ihrer gesuchten Zeitschrift ein.
Informationen dber verschiedene Suchmaglichkeiten finden Sie in der Hilfe zur EZB.
Hinweis: Sie kénnen hier nicht nach Zeitschriftenartikeln suchen.

Erweiterte Suche nach Zeitschriften

Suchkriterien
Titelwort(e) v und
ISSN v und
Verlag v

Treffer pro Seite: |20 ¥

Fachgebiete einschrianken

Auswahl an Fachgebieten:

Allgemeine Sprach- und Literaturwissenschaft

Allgemeines, Fachubergreifendes

Anglistik. Amerikanistik

Archéologie

Architektur, Bauingenieur- und Vermessungswesen

UB

@0cC

M C

QO

Braunschweig

e

= Die Volltexte der Zeitschriften sind

frei zuganglich

fiir die TU Braunschweig
campusweit freigeschaltet

nur bei einem Teil der
erschienenen Jahrgange flr
die TU Braunschweig
campusweit freigeschaltet

nicht zugénglich(in vielen

Fillen werden Absiracts
angeboten)

Nutzungsbedingungen

http://rzblx1.uni-regensburg.de/ezeit/search.phtml?bibid=TUBS&colors=7&lang=de




Sekundarliteratur

I. Indexierungs- und ,,Abstract“-Dienste

Il. Themenbezogene Bewertungen und Ubersichtsarbeiten
(,,Reviews*)

. Datenbanken

e  PubMed, SciFinder ($), Scopus (%), ...
- Spezielle Zeitschriften

. Pharmacon, Pharmazie in unser Zeit, ...

- Drugs of the Future, ...

= Vorauswahl, Wertung, weniger aktuell

W1Lg,
AT

Universitit
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Tertiarliteratur

,Das" etablierte Wissen in konzentrierter, strukturierter Form
- Nachschlagewerke
- Hunnius, Pschyrembel, Hagers Handbuch, ...

- Rote Liste, Fachinformation, ...

- Lehrbicher

- Roth Eger Troschutz, Steinhilber et al., Mutschler,
Gilman & Goodman, ...

= Nachteil: zeitliche Verzoégerung (5 — 10 Jahre)

1
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Weg der Literaturrecherche

Zunahme: Zunahme: Weg
Interpretation  Aktualitat der
und und Details Recherche
Bewertung

—
— —
Tertiarliteratur
Sekundarliteratur
Primarliteratur =
—/
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Datenbankrecherche | (PubMed o0.4a.)

- Datenbankfelder: TI, AU, JN, MH, ...
- Schlagwort Vokabular: kontrolliert (MeSH) vs. unkontrolliert

- Kontrolliertes Vokabular bertcksichtigt:
Schreibweise, Wortendungen, Abklrzungen,
Synonyma

- Logische Operatoren (AND, OR, NOT, ggf. NEAR)

- Prioritaten ,,()“
(Ibuprofen OR Paracetamol) AND Kopfschmerzen
Ibuprofen OR (Paracetamol AND Kopfschmerzen)

Lg,
e,
",
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Datenbankrecherche 11

- Phrasen: ,,Morbus Crohn*
. Eingrenzungen (,,Limits*) meist unter ,,Advanced Search*
- Expandieren von Suchen

- Kontrolliertes Vokabular: eine Ebene héher

- Platzhalter (,,*“, ,,?*): optimi*, optimi?ed

- Achtung: Viele Arzneistoffe enden im Englischen auf
»,e“, z.B. ,morphine“, ,methylphenidate®, ...
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Unterschiedliche Suchrichtung

,Ruckwartssuche* \Vorwartssuche*

(Zitate in Aufsatz) (Scopus, Science Citation Index)

aktuell akdueller I\éﬂter/l
M 101
aIterDDDDD I/' \I

Grin zitiert Grau Grau wird von Grun zitiert
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Bewerten speziell wissenschaftlicher Web-Sites

o Auffinden von ,Web-Sites*

Suchmaschinen

- Bewerten einer Web-Site: Im Internet kann jeder alles
schreiben! Bewertung ist somit zwingend notig!

- Wer bietet die Information an?

- Wer ist fur den Inhalt verantwortlich?
- Wer finanziert das Angebot?

