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Abstract

A range of novelC,-symmetric dioxygen and dinitrogen ligands can readily be obtained through the intercon-
version of the parent 1,3-diphenyl-1,3-propanediol enantiomers which are, in turn, accessed in good yields via a
Sharpless asymmetric epoxidative resolution. © 1999 Elsevier Science Ltd. All rights reserved.

1. Introduction

C»-Symmetric diols have long been employed in a wide range of key asymmetric transformations and
generally operate through their modification of a variety of transition méaince the majority of
these ligands are derived from tartrate sources which can afford 1,2- and 1,4-diols, they lead to either 5-
or 7-membered rings when chelated with a métalvith few exceptions, there appears to be a significant
lack of bidentate ligands that form 6-membered rings when chelated to metals. Such diols have shown
promise as chiral derivatising agents and synthetic intermedigt&¥e herein report ready access to the
enantiomerically pure enantiomeriRR)-(+)- and §9-(-)-1,3-diphenyl-1,3-propanediols and a range
of dinitrogen-containingC,-symmetric bidentate ligands derived therefrdm.

An initial literature search surprisingly revealed that little had been reported on provision of facile
entry to the parent diols. In fact, the absolute configuration of the (-)-enantiomer had only recently
been assigned a§g).1° This (S9-enantiomer was first prepared in low yield (20%) via asymmetric
hydrogenation of the diketone over a modified Raney nickel catblyRelated preparations using
binap? and bihemp® complexes of ruthenium have appeared more recently. Aside from these small-
scale, moderate-yielding microbial (40%pand formal synthetic (49%] routes have been reported.
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2. Discussion and results

An initial route to the parent diols sought to exploit the success (up to 93% ee) reported by Julia and co-
workers in their asymmetric epoxidation of chalcdnender the influence of a polysf-alanine catalyst
to give epoxyketon@.1® There was literature support for further conversion through either the epoxy-
alcohol3 (reductiort®/hydride displacemeht) or hydroxyketonet (hydride displacemett/reductiort®)
to the §9)-diol 5 as outlined in Scheme 1. Subsequent oxidation of chalépbeth with commercial
catalyst and material prepared by us, afforded epoxyketavith enantiomeric excess of only 67—78%.
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Scheme 1. Reagents and conditions: (i) p@ydlanine, HO»; (ii) ZnBHy; (iii) Red-Al®; (iv) Zn, NH,CI

Given the unsatisfactory nature of the above result, we therefore pursued an alternative route
(Scheme 2) based on a Sharpless epoxidative kinetic resolution of hydroxy#&lkawailable in high
yield from commerciatrans-chalconel by borohydride reductio®? Optimisation of the reaction time
to 3 h using standard Sharpless conditions (10 mol% of titanium isopropoxide, 12 maegpDIPT
and 70 mol% of TBHP at —20°C) and work up, gave (S)-8-hydroxy-1,3-diphenylpropengin 42%
yield (>99% ee) and (+)R,S)-epoxyalcohol7 in 52% yield (89.6% e}l Enantiomerically pure/
could be obtained by a single recrystallisation from ether—light petroleum. The enantiomerically enriched
(9-hydroxyalkene was re-subjected to Sharpless conditions os{af-DIPT to generate the alternative
(R.SR)-enantiomer in 68% vyield.
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Scheme 2. Reagents and conditionsL{{}+)-DIPT, Ti(O4-Pr), t-BuOOH, CHCl,, —20°C, 3 h; (ii)D-(-)-DIPT, Ti(O4-Pr),,
t-BUOOH, CHCl,, —20°C, 3 h; (iii) Red-AP, DME, 16 h

Epoxides? are activated at the C3 position by the presence of the phenyl group, the benzylic nature
of this site making intermolecular C3 hydride attack more favourable than with non-activated substrates.
Employing a reverse addition of RedfAand suitably modified work up, both thR,R)- and G 9)-diols
5 could be synthesised from the appropriate epoxide in 89% and 92% yield respectiVabte was no
evidence of the alternative 1,2-diol (fro8p hydride attack) or any of the stereoisomers of the 1,3-diol,
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thus giving an overall combined yield of the diddsf 73% from the single chalcone-starting material.
Enantiomeric and chemical purity were confirmed by both chiral HPLC and NMR (using the Bu[hfc]
shift reagent). As a final confirmation of the stereochemistry, crystal structures of botR,R)ednd
(S9)-diols 5 have been obtained.

