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B Axel Kleemann, JUirgen Engel, Bernhard Kutscher={; ##ZF1Dietmar
Reichert @+ BEMAE M TR EHIEFREITHERAGHEXERREMR.
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I @Thieme Pharmaceutical Substances

Query Results About
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Search for term

> Search

Search for structure/reaction
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News

Pharmaceutical Substances 4.0
is online now!

Find industrial syntheses and
commercial applications of
pharmaceutical compounds even
faster! This version features a new
interface, improved structure
searching and 20 new APIs.
Enjoy!

> Read more ...

Catalytic Transformations via C
—H Activation

Teach yourself about this and other
hot fields with Science of Synthesis!
The online tool provides reliable
synthetic organic transformations in
context of each other and helps to
speed up your research.

> Read more ...

CONTACT AND SUPPORT

If you have any questions,
feedback or need technical
support please contact us via
E-Mail.
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1. Factual Data BSCEER

Help | About Pharmaceutical Substances | About Thieme Chemistry

@Thierne Pharmaceutical Substances

Query Results About
1 Results Atorvastatin calcium
» Atorvastatin calcium Synonyms: CI-981, YM-548

ATC: CIDAADS
Use: hypolipidemic, HMG-CoA-reductase inhibitor

Chemical name: [R-(R™,R*)]-2-(4-fluorophenyl)-B,d-dihydroxy-5-(1-methylethyl)-3-phenyl-4-
[(phenylamino)carbonyl]-1H-pyrrole-1-heptancic acid calcium salt (2:1)

Formula: CggHggCaFaN401p
: 1155.36 g/mol
Wi 134523-03-8

]

Derivatives
free acid
Formula: C33H35FN205
MW: 558.65 g/mol
M: 134523-00-5

Substance Classes

> Anilides
> Fluorocarboxylic acids

INNS. Hm&E. B3
fkZ 2 R (IUPAC)

ATCAHS

CAS5. EINECSS

7 VNS o = RN § b= i
F N H
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2. Synthelic Pathway & RiEgLe

Synthesis Path

@ early aynthetic methods

Hs
H 1 0O
3 athylenadiamine,
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3 + @’ TR . H
HycO U
]

a
methyl 4-methyl- anilina 2-izobutyryl-
J-owopentancate acetanilide

banz- o
aldehyde

2=-banzylidena-
4=meathyl-3-oxo=-H-
phenylpentanamide (I)
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benzokdehyde isohutyryl-3-phonyl-4-oxe-  athyleming rrepthylathyl) -1 {3-oxa-

H-phenylbutyramide {11}

pregyl)-N &-diphgeyi-
TH=-pyrrele-3-carbox-
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3. Allintermediates F

i

Substances Referenced in Synthesis Path

CAS-
RN

F7-76-9

95061-
51-1

41365-
75-7

62-53-3
100-52-
7

4568-
71-2
125971-
57-5
434935-
49-5

540-88-
5

125995-
13-3

Formula

C5H12072
C22H2003
C7H17NO2
CgH7N

C7HgO
C13H1gCINOS
C1gH1gNCz
CaH7Bro3

CgH1202

C14Hz27NC4

Chemical Name

acetone dimethyl acetal

(5)-(+)-2-acetoxy-1,1,2-
triphenvylethanol

3-aminopropionaldehyde diethyl acetal
aniline
benzaldehyde

3-benzyl-5-(2-hydroxyethyl)-4-
methylthiazelium chloride
2-benzylidene-4-methyl-3-oxo-N-
phenylpentanamide

(S}-4-bromo-3-hydroxybutanoic acid

tert-butyl acetate

tert-butyl (48,68)-2-[6-(2-
aminoethyl)-2,2-dimethyl-1,3-dioxan-
4-yl]acetate

CAS Index Name

Propane, 2,2-dimethoxy-

1,2-Ethanediol, 1,1,2-triphenyl-, 2-
acetate, (S)-

1-Propanamine, 3,3-diethoxy-
Benzenaming

Benzaldehyde

Pentanamide, 4-methyl-3-oxo-M-
phenyl-2-(phenylmethylene)-

Acetic acid, 1,1-dimethylethyl ester

1,3-Dioxane-4-acetic acid, 6-(2-
amincethyl)-2,2-dimethyl-, 1,1-
dimethylethyl ester, (4R-cis)-

CASS
2T
LERATR
CASRS|BHR




4. Marketing Data Fig{Ea

Trade Names

Country Trade Name Vendor
D Sortis Parke DavisGodeckePfizerMack, Illert.
c Caduet Ffizer
Tahor Ffizer
GB Lipitor Pfizer
Lipitor Warner-Lambert
I Torvast Ffizer
Totalip Guidotti
] Lipitor Astellas
UsA Lipitor Parke DavisPfizer

Formulations
tabl. 5 mg, 10 mg, 20 mag, 40 mg, 30 mg

Annotation

comb.