- Letztes Update?

- Inhaltliche Prufung der Information?
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Recherche zur Arzneibuchmonographie |

Unterpunkte des Kommentars

Allgemeine Hinweise

e Andere Arzneibtcher (—» BP, USP, JAP, ...)

« Ahnliche Substanzen (z.B. Lehrbiicher der Pharmakologie)
e CAS-Nr. (— SciFinder)

e Darstellung (— SciFinder: Kategorie ,,Preparation”, Drugs of
the Future)

e Stereochemie (— bestimmen)
e Stabilitat/Lagerung (— SciFinder: Suchbegriff ,,Degradation®)

e Synonyme (— Pharmazeutische Stoffliste, PubChem)
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Recherche zur Arzneibuchmonographie 11

Eigenschaften

Aussehen

» pK,-Wert (— SciFinder [berechnet])

e UV, IR, 'H-NMR, 13C-NMR, MS (— SciFinder; Patente)
e Ld&slichkeit (— SciFinder [berechnet])

Prufung auf Identitat

e Smt, IR, UV (s. Spektren)

e Farbreaktionen (— Roth, Eger, Troschitz)

e DC (— Apothekengerechte Prufvorschriften, DAC, Monographien
ahnl. Substanzen)

M1LE
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Recherche zur Arzneibuchmonographie 111

Prufung auf Reinheit

Optische Drehung; nachrangig: Aussehen der Losung, pH-
Wert, ...

Verwandte Substanzen

= Auswahl verwandter Substanzen: Synthesezwischenprodukte,
Abbauprodukte

» Suche: —» SciFinder Kategorie: ,,Analytical Study* hier HPLC
Methoden suchen fir Ausgangssubstanz und ggf. fir verwandte
Substanzen

Schwermetalle (allg.; speziell wenn Metall-Katalysatoren)

Trocknungsverlust (nachrangig)

WI1L,
A L)
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Recherche zur Arzneibuchmonographie 1V

Gehaltsbestimmung

= Auf Basis von pK,, UV-Spektrum, HPLC-Methode
Pharmakologische Eigenschaften

e Pharmakodynamik \
 Pharmakokinetik

= Indikation

e Lehrbicher der Pharmakologie

e Dosierung
> e Fachinformation

e Intoxikation .
e Rote Liste

e Unerwulnschte Wirkungen

e Kontraindikation
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Arzneibuchmonographie

Gegeben: Indikation

Gesucht: Arzneibuchmonographie plus Kommentar zu einem
Arzneistoff mit der gegebenen Indikation

Nebenbedingungen:

=  Der Arzneistoff darf noch nicht in Ph. Eur., USP, BP, JP, etc.
monographiert sein (vgl. PM P820 (1)-(5)) fur USP)

Taktisches:

» Der Arzneistoff sollte nicht zu jung sein!

WI1L,
A L)

i Technische

% Universitit 9. Dezember 2019 | Arzneistoffanalytik - Monographieerstellung | Seite 28
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Uberblick verschaffen
« Pharmazeutische Zeitung = Arzneistoffe (alphabet., Jg.)
 DrugBank

« Google Scholar

 Schlusselworte: HPLC, ,stability indicating“, forced
geradation*

e PubChem
 Wikipedia

o ¢ Technische

£ Universitat
Braunschweig

http://www.pharmazeutische-zeitung.de/index.php?id=46915
&cld=29641

Pharmazeutische Zeitung PTA-Forum PZ-Akademie DAC/NRF Die Zeitschrift der deutschen Apotheker

PHARMAZEUTISCHE- 2= NEL
W7 ZEITUNG ===

AUSGABE SERVICE STELLEN-/PZ-MARKT NACHRICHTEN

Mediadaten | Sitemap | Kontakt | Impressum

Mehr Maglichkeiten

AbisZ | AMK | Arzneistoffe | E-Senice | Giftinfo | Kalender | Links | Marktkompass | PZ-Expertenrat | Zum Thema