In addition to theC,-symmetric diols, we felt that the corresponding parent diamifagpresented
valuable synthetic targets and should be accessible via suitable stereocontolled displacement (Scheme 3;
for convenience only one enantiomer is depicted). Activation of the B®&){5 as the bismesylat8
followed by displacement with sodium azide gave the diaz&18){ and subsequent LiAlHreduction
provided the free amineS(S)-10 in excellent overall yield. The enantiomeriR R)-10 was isolated in
similar yield from the diol §9)-5.
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R = OMs, R,R)-8

Scheme 3. Reagents and conditions: (i) NEtsCI, 0°C, 14 h; (ii) NaN, DMF, 14 h, 91% for 2 steps; (iii) LAH, THF, 0°C 1
h, rt 3 h, 70%

To further extend the potential utility of the parent diphenyl diamit®sthese compounds were
converted to a variety of potentially more useful derivatives (Scheme 4). Since racemisation did not
present any problem, these transformations were performed on the racemic diamine, readily available
from the racemic diob.?* This diamine was subsequently converted into the taédybenzyl 12, and
trifluoroacetatel 3 derivatives in good yields using standard conditions.
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Scheme 4. Reagents and conditions: (i) TsCI,INEHF, 0°C, 66%; (ii) (a) PhCHO, MeOH, (b) NaBHtoluene, 75% over 2
steps; (iii) TFA, pyridine, CHCl,, 0°C, 74%

In order to prepare the benzyl derivatit@ above, we had found it necessary to effect alkylation
via a condensation/reduction sequence. This was prompted by our earlier observations that when, in
attempts to gain direct access to substituted diamines, the racemic m&syksdreated with a number
of primary amines (benzylamine and ethylamine) and secondary amines (diethylamine and piperidine)
(Scheme 5), in the former cas&-symmetric azetidined4, 15 were formed, while in the latter case
only themesodiamines16, 17 were produced. Evidence for the formation of the lattersoproducts
was the presence of a geminal coupling constant inltheNMR spectra for the methylene group
(13.6 and 13.8 Hz, respectively). In both instances a pathway involving an initial substitution followed
by intramolecular attack to generate the 4-membered heterocycle seems most likely. Subsequent ring
opening of the azetidinium species with accompanying inversion then leadsnetuodiaminesl6, 17.
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Scheme 5. Reagents and conditions: ¢INEt, 16 h, 80%; (i) BNBn, DMF, 16 h, 63%; (iii) HNE}, 16 h, 81%; (iv) piperidine,
DMF, 16 h, 85%

In conclusion, we have reported a high-yielding access to the enantiomericaly\Cpisygmmetric
1,3-diphenyl-1,3-propanediol and 1,3-diphenyl-1,3-propanediamine enantiomers and several derivatives
thereof. These species represent compounds which have potential as ligands in further asymmetric
transformations, and are the subject of current studies in our laboratory.

3. Experimental

IH and 13C NMR spectra were recorded on a Bruker Avance DPX-300 at 300 and 75.5 MHz,
respectively, in CDGl at ambient temperature with tetramethylsilane (TMS) as internal standard. Mass
spectra were recorded on a Perkin—Elmer ITD lon Trap Detector spectrometer in the electron impact
mode at an emission current of 3\ and an electron multiplier voltage of 2000 V. High resolution
mass spectra (HRMS) were measured on a VG Autospec Mass Spectrometer. High pressure liquid
chromatography (HPLC) was performed on a GBC LC 1150 using either a standard phase Alltech
Econosil C18 column or a Chiracell OD column for determination of enantiomeric excess. The detector
used was either a Polymer Laboratories PL-EMD 950 evaporative mass detector or a Knauer variable
wavelength monitor set at 254 nm. IR spectra were recorded on a Perkin—Elmer 1720-X Fourier
Transform Spectrometer. Melting points were determined on an Electrothermal melting point apparatus
and are uncorrected. Optical rotations were recorded at 20°C using an Optical Activity PolAAr 2001
polarimeter. Column chromatography refers to columns prepared as slurries of Merck silica gel 60
(70-230 mesh) in the eluent. Pre-adsorption was carried out on Merck silica gel 60 (35-70 mesh). Radial
chromatography was performed using Merck silica gel 685 Rkvhile thin-layer chromatography was
carried out on aluminium plates coated with Merck Kieselgel 8£.FB3-Hydroxy-1,3-diphenylpropene
6 was prepared in essentially quantitative yield according to the reported nté@thod.

