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Abstract: Ring A of taxol was synthesized from the bromodiene 5 and acryloyl chloride to give 6, which was
resolved by separation of diastereomers 7. Allylic oxidation of 7 gave 8, which on deprotection, esterification and

reduction gave 11, Heating 11 followed by reduction and protection gave 13. The C-ring component was made

using asymmetric Birch reduction methodology combined with standard functional group manipulations to give
28. Combining 13 and 28 gave 29, which was converted into 33, Thermolysis of 33 did not generate a nitrile oxide

lea < Ttd AH right A
but rather ionized to an oxydieny! cation, eventually leading to 34. © 1999 Elsevier Science Ltd. All rights reserved.

Keywords: taxol, antitumor, asymmetric Birch reducnmz oxydienyl cation.

Introduction

strategies for the construction of the core structure,? and to-date six total syntheses have been reported.3a-f Our

recent studies in this area have focused on the strategy depicted in Scheme 1 involving the synthesis of the A-
and C-rings, 2 and 3 respectively, and their subsequent connection to form the central B-ring.4
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Synthesis of Ring A

Tetramethylethylene was converted into the gem-dibromocyclopropane 4, which on treatment with
a Q ratra a e A a Ry 3o A Fianti o o~ argen s~ it ea T aea
PhNMez at 140-190°C gave the bromodiene 5, Scheme 2 5 This modification of i PlULCdulC 101

g

than doubles the yield of 5, and is amenable to large scale preparations (100 g).
with acryloyl chloride in a thermal (110 °C) Diels-Alder process to give 6 (90%), with no more than traces of
the other regioisomer (<5%). All attempts to make this reaction enantioselective by using chiral Lewis acids,
or chiral derivatives of acryloyl chloride were unsuccessful.® Consequently, 6 was treated with S-(-)-
PhCHMeNH> to give a 1:1 mixture of 7 (R,S) and 7 (5,5) which were readily separable, and the absolute
stereochemistry of the S, diastereomer was determined by X-ray crystallography.?
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The diastereomer 7 (R,S) corresponds to the correct absolute configuration needed for the synthesis of taxol.
The undesired stereoisomer 7 (S,5) was equilibrated to a mixture of 7 (R,S) (45%) and starting material by
treatment with PrifONa/PriOH/THF.

While it is possible to introduce the C-13 oxygen functionality into very advanced taxol intermediates8
we were intrigued with the possibility of subjecting 7 to allylic oxidation reactions. A priori an electron-

literature did not reveal any pertinent exam er than th ation of a viny e to a §-iodoenone
Inring the rnnrea nf Kichi'e annrnach tn taval 9 Tn the avent traatmant of 7 with e 2 g . dimathulnurazalal(
GUINE nC COUrst Gi RIS 5 approaln (O 1aXon.” ai il EVEny, uTauniCnt O 7 Wiul LIV 5,5-GiMCinYipyrazo.d

A tha samiztzead D Ll can Ay~ s Q /EL0) A 0 £Q ~ cnnla AT MNT semm sl £ O 11 O 183 Lt mtonn oot o= tale
Bdave UIC CLIUIICU. p-oroinocnonc o (2070 On d )0 g sSCdl IV=-INIUOSALI 01 0, 10HHOWCA DY ucatinent witl

).
CF3CO2H/PhSH gave the acid 9, which was converted into the methyl ester 10. Reduction of 10 using
NaBH4/MeOH proceeded with good stereoselectivity to give 11 and its C13 epimer (taxol numbering) in a
10:1 ratio. Heating 11 in chlorobenzene in the presense of KpCO3 gave the known lactone 12.!2 The lactone
was reduced with DIBAL-H and the crude lactol treated with CH(OMe)3/MeOH/H* to give 13.
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Synthesis of Ring C

While there have been a number of strategies reported for the synthesis of the C-ring portion of the
taxane diterpenes,!? none have taken advantage of the Schultz asymmetric Birch reduction methodology

which would appear to be ideally suited for the synthesis of 3, Scheme 1.!4 Reduction of the known amide

1415 with K/N H3/THF/t-BuO 1 gave 15, which on treatment with n-BuLi at -78 °C, warming to 25°C and
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desired diastereomer 16 (>99:1).16 If the amide enoiate is not brought to 25°C, then the undesired

N

diastereomer is the major product. After acid hydrolysis the ketone 17 was reduced with Zn(BH4)2/Et20, and
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the resuiting aicohol 18 (R = H) protecied as the benzyl ether 19 (R = Bn). Reduction of 17 with
NaBH4/MeOH gave 18 and its epimer (1:1). Attempts to hydrolyze the hindered tert-amide 19 were
unsuccessful, whereas iodolactonization of 19 proceeded cleanly to give 20, Scheme 3. Reduction of the
lactone using DIBAL-H gave the lactol 21, which was converted into the epoxyaldehyde 22 when treated with
DBU. Reduction of 22 using NaBH4/MeOH gave 23. Exposure of 23 to the classical Crandall!” epoxide
elimination conditions (LiNEty/Et0) proceeded slowly, even at reflux, to give a mixture of allylic alcohols,

24 and 24a (3:1)'8, whereas, treatment of 23 with Olofson's "Harpoon" base!? at 25 °C cleanly produced 24
n 84

and 24a (6:1) in 84% yield. A further improvement was found by treating 23 with diethylaluminum 2,2,6,6-
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to conduct the above epoxide rearrangement on the unprotected primary alcohol 23 since the corresponding
TBS derivative does not undergo any conversion into 25. This suggests that aluminum coordination to the

adjacent hydroxyl group greatly facilitates the exocyclic elimination process.
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The TBS protected exocyciic allylic aicohol 25 was surprisingly reluctant to participate in [2.3]-
sigmatropic rearrangement chemistry. This problem was readily solved by making use of standard SN2
chemistry. Treatment of 25 with thionyl chloride/pyridine cleanly gave the rearranged allylic chloride 26,
which was converted directly into the sulfide 27. Deprotection of 27 gave 27a (98%) which was oxidized to
27b (94%), and standard Wittig homologation?! of 27b gave 27c, which was hydrolyzed to the required C-

ring component 28 (86% from 27b).
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ess-Martin periodinane reagent?2 gave 30 as a single
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of diastereomers, Scheme 4. Oxidation of 29 using the
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compound. The derived lactolsulfone 31 was hydrolyzed and treated with hydroxylamine to give 32. It was
expected that treatment of 32 with N-chlorosuccinimide would generate the hydroxyimoyl chloride which
would cyclize to give 33,23 and indeed this was the case. We had hoped that thermolysis of 33 would give rise
to intermediates such as 33¢ and/or 33d which could respectively undergo radical addition and 1,3-dipolar
cycloaddition to the allylic sulfone functionality. In the event, heating 33 in o-dichlorobenzene/EtNPri; at 160
°C gave 34 (24%) as the only isolable pure compound from a complex mixture. The structure of 34 was

confirmed by x-ray crystallography, and appearb to have been formed by ionization of 33 to the oxydienyl
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In a related investigation the a-chlorooxime 35 was treated with Et3N to
ive the nitrile oxide 36 (IR 2296 cm- 1\ Scheme 5. While 36 under went
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Pive™ intermolecular 1,3-dipolar cycloaddition reaction with

X 1-hexene, heating 36 a
No . ..
40 D 00 110 °C caused rearrangement to the isocyanate 37 (IR 2261 cm!).25 The nitrile

oxide 38 also did not undergo intramolecular 1,3-dipolar cycloaddition, bui rather
rearranged to the isocyanate 39. Finally, we have observed that the simple ring A nitrile oxide 40 is a stable

monomeric species and shows no inclination to dimerize to a furoxan, Eqn 1.23
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While this strategy to close the eight-membered at C2-C3 using a nitrile oxide 1,3-dipolar
cycloaddition was unsuccessful, it is noteworthy that Nagaoka reported that dehydration of the nitroalkene 41
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gave 43 (94%) via the intermediate nitrile oxide 42 and fragmentation of the isoxazoline, Scheme 6.26
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Experimental

