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Abstract: An efficient asymmetric synthesis of 4-mono- and 3,4-disubstituted 2-acetoxy-butyrolactones 2
has been developed, based on a hydrazone-mediated asymmetric aldol reaction, an intramolecular lactonization
and a stereoselective hydrogenation of the resulting butenolides 1. An application of this process in the
synthesis of the natural hunger substance 3 ( ee = 90%) is also presented. © 1999 Elsevier Science Ltd. All rights

reserved.
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2-Hydroxylated butyrolactones are common structural features of many natural and synthetic biologically
active compounds and are also versatile synthetic building blocks [1]. For example, some A-alkvl~7-hydrnxy—

butyrolactone 3 (3-DPA lactone) is a natural hunger substance [1b,2a]. Racemic butyxoldctone 2a has been
used as a key intermediate in the total synthesis of racemic nonactin [1c]. Moreover, this class of lactones have
been used as precursors to 1,3-diols, which are structural fragments frequently found in many natural products
[1d,e].
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Scheme 1i

Due to the wide range of its utilities, the stereoselective synthesis of this class of compounds has
received considerable attention [2]. To the best of our knowledge, access to enantiomerically highly enriched
2-oxygenated butyrolactone derivatives has been dominated by carbohydrate approaches. Using carbohydrates
as “chiral pool* is attractive due to its appropriate functionalization and predictive power.

However, the limited availability of suitable carbohydrates and the difficulty in obtaining the intended stage of
deoxygenation and stereochemical control with a certain target molecule has promoted the necessity to develop
a flexible non-carbohydrate approach. We envisaged that an extension of our previous work [3] on the

enantioselective synthesis of silyl protected isotetronic acids readily permits the enantioselective synthesis of
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the 2-acetoxy-butyrolactones 2 via stereoselective hydrogenation of the corresponding butenolides 1 (Scheme
1). Herein we report a novel approach to enantiomerically enriched 4- and 3,4-substituted 2-acetoxy-
butyrolactones 2 employing our hydrazone methodology and an application of this process in the asymmetric
synthesis of a natural hunger substance 3 is also presented.
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(S)-5 6a R'=Me (82%, de 78%)
6b R'=BnOCH, (46%, de73%)
6c R'=Me,CHCH, (94%, de88%)
6d R'= n-Bu(84%, de 93%)
1
HsCa,. ., HsCa 6e R'=Ph (86%, de >98%)
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de > 98% de > 97%
7a R'=Me 7t R'=Me, R%=Me
7b R'=BnOCH, 7g R'=Me, R?=Bn
7¢ R'=Me,CHCH,
7d R'=nBu
7e R'=Ph Ar = 2,6-di-teri-butyi-4-methoxyphenyi
Le. 1 a-e
Scheme 2

Reagents and conditions: a) SAEP, c-hexane, TsOH, reflux, 83%; b) 1. LDA, LiBr, THF, -78°C; 2. R'CHO, -90°C ~» -78°C; ¢)
1. +-BuOK, THF, -30°C % 5°C; 2. 1 M citric acid solution; 3. flash chromatography. d) 1. LDA, LiBr, THF, —-78°C; 2. CH.l or
BnBr, —-100°C — -78°C; 3. IM citric acid solution; ¢) 1. O,, CH,Cl,, -78°C; 2. Ac,0, cat. pyridine, r.t.
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methoxypropyl)pylrohdme (SAEP) [4] to give the hydrazone (§)- 5 exclusively as (E)-xsomer. The hthlum
azaenolate of hydrazone 5 was prepared with lithium diisopropylamide (LDA) in the presence of lithium
bromide in THF and allowed to react at =90 C° with a variety of aldehydes to afford the aldol adducts 6a-e
(yields: 46 - 94%; de = 73 - 2 98% determined by NMR spectroscopy). The configuration of the major aldol
adducts were assigned in the case of the aldols 6a-e based on the stereochemical model for aldol reactions via
SAMP/RAMP hydrazones [5]. Furthermore, the structure of aldol 6¢ has been unambiguously determined by
single-crystal X-ray analysis of its c,orre:,ponamg benzyloxymetnyl ether [,sa j. in addition, the structure of

(‘
::»
C
&)
C
e}
=
<
a
—
1%
b
g
=
p
=
=
!
o
=
o
=t
g

aldol adduct 6b was further proven Dy e followi ngc

L
Lactonization of aldol adducts 6a-e to the lactones 7a-e was easily achicved by treating 6a-e with



potassium-s-butoxide in THF at —30 °C. After flash column chromatography the diastereomerically pure
lactones 7a-e were obtained in good yields (Table 1). The 3,4-disubstituted-hydrazonelactones 7f-g were
conveniently prepared in good yields with high diastereomeric excesses (de > 97%) via alkylation of the
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lithium azaenolate of lactone 7a at —100°C to —70°C with methyl iodide and benzyl bromide, respectively. The
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configuration of the newly formed stereogenic centers, which are destroyed by tautomerism in the subsequent
conversion 1o butenclides 1f-g, was not determined.