NEUE ARZNEISTOFFE & Drucken
79 Th b " i h E= Versenden
rombozytenaggregationshemmer
Y ggreg & Feedback
Prasugrel, Efient™ [Lilly Deutschland GmbH © ThemenE-Mail
L1 Newsletter
[m] Empfehlen bei Facebook
ElEmpfehlen
w j ARCHIV DER HEFT-CDS
PHARMAZEUTISCHE
BZEMUNG HE
PHARMAZEUTISCH =
M EITUNG -
Mit F‘rasugre\ kam im April 2009 ein weiterer Thrombozytenaggregationshemmer auf den Markt. 2\. e
Wie Clopidogrel ist der neue Arzneistoff zugelassen in Kombination mit Acetylsalicylsaure I

(ASS) zur Vorbeugung atherothrombotischer Ereignisse bei Erwachsenen mit einem akuten

Koronarsyndrom, die sich einer perkutanen Koronarintervention unterziehen. — PDF-Dateien der gedruckten Ausgabe zum

Download
Die empfohlene Anfangdosis betragt 60 mg Prasugrel (Aufsattigungsdosis). Anschlieend wird

eine Erhaltungsdosis von einmal taglich 10 mg fortgesetzt. Die Filmtabletten kénnen
unabhangig von den Mahlzeiten eingenommen werden. Allerdings wird bei der
Aufsattigungsdosis der schnellste Wirkeintritt erzielt, wenn die Filmtabletten niichtern i BfArM.-Gfaneri!(alislte:
genommen werden. Empfohlen wird eine Behandlungsdauer von einem Jahr. Patienten, die Schwierige Situation fur
Prasugrel einnehmen, milssen zudem taglich 75 bis 325 mg ASS einnehmen. Apotheker

Die Verwirrung ist grof:

Nachdem das...

Prasugrel ist wie Clopidogrel ein Prodrug. Nach peroraler Applikation ist die Ausgangssubstanz
im Plasma nicht nachweisbar. Sie wird schnell im Darm zu einem Thienolacton hydrolysiert
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Show Drugs with Similar Structures
Identification

Name

Interactions

targets (1) enzymes (8) carriers (1) JELINCIEET

Prasugrel

Accession Number
Type
Groups

Description

Structure

Synonyms

DE06209
small molecule

approved

Prasugrel, a thienopyridine derivative, is a platelet activation and aggregation inhibitor structurally and pharmacologically related to clopidogrel and ficlopidine.
Similar to clopidogrel, prasugrel is a prodrug that requires enzymatic transformation in the liver to its active metabolite, R-138727. R-138727 irreversibly binds to
P2Y12 type ADP receptors on platelets thus preventing activation of the GPIIb/lila receptor complex. As a result, inhibition of ADP-mediated platelet activation
and aggregation occurs. Prasugrel was developed by Daiichi Sankyo Co. and is currently marketed in the United States and Canada in cooperation with Eli Lilly
and Company for acute coronary syndromes planned for percutaneous coronary intervention (PCl). FDA approved in 2009.

ol o Link out:

e * Property

e Spectra

zoom | moL | soF | PDB smiLES | incni TN ) b SyntheSiS
10 |w|records per page d EXtel’na| LlnkS
— R — e Similar Structures
Effient |
Prasugrel

SID124899264




https://pubchem.ncbi.nlm.nih.gov/

Databases » Upload Services » Help  more »

w
PubOhem

@ BioAssay 2 DD Compound 2 E Substance

Advanced

£ Search

Try the new PubChem Search

New Arevamped PubChem Compound Summary page is now released. Read more...

more .. F:J

Write to Helpdesk | Disclaimer | Privacy Statement | Accessibility | Data Citation Guidelines
National Center for Biotechnology Information
NLWM | MIH | HHS

_fIEIT

BioActivity Summary %

BioActivity Datatable

BioActivity SAR

BioActivity DataDicer

Structure Search

3D Conformer Tools

Structure Clustering

Classification

Upload

Download

(0]
<
oH
(<]
)
&)
&|
=)

PubChem FTP

https://www.ncbi.nlm.nih.gov/pccompound?term=

%022prasugrel%o022

::'J NCBI Resources (¥l How To (¥

Sign in fo NCBI

-

PubChem PubChem Compound v| "prasugrel”
Compound Save search Limits Advanced
Display Settings: (%] Summary, 20 per page, Sorted by Default order Send to: (] Filters: Manage Filters
Results: 1 to 20 of 21 Page 1 |of2 | Next> | Last>> Actions on your results
e BioActivity Analysis