EHER
L

(£2IK6KT17)
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5. PatentsEFISCH/GRR /PSR

References

US 4 681 893 (Warner-Lambert; 21.7.1987; appl. 30.5.1985).

Us 5 273 995 (Warner-Lambert: 28.12.1993; appl. 26.2.1991; USA-prior. 21.7.1989).
EP 409 281 (Warner-Lambert; appl. 23.1.1991; USA-prior. 21.7.1989, 26.2.1991).

DE 1 061 073 (Warner-Lambert; appl. 20.7.1990; USA-prior. 21.7.1989).

review:

Roth, B.D. et al.: 1.
Manninga, T. et al.:
Li, J.J.; Johnson, D.
al US4 647 576 (
US 5124 482 (Wa
US 5 149 837 (W4

alternative synth

WO 2 003 004 457
a2a3 US 527399

improved process

WO 2 005 087 723
CA 2 460 935 (Apo
ad US4 681 893 (
bcl US 5 155 251
€l US 5103024 (
US 6433 213 (Wa
US 6 596 879 (Wa
US 6962 994 (Wa
c2 US 5248 793 (

(s)-2,4-dihydrox

d1 US 5292 939 (
US 5319 110 (Hol
US 5374 773 (Hol
US 6 239 311 (Hol
US 5998 633 (Wa

crystalline forms of atorvastatin calcium:

US 5959 156 (Warner-Lambert: 19,10.1999: appl. 29.9,1997; USA-prior. 17.7.1995),

WO 9 703 959 (Warner-Lambert: appl. 8.7.1996; USA-prior. 17.7.1995),

WO 9 703 958 (Warner-Lambert: appl. 5.2.1997; USA-prior. 17.7.1995).

Us 6528 661 (Teva; 4.3.2003; appl. 24.10.2001; prier. 16,11.2000, 13.8.2001, 1.10.2001).

PV [l [P T ) o

o filla TR/ TZEH

o LA

o 7L A

crystalline forms I —

US 5 969 156 (Warner-
crystalline form III:

US e 121 461 (Warner-
crystalline forms v —
US 6 605 729 (Warner-
factory process for cr
US & 600 051 (Warner-
production scale proc
US 6 605 728 (Warner-
crystalline form VII:
Us 6 605 636 (Teva; 13

stable oral formulation:

S 5 686 104 (Warner-Lambert: 11,11.1997; appl. 20.5.1994; USA-prior. 19,1,.1993),
WS & 126 971 (Warner-Lambert; 3.10.2000; appl. 2.7.1997; USA-prior. 19.1,1993, 4.3.1994),
WO 9 416 692 (Warner-Lambert: appl. 4.8.1994: USA-prior. 19,1.1993).

aerosol formulation:

s 2 001 006 656 (Univ. Washington; 5.7.2001, appl. 17.2.1999].

novel formulation:

Us 2 001 006 658 (Abbott; 5.7.2001; appl. 31.3.1999),

combination therapy with amlodipine:

US 2 002 025 981 (Pfizer: 28.2.2002: appl. 10.10.2001: WO-prior. 10.8.1998).
use for prevention of BPH:

s 2 002 004 521 (M.Goldberg; 10.1.2002; appl. 5.1.2001).
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» Bxample RIEHFE (Sofosbuvir)

Question: WA EPSHERRIEHRFENMERER(ERTE. £ R THEFH)

FERER: RIEHE 4{3{ ]
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Phamnaceutical Substances 1 & R &-PS4.0kR

] @Thierne Pharmaceutical Substances

Query Results About ﬁﬁ& E— % -
| |

News

Welcome to Pharmaceutical Substances 4.0 \

- is online now! — H \N— é
PharmaceUtlcal Find industrial syntheses and > — iE)ﬁ\- -LI:I I 1;\\! %
SUbSta nces commercial applications of

pharmaceutical compounds even

faster! This version features a new
" ses
Synthe ¥ o interface, improved structure
% Patents searching and 20 new APIs.

Applications. Enjoy! .
” ' Ty, > Read more ... Q:E *’] *A %
E - > Za 74N It YR
Catalytic Transformations via C
—H Activation

Teach yourself about this and other
hot fields with Science of Synthesis!
The online tool provides reliable
synthetic organic transformations in
context of each other and helps to

speed up your research.