Tabie i. Asymmetric synthesis of 2-acetoxy-butyrolactones 2a-d,f,h and the natural hunger substance 3

7a-g yield(%) de(%) la-g yield(%)"  ee(%)  Za-d,fh yield(%) ee(%) [alp® (¢, CHCI) confg.
and 3
7a 86 >98 1a 33 914 2a 75 91 75.8 (0.1) 25.4R
7b 66 >08 1b 48 S0 2b 62 90 33.5 (1.0) 25.45
7c 80 298 ic 56 90 2¢ 77 50 42.7(0.75) 25.4R
7d 87 298 1d 56 89¢ 2d 88 89 38.3 (0.6) 25,4R
7e 72 298 le 12 n.d. 2f 57 94 67.1 (0.35) 25,35,4R
7f 66 >98 if 61 94¢ 2h 10 n.d n.d. 25,48
e 51 >97 1g 62 n.d. 3 87 a0 10 (0.4) 25,48
* Determined by NMR spectroscopy. * Yield for two steps. © Based on the ee value of compounds 1. ¢ Determined
by GC (Chirasil dex, 25M). * Determined by GC (Lipodex E, 25M). 'Isolated as a product from the hydrogena-
tion reaction mixture of 1b. n.d. = not determined

Cleavage of hydrazonelactones 7a-g was most satisfatorily carried out at ~78°C by ozonolysis to furnish
the unstable a-keto lactoneq which were 1mmed1ately acetylated (Ac,0, pyrldme) to give butenolides 1a- € in

chromatogrdphy on chlral stdtlonary phases

Hydrogenation of the butenolides 1a-d and 1f over palladium on carbon in ethanol proceeded smoothly
with the expected high cis-stereoselectivity yielding 2a-d and 2f, respectively [S]. This specific cis-stereo-
chemistry was attributed to the steric hinderance of the side chain at C-4, which led to the cis-addition of
hydrogen from the least hindered face of the 2,3-double bond to produce cis-2a-d, f. The NMR spectra of
these were fully consistent with cis-stereochemistry [6]. The ee values of 2a, 2¢, 2d and 2f refer to the ee
values of corresponding 1a, 1¢, 1d and 1f, which were determined by GC. It was found that in some cases
(e.g. 2a, 2¢, and 2d), palladium on calcium carbonate was more effective in inducing high cis-stereoselection
than palladium on carbon. In the case of the hydrogenation of ib, Zh was aiso isolated as a product. If the
reaction time was longer, e.g. 48 h, the benzyl group of 2h could be removed by further hydrogenolysis (o
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Catalytic hydrogenation of 1e over palladiu car er
yield the corresponding 2-acetoxy-4-phenyl- butyrolactone One produc,t was 1dent1ﬁed as 2- aceloxy~4-phenyl—
butyric acid, obviously produced by the reduction of the 2,3-double bond and hydrogenolysis of the C (4)-O
single bond. In addition, hydrogenation of 1g over palladium on carbon was not a clean reaction either, and if
palladium on calcium carbonate was employed as the catalyst, the hydrogenation reaction did not take place.
This may be due to the steric hindrance of the benzyl group at C-3.

As an application of the above process in natural product synthesis, 3-DPA lactone 3, known as a
natural hunger substance, was synthesized. Treatment of 2b with aqueous sodium hydroxide in methanol and

subsequent acidification gave (S,S)-2-hydroxy-4-hydroxymethyl-butyrolactone (S,5)- -3 in 87% yield, which
was spectroscopicaily consistent with the reported one [2a].
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In summary, a flexible approach to highly enantiomerically enriched 4-mono- and 3.4-disubstituted 2-acetoxy-
butyrolactones 2 has been achieved, based on an asymmetric aldol reaction and a stereoselective hydrogenation
of butenolides 1 as key steps. An application of this process led to the asymmetric synthesis of lactone 3, a
natural hunger substance.

Experimental Section

General: Solvents were dried immediately prior to use. Dry THF was distilled from potassium/benzo-
phenone under argon. Dichloromethane was distilled from CaH,. Ether and petroleum ether were distilled prior
to use. Commercial reagents were used directively as received. All reaction were carried out under anhydrous
conditions under argon, unless otherwise stated. Yields refer to chromatographically and spectroscopically
homogeneous materials.

Optical rotations were measured on a Perkin-Elmer P241 polarimeter and solvents of UVASOL quality
(Merck). Microanalyses were obtained with a CHN-O-RAPID elemental analyser. 'H and C NMR spectra
were recorded on a Varian VXR 300 (300 and 75 MHz) with TMS as the internal standard. IR spectra were
recorded on a 1720 X and 1750 spectrophotometer. Mass spectra were obtained on a Varian MAT 212. High-
resolution mass spectra were recorded on a Finnigan MAT 95. Melting points were measured on a Biichi
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General procedure for aldol reactions with SAEP-hydrazone 5: A solution of LDA/LiBr was
prepared by addition of n-BuL.i in n-hexane (1.6 M, 0.90 mL, 1.44 mmol) to a solution of diisopropylamine