O Prasugrel; 150322-43-3: Efient ... L2 Analyze the BioActivities of the
1 MW: 373 441103 g/imol MF" CagHagFNO3S compoUnd

IUPAC name: [5-[2-cyclopropyl-1-(2-flucrophenyl)-2-oxoethyl]-6, 7-dihydro .. = Structure Clustering

1 CID: 6918456 Cluster structures based on

Summary  Similar Compounds Same Parent, Connectivity ~ Mixture/Component
Compounds PubMed (MeSH Keyword)  Tested in 40 BioAssays

Prasugrel hydrochloride; 389574-19-0: Prasugren hydrochloride ...
MW: 409.902043 g/mol MF: CogHo4CIFNO3S
™ IUPAC name: [5-[2-cyclopropyl-1-(2-flucrophenyl)-2-oxoethyl]-6, 7-dihydro...
CID: 10158453
o Summary  Similar Compounds Same Parent, Connectivity ~Mixture/Component
Compounds PubMed (MeSH Keyword)  Active in 2 of 94 BioAssays

|

| Prasugrel Metabolite M5; SureCN5752081; R-106583 (Prasugrel Metabolite) ...
MW 363 446283 g/mal MF CqgHz5FNO3S

IUPAC name: (2Z)-2-[1-[2-cyclopropyl-1-(2-fluorophenyl)-2-oxoethyl]-4-me...

CID: 69553995

Summary  Similar Compounds Same Parent, Connectivity

[55)

structural similarity

& Structure Download

D i
Download the structures in various
formats

Refine your results
= What's this?

Chemical Properties

Rule of 5 (6)

BioActivity Experiments
BioAssays, Active (1) S}
BioAssays, Tested (2) =)

BioMedical Annotation
Pharmacological Actions (3)
[#] Purinergic P2Y Receptor




https://pubchem.ncbi.nlm.nih.gov/compound/6918
456#section=Top

ompound Summary for CID 6918456

© Contents N 2D Structure

Q Search & Download [za) Get Image

2 3D Conformer

3 Identification

4 Chemical and Physical Properties
5 Related Records

6 Chemical Vendors

7 Drug and Medication Information
8 Pharmacology and Biochemistry ]
9 Use and Manufacturing

10 Safety and Hazards

11 Toxicity

12 Literature

13 Patents

14 Biomalecular Interactions and Pathways

15 Biological Test Results

3D Conformer

16 Classification

17 Information Sources

Q Search & Download

from PubChem [12]

Link out:

* Property

* Literature
 Patents

https://de.wikipedia.org/wiki/Prasugrel

7,
r

g
W

o

Q
£
=

WIKIPEDIA
Die freie Enzyklopidie

A

Hauptseite
Themenportale
Von A bis Z
Zufalliger Artikel

Mitmachen
Artikel verbessern

MNeuen Artikel
anlegen

Autorenportal

Hilfe

Letzte Anderungen
Kontakt

Spenden

Drucken/exportieren
Buch erstellen

Als PDF
herunterladen

Druckversion

Werkzeuge
Links auf diese Seite

Anderungen an
verlinkten Seiten

Spezialseiten
Permanenter Link
Seiteninformationen
Wikidata-Datenobjekt
Seite zitieren

In anderen Sprachen £}
English

Benutzerkonto erstellen Anmelden

Artikel Diskussion Lesen Bearbeiten Versionsgeschichte Suchen Q
Prasugrel
Prasugrel (Entwicklungsbezeichnungen CS-747, LY640315) ist ein Strukturformel

Thrombozytenaggregationshemmer aus der Gruppe der Thienopyridine, der die Bildung von
Blutgerinnseln (Thromben) behindert. Prasugrel ist seit 2009 zum Einsatz beim akuten
Koronarsyndrom in den USA, in England, in Osterreich, in der Schweiz und in Deutschland zugelassen.
Es stelit damit eine Alternative zum Wirkstoff Clopidogrel aus derselben Wirkstoffgruppe dar, der
derzeit noch in den meisten Fallen bei der Therapie des Herzinfarktes eingesetzt wird.