3-Bromo-2,4-dimethylpenta-2,4-diene 5. To a 1L, 2-neck round bottom flask, equipped with a
thermometer and a wide-bore Liebig condenser (with a large cold finger, filled with dry-ice/acetone, stacked
on top), was added a solution of 4 (157 g, 0.61 mol) in N, N-dimethylaniline (200 mL). The mixture was
heated cautiously with stirring to 140 °C and a vigorous exotherm took place (internal temperature rose

rapidly to 190 °C), and the heating bath was removed immediately (caution). The mixture was allowed to cool

rown liquid. B.p. 149-

(300 MHz, LD(,I;) 6 1.80 (3H,
RMS (FAB) calcd for C7H1Br
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157-158 °C). IR (film) 2974, 2915, 2856, 1626 ¢ NM
s), 1.88-2.00 (3H, m), 2.01 (3H, s), 4.89-4.92 (1H, m), 5.02-5.05 (1H, m).
(M+*+1)175.0122. Found 175.0118.

:I:Z!

3-Bromo-2,2,4-trimethylcyclohex-3-ene carbonyl chloride 6. A solution of 5 (25 g, 0.143 mol) in
freshly distilled acryloyl chloride (58.1 mL, 0.715 mol) was heated at reflux, under nitrogen, for 48 h. Excess

acryloyl chloride was removed by distillation at atmospheric pressure. The residue was fractionally distilled

nndar radncad nrecciirea tn oiva £ (21 R o ONGY R 117172 942 mmmdg TD (Filem) 7087 YQ4A 1QNT ~ra-1
ufiGEY TeGUCEG PIrESSUIC 10 gIVE G (J1.0 £, JU70). D.P. 11/-145 "o MINNg. 1R (Il L5357, 2604, 10U/ CIil
LT NIMD 72NN MU OTYT NS 197 728 oy 1 29 /20T & 1 QN 72AET o) 1 Q8 N IN2 /ALY .\ 2 N0 7117 . FT..1
H NMR (300 Mhz, CDCly) 6§ 1.22 (3H, s), 1.32 (3H, s), 1.80 (3H, s), 1.95-2.23 (4H, m), 3.09 (1H, m). Used

directly in the next stage.

(+)-NV-(a-Methylbenzyl)-3-bromo-2,2,4-trimethylcyclohex-3-ene carboxamide 7 (R,S) and (-)-N-
(a-Methylbenzyl)-3-bromo-2,2,4-trimethylcyclohex-3-ene carboxamide 7 (S,S). To a mixture of (S)-(-)-a-
methylbenzylamine (50 mL, 47 g, 0.386 mol) and Et3N (107.6 mL, 78.12 g, 0.772 mol) in dry CH,Cl, (2.5
L), at 0 °C under nitrogen, was added a solution of 6 (102.5 g, 0.385 mol) in dry CH>Cl> (100 mL) dropwise

over ¢a. 30 min. The mixture was allowed to warm to room temperature for 1 h, and quenched with 2N HCI
{Am mI \ T £ ATroanIe ]uunr AR FAATN cnnur,\fn/‘ ')nr] fhn OATIONITIC ™Y aCco wacg nvtran(‘nr] ‘xn'f FHAFIA {/)ﬂn m" \ TI’\A
\_Y\J\l lllh’l- PUENCLVER )Y arilv Iaaywil Yy do nuyux arvu Qliv LI utiu\,\lbl’ yllu!\. VWA vALIAWLLWAWL VY ILEL IL\JIZ \I—\IU llll.l’ 1w
combined cxtracts w ashed with water (1 L), brine (1 L), dried (MgSOy), and concentrated in vacuo to

give 7 (R,8) and 7 (S,S) as a coloriess solid (135 g). The diastercomers were separated by pre-adsorption onto
flash silica (ca. 200 g) and eluted from a column of flash silica (10 cm x 55 c¢m) using sequentially 2:1
hexancs/Et0, 1:1 EtpO/hexanes, EtpO followed by EtOAc as cluents (fraction size 500 mL). 7 (R,S), (59.1 g,
44%): M.p. 141-143 °C (Et,Ofpentane). [a]p23 +1.71 (¢ = 1, CHCIl3). IR (Nujol mull) 3284, 1637 cm-1. IH
NMR (300 MHz, CDCl3) 8 1.17 (3H, s), 1.30 (3H, s), 1.51 (3H, d, J = 7.0 Hz), 1.66-1.76 (1H, m), 1.81 (3H,
s), 1.86-1.98 (1H, m), 2.10-2.18 (2H, m), 2.33 (1H, dd, J = 11.5, 3.0 Hz), 5.16 (1H, quintet, / = 7.0 Hz), 5.64
(1H, br. d, J = 7 Hz), 7.27-7.49 (5H, m). HRMS (FAB) calcd for CigH24BrNO (M* + 1) 350.1120. Found

350.1122. 7 (S,5), (43.31 g, 32%): M.p. 167-168 °C (Et,O/pentane). [alp?3 -10.33 (¢ = 1, CHCl3). IR (Nujol
il 2224 142Q ~wma-l 11T NNMDR /200 My WY S 1T 10 (2 ¢y 1792 (2T o 1 AS AT A J — 70 )
Hiuir )y 2220, 1920 Ll 11 INLVIEN \JUU ivii 1L, L,U\/lj} QU 1.1V \Jll, Df, 1.4 \_711, D}, 1.7r0 \Jll, U, J — 7. 114},
1 0O 1 71N /7117 Y 1T TN YT 1 770 1 0y 71K PUOR | ~ T . ~ 1LY P s § I 11 £ :nn
1.98-1./0 (1, m), 1.72 (30, 1.78-1.92 (ih, m), 7 (iH, dd, /= 11.5,2.5 Hz), 5.08

{ s), 2.0
(1H, quintet, J = 7.0 Hz), 5.68 (1H, br. d, J = 7.0 Hz), 7.15-7.33
C1gHp4BrNO (M+ + 1) 350.1120. Found 350.1111.
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Equilibration of 7 (S,5) and 7 (R,S). To stirred 2-propanol (1 L), at 60 °C under dry nitrogen, was
added hexane washed sodium pellets (30.2 g, 1.31 mol) portion wise over ca. 20 min. The mixture was heated
under reflux for 90 min (no sodium visible). and allowed to cool to 60 °C. A solution of 7 (S,S) (46 g, 0.131
mol) in dry THF (300 mL) was added and the mixture was heated at 80 °C for 7 days. The mixture was cooled
to room temperature and neutralized by the addition of 6N HCl1 (160 mL). The mixture was concentrated in
vacuo at 50 °C to a residual volume of ca. 100 mL and partitioned between water (800 mL) and Et7O (800
mL). The aqucous phase was further extracted with Et;0 (2 x 500 mL), and the combined extracts were

washed with water (x1), brine (x1), and dried (MgSOy). Concentration in vacuo onto flash silica (100 g)
followed by chmmamgm“h“ over a column of flash silica gel (36 cm x 10 cm), eluting with Et;O/pentane

B Y 74 Y s Y
iracuion Size Ca, JUU miL

(
4.5 g of mixed fractions).