(217 yl, 1.57 mmol) and LiBr (124 mg, 1.44 mmol) in THF (3 mL) at 0 °C. To this LDA/LiBr solution was
added dropwise a solution of hydrazone S [3]. (621 mg, 1.31 mmol) in THF (5 mL) at =78 °C. The reaction
mixture was stirred at this temperature for 1h and then cooled to —-90°C. The aldehyde (1.44 mmol) was added
dropwise by syringe. The reaction solution was kept at —90 °C for 1h, warmed to —78 °C, and kept for 1h. The
reaction was quenched by the addition of saturated NH,Cl solution and diluted with ether. The organic layer
was seperated, washed with water, buffer solution (PH 7), brine and dried over MgSO, The solvent was
removed in vacuo and the aldol product 6 was obtained after flash column chromatography .

(S,R)-(+)-1-[3-Hydroxy-1-(2,6-di-tert-butyl-4-methoxy-1-phenoxycarbonyl)-1-butylidene-
aminal I 1 _athyl 1. mathavvnranviinurralidina (£0) Tha ganaral aldal nrocadnre wae fallawed with
allllllUJ-‘-“l clllJl x lllctllUAJyl UP‘Y IIP L1 UiIuiLic \Ua}. N LWy 5\411\11“1 ALUL HIU\/\/UUIU YWAD L1UILIUVVYYLAL VY L
acetaldehvde as a reactant wification bv flach column chromatooranhv (silica oel. petrolenm ether /diethvl
nydae as a reactant, ruriication oy tlash column chromatography (StiC a gel, petroleum ether /aiethy!
ether 1 : 2) provided 6a as a highly viscous yellow oil (82%), de = 78% ('H NMR); [a 2 516 (¢ 1.25

I 1.2 =
CHCL,); '"H NMR (300 MHz, CDCL,): 8 = 0.84-0.88 (m, 6H, (CH,CH,),), 1.30, 1.35 (2s, 2
C(CH,),), 1.54-1.74 (m, 4H, 2 x CH,CH,), 1.90-2.05 (m, 4 H, CH,CH,), 2.72 (dd, ] = 14.78, ] = 4.02,
IH, CH,C=N), 2.75 (br, IH, OH), 2.88 (dd, J =14.78, J = 8.4, 1H, CH,C=N), 3.26 (s, 3H, COCH,), 3.37
(m, 1H, CH,N), 3.65 (m, 1H, CH,N), 3.81 (s, 3H, ArOCH,), 3.98 (m, |H, CHN), 4.16 (m,lH, CHOH),
6.87 (m,2H, 2ArH); '*C NMR (75 MHz, CDCL,): 8 = 7.97, 8.19 (2xCH,CH,), 23.78, 23.92 (2xCH,CH;,),
24.11 (CH,CHOH), 25.25 (NCH,CH,), 26.84 (NCHCH,), 31.09, 31.51 (2x C(CH,),), 35.61, 35.74 (2x
C(CH,),), 39.53 (CH,C=N), 50.34 (COCH,), 55.25 (NCH,), 56.66 (ArOCH,), 65.66 (NCH), 72.89

(CHOH), 80.38 (COCH,), 111.52, 111.59 (2 arom C), 133.07 (CO,Ar), 142.40 (arom C), 143. 57, 143.72
(2 arom C), 156.09 (arom C),168.30 (C=N); IR (CHClq) v = 3432, 2968, 1710, 1589, 1562, 1456, 1430,

1S 1AM 1AZ£Z0 11N4 T8 .,Ml.n,{o FOTN. gnn Iy m\g QINN MM Amal Malad fne O N.O_(518.74):
12500, 15VU), 1400, 11V0, /07 Clll VLD (L1 fTVZ \70) = J 71Uy, IVl J, Adial. Laicda ior \.,‘011501‘2\15 \~10.7%57)
O A6 TTOT71 N S AN WnnnA-f‘KO(l H qR7 ] § 75
UZ. 90, 11 7./ 1, 1IN JAU, TUULIU. o UJ.0d, I 7,07, 1Y Tl o/

(S,8)-(+)-1-[4-Benzyloxy-3-hydroxy-1-(2,6-di-tert-butyl-4-methoxy-1-phenoxycarbonyl)-
1-butylideneamina]-2-(1-ethyl-1-methoxypropyl)pyrrolidine (6b): The general aldol procedure

was followed with benzyloxyacetaldehyde as a reactant. Purification by flash column chromatography (silica



gel, petroleum ether/diethyl ether 1 : 1) provided 6b as a highly viscous yellow oil (46%), de = 73% ('H
NMR); [a],” = 422.2 (c 0.5, CHCl,); '"H NMR(300 MHz, CDCl,): § = 0.83-0.85 (m, 6H, 2CH,CH,), 1.31,
1.34 (2s, 2x9H, 2xC(CH,),), 154 1.80 (m, 4H, 2xCH,CH,), 1.85-2.03 (m, 4H, CH,CH,), 2.84 (d, J =