3.1. (-)-(S)-3-Hydroxy-1,3-diphenylpropené and (+)-(S,R,S)-1-hydroxy-2,3-epoxy-1,3-diphenylpro-
pane7

Following the method of Sharpless and co-worker$#)-DIPT (0.669 g, 2.86 mmol) was added to

a 3-necked round bottom flask containing dichloromethane (230 ml) at room tempéPaRaeemic
hydroxyalkenes (5.00 g, 23.8 mmol) and activated powdered 3 A molecular sieves (2.50 g) were added
and the reaction mixture cooled to —20°C before the addition of titanium(lV) isopropoxide (0.71 ml,
2.38 mmol). The reaction mixture was stirred at this temperature for 0.5 h before the introduction of a
pre-dried solution of-butyl hydroperoxide in nonane (6.19 M, 2.69 ml). The reaction was stirred at this
temperature for 3 h and then ether (23 ml) and 30% sodium hydroxide in saturated brine (1.9 ml) were
added. The reaction mixture was allowed to warm to 10°C, stirred for a further 10 min and then treated
with MgSOy (1.9 g) and Celite (0.24 g). After a final 15 min of stirring, the reaction mixture was filtered
through a Celite pad before reduction in vacuo yielded a bright yellow oil. The crude products were
separated by column chromatography (5% ethyl acetate—light petroleum eluent) to furnish, firstly, (-)-
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(9-3-hydroxy-1,3-diphenylpropené (2.09 g, 9.95 mmol 41.8%, >99% ee determined by HPLC using
a Chiralcel OD column with 5% 2-propanol-light petroleum as the eluent) which was recrystallised
from ether—light petroleum as fine white needles, mp 46—-47.58p £32.1 € 0.5, CHC}, >99% ee);

lit.25 [x]p —24.8 € 2.5, CHC}, 71% ee). This was followed by the (+%R,S)-epoxide7 (2.79 g, 12.34
mmol, 51.9%, 89.6% ee determined ¥y NMR analysis with Eu[hfc]) which was recrystallised from
ether—light petroleum as fine white granules, mp 81.5-83°@3Hitrac.) 69-70°C. &]p +16.3 € 0.5,
CHClz, >99% ee); lit!'®° [a]p —8.7 (CH:.Clo, 90% eef® IH NMR § 2.97 (1H, s, OH), 3.24 (1H, dd,
J=3.0 and 2.3 HzHCCOH), 4.10 (1H, dJ=2.3 Hz, PhCH), 4.91 (1H, d]=2.9 Hz, Ph@&OH) and
7.15-7.47 (10H, m, Ph).

3.2. (+)-(R,R)-1,3-Diphenyl-1,3-propanedid

The SR,9-epoxide (1.0 g, 4.42 mmol) in dry DME (20 ml) was cooled to 0°C with stirring under a
nitrogen atmosphere. RedA(65%, 2.84 ml, 8.85 mmol) was added slowly dropwise and the reaction
mixture allowed to rise to room temperature and stirred overnight. The mixture was diluted with ether (30
ml) and an aqueous solution of sodium hydroxide (5%, 0.7 ml) was added. Stirring continued for 20 min,
before drying with MgSQ, filtration and reduction in vacuo yielded the crude prod&;R)-5 (0.902 g,

3.96 mmol, 89.4%) which was recrystallised from chloroform as white needles, mp 151.5-1534C; lit.
146.5-147.5°C.&]p +67.5 € 0.3, EtOH); X]p +56.3 € 0.2, CHC}); lit.1* [«]p +52 (¢ 0.5 CHCE);

IH NMR & 2.17 (2H, t,J=5.8 Hz, CH), 2.88 (2H, d,J=4.1 Hz, OH), 4.96 (2H, dt)=5.5 and 4.5 Hz,
PhCHOH) and 7.16-7.40 (10H, m, Ph}3C NMR & 37.6 (CH), 71.7 (CH), 125.6, 125.9, 127.5 and
128.5 (C2-6) and 144.1 (C1).

3.3. (7)-(R,S,R)-1-Hydroxy-2,3-epoxy-1,3-diphenylpropare

D-(-)-DIPT (559 mg, 1.99 mmol) was added to a 3-necked round bottom flask containing dry
dichloromethane (200 ml) under a nitrogen atmosphe3e3-Hydroxy-1,3-diphenylpropene (2.09 g,
9.95 mmol) and activated powdered 3 A molecular sieves (2.50 g) were added and the reaction mixture
cooled to —20°C before the addition of titanium(lV) isopropoxide (0.59 ml, 1.98 mmol). The reaction
mixture was stirred at this temperature for 0.5 h before the introduction of a pre-dried solution of
butyl hydroperoxide in nonane (6.19 M, 2.25 ml). The reaction mixture was stirred at this temperature
overnight and then ether (20 ml) and 30% sodium hydroxide in saturated brine (1.9 ml) added. The
reaction mixture was allowed to warm to 10°C and stirred for a further 10 min before the addition
of MgSOy (1.9 g) and Celite (0.24 g). After a final 15 min of stirring, the reaction mixture was filtered
through a Celite pad before reduction in vacuo yielded a bright yellow oil. The crude product was purified
by column chromatography (20% ethyl acetate—light petroleum eluent) to furnish pibdub8 g, 6.77
mmol, 68.0%) which was recrystallised from ether—light petroleum as fine white needles, mp 81-82°C.
[a]p —16.7 € 0.6, CHC}). Spectral data were identical to those of tBdR(S)-enantiomer.