(-)-N-(a-Methylbenzyl)-3-bromo-2,2,4-trimethylcyclohex-3-ene-4-one carboxamide 8. A
mechanically stirred suspension of chromium trioxide (281.5 g, 2.815 mol) in dry CH»Cl> (2.3 L),ina 4 L
vessel, was cooled to -20 °C under dry nitrogen. 3,5-Dimethylpyrazole (270.6 g, 2.815 mol) was added in one
portion and the dark purple mixture allowed to warm to -15 °C with stirring over 20 min. A solution of 7 (R.S)

(58 g, 0.165 mol) in dry CH2Cly (250 mL) was added dropwise via a pressure- eqL
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ca. 15 min, and a further portion of CHCl, (100 mL) was added to the mixture. The
5 .
ca. 5 min (the internal temperature rose to 10 °C). External cooling was continued (cooling bath at -25 °C)
such that the temperature of the mixture was maintained between 0 °C and 10 °C for 1 h. The mixture was
transferred under suction to a 5 L separating funnel and the organic layer isolated. The aqueous phase was
extracted with CHClp (5 x 2 L, and the extracts were washed with 2M HCI (x 3), brine (x 3), dried MgSOy),
and evaporated in vacuo to give a dark brown oily residue. Elution through a column of Florisil® using a
gradient elution (2:1 to 1:1 pentane/Et,0, Et;0, followed by EtOAc) gave 8 (33.06 g, 55%) as a colorless
crystalline solid. M.p. 137-138 °C (Et;0). [alp?d -1.14 (¢ = 1, CHCly). IR (Nujol mull) 3290, 1679, 1636 cm-
I, 'H NMR (300 MHz, CDCl3) & 1.37 (3H, s), 1.42 (3H, s), 1.51 (3H, d, J = 7.0 Hz), 1.97 (3H, 5), 2.48-2.64

(2H, m), 2.83 ( H, dd, J =165, 10.5 Hz), 5.13 (1H, quintet, J = 7.0 Hz), 5.6% (1H, d, J = 7.0 Hz), 7.27-7.49
(5H, m). H ( AB) calcd for CgH7pBrNO3 (M* + 1) 364.0912. Found 364.0892. The yield of 8 is
typically 74-76% when conducted on a 1-3 g scale using 20 equivalents of oxidant.

3-Bromo-2,2,4-trimethylcyclohex-3-ene-4-one carboxylic acid 9. To a stirred suspension of NaOAc
(15.93 g, 0.194 mol) and 1,2-dichloroethane (160 mL), at O °C under nitrogen, was added a dark brown
solution of dinitrogen tetroxide in carbon tetrachloride (ca. 2.2 M, 44.1 mL, 0.097 mol). The resulting bright
green reaction mixture was cooled to -10 °C and stirred at -10 °C for 15 min. A solution of 8 (17.68 g, 0.0485
mol) in 1,2-dichloroethane (100 ml.) was added dropwise over ca. 3 min. The mixture was allowed to warm to

o : . o . . .
0 °C, and stirred at 0 °C for 16 h. The bright yellow mixture was filtered cold through a small pad of Celite®
e - L. .o ) ST RS ST ~al L. A A Al vnntlnnas (D) v &N T T £ x L
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under reflux with IUOI'()US S[ll”l'lﬂg for 2 h th

s oAO

cooled to room temperature. Thiophenol (5.48 mL, 0.053 mol)

.-..

and trifluoroacetic acid (37.4 mL, 0.485 mol) were added and the mixture stirred at room temperature for ca.



18 .
by addition of toiuene (500 mL) and the mixture evaporated in vacuo. The residue was dissoived in Et;O (500
mL) and extracted with cold (ca. 5 °C) 2M NaOH solution (2 x 250 mL). The combined aqueous extracts were
washed with Et;O (300 mL) and acidified, with cooling, to pH 2 by slow addition of concentrated HCI (100
mL). The resulting brown, opaque mixture was extracted with Et;0 (4 x 300 mL). The combined extracts
were washed with water (800 mL), saturated brine (800 mL), dried (MgSOy), and evaporated in vacuo to give
9 (12.54 g, 99%) as a brown oil which was used directly in the next stage. 'H NMR (300 MHz, CDCl5) § 1.34

(3H, s), 1.47 (3H, s), 1.97 (3H, s), 2.68 and 2.78 (2H, ABX, J = 17.0, 10, 5 Hz), 3.01 (1H, X part of ABX, J =

1s O \£1%, ! Uy LU, D EIL ) UL IR A 13 5.7, ¥

100 S0 HA RMS (CIH pcaled for CiaH2BRrO-2 (M+ L 1Y 261 01726 Found 261 01721 To actahlich the
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optical purity of the above ketoacid 9 a portion was recoupled with (§)-(-)-a-methylbenzylamine. To a

PPy Wt P i ey alriars ~

solution of 9 (20 mg, 0.0766 mmol) in CH,Cl, (0.5 miL) was added EDC (29 mg, 0.153 mmol), DMAP (ca. 1
mg) and (S)-(-)-a-methylbenzylamine (0.02 mL, ca. 0.153 mmol). The mixture was stirred at room
temperature for 24 h, evaporated in vacuo, and analyzed by 'H NMR. Only one diastereomeric amide could be
detected whose 'H NMR spectrum was identical to 8.

(+)-Methyl 3-bromo-2,2,4-trimethylcyclohex-3-ene-5-one carboxylate 10. To a solution of 9 (12.54

g, 0.04 ol) in acetone (120 mL) was added K2CO3 (33.12 g, 0.24 mol) and methyl iodide (30 mL, ca. 0.48
or 4 h and diluted with F‘tﬂn (200 ml1 ). The resultin

(200 mL). The resulting fin
mL). The filtrate was concentrated in vacuo to afford 1

pure to be used directly in the next stage. [a]p? 346.54 (c=1, CHCl3). IR (thm film) 2975 2951 1738, 1683
1602 cm-i. TH NMR (300 MHz, CDCly) § 1.27 (3H, s), 1.41 (3H, 5), 1.96 (3H, 5), 2.62 and 2.76 (2H, ABX, J =

17.0, 10.0, 4.5 Hz), 2.99 (1H, X part of ABX, J = 10.0, 4.5 Hz), 3.70 (3H, s). HRMS (CI*) calcd for
C11H15BrO3 (M* + 1) 275.0283. Found 275.0273.

(+)-Methyl 3-bromo-5u«-hydroxy-2,2.4-trimethylcyclohex-3-ene carboxylate 11. To a stirred
solution of 10 (12.06 g, 43.9 mmol} in MeOH (200 mL) at -15 °C was added NaBHy (1.66 g, 43.9 mmol),
portion wise over ca. 2 min. The mixture was stirred at -15 °C for 40 min, quenched with saturated aqueous
AITT 7771 773N 1 [oF o BV o SR R S A T S T VR, [ O o S oy Py |

NHgLl (JU mL}, and stirred at ‘1_) C IUI' .) Illlﬂ lIlC rm)uuw was warr “iéu LU 1OVI lCIIlpCldlulC auu UllU\CU
with water (100 mL). Most of the methanol was removed by evaporation in vacuo to a residual volume of ca.
100 mL, and the mixture was extracted with EtOAc (3 x 150 mL). The combined extracts were washed with
brine (300 mL), dried (MgSO,) and evaporated in vacuo to give a pale yellow oil. Purification of the oil by
flash chromatography, using 2:1 pentane/Et O as eluent, gave a mixture of 11 and the corresponding epimeric
alcohol (ca. 10:1 ratio) (12.16 g, 100%) which was taken through to the next stage as a mixture. |a]p23 +2.53
(c = 1, CHCly). IR (thin film) 3418, 2976, 2951, 2874, 1733, 1636 cm!. TH NMR (300 MHz, CDCl;) § 1.16
1.24 (3H, s), 1.94 (3H, s), 1.95-2.03 (1H, m), 2.15-2.23 (1H, m), 2.68 (1H, dd, J = 7.5, 4.0 Hz), 3.69

5 o) & PY

2). HRMS (FAB) caled for C1H;6BrO3 (M* + 1) 275.0283. Found 275.0276.