604 2H CHC—N) 322 (s, 3 , COCE 3) 346351 (m 3H CHCHOH NHCH) 369372 (m lH

2H, PhCH 87 (m, 2H. ArH), 7.28-7.3 (m SH. AIH),‘ NMR (75 MHz, LDCL) § = 8.02, 8.04
(2xCH,CH,), 23.72, 23.75 (2xCH,CH,), 25.17 (NCH,CH,), 26.87 (NCHCH,), 31.132, 31.53 (2x
C(CH,),), 34.01 (CH,C=N), 35.62, 35.77 (2x C(CH,),), 50.39 (COCH,), 55.30 (OCH,CHOH), 55.32
(NCH,), 56.40 (ArOCH,), 68.35 (NCH), 73.01(CHOH), 74.48 (COCH,), 80.44 (PhCH,), 111.59 (arom
C), 127.71 (arom C), 127.78 (arom C), 128.47 (arom C), 138.20 (arom C), 143.76, 143,78 (arom

(),156.10 (arom C), 168.50 (C=N); IR (film): v = 3433, 3089, 2966, 1712, 1589, 1565, 1496, 1455, 1304,
1218, 1174, 755 cm’; MS (CD): m/z (%) = 625(44, M"),389 (18), 237(100); Anal. Caled for
C,,H,N,0,(624.86): C 71.12, H 9.03, N 4.48; Found: C 70.99, H 9.37, N 4.42.

General procedure for lactonization of aldol adducts 6a-e to hydrazonelactones 7a-e: To a
solution of the aldol adduct 6 (1 mmol) in THF (10 mL) was added +BuOK (1.1 mmol) at —30 °C under
argon. The reaction mixture was stirred at this temperature until TLC indicated complete reaction. The reaction
was quenched by the addition of citric acid solution (1M, 1 mL) and diluted with ether. After warming to room
iemperature, the organic layer was separated, washed with water, saturated NaHCO, solution, brine, and dried
over MgSO, The solvent was removed in vacuo and the hydrazonelactone 7 was obtained after flash column
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(S,R)-(+)-N-[2-(1-Ethyl-1-methoxypropyl)pyrrolidine]- 3-imino-5-methyl-dihydro-2-

furanone (7a): The aldol adduct 6a was cyclized as outlined above. After flash column chromatography
(silica gel, petroleum ether/diethyl ether 1:2), the furanone 7a was obtained as a colourless solid (86%), m.p.
90-92 °C; de > 98% (‘"H NMR); [a],” = 1056 (¢ 0.7, CHCL,); 'H NMR (300 MHz, CDCl,): 8 = 0.87, 0.90
(2t, J = 7.38, 6H, C(CH,CH,),), 1.48 (d, } = 6.04, 3H, CH,CHO), 1.53-1.74 (m, 4H, C(CH,CH,),), 1.90-
2.10 (m, 4H, CH,CH,), 2.75(dd, J = 16.78, J = 6.71, 1H, CH,C=N), 3.07 (dd, J = 16.78, J = 7.72, 1H,
CH,C=N), 3.19 (m, 1H, NCH,CH,), 3.27 (s, 3H, OCH,), 3.70 (m, 1H, NCH,CH,), 4.01 (m, lH,
NCHCH,), 4.62 (m, 1H, CH,CHO); “C NMR (75 MHz, CDCl,): 8 = 8.0, 8.27 (2CH,CH,), 22.46
(CH,CHO), 23.92, 24.01 (2 CCH,CH,), 24.74 (NCH,CH,), 26.49 (NCHCH,), 35.88 (CH,C=N), 50.49

(COCH,), 53.69 (NCH,), 71.76 (NCH), 72.47 (OCH), 80.47 (COCH,), 127. 33 (C=N), 168.80 (C=0); IR
(KBr): v = 2968, 2880, ]765 1686, 1655, 1508, 1498, 1386, 1291 1049 cm’'; MS (7 eV I) m/z (%)

fges
Lg%

(S,S)-(+)-5-Benzyloxymethyl-N-[2-(1-ethyl-1-methoxypropyl)pyrrolidine]-3-imino-di-

hydro-2-furanone (7b): The aldol adduct 6b was cyclized as outlined above. After flash column chroma-
tography (silica gel, petroleum ether/diethyl ether 1:2), the furanone 7a was obtained as a colourless oil (66%),
de > 98% ('"H NMR); [a], = 457.4 (¢ 1.35, CHCl,); '"H NMR (300 MHz, CDCl,): § = 0.87, 0.89 (2, J =
7.72, 6H, 2xCH,CH,), 1.50-1.75 (m, 4H, 2xCH,CH,), 1.88-2.30 (m, 4H, CH,CH,), 2.91 (dd, J = 17.1, ]
=8.39, 1H, CH,C=N), 3.07 (dd, I = 17.1, J = 5.7, 1H, CH,C=N), 3.16-3.22 (m, 1H, CH)N), %26 (s,