Das Arzneimittel Efient* (Europa) bzw. Effient* (USA) von Daiichi Sankyd und Eli Lilly and Company
enthalt als Arzneistoff Prasugrel-Hydrochlorid.

Inhaltsverzeichnis [Verbergen]
1 Pharmakologie

2 Anwendungsgebiete

3 Einzelnachweise

4 Literatur

5 Weblinks

Pharmakologie [Searbsiten]

Prasugrel ist wie die anderen Thienopyridine Clopidogrel und Ticlopidin ein Prodrug, der im Korper
(durch eine Hydrolyse durch Esterasen, anschlieend Oxidation durch das Cytochrom-P450-System)
in den aktiven Metaboliten R-138727 umgesetzt wird. Dies scheint schneller und zu einem groleren
Anteil zu geschehen als bei den anderen Stoffen dieser Arzneistofi-Gruppe. Die Ausscheidung
geschieht hauptsachlich tber die Niere.

Der aktive Metabolit bindet am P2Y,;-Adenosindiphosphat-Rezeptor der Thrombozyten. In der Folge
unterbleibt die Thrombozytenaktivierung Gber den Glykoprotein-lib/lla-Rezeptorkomplex. Da die
Blockierung des P2Yz-Rezepiors irreversibel ist, bleiben die Thrombozyten wahrend ihrer gesamien
Lebensdauer beeintrachtigt. Die vollsténdige Gerinnungsfahigkeit des Bluts stellt sich erst mit der

1:1-Gemisch aus (R)-Form {oben) und (S)-Form {unten)

Allgemeines

Freiname Prasugrel

¢ IUPAC: (RSH5-[2-Cyclopropyl-
1-{(2-fluorphenyl)- 2-oxoethyl]-

Andere N
noere Hamen 6.7-dihydro-4H- thisna[3.2-c]pyricin-

2-yllacetat
Summenformel CogHzpFNOSS
o 160322-43-3 (Frasugrel)
CAS-Mummer

® 389574-19-0 (Frasugrel Hydrochlorid)
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= Identifier “Prasugrel " > (1) > 150322-43-3

SUBSTANCE DETAIL © O o= 4
* Retum '

CAS Registry Number 150322-43-3

~1,195 I“b ‘ —|'.7F
CoHy FNO,S
22 6,7-dihy (3, 2-clpyridin-5(4H)-yil-1-
cyclopropyl-2-(2-flucrophenyl)-
Molecular Weight
373.44

Boiling Point (Predicted)
Value: 493.5£45.0 °C | Condition: Press: 760 Torm

Density (Predicted)

Value: 1.347£0.06 g/em3 | Condition: Temp: 20 °C Press: 760 Torr
pia (Predicted)

Value: 3.65£0.20 | Condition: Most Basic Temp: 25 °C

Other Names
2-{2{Acetyloxy)-6, 7-dihydrothieno| 3,2- clpyridin-5(4 H)-yi]-1-

yelopropyl-2-lc

ﬂimo[:,z:mm deriv. 557
tetrahydrothienc-(3,2-clpyridine -
B cttno —

tetraydrothieno(3,2-clpyridine.
C5 747

View more...
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pH 1 Temp: 25 °C (2)
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272
272

2.71820.504

Sparingly Soluble (6.3E-3 g/L)
Slightly Soluble (2.1 g/L)
Sparingly Soluble (0.27 g/L)
Sparingly Soluble (0.034 g/L)
Sparingly Soluble (3.08-3 g/L)
Sparingly Seluble (6.36-3 g/L)
Sparingly Soluble (6.3E-3 g/L)
Sparingly Soluble (6.38-3 g/L)
Sparingly Soluble (6.3E-3 g/L)
Sparingly Soluble (6.36-3 g/L)
Sparingly Soluble (5.38-3 g/L)
Sparingly Soluble (6.38-3 g/L)
Sparingly Soluble (1.7E-5 mol/L)
Sparingly Soluble (5.58-3 mol/L)
Sparingly Soluble (7.38-4 mol/L)
Sparingly Soluble (3.08-5 mol/L)
Sparingly Soluble (2.48-5 mol/L)
Sparingly Soluble (1.7€-5 mel/L)
Sparingly Soluble (1.7E-5 mol/L)
Sparingly Solubde (1.76-5 mel/L)
Sparingly Soluble (1.7E-5 mol/L)
Sparingly Soluble (1.7E-5 mol/L)
Sparingly Soluble (1.7E-5 mal/L)
Sparingly Soluble (1.78-5 mol/L)
373.44