(11028 Wt
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{+)=-5-DBroiii0-2,,4-trimetnyi-6-0xanicycio}s.2.1 joct-3-en-7-one 12 mixture of crude 11 (6.95 g,
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0.025 mol) (contaminated with ca. 9% of the epimeric aicohol), K,CO3 (17.30 g, 0.125 mol) and
chlorobenzene (90 mL) was heated at reflux, under nitrogen, for 18 h. The mixture was cooled to room
temperature, diluted with EtOAc (200 mL), and filtered through a pad of Celite® (5 mm). The pad was washed
thoroughly with EtOAc (2 x 100 mL), and the filtrate was evaporated in vacuo to give a brown oil.
Purification of the oil by flash chromatography over silica gel eluting with pentane/Et;0 (2:1) gave 12 (5.45 g,
89% from 10) as a straw colored oil which solidified on standing to give a waxy beige solid. [a]p?3 +1.68 (c =
1, CHCly). IR (thin film) 2976, 2935, 1779, 1639 cm-!. |H NMR (300 MHz, C¢Dg) 5 0.83 (3H, s), 1.26 (3H,
dt, J = 12.0, 5.0 Hz)

iy 3 v 2PV PRNS PLVAS §

L

55 (3H, s), 2.03 (1H, dd, J = 5.0, 1.5 Hz), 3.77

12 PRV G S B PR N 1.0 A3,

), L
22 20, 26.68, 28.52, 32.97, 41.62, 49.89, 78.89,

. Y R ~ JJ-\’!AAI\N\(\E . A NAA NN
T U ori3nruy {M™) 244.UU5Y. round 244.00Y2,

(+)-3-Bromo-2,2,4-trimethyl-6-oxa-7-methoxybicyclo[3.2.1]oct-3-ene 13. A solution of 12 (2.0 g,
8.16 mmol) in dry CH2Cl3 (40 mL) at -78 °C under nitrogen was treated with a 1.0 M solution of DIBAL-H in
hexanes (8.16 mL, 8.16 mol), dropwise via syringe, over ca. 4 min (added down the inside walls of the flask
so as to pre-cool the DIBAL-H solution). After stirring the mixture at -78 °C for 2 h another portion of

DIBAL-H solution (4.1 mL, 4.1 mmol) was added as before. After a further 30 min the mixture was quenched
at -78 °C with MeOH (1.7 mL) and warmed to 0 °C. Saturated aqueous NHACI (3.4 ml.) was added. and the

N VICUITE wdAlTNCa 24U LCOUS INTIAL L (0.8 1AL ) wWds 40QC8, 4114 111C
mivtiire allawad to warm ta room temneratiire and ctirrad for 10 min ta oive a gal The miviirs wace dilnted
MIAWE anOWEG 10 Wallill O TG0 (LINpeTaulc allh SUlicd 101 1v I U giVE a g1 148 HURWIL Wds GlLull
..... L. £YIY 71 e MY TN b e a Klan crrcsaasmcimem nead Filéeasea d el bl o Lo AAARPCS C 05 2 -~ 2 +1
Wllll LU (Cd. oV II1L) 1O Z1VC a 1E SUSPCHSIoI, dalld 1IHCICU ULTOUEIl 4 Do U O1 coarse sanda (¢a > min Wl n

filter paper on top) in a sintered glass funnel. The bed was washed thoroughly with CH»Cl3 (ca. 150 mL), and
the resulting clear colorless filtrate was washed with saturated brine (200 mL), dried (MgS0Oy,), and evaporated
in vacuo to give a colorless oil (2.05g). The oil was dissolved in trimethyl orthoformate (50 mL) and treated
with CSA (ca. 20 mg). The mixture was stirred at room temperature for 18 h, EtzN (0.05 mL) was added, and
the mixturc concentrated in vacuo to give a colorless liquid. Purification by flash chromatography over silica
gel (ca. 20 g; 3 cm x 7 cm) using pentane/EtO (6:1) as eluent gave 13 (1.97 g, 92%) as a colorless oil. [a]p?3
+5.01 (c = 1, CgHpg). IR (thin film) 2952, 1643 cm-!. TH NMR (300 MHz, C¢Dg) 8 1.00 (3H, s), 1.09 (3H, s),
.0 Hz), 1.75 (3H, s), 2.00 (1H, dt, J = 11.0, 5.0 Hz), 2.11 (1H, d, / = 5.0 Hz), 3.24 (3H, s),

} Nnir AQQ /ALY oy LIDRDANAC /T AD 1~

1y = N V naalad Far B0, (M* 260.0412. Found
3 ) A7), 4.70 (a0, §). RV (FAD) CaiCa 1 a

n Fa i & 1)
U, T U702 (17 + 1) £0U.U4 1. 1'0UN

(2'S,25)-2,4-Dimethyl-2-{[2'-(methoxymethyl)pyrrolidinyl]carbonyl}-3-cyclohexen-1-one 17. To a
4 L kettle vessel, equipped with mechanical stirrer and cold finger condenser, was added a solution of 14
(13.97 g, 0.053 mol) in dry THF (600 mL) under dry nitrogen. Dry ¢-butanol (5.08 mL) was added and the
solution cooled to -78 °C (dry ice/acetone bath). To the cold finger was added dry ice/acetone, and ammonia
(600 mL * 50 mL) condensed into the mixture. Potassium metal (5.5 g, 0.141 mol; enough to give a

permanent dark blue color) was added to the mixture portion wise over ca. 10 min. The mixture was stirred at

CD’T

of solid NH.C1 (50 \ in one nortion (r‘nlnr chanced
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was stirred at -20 °C for 20 min and the cooling bath mixture repiaced with
warm water (ca. 35 °C). Nitrogen was flushed through the apparatus for 40 min to remove the residual
ammonia (absence of ammonia shown by holding moist Litmus paper in the exhaust gas stream). The mixture
was diluted with EtpO (600 mL), and filtered through a sintered glass funnel (vessel rinsed with more Et;0
(200 mL). The clear, colorless filtrate was washed with saturated brinc (800 mL) and dried (MgSOy).
Evaporation in vacuo gave crude 15 (14 g, >97%) as a colorless oil, which was sufficiently pure for use in the
next stage.
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min then allowed to warm to room temperature over ca. 20 min and stirred for 60 min. The mixture was
cooled to O °C over ca. 10 min and treated with dry HMPA (15.33 mL, 0.088 mol), cooled to -78° C, and
treated with methyl iodide (13.15 mL, 0.2112 mol). The mixture was stirred at -78 °C for 90 min, and poured
into a saturated aqueous NH4ClI (800 mL) and extracted with EtoO (4 x 800 mL). The combined extracts were
washed with water (x 2), saturated brine (x 2), and dried (MgSO,). Evaporation in vacuo afforded 16 (13.84 g,
94% over 2 steps from 29) as a yellow oil, which was sufficiently pure for use in the next stage.