3H, OCH,), 3.69 (m, 2H, OCH,CHO), 3.70-3.73 (m, 1H, CH,N), 4.02 (m, 1H, CHN), 4.61 (d, J = L1,
2H, PhCH,0), 4.64-4.69 (m, 1H, CHO), 7.29 (m, 5H, ArH); ’C NMR (75 MHz, CDCl,): 3 =8.0, 8.30
(2CH,CH,), 23.88, 24.0 (2 CH,CH,), 24.80 (NCH,CH,), 26.49 (NCHCH,), 30.27 (CH,C=N), 50.50
(COCH,), 53.68 (NCH,), 71.33 (OCH,CHO), 71.79 (NCH), 73.73 (OCH), 74.32 (PhCH,0), 80.49
(COCH,), 127.79, 127.92, 12852 (arom C), 168.53 (C=0); IR (CHCL): v = 3064, 2971, 1757, 1657,
1579, 1496, 1455, 1345, 1215, 1183, 1029, 699 cm™; MS (70 eV, EI): m/z (%) = 388 (0.35, M"), 287 (95)
101 (33), 91 (100), 70 (85); Anal. Caled for C,,H,,N,0,(388.51): C 68.01, H 8.30, N 7.21; Found: C
67.87, H 8.34, N 7.39



General procedure for preparation of 4,5-disubstituted hydrazonefuranone 7f-g: A solution of
LDA/LiBr was prepared by addition of n-BuLi in n-hexane (1.6 M, 908 ul, 1.47 mmol) to a solution of
diisopropylamine (216 pl, 1.58 mmol) and LiBr (108 mg, 1.24 mmol) in THF (2 mL) at 0 °C. To this
LDA/LIiBr solution was added dropwise a solution of hydrazone 7a (320 mg, 1.13 mmol) in THF (5 mL) at

[ ol T NANO

—78 °C. The reaction mixture was stirred at this temperature for 2 h and then cooled to —100°C. CH,I (1.44
mmol) or BnBr (1.24 mmol) was added dropwise by syringe. The reaction solution was kept at —100 °C for

armed to —78 °C, and kept for 5 h. The reaction was quenched by the addition of citric acid solution (1M,

w
1.5 ml) and diluted with ether. After warming to room temperature. the oreanic laver was senarated. washed

[ 331 By and aiinted with ether, After vaAiriiaaiip W AU RN ARAIL, UL Liparib 2ay SUpuaitis,

with water, saturated NaHCO,; solution, brine and dried over MgSO, The solvent was removed in vacuo and

the hydrazonefuranones 7f-g were obtained after flash column c.hromatography (silica gel, petroleum ether
/diethyl ether 1 : 1).

(S,R,S*)-(+)-4,5-Dimethyl-N-[2-(1-ethyl-1-methoxypropyl)pyrrolidine]-3-iminodihydro-2-
furanone (7f): The hydrazonefuranone 7a was alkylated with CH,I as outlined above to give 7f as
colourless solid(66%), m.p. 85.5-87 °C; de > 98% ('H NMR); [a],** = 1012.5 (c 0.2, CHCl,); 'HNMR (300
MH:z, CDCl,): é = 0.87, 0.89 (2t,J = 7.32, 6H, 2xCH,CH,), 1.19 (d, ] = 7.02, 3H, CH,CHC=N), 1.41 (d,

~ s ATT A T oe~rT N 4 M

J =6.40, 3H, CH,CHO), 1.45-1.70 (m, 4H, 2xCH,CH,), 1.91-2.13 (m, 4H, CH,CH,), 2.88 (dq, J] = 2.44,
J =7.02, 1H, CH,CHC=N), 3.04-3.07 (m, 1H, CH,N), 3.24 (s, 3H, OCH,), 3.57-3.62 (m, 1H, CH,N),
4.01-4.03 (m, 1H, CHN),4.28 (dq, J = 2.44, J = 6.40, 1H, CHO); "C NMR (75 MHz, CDCl,): § = 7.97,
8.27 (2CH,CH,), 17.25 (CH,CHC=N), 22.21 (CH,CHO), 23.65, 23.99 (2 CH,CH,), 24.75 (NCH,CH,),
26.67 (NCHCH,), 40.29 (CHC=N), 50.48 (COCH,), 53.85 (NCH,), 72.40 (NCH), 79. 62 (CH,CHO),

80.62 (COCH,); IR (KBr): v = 2970, 1747, 1583, 1451, 1345, 1211, 1145, 1035, 924 ¢ cm’; MS (70 eV, EI):

miz (%) = 296 (1.6, M), 195 (100), 181 (9), 101 (19); Anal. Caled for C,H,N,0,: C 64.83, H 9.52, N
9.45; Found: C 64.52, H 9.62, N 9.49.

