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Selected Syntheses of 2-5-Disubstitued
Oxazoles
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J. Org. Chem. 2013, 78, 6065-6074 J. Org. Chem. 2012, 77, 7526-7537
Org. Lett. 2012, 14, 4766-4769 J. Am. Chem. Soc. 2011, 133, 191-193
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Mechanism of Cu Catalyzed Oxazole Formation

[Cu]
1 7 -
Ar” Ny Ri CHCl, 40 °C
17-82%
.N2
R1
ey M creu
Ar” "N~ — > Ar” N~
D [Cu]
5, :
Ph Ny Ph y CHCl3, 40 °C
/
Tol
Mike Frasso @ Wipf Group Page 5 of 17

R

\[§/>—Ar

Ph ')
I )—Ph  50%

D N

Tol 0O
jI />_Ph 41%

7N

Chem. Eur. J. 2014, 20, 3463-3474
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o-Oxo Gold Transformations
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J. Am. Chem. Soc. 2011, 133, 8482-8485
Angew. Chem. Int. Ed. 2015, 54, 1245-1249
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Tandem Gold Catalyzed Reactions
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J. Am. Chem. Soc. 2010, 132, 8885-8887
Org. Lett. 2010, 12, 4904-4907
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Title Paper: Three Preliminary Transformations
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Title Paper: Screening of Conditions

o ”| [Au], Fe(acac) R \l/O /O R \rO
R )L” sogjnt Nl \/)—/ Nl \/&
A B
Entry [Au] Solvent Tlme(h) Conv. (%) Yield (%A:%B)

1 Ph3PAUNTf, MeCN 12 <10 0:0

2 iIPrAUNTf; MeCN 8 100 <10:85
3 ditBuXPhos AuNTf, MeCN 8 100 17:65
4 ditBuXPhos Au(MeCN)SbFs  MeCN 8 100 33:45
5 (ArO)3PAUNTH, MeCN 8 100 11:58
6 JackiePhosAuNTf, MeCN 8 100 15:71
7 PhsPAuUNTf, acetone 8 100 43:38
8 Ph;PAUNTf, CH,Cl, 8 100 25:65
9 Ph3PAUNTf, PhMe 8 100 29:69
10 Ph3PAUNTf, Dioxane 8 100 45:38
11* PhsPAUNTf, acetone 2 100 83:--

* 50% t-BuOOH

J. Am. Chem. Soc. 2015, 137, 8912-8915
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Title Paper: Reaction Scope
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Synergistic or Sequential Catalysis?
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Competency of Vinyl Gold Intermediate

\ | IPrAuUNTf,, Fe(acac),
(0]
N t-BuOOH, acetone
H 0, R.T.
F3C

A B
77% <10%
IPrAUNTf,, AgOTs
A B
F3C Fe(acac)s, t-BuOOH,
O,, acetone-d6 trace 30%
o 50 °C N
TN -
N j_\AulPr w/o Fe(acac)s trace 0%

R.T.

« Ph;PAuUNTTf, analog not isolable
* 1 eq. TEMPO inhibits reaction
* Questionable reaction temperatures

J. Am. Chem. Soc. 2015, 137, 8912-8915
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Slow Protodeauration?
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“The major challenge for this synthetic route was the slow
protodeauration, which led to the poor yields of the cyclizaiton

products.”
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Indole and Benzofuran Scope
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Proposed Mechanism
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Conclusions

Experiments suggest oxidation of a vinyl gold intermediate

Sloppiness of the rest of the paper and supporting
iInformation raises questions about what was done and

why

Mike Frasso @ Wipf Group Page 17 of 17 7/25/2015