A solution of 16 (13.84 g, 0.0496 mol) in THF (60 mL), at room temperature, was treated wit

concentrated HCI (1 mL) and stirred for 2 h. The mixture was poured into a saturated aqueo us NayCO3 (600
d with Etz0 (3 x 600 mL), dried (MgSOy), an }
which crystallized on standing. Recrystallization from hexane/Et;O (250 mi.; 4:1) gave 17 as coloriess
crystalline solid suitable for X-ray crystallographic analysis [9.96 g in the first 2 crops, and 1.95 g obtained by
flash chromatography (using hexane/EtOAc 2:1) of the mother liquor to give a total yield of 11.91 g, 91%]. 'H
NMR (300 MHz, CDCl3) 8 1.36 (3H, s), 1.76 (3H, s), 1.68-1.88 (4H, m), 2.38-2.64 (4H, m), 2.97-3.04 (1H,
m), 3.14-3.22 (1H, m), 3.26 (3H, s), 3.31 (1H, dd, J = 10.0, 3.0 Hz), 3.46 (1H, dd, J = 10.0, 3.0 Hz), 4.24 (1H,
m), 5.30 (1H, br s). 13C (75 MHz, CDCl3) & 22.9, 23.9, 24.4, 26.6, 30.7, 35.5, 46.6, 57.2, 57.5, 58.8, 71.8,

125.1, 134.6, 170.0, 203.7.

(=9

=H). Toa4 L ketrle vessel, equipped with mechanical stirrer, thermometer, reflux condenser and nitrogen

iniet was added NaBHy4 (19.66 g, 0.52 mol) and dry THF (1.30 L). A solution of zinc chioride (0.5 M in THF,
520 mL, 0.26 mol) was added to the mixture with vigorous stirring, and the heterogeneous mixture heated at
reflux under nitrogen for 2 h. The mixture was cooled to -60 °C (over 30 min), and treated with a solution of
17 (34.48 g, 0.13 mol) in dry THF (300 mL) dropwise over ca. 10 min. The mixture was allowed to warm
slowly to -15 °C (over ca. | h) and quenched by cautious addition of saturated aqueous NH4Cl (2.0 L). The
mixture was extracted with EtoO (4 x 2.5 L), and the extracts were washed with saturated brine, dried

{MgS0y,), and evaporated in vacuo to give an orange oil (40 g). The crude product was dissolved in 9:1

Ac/MeOH ( ! um lash silica (400 g) using 9:1 Ac/MeOH
eluent. The product fractions were evaporated in vacuo to give 18 (34.92 g, 100%) as a colorless foam, which
£6 b les rarires Fre s10m 11 thio mavt ctaca T (#hin Fle) 2494 1£9Q ~ma-1 LT NIMD 200 ML O S
Wdd SULLICICIL J._y pu1 1O UDST 1H LT HTAL SLAET. LN (UL L) 09T, 1UL0 CIH 7. “LH1 ANIVEIN DUV IVILLZL, Vi3 ) U
1.24 (3H, s), 1.64 (3H, s), 1.64-2.05 (8H, m), 3.30 (3H, ), 3.30-3.63 (5H, m), 4.04 (1H, dd, J = 11.0, 4.0),



4.29 (1H, m), 5.41 (1H, m). 13C (75 MHz, CDCl3) § 19.8, 23.3, 25.2, 25.7, 26.4, 28.8, 48.1, 49.4, 58.0, 58.9,
70.2,72.3, 124.5, 133.4, 175.0. HRMS (CI*) calcd for CisHz6NO3 268.1909 (M* + 1). Found 268.1913
(15,2'S,25)-2,4-Dimethyi-2-[{[2'-(methoxymethyl)pyrrolidinyl]carbonyl]-1-benzyl(oxy)-3-

cyciohexene 19 (R = Bn). To a dispersion of hexane washed potassium hydride (35% in mineral oil, 14.67 g,
ca. 0.128 mol) in dry THF (400 mL) was added a solution of 18 (28.7 g, 0.107 mol) and benzyl bromide
(21.96 g, 0.128 mol) in dry THF (200 mL). To this mixture was added tetra n-butylammonium iodide (1 g),
and the mixture stirred at room temperature for 24 h. Further aliquots of potassium hydride (35% in mineral
oil, 5 g) and benzyl bromide (10 g) were added, and the mixture heated at reflux for 3 days. The mixture was

cooled to room tempcrature and quenched by cautious addition of saturated aqueous NH4Cl (600 mL),

A v &N T Th
T A JUV 1L ).
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combined extracts were washed with water (2.0 L), saturated brine (1.5 L), dried (MgSOy,), and evaporated in

{
\
M 1

vacuo to give a brown oil (51 g). The crude product was purified by flash chromatography over silica gel
using 2:1 hexane/EtOAc as eluent to give 19 (24.09 g, 63%) as a colorless oil. 'H NMR (300 MHz, CDCls) §

1.32 (3H, s), 1.69 (3H, s), 1.69-2.12 (8H, m), 3.20-3.39 (4H, m), 3.36 (3H, s), 3.58 (1H, m), 3.97 (1H, m),
4.24 (1H, m), 4.57 (2H, q, J = 7.5 Hz), 5.22 (1H, s). Used directly in the next stage.

~

combined extracts were washed with 2N HCl1 (500 mL), water (500 mL), saturated brine (500 mL), dried
(MgS0Oy), and evaporated in vacuo to give 20 (9.70 g, 90%) as a colorless solid. IR (thin film) 2933, 2875,
1775 cm-i. TH NMR (300 MHz, CDCl3) 8 1.27 (3H, s), 1.51 (3H, s), 1.68-1.83 (2H, m), 1.97-2.04 (1H, m),
2.37-2.48 (1H, m), 3.49 (1H, d, J = 4.5 Hz), 4.02 (1H, s), 444 (1H, d, J = 12.0 Hz), 4.66 (1H, J = 12.0 Hz),
7.25-7.42 (5H, m). 13C (75 MHz, CDCl3) 8 17.3, 23.5, 23.7, 26.5, 30.5, 50.6, 72.2, 74.6, 85.5, 127.2, 127.4,

128.2, 137.9, 174.8. HRMS (CI*) calcd for C16H19O31 (M* + 1) 387.0459. Found 387.0459.

(1S.2R.3R)-1-Renzvl{oxv)-2-methvl-2-hvdroxvmethvl-3.hvdroxv.d-methvlenecveclohexvane 24. To
(15,2R,3R)-1-Benzyl(oxy)-2-methyl-2-hydroxymethyl-3-hydroxy-4-methylenecyclohexane 24, To

. . o
a solution of 2@ (10 g, 25.9 mmol) in dry CH,Cl; (300 mL) at -10 °C under dry nitrogen, was added a .0 M
iy PR B Y 2 0 ) T IX¥ . FAYIT_o%1 2 o P, PSS S | P Py
solution of DIBAL-H in CH2Cl2 (3 ) The mixiure was aliowed to
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warm to 0 °C, stirred for 15 min, and treated with MeOH (5.5 mL) dropwise (caution: copious effervescence),
and stirred for a further 10 min at 0 °C. Saturated aqueous NH4Cl (11 ml) was added dropwise, and the
mixture allowed to warm to room temperature. The mixture was stirred vigorously for 10 min, and filtered
through a bed of coarse sand (ca. 4 mm) in a sintered glass filter funnel. The bed was rinsed with CH2Cl; (100
mL), and the filtrate dried (MgSO,) and concentrated in vacuo to afford 21 (9.81 g, 98%) as a colorless oil.
To a solution of 21 (9.8 g, 0.025 mol) in CHCly (350 mL) was added 1,5-
diazabicyclo[5.4.0lundecene-5 (4.2 g, 27.6 mmol). The mixture was stirred at room temperature for 1 h and

D T =

quenched with 0.1 N HCI {200 mL) The organic layer was separated, washed with water (200 mL), saturated

ive 22 (6.44 g, 99%) as a colorless oil.
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0 a solution of 22 (5.25 g, 20.2 mmol) in MeOH (100 mL) was added NaBHy (763 mg, 20.2 mmol).
The mixture was stirred at room temperature for 30 min and quenched with saturated aqueous NH4Cl (100
mL). The mixture was concentrated in vacuo to a residual volume of ca. 100 mL and extracted with EtOAc (4
x 100 mL). The combined extracts were washed with water (200 mL), saturated brine (200 mL), dried
(MgSOy), and evaporated in vacuo to give 23 (4.95 g, 94%) as a colorless oil.