(S,R,S*)-(+)-4-Benzyl-N-[2-(1-ethyl-1-methoxypropyl)pyrrolidine}-3-imino-5-methyl-
dihydro-2-furanone (7g): The hydrazonefuranone 7a was alkylated with BnBr as outlined above to give
7g as a colourless solid (51%) m.p. 107.5-108 °C; de > 97% ('"H NMR); [OL]D22 = 733.3 (¢ 0.15, CHCL,); 'H

150-1.74 (m, 4H, 2xCH,CH,).193-2.20 (m, 4H, CH,CH,), 2.46 (m, IH, C"’”‘:‘ 3.12:3.22 (m, 3H,
HCHN, PhCH,), 3.26 (s, 3H, OCH,), 3.79-3.82 (m, 1H., CH,N), 4.06-4.10 (dd, ] = 3.57, J = 8.52, 1H,
\ . ey LIy 13 ~ .

CHN), 443 (dq, 7= 1.1, ] H, CHO), 7.18-7.36 (in, 5H, ArH); °C NMR (75 MHz, CDCL): 8 =

3

1H . 8
CH,CHO), 23.88, 2389 (2 CH,CH,), 24.87 (NCH,CH,), 26.65
0 ( 0

( )
(NCHCH,), 36.20 (PhCH,), 46.90 (CHC=N), 50.56 (COCH,), 54.36 (NCH,), 72.60 (NCH), 76.31
(CHO), 80.60 (COCH,), 125.20 (C=N), 127.06, 128.93, 129.43, 129.80, 137.60 (arom C), 168.0 (C=O);

IR (CHCL): v = 2973, 1749, 1574, 1496, 1454, 1320, 1216, 1183, 755 cm’'; MS (70 &V, EI): m/z (%) = 372
(1.9, M*), 271 (100), 101 (16), 91 (42); Anal. Calcd for C,,H,,N,0,: C 70.94, H 8.66, N 7.52; Found: C
70.83, H 8.71, N 7.49.

General procedure for ozonolysis of the hydrazonelactones 7a-g and subsequent acylation,
to afford butenolides la-g: The hydrazonelactone 7 was dissolved in CH,Cl, (50 mL) and cooled to
—78°C. Ozone was passed through the solution at this temperature until the reaction was complete (TLC) The
solvent was removed in vacuo and to the residue was added Ac,O (5 mL ) and a catalyuc amount 0
under argon. The reaction mixture was stirred at room temperature under argo ti

r
___________________ terad far 1Th and o h 1,
was poured into ice-cold aqueous nan\,u3, stirred 1oi 1h, and was then exiracte

ethereal extracts were washed with brine, dried over MgSO, and concentrated in Vacuo Flash column

(R)-(-)-3-Acetoxy-5-methyl-2(SH)-furanone (la): The hydrazone 7a was treated with ozone and
Ac,0 as described above. Flash column chromatography (silica gel, petroleum ether/diethyl ether 2 : 1) yielded



D. Enders et al. / Tetrahedron 55 (1999) 61296138 6135

1a as colourless oil (33%), ee = 91% (GC, chiral stationary phase); [a],” = —16 (c 0.5, CHCI,); '"H NMR
(300 MHz, CDCI,): 8 = 1.50 (d, ] = 6.71, 3H, CH,CHO), 2.31 (s, 3H, CH,C=0), 5.14 (dg, J = 1.68, J =
6.72, H-5), 7.27 (d, J = 1.68, 1H, H-4); '"C NMR (75 MHz, CDCL): 8 = 19.42 (CH,CHO), 20.93

¥ adih} I"_I'\\ ME £O 75O 134 717 777 A 17T OO0 ¥ N4 NYaWrFal i ral R a T ol -h Pl ] Y LYs Yo N1
(CH,C=0), 75.68 (L-5), 134.73 (C-4), 137.88 (L-3), 167.20 (LH3L=U) 216.50 (C-2); IR (film): v = 2981,
1774 16LKK 1£4Q 1447 1274 1104 1110 1NQQ Q7Q ~ma-le AAQ /TN, .../_. /nf\ 1:-1 /1nn NA+ 1N AL
L/ iqy 1VVU, 1UTF0, 1997, 1079, 1170, 111V, 1U0Y, O0/¥ CHl , VIO \L1). IVZ (70} = 10/ (1UV, VI + 1). Anal.
Calc{‘ [O!‘C O (IS8 1A C SRS HS 16 Found: 5387 H K41

- 7118\./4 VBV LT e N JIeUJy kR Vel Wy A VUL, O VDV Ty 1 VDL

($)-(-)-3-Acetoxy-5-benzyloxymethyl-2(5H)-furanone (1b): The hydrazone 7b was treated with

ozone and Ac,0 as described above. Flash column chromatography (silica gel, petroleum ether/diethyl ether 2 :
1) yielded 1b as a colourless oil (48%), [oc] ? = _28.6 (c 1.05, CHCL) 'H NMR (300 MHz, CDCL,): § =
2.31 (s, 3H, CH,C=0), 3.71 (d, J = 5.04, 2H, OCH,CHO), 4.58 (br, 2H, PhCH,), 5.16 (dt, ] = 5.04, ] =
2.02, 1H, H-5), 7.28 (d, J = 2.02, 1H, H-4), 7.30-7.36 (m, 5H, ArH); °C NMR (75 MHz, CDCL): § =
20.92 (CH,CO), 69.69 (OCH,CHO), 73.79 (PhCH,), 78.23 (C-5), 127.76, 128.03, 128.55 (arom C),
131.04 (C-4), 137.21 (C-3), 167.03 (C=0CHj,); IR (CHCl,): v = 3089, 3065, 2918, 1777, 1667, 1582,
1496, 1454, 1371, 1210, 1193, 1115, 1012, 755 cm™; MS (CI): mvz (%) = (263, M* + 1). No satisfactory
elemental analysis was obtained.

