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Oxazine derivatives
R 0595 Enantiopure 1,4-Benzoxazines via 1,2-Cyclic Sulfamidates. Synthesis of L evoflox-
01- 159 acin. — The novel two-step protocol yields enantioenriched 1,4- benzoxazine, quin-
oxaline and 1,4-benzothiazine scaffolds. The method is applied for the preparation of
(XXI11) as a precursor for the blockbuster antibiotic levofloxacin (XXIV). —

(BOWER, J. F.; SZETO, P; GALLAGHER*, T.; Org. Lett. 9 (2007) 17, 3283-3286;
Sch. Chem., Univ. Bristol, Cantock's Close, Bristol BS8 1TS, UK; Eng.) —

R. Steudel
Br
O\\S//O 1. @ 1, A Xontphos
oy Teok
N0 Bn—NH O —bF ",
775 & o 1@
Ph— ph—"
PPh2 PPh,
(S)-1 (S)—(+)-III 98% (S)—(+)-1V 88%
A): NaH, DMF, 25°C ' ' .
B): oq. HOI, 250C C): tBuONa, Pd(0—Ac),/Xantphos (1:1) (cat.), toluene, 100°C
O, ,0
y N 1. (I1), D)
E>N"T0 4§ Me— NH 0 —% Me
S iy
Me Ph e
V* (—)—VI* 88% (+)—VII* 79%
D): NaH, DMF, 60°C
Br Bn
- O\\S//O D, o) g j@ ) Me
S0 B m\NH 0 B
A =8 A
Me Me 0
VIII IX 99% X 0%
OH Br
Br 1..((S)-1), A)
Se B BN O R % ph
2 2.
2 2.8) S [
R Ph— R?
X1 (S)—(+)—XII XIIT*
aR": —F; RZ. —H 98% 86%
b R": —Me; RZ: —H 99% 72%
c R1-RZ: /O> 83% 50% (for 91% cv.)
~0
B Br
Hoo L 1D A =N ©
SN —————® Bn—NH 0 ) —® pp N
\ 2.8) _/ [ D
~ ph—

XV (S)—(+)—XV 98% (S)—(=)—XVI 79%



2008 ) Cheminform®

H Br Bn

Y7 e, A c) |

Br ————® Bn—NH Y — pp N
2.8) w/ [

Y

Ph—

XVII (S)—(+)—XVIII (S)—XIX
aY: —S— 100% 89%
22%

\
b Y: NH 56%
/

0 O 1 F ; (XX1),
N7 F ow Me,, N
Boe—>g & H, N —é [
\\ / 2. conc. H,SO,, H,0

Me
(S)—xx (S)*(Jr)fXXI][ 99% (S)*(*)*XXIH 84%

COOH

//O

N
[O F
N
[W]
Me
(S)—XXIV

Me,,