To a solution of 2,2,6,6-tetramethylpiperidine (12.84 mL, 0.076 mol) in dry toluene (90 mL) at 0 °C
under dry nitrogen, was added a 2.5 M solution of n-BuLi in hexanes (30.42 mL, 0.076 mol) dropwise via

25
mL, 0.076 mol) dropwise over ca. 10 min. The mixture was stirred at 0 °C for 40 min, and a solution of 23

4.95 g, 0.019 mol) in dry toluene (70 mL) was added portion wise over ca. 15 min (syringe rinsed with 20
mL of dry toluene into the reaction mixture). The mixture was stirred at 0 °C for 20 h, and treated with MeOH
(3 mL) (reaction mixture temperature rose rapidly to 25 °C). The mixture was recooled to 0 °C and treated
with saturated NH4Cl (6 ml) portion wise. The mixture was allowed to warm to room temperature, diluted
with Et20 (150 mL), and stirred vigorously for 15 min. The mixture was filtered through a pad of Celite® (ca.
5 mm), and the pad washed with Et;0 (3 x 100 mL). The filtrate was washed with saturated brine (200 mL),
dried ( MLSOA) and evaporated in vacuo to give 24 (4.0 g, 81%) as a straw colored oil. IR (thin film) 3334,

2938, 1652 cm!. 'H NMR (300 MHz, CDCl3) 8 0.70 (3H, s), 1.39-1.53 (1H, m), 1.82-1.93 (1H, m), 2.08-2.18
(1H, m), 2.78-2.90 (1H, m), 3.47 @H, d,J=11.0Hz), 3.74 (1H,d, J = 11.0 Hz), 3.89 (1H, dd, J = 10.5, 4.5
Hz), 3.93 (1H, s), 4.42 (1H, d, J = 11.5 Hz), 4.57 (1H, d, J = 11.5 Hz), 4.75 (1H, br 5), 7.16-7.27 (5H, m). 13C
(75 MHz, CDCl3) § 14.5, 26.5, 28.0, 43.6, 68.9, 71.3, 75.9, 81.7, 111.4, 127.3, 127.4, 128.2, 139.0, 146.7

HRMS (CI*) caled for C1gHppO3 (M* + 1) 263.1647. Found 263.1635.

(1S,2R,3R)-1-Benzyl(oxy)-2-methyl-2-tert-butyldimethylsilyl(oxy)methy}l-3-hydroxy-4-
methylenecyclohexane 25. To a solution of 24 (4 g, 15.2 mmol) in CH>Cly (120 mL) was added EtzN (3.17
mL, 23.0 mmol), r-butyldimethylsilyl chloride (2.53 g, 16.8 mmol) and 4-dimethylaminopyridine (ca. 10 mg).

The mixture was stirred at room temperature for 48 h, diluted with CH»>Cl, (200 mL), and washed with 0.1 N
: \ T

and evaporated in vacuo to give 25 (5.43 g, 95%) as a straw colored oil, which was sufficiently pure for use in
the next stage. IR (thin film) 3462, 2932, 2857, 1464 cm-!. 'H NMR (300 MHz, CDCl3) 6 0.01 (3H, s), 0.05
(3H, s), 0.76 (3H, s), 0.87 (9H, s), 1.48-1.57 (1H, m), 1.87-1.94 (1H, m), 2.14-2.19 (1H, m), 2.40-2.49 (1H,
m); 3.43 (1H, d, J = 9.5 Hz), 3.92 (1H, dd = J = 10.0, 4.5 Hz), 3.97 (1H, d, J = 9.5 Hz), 4.04 (1H, s), 4.39 (1H,
d,J=11.5Hz), 4.61 (1H, d, J = 11.5 Hz), 4.81-4.83 (2H, m), 7.19-7.31 (5H, m). 13C (75 MHz, CDCl3) § -5.7,
-5.8, 15.1, 18.0, 25.8, 26.5, 28.2,43.9,63.2,71.1, 75.3, 81.8, 110.8, 127.1, 127.2, 128.1, 139.3, 147.0. HRMS
(CI*) caled for CooH3038i (M* + 1) 377.2512. Found 377.2511.

Py bl & equ (GA} =~~Ine u_‘y SATLTI L (GX; 11 KLy
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itrogen, was added freshly distilled thionyl chioride (0.688 mL, 9.43 mmol)
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dropwise over ca. 3 min. The mixture was added to cold water (50 mL), partitioned, and the aqueous layer
further extracted with Et;0 (3 x 75 mL). The combined extracts were washed with brine (1 x 75 mL), dried
(MgS80y4), and evaporated in vacuo to give 26 (1.23 g) as a colorless oil. 'H NMR (300 MHz, CDCl3) 5 -0.10
(6H, s), 0.83 (9H, s), 0.94 (3H, s), 1.69-1.80 (1H, m), 1.90-1.96 (1H, m), 2.05-2.19 (2H, m), 3.33 (1H, d, J =
7.5 Hz), 3.43 (1H, d, J = 7.5 Hz), 3.60 (1H, dd, J = 9.0, 3.0 Hz), 3.95 (2H, s), 4.43 (1H, J = 12.0 Hz), 4.64
(IH, J=12.0 Hz), 5.47 (1H, s), 7.22-7.30 (5H, m). HRMS (CI*) calcd for CpH3502CISi (M* + 1) 395.2173.
Found 395.2163.

warm to room temperature and stirred for 1.5 h, saturated aqueous NH4Cl (100 mL) was added carefully, and
the mixture extracted with CH>Cly (4 x 150 mL). The combined extracts were dried (MgS0y), and evaporated
in vacuo 10 give a colorless o1l which was purified by flash chromatography over silica gel eluting with 30%
EtOAc/hexane to give 27 (1.37 g, 2.77 mmol, 88%) as a colorless oil. |H NMR (300 MHz, CDCl3) § 0.03
(6H, s), 0.91 (9H, ), 1.76-1.95 (2H, m), 2.08-2.19 (1H, m), 2.30-2.38 (1H, m), 3.30 (2H, s), 3.46 (2H, s), 3.60
(1H, dd, J=10.0, 3.0 Hz), 4.46 (1H, d, J = 12.0 Hz), 4.68 (1H, d, J = 12.0 Hz), 5.19 (1H, s), 7.18-7.39 (10H,

m). 13C (75 MHz, CDCl3) 6 -5.5, 18.2, 18.4, 22.7, 25.8, 41.9, 68.8, 71.1, 76.6, 126.3, 127.2, 127.4, 128.1,
131.0, 131.9, 132.1, 136.1, 139.3. HRMS (

s & Iy x.u.- J., LIV Ly 1

[(1R,25)-1-Methyl-2-benzyl(oxy)-5-thiophenylmethyl-5-cyclohexenyl]acetaldehyde 28. To a
solution of 27 (500 mg, 1.06 mmol) in dry THF (10 mL) was added a | M solution of TBAF in THF (1.6 mL,
1.6 mmol). The mixture was stirred at room temperature for 18 h and treated with water (30 mL). The mixture
was extracted with Et0 (5 x 30 mL), and the combined extracts were washed with brine (100 mL), dried
(MgSQOy), and evaporated in vacuo to give a colorless oil. Purification by flash chromatography over silica gel

eluting with 2:1 Et;O/hexane gave 27a (368 mg, 98%) as a colorless oil. 'H NMR (300 MHz, CDCl3) § 0.87
(3H, s), 1.62-1.72 (1H, m), 1.98-2.05 (1H, m), 2.13-2.32 2H, m}, 3.18 (1H, d, / = 10.5 Hz), 3.34 (I1H,d, /=
10.5 Hz), 3.41 (2H, s), 3.56 (1H, dd, / = 11.0, 3.0 Hz), 4.44 (1H, d, J = 11.5 Hz), 4.64 (1H, d, J = 11.5 Hz),
4.95 (1H, s), 7.19-7.36 (10H, m). !3C (75 MHz, CDCl3) 6 17.8, 22.6, 26.2, 42.0, 42.2, 69.9, 70.7, 78.1, 126.8,
127.4,128.2, 128.7, 130.9, 131.6, 134.1, 135.2, 138.7.