Search for structure/reaction CONTACT AND SUPPORT

gl ﬂmﬁ E’ﬂﬂ@ ﬁgmgl“’@ If you have any questions,

B
feedback or need technical
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About

Query Results

A

Search for term

Welcome to

Pharmaceutical
Substances
= Syntheses

= Patents
= Applications
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Sofosbuvir

D

Search for structure/reaction
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News

Pharmaceutical Substances 4.0
is online now!

Find industrial syntheses and
commercial applications of
pharmaceutical compounds even
faster! This version features a new
interface, improved structure
searching and 20 new APIs,
Enjoy!

> Read more ...

Catalytic Transformations via C
—H Activation

Teach yourself about this and o

context of each ot
speed up your research.
> Read more ...
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» Sofosbuvir

ERY AR

FRLAIS RER

Help | About Pharmaceutical Substances | About Thieme Chemistry

Query Results About
2 Results

Sort by Title v

» Ledipasvir

@Thieme Pharmaceutical Substances

Sofosbuvir
Synonyms:

ATC:

Use:

Chemical name:
Formula:

MW

CAS-RN:

Substance Cla
> Cytidines

'ﬁ —— E
PSI-7977, GS-7977 cl:% J\{El VAR

JOSAB
antiviral, treatment of Hepatitis C, Nuclectide polymerase inhibitor

Isopropyl (25)-2-[[[(2R,3R,48,5R)-5-(2 4-dioxopyrimidin-1-yl)-4-fluoro-3-hydroxy-4-methyl-tetrahydrofuran-2 -yl Jmeth oxy-phenoxy-
phosphoryllamino]propanoate

C22H20FN30gP
529.5 g/mol
1190307-88-0

5525

» Fluorine compounds

Synthesis Path

1. 500y, Et;N, DCM. 0 *C

2. gq. NaOCl. TEMPO, NaHCO,,
>< Ny 1, PhoP(MEICOEL DCM, 40 °C MaCN, 0 °C
o 2. KMnQy, aceione, 0 °C 3. TEAF, dioxane, 100 *C
CHO {carbathaxyathylidane)- tetraethytammanium Nugride
triphanyimathylphosphorane
1
(A2 2-dimathyl-1,3- (28.3R)-ethyl 3-{fy-2.2-dimethyl-1,3-dioxolan-
dignolane-4-carboxaldehyda dyl)-2,3-dihydrony-2-methylpropanoate ([)

leeds




BR: 24£58W8LR

Search for term

Enter search term

> Search
Search for structure/reaction
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Help | About Pharmaceutical Substances | About Thieme Chemistry

# Thieme Pharmaceutical Substances

Query Results About

FUMCTIONS
Enter your query

> Upload MOL/RXN...
> Upload CD...

Search for term

Search for structure/reaction
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BR: 2. 58 RRE

Help | About Pharmaceutical Substances | About Thieme Chemistry

@Thieme Pharmaceutical Substances

Query Results About
TS
W2
14 Results Sofosbuvir
Sort by Title v Synonyms: PSI-7977, GS-7977
» Brivudine ATC: JOSAB
> Capecitabine Use: antiviral, treatment of Hepatitis C, Nucleotide polymerase inhibitor
Chemical name: Isopropyl (25)-2-[[[(2R,3R,4R,58)-5-(2 4-dioxopyrimidin-1-yl}-4-fluore-3-hydroxy-4-methyl-
» Cytarabine tetrahydrofuran-2 -ylmethoxy-phenoxy-phosphoryl]amino]propanoate

Formula: CapHagFN30gP

wesmsamd ISR, AAECEEE. &

Idoxuriding S-FEM: 1190307-83-0

Nelarabine o LR TR AR TS K.
Sofosbuvir I- LHREE. TEMER......

Substance Classes

LY

Daoxifluridine

LY

gt

? Sorivudine -

» Stavudine » Ely:;?::zscompounds
» Tegafur

. -

 Tebivucine Synthesis Path

» Trifluridine @

» Zalcitabine

1. S0CI;, BN, DCM, 0 *C

° PryB(MIC0.EY, DCM, 40 °C o 2. aq. NaOCL TEMPO, NaHEO,,
j I 2 fing o : MeCH, 0 C
Zidovudine ><0 kH 2 KMnQy, scotons, 0°C xojﬂ/ 3, TEAF, Goxaoe, 180°C Ea
- - tion needs

CHOY teodbeviaibtoiamat, e e . Miandidla
I- Ed
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