(PN _(_ avv.S methvloropy [ RV Y4 & YN G, (TaYe Tha hodans oo . -

(Vig N Ac 'tUA_y-J-(z-l ICUNYIpropyyy-«iSoj-fturanone (iCj: The llyuldLUllC 7c 3] was ireate
with ozone and Ac,O as described above. Flash column chromatography (silica gel, petroleum ether/CH,Cl,
- 2) vielded 1 lourless solid (56%), m.p. 41.5-42 °C; ee = 90% (GC, chiral stationary phase); [o

0.

AW §
Jo-
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-
[
¥}

e Ly YAl LaL iy piiass ),

Qlou

=-15.7 ( CHCL,); '"H NMR (300 MHz, CDCL): 8 = 0.99 (d, J = 4.12, 3H, CH,CH), 1.01 (d,
4.12, 3H, (‘HCH) 1.59 (m, 2H, CH,CHO), 1.90 (m, 1H, CH(CH,),), 2.31 (s, %H CH,CO), 5.0
1H, H-4), 7.25 (d, J = 1.92, 1H, H-3); "C NMR (75 MHz, CDCl,): § = 20.92 (CH,CO), 22.20, 22,99
(CH(CH,),), 25.12 (CH,CHO), 42.78 (CH(CH,),), 78.10 (C-5), 134.24 (C-4), 137.46 (C-3), 167.19
(COCH,), 216.20 (C-2); IR (KBr): v = 2958, 2873, 1774, 1646, 1560, 1431, 1310, 1125, 1030 cm’'; MS
(70 eV, El): m/z (%) = 198 (2.4, M*), 156 (15), 128 (34), 111 (83), 55 (100); Anal. Calcd for C,H,,0,
(198.22): C 60.59, H 7.12; Found: C 60.64, H 7.01.
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€

1
1D
J
7 (m

(R)-(-)-3-Acetoxy-5-butyl-2(5H)-furanone (1d): The hydrazone 7d [3] was treated with ozone and
Ac,O as described above. Flash column cnroma[ograpny (silica gel, pem)le m ether/CH,ClL, 1 : 1) yielded 1d

mardmiinlaoe i1 FREOLN e =289 % (G O U S, 22 _ 1A {a NNE CLICM . LT NIAMD
as a LU[UU[IL\"J Ull {20 /0} €C = oY o \UL Lluld.l bldUUlld.ly puaac;, I.U‘JD - ‘+ \C U200, LLl,), T INVIRN
(300 MHz, CDCL,): 8=0.92 (t, J = 6.72, 3H, CH,CH,), 1.32-1.48 (m, 4H, CH,CH,CH,), 1.67-1.82 (m,
2H, CH,CHO), 2.31 (s, 3H, CH,C0), 5.03 (dt, ] = 1.68, ] = 5.37, 1H, H-5), 7.25 (d, ] =2.01, 1H, H-4)

gy L 5y JFiky, AEgR0), < L ML, 238, if

”(“ NMR (75 MHz, CDCI,): § = 13.83 (CH,CH,), 20.93 (CH,CQO), 22.39 (CH,CH,), 26.81 (CH,CH,CH,),
33.33 (CH,CH,CH,CH,), 79.37 (C-5), 133.85 (C-4), 137. 80 (C-3), 167.19 (CH,CO); IR (film): v = 3103,
2959, 1775, 1666, 1647, 1467, 1372, 1195, 1031, 879 cm™; MS (70 eV, EI): m/z (%) =199 (2.4, M" + 1),
128 (52), 111(66), 100(14), 55 (100); Anal. Calcd for C,,H,,0, (198.22): C 60.59, H 7.12; Found: C 60.47,

H 7.36.

(S)-(-)-3-Acetoxy-5-phenyl-2(5SH)-furanone (le): The hydrazone 7e [3] was treated with ozone and
Ac,0 as described above. Fldsh column chromatography (silica gel, petroleum ether/CH,CI, 1 : 4) yielded 1e

I arlas 1YY 17

as a colourless oil (12%), 'H NMR (300 MHz, CDCl,): 8 = 2.34 (s, 3H, CH,CO), 6.01 (d, ] =
12 e B V-0 4 1TIT I7 AN, 137 ATAAT 77768 NATT T N,

5), 7.30-7.42 (m, 5H, ArH), 7.35 (d, J = 2.02, 1H, H-4); "C NMR (75 MHz, CDCl,): 6 =
137.