To a mixture of sulfur trioxide pyridine complex (5.57 g, 35.0 mmol), 27a (3.1 g, 8.75 mmol) and
Et3N (8.52 mL, 61.25 mmol) in dry CH2Cl; (50 mL) at O °C under dry nitrogen, was added dry DMSO (8.69
mL, 122.5 mmol). The mixture was stirred at 0 °C for 1 h and warmed to room temperature. After 4 h at room
temperature the mixture was cooled to 0 °C and treated with 1 N HCI (200 mL). The mixture was extracted
with CH>Cl, (4 x 100 mL) and the combined extracts were washed with brine (400 mL), dried (MgSO4) and
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AAKT AT A T 11 01Ty AQ2 (1LY o TN 2L F1OIT wnN O 1& 7107 o\ 137 /€ 2ATT.. MTwi V¢ 1217 AN Q
0L (1K, U,y = 11V i), 4.75 (111, 5), /.£2U-/.50 (1urnl, 1), ¥.10 (111, §). YO (/D MIZ, U 13) 0 10.£, 44.8,
25.2,42.1,53.2,70.8, 75.3, 124.5, 127.0, 127.46, 127.52, 128.3, 128.7, 132.0, 134.8, 136.5, 138.3, 202.5
HRMS (CI*) caled for Cy2Hps502S (M* + 1) 353.1575. Found 353.1571.

To a stirred suspension of MeOCH,PPh3Cl (22.5 g, 0.066 mol) in dry toluene (80 mL), at 0 °C under
dry nitrogen was added a 0.5 M solution of KHMDS in toluene (131.2 mL, 0.066 mol) dropwise over ca. 15
min. The mixture was stirred at 0° C for 2 h and a solution of 27b (5.78 g, 0.0164 mol) in dry toluene (20 mL)
was added dropwise over c¢a.15 min (syringe rinsed with 10 mL of extra toluene into the mixture). The
mixture was stirred at 0 °C for 1 h and warmed to room temperature. After 2 h at room temperature the
mixture was diluted with EtQAc (Aﬂﬂ ml. \ washed with water (400 mL. ), and the a

ashed d the aqueous p

with EtOAc (400 mL). The combined extracts were washed with saturated brine (600 mL), dried (MgSQOy),

--.,._.A_AA‘A N _ -

and evaporated in vacuo to give 27¢ as an oil, which was taken through to the next stage without purification.
The enol ether Z7¢ was dissoived in THF (120 mi.) and treated with 2 M HCI (40 mi). After i8 h the
mixture was neutralized by cautious addition of solid NaHCO3, and the mixture was evaporated in vacuo to a
residual volume of ca. 40 mL and extracted with EtOAc (3 x 80 mL). The combined extracts were washed
with saturated brine (200 mL), dried (MgSOy), and evaporated in vacuo to give a semi-solid containing 28 and
tripheny! phosphine oxide. The crude product was dissolved in THF (20 mL) and added dropwise to

vigorously stirred hexane (150 mL). The resulting precipitate of triphenyl phosphine oxide was filtered off,

[

and the filtrate was evaporated in vacuo to give an orange oil which was purified by flash chromatography
nver cilica oel ahitting with 101 hevane/FtO A~ tn oive 28 (5 16 o RAGL) ac a ealarlece nil TR (thin film) 2Q23R
VYNNI Jliivia o L UAuLlllE Yy 1 AW/ 8 RINV/RGALING 2 JUNIL RN LA 611\/ AT \-J 4 5, AS A IU/ AT CVULIVLINVID Vil ALN \Llllll Lllllll h/JU’
1715 cm!

rr

1 (iH, d, J =9.5 Hz), 5.17 (1H,
21.3,22.5, 264, 40.1, 41.8, 53.6,
138.5, 202.6. HRMS (CI*) calcd for

m), 3.29 (IH, dd, /= 7.5
m), 7.19-7.37 (10H, m), 9.46 (1H, ¢, J =
70.7, 80.3, 126.8, 127.5, 127.6, 128.3, 128.7, 131.5,
Co3Hy7028 (M* + 1) 367.1721. Found 367.1732.

Ketosulfide 30. To a solution of 13 (105 mg, 0.402 mmol, 1.12 eq) in EtpO (3.0 mL) at -78 °C under

argon was added r-BuLi (1.68 M in pentane, 478 ul, 0.804 mmol, 1.24 eq). The yellow mixture was stirred at
-78 °C for 30 min and added via cannular to a solution of 28 (132 mg, 0.360 mmol) in dry EtrO (3.0 mb) at
7R 9 Tha mivtiira wac allawad to warm ta XN O Avar 1 h and the racnilting calarlace enlntian wae Aananchad

O . L LIC LIITALULC ad allUuvwwioll LU yWalllkl WU —oVU O UvLl 1 11 dliu Liiv uauxuus LAZIULIVOD avIULIivULL wad \iuuu\,uuu
cwsoele e e 3 o NT_ TTN /N A ok sl YT M1 £ o M TN L Lt O a
Wil saturated aqueous INarntu3s (Jv IDL} and CXLI'd(,lCU Wl I1 LU (O X DU IILL ). 1 1NE€ COmDINCAa iraciions

were dried (MgSOQy), and evaporated in vacuo to give a colorless oil (191 mg) which was purified by flash
column chromatography eluting with 20% EtOAc/hexane containing Et3N to give a diastereomeric mix of
alcohols 29 (approximately 1:1) (151 mg, 0.275 mmol).

To a solution of the alcohols 29 (151 mg, 0.275 mmol) in dry CH2Cl; (25 mL) was added solid sodium
bicarbonate (100 mg) and Dess-Martin reagent (175 mg, 0.413 mmol, 1.5 eq). After stirring at room
temperature for 2 h, the reaction was quenched with 1 M sodium thiosulphate solution (5 mL), saturated