3.4. (§,9)-1,3-Diphenyl-1,3-propanedidd

Using the R SR)-epoxide7 (1.0 g, 4.42 mmol) and the method described aboveR@)(5 afforded
(59-5 (0.922 g, 4.04 mmol, 91.5%), which was recrystallised from chloroform as white needles, mp
149.5-151.5°C; lit” 145-147°C; ik]p —67.5 € 0.3, EtOH); lit?’ [&]p —72.7 € 10, EtOH); [x]p -56.5
(c 0.2, CHCB); lit.?8 [x]p —55.2 (CHC}). Spectral data were identical to those of tRgR)-enantiomer.
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3.5. (¢)-1,3-Diphenyl-1,3-propanediazid®

The racemic diob (0.150 g, 0.664 mmol) and triethylamine (0.205 g, 2.03 mmol) were stirred in THF
(5 ml) at 0°C and methanesulfonyl chloride (0.102 ml, 1.33 mmol) was added dropwise via syringe. The
reaction mixture was stirred at this temperature overnight. Precipitated triethylamine hydrochloride was
filtered off and the filtrate washed with further portionsx@ml) of THF. The THF was removed in
vacuo at 0°C and DMF (2 ml) and sodium azide (0.135 g, 2.08 mmol) added. The reaction mixture was
stirred at room temperature overnight and the DMF removed in vacuo. Ether (25 ml) and water (25 ml)
were added and the partitioned water layer washed with a further portion of ether (25 ml). The combined
organic fractions were washed with brine (20 ml), dried (Mg @nd the solvents removed in vacuo to
reveal produc® (153 mg, 0.550 mmol, 82.9%) which was recrystallised from ether-light petroleum as
fine white needles, mp 58-59°C; M,ax 3082 (CH Ar), 3029 (CH Ar), 2956 and 2924 (CH), 2107s)N
and 1496 and 1452 (&C Ar); *H NMR § 2.07 (2H, t,J=7.2 Hz, CH), 4.68 (2H, tJ=7.2 Hz, CH) and
7.27-7.44 (10H, m, Ph¥3C NMR § 43.5 (CH), 63.4 (CH), 127.3 (C3 and 5), 129.04), 129.4 (C2
and 6) and 139.3 (C1); MS m/z 250 {MN>, 3%), 206 (37), 118 (40), 104 (37) and 91 (100). Anal. calcd
for C1s5H14N6: C, 64.7; H, 5.1; N, 30.2. Found: C, 64.6; H, 5.2; N, 30.0.

3.6. (-)-(S,9)-1,3-Diphenyl-1,3-propanediazid®

Using the RR)-diol 5 and the above method, th&$)-diazide was obtained in 90.7% vyield and
recrystallised from ether—light petroleum as fine white needles, mp 77-78.61.205.6 ¢ 0.1,
CHCI3). Spectral data were identical to those of the racemate.

3.7. (+)-(R,R)-1,3-Diphenyl-1,3-propanediazide

Using the §9)-diol 5 and the above method, th& R)-diazide was obtained in 94.0% yield and
recrystallised from ether—light petroleum as fine white needles, mp 77.5-78}& +03.7 € 0.15,
CHClg). Spectral data were identical to those of the racemate.

3.8. (+)-1,3-Diphenyl-1,3-propanediamiri

The racemic diazidé (0.106 g, 0.381 mmol) was dissolved in THF (5 ml) at 0°C with stirring. LiAIH
(0.028 g, 0.762 mmol) was added portionwise and the mixture stirred at this temperature for 1 h and for 3
h at room temperature. Moist ether was added and the reaction mixture stirred for a further 5 min before
addition of MgSQ. Filtration and removal of the solvents in vacuo revealed prodQcis a clear oil
(0.083 g, 0.367 mmol, 96.3%%.1H NMR & 1.74 (4H, broad s, Nbj, 2.01 (2H, tJ=6.9 Hz, CH), 3.91
(2H, t,J=6.8 Hz, CH) and 7.20-7.39 (10H, m, PAJC NMR § 50.2 (CH), 55.2 (CH), 128.0 (C3 and
5), 128.7 (C4), 130.2 (C2 and 6) and 148.1 (C1).

3.9. (-)-(R,R)-1,3-Diphenyl-1,3-propanediamiri

Using the R R)-diazide9 (0.305 g, 1.11 mmol) and the above method R&J-diamine was obtained
in 70.4% yield and recrystallised from chloroform as a gummy solid which hardened to white granules
on standing, mp 70-73°Ca]p —24.5 € 0.1, EtOH:HO [1:1]). Spectral data were identical to those of
the racemate.
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3.10. (+)-(§,9)-1,3-Diphenyl-1,3-propanediamirid

Using the §9)-diazide9 (0.298 g, 1.08 mmol) and the above method tB&)¢diamine was obtained
in 70.5% yield and recrystallised from chloroform as a gummy solid which hardened to white granules
on standing, mp 69-73°Cu[p +24.8 € 0.1, EtOH:H0 [1:1)), lit.?° [a]p +16.5 € 1.97, CHC}, 96%
ee). Spectral data was identical to those of the racemate.