3.6620.20 |
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pH & Temp: 25 °C
pH 10 Temp: 25 °C
Temp: 25 °C
Temp: 25 °C

pH 1 Temp: 25 °C
pH 2 Temp: 25 °C
pH 3 Temp: 25 °C
pH 4 Temp: 25 °C
pH § Temp: 25 °C
pH 6 Temp: 25 °C
pH 7 Temp: 25 °C
pH 8 Temp: 25 °C
pH & Temp: 25 °C
pH 10 Temp: 25 °C
Unbuffered Water pH 7.02 Temg: 25 °C
Temp: 25 °C

pH 1 Temp: 25 °C
pH 2 Temp: 25 °C
pH 3 Temp: 25 °C
pH 4 Temp: 25 °C
pH 5 Temp: 25 °C
pH 6 Temp: 25 °C
pH 7 Temp: 25 °C
pH 8 Temp: 25 °C
pH & Temp: 25 °C
pH 10 Temp: 25 °C
Unbuffered Water pH 7.02 Temp: 25 °C

Most Basic Temp: 25 °C
Temp: 25 °C
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@
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@
(2)
@
(2)
@
(2)
@
(2)
@
(@)
@
(@)
@
(2)
@
(2)
@
(2)
@
(2)
@
@)
@
()
@

i (2) Caleulated using Advanced Chemistry Development (ACD/Labs) Seftware V11,02 (0 1994-2016 ACD/Labs) |
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~*PREDICTED PROPERTIES
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Biological Chemical Density| I Lipinski | [Structure Related  Thermal
Lipinski Properties Value Condition Note
Freely Rotatable Bonds & (2)
H Acceptors 4 (2)
H Donors 0 (2)
H Donor/Acceptor Sum 4 (2)
logP 2.718£0.904 Temp: 25 °C 2)
Molecular Weight 373.44 @
(2) Caleulated using Advanced Chemistry Development (ACD/Labs) Software V11.02 (© 1994-2016 ACD/Labs)
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A simple, rapid, cost-effective, sensitive, precise, and specific d phase high liq. method was developed and wvali for the detn. of -
prasugrel and aspirin in bulk and tablet dosage form. Itmaslcmdmmaumunmmmmmmmwfwemmqumﬁﬁamdmm by
method. The HPLC sepn. was carried out by reverse phase chromatog. on phenomenex C8 column(250 = 4.6 mm, 5 p) with a mobile phase composed
methanol: water 80:20 vol./vol. in isocratic mode of sepn. at flow rate 1mL/min. The detection was monitored at ...
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consist of methanol buffer (680 mg potassium dihydrogen phosphate in 500 mL water, pH-2.1 adjusted with ortho phosphoric acid) in the ratio of 70:30 vol./vol. delivered
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By: Ashutosh Kumar, 5.; Seshagiri Rao, 1. V. L. N.; Jhansi Rani, K.; Jaya Madhuri, 5. 5. 5.; Prasad, T. 5. R K. V.

This study was designed to develop and validate a simple, sensitive, precise, and specific reverse phase high-performance liq. chromatog. (HPLC) method for the detn. of Prasugrel in bulk
and its tablet dosage forms. The HPLC sepn. wascarmdombyreversephasedwmag on XTerra column C18 (4.6 x 150 mm, 5 pm) with a mobile phase composed Potassium
Dihydrogen phosphate and the pH was adjusted to 3.0 by O Acid & Acetonitrile in the ration of 40:60 vol./vol. in isocratic mode at a flow rate of 1.0 mL/min. The run time
was maintained Smin, The detection was monitored at 210 nm. The Accuracy was caled, and the % Recovery was found 99.0%-101.8% and reproducibility was found to be satisfactory.
The calibration curve for prasugrel was linear from 20 to 60 pa/mL. The inter-day and intra-day precision was found to be within limits, The proposed method has adequate sensitivity,
reproducibility, and specificity for the detn. of prasugrel in bulk and its tablet dosage forms. The limit of detection and limit of quantification for prasugrel were found to be 0.07 pg/mL
and 0.2 pg/mL resp. The present work was undertaken with the aim to develop and validate a rapid and consistent RP-HPLC in which the peaks will be appear with a short period of time
as per ICH guideline. The proposed method is simple, fast, accurate, and precise for the quantification of prasugrel in the dosage form, bulk drugs as well as for routine anal. in quality
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ABSTRACT