NaHCOs3 solution (5 mL), water (5 mL). CH2Cl; (30 mL) was added and the reaction stirred vigorously for 10

min to oive twa clear lavers. The reaction wag nartitioned and the agneous laver further extracted with CH-Ch
11111 VWV él'\r LYY U wilwidl AMJ A2 B2 A liw iwdawiiivia Yv &g tIMLI. RIV/EAMrAd fREa%s iR L avARAs R 7 WA AMEI SRR RAARTA RN LN AVEE N E R Nes g
I v T&E TV TL IR W [ SRS ara drmad (MMASQMN .Y and avannratad 519 vancna Tha racnlting Atl wac
(&« A /70 Hib). 110 CULIIVIINCU CAUAULd WUIC ULHICU (WVIEDVU/4 ) 4Alll LVapulattld off VUG ro/. 11HC 1Lauitiig Uil was

purified by fiash column chromatography eluting with 15% EitOAc/hexance coniaining Et3
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6 mmol, 71% over two steps). IR (thin film) 2946, 1694 cm-!.
'H NMR (300 MHz, CeDg) 6 0.91 (3H, s), 0.98 (3H, s), 1.13 (3H, s), 1.38 (3H, s), 1.52-1.69 (3H, m), 1.86
(1H,d, J= 5.0 Hz), 1.94-2.11 (3H, m), 2.35 (1H, d, J=19.5 Hz), 2.60 (1H, d, /= 19.5 Hz), 3.18 (2H, s), 3.20
(3H, s), 3.56 (1H, dd, J = 10.5, 3.5 Hz), 3.81 (IH, d, / = 4.5 Hz), 4.03 (1H, d, J = 12.0 Hz), 4.38 (1H, d, J =
12.0 Hz), 4.92 (1H, s), 5.58 (1H, s), 6.64-7.25 (10H, m). !3C (75 MHz, CgD¢) 5 19.0, 21.5, 22.6, 25.8, 26.2,
28.5,29.7,37.3,39.7,41.7, 53.5, 54.3, 54.5, 70.9, 78.1, 79.9, 105.2, 126.3, 127.5, 128.5, 128.9, 130.9, 131 4,
132.8, 134.1, 137.0, 139.7, 141.1, 207.1. HRMS (CI*) calcd for C34H4304S (M* + 1) 547.2882. Found
547.2887.
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Ketosulfone 31. To a solution of 30 (399 mg, 0.730 mmol), in CH7Cl; (1.5 mL), H,O (1.5 mL), was
added aliquat 366 (approx. 100 pl), NagW04.2H,O (catalytic) and 30% aq hydrogen peroxide solution (450
ul). The mixture was stirred vigorously at room temperature for 1 h and a further portion of 30% aq hydrogen
peroxide solution (450 ul).was added. After 3 h the mixture was quenched with saturated aqueous NaHSO3
(20 mL), saturated aqueous NaHCO3 (20 mL) and Et;0 (40 mL), and the aqueous layer was extracied with
Et70 (3 x 100 mL). The combined extracts were dried (MgSO4) and concentrated in vacuo. to give an oil
which was purified by flash column chromatography eluting with 30% EtOAc/hexane containing EtaN to give

31 (359 mg, 0.620 mmol, 85%) as a colorless oil. IR (thin film) 2946, 1693 cm-!. lH NMR (300 MHz, C¢Dg)

50.89 (3H, s), 0.96 (3H, s), 0.99 (3H, 5), 1.35 (3H, 5), 1.44-1.61 (3H, m), 1.64 (1H, d, J = 5.0 Hz), 1.91-2.03
(2H, m), 2.13-2.15 (1H, m), 223 (IH,d, /= 195 Hz), 2.51 (1H, d, J = 19.5 Hz), 3.18 (3H, s), 3.35 (2H, s),
343 (1H, dd, J = 10.0, 3.0 Hz), 3.81 (1H, d, /= 5.0 Hz), 4.00 (1H, d, J = 12.0 Hz), 4.34 (1H, 4, J = 12.0 H2),
4.88 (1H, s), 5.33 (1H, s), 6.91-7.18 (8H, m), 7.68-7.70 (2H, m). 13C (75 MHz, CgDg) § 19.0, 21.0, 22.5, 25.8,

27.4,28.4,29.9, 37.3,39.9, 53.1, 54.2, 54.5, 64.1, 70.1, 78.0, 79.0, 125.0, 128.5, 128.9, 133.2, 134.2, 139.0,
139.3, 139.5, 140.9, 207.1. HRMS (CI*) caled for C34H4306S (M* + 1) 579.2780. Found 579.2771.

Oximino ether 33. A solution of 31 (R = Me) (359 mg, 0.62 mmol) in THF/ 4 N HCI solution (1:1, 36
mL) was stirred at room temperature for 1.5 h. Saturated aqueous NaHCO3 (50 mlL.) was carefully added and
the mixture extracted with CHCly (3 x 75 mL). The combined extracts were dried (MgSO

SIS YA Y 111c il C©

To a solution of the crude 31 (R = H) in EtOH (27 mL) was added hydroxylamine hydrochloride (65
mg, 0.930 mmol, 1.5 eq.) and EtzN (110 mg, 151 pl, 1.09 mmol, 1.75 eq). The mixture was stirred at room

temperature for 1.5 h during which time it became homogeneous. The mixture was evaporated in vacuo and
partitioned between EtpO (150 mL) and saturated aqueous NH4Cl (100 mL). The aqueous layer was further
extracted with Et2O (2 x 150 mL) and the combined organic extracts dried (MgSQ,), and evaporated in vacuo
to give 32 as a white foam (314 mg, 0.542 mmol, 87%).

To a solution of 32 (179 mg, 0.309 mmol) in dry DMF (4 mL) was added N-chlorosuccinimide (41
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extracts were washed with water (2 x 50 mL), dried (MgSO,), and evaporated in vacuo to give a colorless oil
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which was purmec Dy flash column Cnromdtogrdpny over Florisil® eluung with 75% EitOAc/hexane to glVe
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g of (137 mg, 0.237 mm 3. IR n) 3280, 2952, 1693 cm-!. 'H } ViHZ,
raps ~ o - Pk B4 T sAavYy ary caww
Coe) 8 0.99 (3H, s), 1.11 (3H, 8), 1.17 (3H, 5), 1.32 (3H, s), 1.49-1.61 (4H, m), 2.12-2.20 (4H, m), 2.47 (iH,

n
d,J = 19.5 Hz), 33.36 (2H, s), 3.46 (1H, t, J = 7.0 Hz), 3.85 (1H, ), 4.09 (1H, d, J = 12.0 Hz), 4.41 (1H, d, J =
12.0 Hz), 5.32 (1H, s), 7.00 (2H, t, J =7.5 Hz), 7.11-7.27 (6H, m), 7.63 (1H, s), 7.78 (2H, d, J = 7.0 Hz). 13C
(75 MHz, CgDg) & 18.9, 20.7, 22.5, 26.7, 26.9, 28.0, 33.0, 38.5, 39.8, 48.9, 53.1, 64.2, 71.1, 78.6, 80.5, 125.2,
127.9, 128.6, 129.0, 130.8, 133.4, 138.7, 139.3, 139.4, 143.5, 160.0, 206.5. HRMS (CI*+) calcd for
C33H40NOgS (M* + 1) 578.2576. Found 578.2552.
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mg, 0.023 mmol, 24%) as a white solid. The white solid was recrystallised by slow evaporation from Et;0
under a hexane atmosphere to give crystals suitable for X-ray crystallographic analysis. M.p. 195-197 °C. IR
(thin film) 2921, 1738, 1703 cm-!. 'H NMR (300 MHz, C¢Dg) 0.73 (3H, s), 0.91 (3H, s), 0.95 (3H, s), 1.19-
1.35 (1H, m), 1.64-1.74 (1H, m), 1.77-1.84 (1H, m), 1.90-1.93 (2H, m), 1.96 (3H, s), 2.02-2.08 (1H, m), 2.11-
2.18 (1H, m), 2.68 (1H, d, /= 12.5 Hz), 3.16 (1H, d, J = 12.5 Hz), 3.73 (1H, dd, J = 11.5, 4.5 Hz), 4.18 (1H,
s), 4.41 (2H, q, J = 10.5 Hz), 4.83 (1H, s), 4.96 (1H, 5), 5.10 (1H, s), 7.12 (IH, t, /=75 Hz), 7.24 2H, t. J =
7.5 Hz), 7.56 (2H, d, J = 7.5 Hz). HRMS (CI#) calcd for Cp7H34NO4 (M* + 1) 436.2488. Found 436.2476.
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