3.11. ()-N,N’-Ditoluenesulfonyl-1,3-diphenyl-1,3-propanediamitie

The racemic diaminel0 (0.060 g, 0.268 mmol), triethylamine (0.081 g, 0.804 mmol) and tosyl
chloride (0.153 g, 0.804 mmol) were stirred in THF (5 ml) at 0°C overnight. Precipitated triethylamine
hydrochloride was filtered off and the filtrate washed with further portion2(61l) of THF. The THF
was removed in vacuo and the residue chromatographed (25% ethyl acetate—light petroleum eluent) to
give productl1(0.095 g, 0.178 mmol, 66.4%) which was recrystallised from chloroform—light petroleum
as white granules, mp 188—-190°C; 1ax 3297 (NH), 3063 and 3030 (CH Ar), 2920 and 2859 (CH),
1597, 1493 and 1452 (&C Ar) and 1160 (S-0); 'H NMR § 2.34 (6H, s, CH), 2.41 (2H, t,J=7.4 Hz,
CHy), 3.96 (2H, dtJ=7.2 and 7.1 Hz, CH), 5.15 (2H, d=7.0 Hz, NH), 6.84 (4H, ddJ=7.5 and 1.1 Hz,

Ph), 7.05 (4H, dJ=8.2 Hz, C3 and 5 Ts), 7.11-7.24 (8H, m, Ph) and 7.39 (4H=8,3 Hz, C2 and 6
Ts); 13C NMR 6 21.5 (CH), 43.3 (CH), 55.4 (CH), 127.0, 127.1, 128.0, 128.7 and 129.3 (C2-6 Ph and
C2,3,5and 6 Ts) 137.1 (C4 Ts), 138.8 (C1 Ph) and 143.1 (C1 Ts); HRMISsgN204S, calcd M +1
535.1725; Found 537.1705. Anal. calcd fofgB30N20,S,: C, 65.1; H, 5.7; N, 5.2. Found: C, 64.8; H,
5.6; N, 5.2.

3.12. ()-N,N’-Dibenzyl-1,3-diphenyl-1,3-propanediamih2

Following the method of Denmatkthe racemic diamin&0 (0.083 g, 0.371 mmol) and benzaldehyde
(0.094 ml, 0.928 mmol) were dissolved in dry methanol (5 ml) and the reaction mixture refluxed for
3 h30 After cooling and addition of dry toluene (5 ml), NaBH50.0 mg, 1.85 mmol) was added in
portions over 20 min. Stirring was continued for 1.5 h and the solvents removed at reduced pressure,
water (20 ml) and ethyl acetate (20 ml) were added and the organic layer removed, washed with brine,
dried (MgSQ), and the solvents removed in vacuo. The residue was purified by chromatography (20%
ethyl acetate—light petroleum eluent) to reveal prodi€0.114 g, 0.281 mmol, 75.6%) as a clear oil;

IH NMR § 2.06 (2H, t,J=6.6 Hz, Ch), 2.36 (2H, broad s, NH), 3.47 (4H, ABd=13.0 Hz, CHPh),
3.64 (2H, t,J=6.6 Hz, CH) and 7.12-7.34 (20H, m, PRYC NMR § 45.5 (CH), 51.1 (CHPh), 64.7
(CH), 126.7,127.0, 127.9, 128.0, 128.2 and 128.2 (C2-6) and 140.0 and 143.2 (C1).

3.13. )-N,N’-Bis(trifluoroacetyl)-1,3-diphenyl-1,3-propanediamih@

The racemic diamin&0 (0.085 g, 0.379 mmol) and pyridine (0.072 g, 0.911 mmol) were stirred in
dichloromethane (10 ml) at 0°C TFA (0.129 ml, 0.911 mmol) was added dropwise via syringe and the
reaction mixture stirred for 3 h. Further dichloromethane (30 ml) and HCI (1 M, 20 ml) were added, the
organic layer separated, washed with saturated bicarbonate solution (15 ml), water (15 ml) and brine (15
ml), then dried (MgS@) and the solvents removed in vacuo. The oily residue was purified by column
chromatography (15-30% ethyl acetate—light petroleum gradient eluent) to yield pd&i(xtl17 g,