This study was designed to develop and validate a simple, sensitive, precise, and specific reverse phase high-performance liquid chromatographic (HPLC)
method for the determination of Prasugrel in bulk and its wablet dosage forms. The IIPI ' separation was carried out by reverse phase chromatography on
XTerra column CI8 (4.6 x 150mm, 5 pm) with a mobile phase posed P Dihydrog: hosphate and the pH has been adjusted to 3.0 by

Orthophosporic Acid & Acetonitrile in the ration of 40:60 v/v in isocratic mode at a flow rate of 1.0 ml/'min. The run time has been maintained Smins, The
detection was monitored at 210 nm. The Accuracy was calculated and the % Recovery was found 99.0%-101.8% and reproducibility was found to be
satisfactory . The calibration curve for Prasugrel was linear from 20 to60 pg'ml. The inter-day and intra-day precision was found to be within limits. The
proposed method has adequate sensitivity, reproducibility, and specificity for the determination of Prasugrel in bulk and its tablet dosage forms. The linut of
detection and limit of quantification for Prasugre]l were found to be 0,07 pg/ml and 0.2 pg ‘ml respectively, The present work was undertaken with the aim to
develop and validate a rapid and consistent RP- HPLC in which the peaks will be appear with a short period of time as per ICH guideline. The proposed
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A novel stability-indicating ultra-perh 2 lig. o (UPLC) assay method was developed and validated for d and its degrdn, products. The UPLC sepn. was performed o | DOUReE
Acquity UPLC BEH C,, column (1.7 pm, 2.1 mm x 150 mm) using isocratic mode (acetonitrile:water, 80:20 vol.fvol.) at flow rate of 0.1 mL/min and the high performance lig. chromatog. Journal of Liguid

(HPLC) sepn. was achieved on Phenomenex CB column using isocratic mode (acetonitrile: 10 mM ammonium acetate, 85:15 vol./vol.) at flow rate of 0.9 mL/min. Prasugrel was found to Chromatography & Related
degrade significantly in hydrolytic (acid, alkali, and neutral), and oxidative stress conditions and was stable in Iherrnal and pl'mohhcslmssoordmu'ls The RSD (%) values calcd. for the Te

ALC of UPLC and HPLC are 0.0039 and 0.0015, resp. The UPLC and HPLC linearity of the proposed method were d in the range of 10-50 pg/mL. The r* value of UPLC and Velume34

HPLC were found to be 0.9980 and 0.9983, resp. Method detection limit (MDL) and method quantification limit (MQL) were found to be 0.20 pg/mL and 1.00 pg/ml for UPLC and 0.50 yg ~ [ssuel?
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Abstract

New drugs are infroduced to the market every year and each individual drug represents a privileged structure for its biological target
These new chemical entities (NCEs) provide insights into molecular recognition and also serve as leads for designing future new drugs.
This review covers the syntheses of 21 NCEs marketed in 2009.
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Synthesis of pralatrexate (XVI)

coupling component 102 in 92% yield. The piperidine coupling partner was prepared by treating thiolactone 103 with TBDMSCI and
tri ine to give thi e 104 in 91% yield. Treatment of ine 104 with a-chloroketone 102 resulted in enol silane 105 in
. Reaction of silylenol ether 105 with acetic anhydride in the presence of triethylamine and catalytic DMAP resulted in the

Full-size image (30K)
Scheme 17,

Synthesis of prasugrel (XVII).

(Scheme 18a and Scheme 18b).(5)’ 76 and [77] While the strategy of early drug delivery involved rapid synthesis to support preclinical
activities and Phase | clinical trials, as saxagliptin entered Phase Il, a greater emphasis was placed on defining and demonstrating a

|

commercially viable synthetic process. Scheme 18a describes a more expedient route to the p of adamantylamino acid
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