0.280 mmol, 73.8%) which was recrystallised from chloroform—light petroleum as fine white needles,
mp 204-205°C; IR/max 3710 (NH), 3090 (CH Ar), 2926 (CH), 1692 &), 1548 and 1497 (€C Ar)
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and 1189 (CF)*H NMR § 2.68 (2H, t,J=7.4 Hz, CH), 4.73 (2H, dtJ=7.4 and 7.3 Hz, CH), 6.49 (2H,
d,J=6.5 Hz, NH), 7.22—7.28 (4H, m, Ph) and 7.36—7.46 (6H, m, FIY;NMR & 38.7 (CH), 52.4 (CH),
115.6 (q,J=288.2 Hz, CE), 127.1 (C3 and 5), 129.2 (C4), 129.5 (C2 and 6), 137.4 (C1) and 156.4 (q,
J=37.3 Hz, G=0); MS m/z 418 (M, 5%), 305 (19), 202 (49), 193 (93), 104 (73) and 69 (100); HRMS
calcd for GgH1gN2OsFg: 418.1116. Found: 418.1106. Anal. calcd forgB1gN2OsFs: C, 54.5; H, 3.9;

N, 6.7. Found: C, 54.4; H, 4.1; N, 6.7.

3.14. )-N-Benzyl-2,4-diphenylazetidirie}

The racemic diob (0.150 g, 0.664 mmol) and triethylamine (0.205 g, 2.03 mmol) were stirred in THF
(5 ml) at 0°C and methanesulfonyl chloride (0.102 ml, 1.33 mmol) was added dropwise via syringe.
The reaction mixture was stirred at this temperature overnight. Precipitated triethylamine hydrochloride
was filtered off and the filtrate washed with further portiong Z3nl) of THF. The THF was removed
in vacuo at 0°C and DMF (2 ml) and benzylamine (0.335 g, 3.32 mmol) added. The reaction mixture
was stirred at room temperature overnight, the DMF removed in vacuo and then ether (25 ml) and water
(25 ml) added. The water layer was washed with a further portion of ether (25 ml), the organic fractions
combined, washed with brine (20 ml), dried (Mgg@nd the solvents removed in vacuo. The crude
product was purified by column chromatography (20% ethyl acetate—light petroleum eluent) 1d give
(0.125 g, 0.417 mmol, 62.9%) which was recrystallised from ether—light petroleum as white cubes, mp
69-70.5°C; IRvmax 3081 (CH Ar), 3028 (CH Ar), 2905 and 2851 (CH), and 1599, 1491 and 145C(C
Ar); TH NMR § 2.67 (2H, t,J=6.8 Hz, CH), 2.38 (2H, ABq,J=14.0 Hz, CHPh), 4.76 (2H, t)=6.8
Hz, CH) and 7.00-7.43 (15H, m, PRPC NMR § 35.1 (CH), 54.5 (CHPh), 65.6 (CH), 126.9, 127.9,
128.3, 128.5, 128.7 and 129.0 (C2-6), 139.8 (C1 Bn) and 142.3 (C1); MS m/z 299%), 194 (17),

104 (15), 103 (11), 92 (12) and 91 (100). HRMS calcd festz1N: M*+1 300.1752. Found: 300.1748.
Anal. calcd for GoH21N: C, 88.2; H, 7.1; N, 4.7. Found: C, 88.0; H, 7.1; N, 4.7.

3.15. ()-N-Ethyl-2,4-diphenylazetiding5

The racemic diob (0.150 g, 0.664 mmol) and triethylamine (0.205 g, 2.03 mmol) were stirred in
THF (5 ml) at 0°C and methanesulfonyl chloride (0.102 ml, 1.33 mmol) added dropwise via syringe.
The reaction mixture was stirred at this temperature overnight. Precipitated triethylamine hydrochloride
was filtered off and the filtrate washed with further portiong Z3nl) of THF. The THF was removed in
vacuo at 0°C and replaced with ethylamine (5 ml). The reaction mixture was stirred at room temperature
overnight and the ethylamine removed in vacuo before ether (25 ml) and water (25 ml) were added. The
water layer was washed with a further portion of ether (25 ml), the organic fractions combined, washed
with brine (20 ml), dried (MgS@) and the solvents removed in vacuo. The prodifctvas isolated by
column chromatography (20% ethyl acetate—light petroleum eluent) as a clear oil (0.126 g, 0.530 mmol,
79.8%); IRVmax 3082 (CH Ar), 2965, 2893 and 2815 (CH), and 1602 and 1492CG@r); *H NMR
0 0.59 (3H, t,J=7.2 Hz, CH), 2.05-2.24 (2H, m, 8,CHz), 2.56 (2H, t,J=6.9 Hz, CH), 4.62 (2H, t,

J=6.9 Hz, CH), 7.15-7.22 (2H, m, Ph), 7.24-7.33 (4H, m, Ph) and 7.38-7.45 (4H, m2eMMR &

13.8 (CH), 34.8 ((H,CHg), 45.9 (ChH), 65.9 (CH), 127.8 (C4), 128.3 (C3 and 5), 128.7 (C2 and 6) and
142.9 (C1); MS m/z 237 (M, 8%), 132 (34), 118 (32), 104 (75), 103 (29), 152 (100) and 77 (31). HRMS
calcd for G7H19N: M*+1 238.1596. Found: 238.1595.
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3.16. N,N’-Bis(diethyl)-1,3-diphenyl-1,3-propanediamihé

The racemic diob (0.150 g, 0.664 mmol) and triethylamine (0.205 g, 2.03 mmol) were stirred in THF
(5 ml) at 0°C and methanesulfonyl chloride (0.102 ml, 1.33 mmol) was added dropwise via syringe. The
reaction mixture was stirred at this temperature overnight. Precipitated triethylamine hydrochloride was
filtered off and the filtrate washed with further portions of THE<@ml). The THF was removed in
vacuo at 0°C, replaced with diethylamine (5 ml) and the reaction mixture stirred at room temperature
overnight. The diethylamine was removed in vacuo and ether (25 ml) and water (25 ml) added, the water
layer was washed with a further portion of ether (25 ml), the organic fractions combined, washed with
brine (20 ml), dried (MgS@) and the solvents removed in vacuo. The prodifoivas isolated by column
chromatography (20% ethyl acetate—light petroleum eluent) as a clear oil (0.182 g, 0.538 mmol, 81.1%);
IR Vmax 3061 (CH Ar), 2956, 2924 and 2853 (CH), and 1601 and 1496G@\r); 'H NMR & 0.57 (6H,
t, J=7.1 Hz, CH), 2.03-2.19 (2H, m, B,CHs), 2.50 (2H, dddJ=13.8, 7.5 and 7.5 Hz, G}, 2.59-2.71
(2H, m, CH,CHz), 3.84 (2H, ddJ=7.5 and 7.5 Hz, CH) and 7.14-732 (10H, m, PRE NMR § 14.2
(CHs), 34.8 ((H,CHg), 43.7 (CH), 60.4 (CH), 127.1 (C4), 128.1 (C3 and 5), 129.4 (C2 and 6) and 140.2
(C1); MS m/z 339 (M+1, 7%), 338 (2), 265 (35), 264 (56), 174 (58), 162 (100), 132 (32) and 105 (32).
Anal. calcd for GsHs4N2: C, 81.6; H, 10.1; N, 8.3. Found: C, 81.6; H, 10.2; N, 8.0.

3.17. 1,3-Diphenyl-1,3-dipiperidylproparie/

The racemic diol5 (0.100 g, 0.469 mmol) and triethylamine (0.145 g, 1.43 mmol) were stirred
in dichloromethane (70 ml) at 0°C and methanesulfonyl chloride (0.073 ml, 0.938 mmol) was added
dropwise via syringe. The reaction mixture was stirred at this temperature overnight and then ice-
water (25 ml) was added and the organic layer separated. The aqueous portion was extracted with cold
dichloromethane (20 ml), and the organic fractions combined, washed with brine (25 ml) at 0°C, dried
over MgSQ and reduced in vacuo at 0°C. DMF (0.5 ml) and piperidine (0.199 g, 2.34 mmol) were
added, and the reaction mixture was stirred at room temperature overnight. The DMF was removed in
vacuo and then ether (25 ml), saturated bicarbonate solution (10 ml) and water (15 ml) were added, then
the water layer was separated and washed with a further portion of ether (25 ml). The organic fractions
were combined, washed with brine (20 ml), dried (Mg$@nd the solvents removed in vacuo. The
productl7was isolated by column chromatography (20% ethyl acetate—light petroleum eluent) as a pale
yellow oil (0.144 g, 0.396 mmol, 84.6%); IRmax 3082 (CH Ar), 3026 (CH Ar), 2930 and 2851 (CH)
and 1491 and 1466 ¢XC Ar); 1H NMR § 1.14-1.31 (4H, m, C4 pip.), 1.33-1.57 (8H, m, C3 and 5
pip.), 1.89 (1H, dddJ=13.6, 7.6 and 7.6 Hz, Chl, 2.01-2.18 (4H, m, C2 and 6 pip.), 2.25-2.43 (4H, m,
C2 and 6 pip.), 2.60 (1H, ddd=13.5, 7.7 and 7.6 Hz, CH, 3.38 (2H, ddJ=7.6 and 7.6 Hz, CH) and
7.01-7.24 (10H, m, Ph}3C NMR & 25.2 (C4 pip.), 26.9 (C3 and 5 pip.), 34.6 (©H51.3 (C2 and 6
pip.), 67.3 (CH), 127.1 (C4), 128.0 (C3 and 5), 129.4 (C2 and 6) and 139.6 (C1); MS m/z 363,(M
4%), 277 (13), 186 (100), 174 (26), 104 (32) and 91 (39). HRMS calcd $ei&N,: M*+1 363.2800.
Found: 363.2802.

Acknowledgements

The authors thank the ARC for financial support (an APA for ARD and Grant 0320198155 for GHPR).



1000 G. H. P. Roos, A. R. Donovan / Tetrahedr@xsymmetry10 (1999) 991-1000

References

11.
12.

13.
14.
15.

16.
17.
18.
19.

20.
21.
22.

23.
24.
25.
26.

27.
28.
29.
30.

. Brunner, H.; Zettimeier, WHandbook of Enantioselective Catalysis with Transition Metal Compqu/@si: Weinheim,

1993; Vols | and II.

. Seyden-Penne, Lhiral Auxiliaries and Ligands in Asymmetric Synthediéiley: New York, 1995; pp. 52-55 and

references therein.

. Blaser, H.-UChem. Rev1992 92, 935.

. Duthaler, R. O.; Hafner, AChem. Rev1992 92, 807.

. Alexakis, A.; Mangeney, Hetrahedron: Asymmet499Q 1, 477.

. Sugimura, T.; Futagawa, T.; Yoshikawa, M.; Tai,Tetrahedron Lett1989 30, 3807.

. Sugimura, T.; Katagiri, T.; Tai, ATetrahedron Lett1992 33, 367.

. Prasad, K. R. K.; Joshi, N. Netrahedron: Asymmetrd996 7, 1957.

. The parent 1,3-diphenyl-1,3-propanediol enantiomers were reported in an earlier communication: Roos, G. H. P.; Donovan,

A. R. Synlett 1996 1189.

. Pini, D.; Mandoli, A.; luliano, A.; Salvadori, Petrahedron: Asymmetrd995 6, 1031.

Ito, K.; Harada, T.; Tai, ABull. Chem. Soc. Jpri98Q 53, 3367.

Sayo, N.; Saito, T.; Kumobayashi, H.; Akutagawa, S.; Noyori, R.; Takaya, H. Eur. Pat. Appl. EP 297,75221680;
Abstr. 11 114745.

Yamamoto, K.; Ando, H.; Chikamatsu, B1.Chem. Soc., Chem. Comm@887, 334.

Corey, E. J.; Chen, Zetrahedron Lett1994 35, 8731.

(a) Julia, S.; Masana, J.; VegaAdgew. Chem., Int. Ed. Endl98Q 19, 929. (b) Banfi, S.; Colanna, S.; Molinari, H.; Julia,
S.Synth. Commurl983 13, 901.

Nakata, T.; Tanaka, T.; Oishi, Tetrahedron Lett1981, 22, 4723.

Gao, Y.; Sharpless, K. B. Org. Chem1988 53, 4081.

Marsman, B.; Wynberg, H. Org. Chem1979 44, 2312.

In our hands, the preparation of pgf)alanine afforded material with]p —114.2 (lit152—129.6). This material gave
epoxyketone2 in 73% vyield with [x]p —176.5 (lit!52 —214), thus estimated as having an ee of 78%. Alternative use of
commercial poly-§)-alanine (Aldrich) produce& in 67% yield with an even lower rotatiom]p —167.2.

Dickinson, J. M.; Murphy, J. A.; Patterson, F.AChem. Soc., Perkin Trank1992 1179.

Gao, Y.; Hanson, R. M.; Klunder, J. M.; Ko, S. Y.; Masamune, H.; Sharpless, X.ABn. Chem. S0d987, 109, 5765.
During this work, an analogous preparation has been reported using 2,6-dimethylhept-4-en-3-ol; Jacoby, C.; Braekman,
J.; Daloze, DTetrahedron: Asymmetr3995 6, 753.

These are the subject of a separate report.

Brown, J. M.; Murrer, B. AJ. Chem. Soc., Perkin Trans1882 489.

Nishiyama, H.; Kondo, M.; Nakumara, T.; Itoh, ®rganometallics1991, 10, 500.

The crystalline optically pure epoxides were insufficiently soluble in@#to record an accurate rotation. However, the
sign of the §R,S)-epoxide was (-) when recorded in this solvent and thus in agreement with lite¥&ture.

Ito, K.; Harada, T.; Tai, ABull. Chem. Soc. Jpri98Q 53, 3367.

Kabayashi, T.; Kakimoto, M.; Imai, Yolymer Journatl993 25, 741.

Denmark, S. E.; Kim, Bynthesid992 229.

Poelert, M. A.; Hulshof, L. A.; Kellogg, R. MRec. Trav. Chim. Pays-Bd994 113 355.