O 36 (C -3), 126 80, 129.10, 129.60 (arom C), 133.34 (C-4), 134. 17 (arom C),
’) T

(R)-(-)-3-Acetoxy-4,5-dimethyl-2(SH)-furanone (1f): The hydrazone 7f was treated with ozone and
Ac,0 as described above. Flash column chromatography (silica gel, petroleum ether/diethyl ether 1 : 1) yielded
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1f as a colourless oil (61%), ee = 94% (GC, chiral stationary phase); [ot]D22 = -10 °C (¢ 0.2, CHCL,); 'H
NMR (300 MHz, CDCl,): 6 = 1.49 (d, J = 7.05, 3H, CH,CHO), 1.92 (d, J = 0.68), 3H, CH,C=C), 2.30 (s

B

3H, CH,CO), 494 (dq, J = 1.01,J = 7.05, 1H, H-5); 3C NMR (75 MHz, CDCl,): & = 18.26 (CH,CHO),
AN YO LT Yy YO ON LT Moy ON O 7 SN 1724 2 £ AN 1N AN 777 AN 17 11 779Y /7NN A1 o
£U.LT (LI U), £7.7U (ULITLLEU ), 0U0U (L-0), 1345 (0L-4), 10U.0VU (L-)), 10/.11 (LH,CU), 2106.51 (C-
7 TR (film) v =20Q928 1787 1A0% 1440 1272 122N 110R 1NEA QU1 8SQT prn e RAC 770y a\/ TN wnfs (070N
&)y AN \ARRIRL). V mLd O, L iVL, JUTO, 197V, 1070, 100V, 11V0, 1UUS, 731, 277 LIl , MID (/U CV, 1) TIVZ {70)
=170 (16. M"Y 128 (KM, 83 (1000, 74 (42): Anal Caled for C O (17016 C 8647 H §07 Faund: O

LIV AV, VR, 1 &0 OV, U2 LIVY), TATRL )y ARGl LAivU AUL ghig\ry (2 /VLLU) L JUS T, 11 J. T4, TUUIUL o
56.31, H 5.84

(R)-(-)-3-Acetoxy-4-benzyl-5-methyl-2(5H)-furanone (1g): The hydrazone 7g was treated with
ozone and Ac,O as described above. Flash column chromatography (silica gel, petroleum ether/diethyl ether 1 :
1) yielded 1g as a colourless oil (62%), [at],” = —107.8 (c 0.45, CHCL,); '"H NMR (300 MHz, CDCL,): & =
1.44 (d, J = 6.59, 3H, CH,CHO), 2.18 (s, 3H, CH,CO), 3.48 (d, } = 16.1, 1H, PhCH,), 3.79 (d, J = 16.1,
1H, PhCH,); 4.88 (4, ] = 6.59, [H, H-5), 7.19-7.38 (m, 5H, ArH); "C NMR (75 MHz, CDCl,): § = 18.47
(CH,CHO), 20.20 (CH,CO), 31.56 (CH,C=C), 127.43, 128.86, 129.05 (arom C), 134.89 (C-4), 152.10
(C- 3), 167.10 (CH,CO); IR (film): v = 3087, 3063, 1768, 1693, 1603, 1585, 1455, 1327, 1192, 1058, 707
cm'; MS (70 ¢V, EI): m/.z (%) = 246 (48, M"), 204 (64), 159 (75), 131(100), 91 (82); Anal. Calcd for

VAL V&N, f‘KO IT & 72, Byl f“("ln{\ 11 £ 07
\_—|4ﬂ]4u4\440 LU, 0 o, Il J. IJ, round. « /.79, 11 0.0J,
General procedure for catalytic hydrogenation of butenolides 1a-g: The butenolides la-g ( 0.4
mmol) and Pd on carbon (10%, 18 mg) or Pd on CaCO, (5%, 26 mg) in EtOH (5 mL) were hydrogenated at 1

atm for 24 h and filtered through Celite, and the catalyst was leached with more EtOH. The solvent was remo-
ved in vacuo and the residue was purified by flash column chromatography (silica gel, petroleum ether/dicthyl
ether) to give butyrolactones 2a-d, f, h.

(3S,5R)-(+)-3-Acetoxy-5-methyl-tetrahedrofuran-2-one (2a): The butenolide 1a was hydrogena-
ted over Pd on CaCO, as described above. Flash column chromatography (petroleum ether/diethyl ether 2 : 1)
afforded 2a as a colourless oil (75%), [a],”* = 79.8 (c 0.1, CHCL); 'H NMR (300 MHz, CDCL,): § = 1.49

(d, J = 6.05, 3H, CHCHO) 1.89 (ddd, ] =12.42,J = 10.74, J = 10.08, 1H, H-4), 2.17 (s, 3H, CHCO)
2.82 (ddd, J = 12.42, ] = 8.39, J = 5.37, iH, H-4), 4.57 (m, iH, H-5), 5.51 (dd, J = 10.74, ] = 8.39, 1H,
Tr 2 137 AR AT /™1& AATT TN N < e FaW4e W i i ala S UNs W EFat BVl & SF el & 3 VLTI Y AN LONNY 777 &N 13 AQ
1-3), U NMR (/5 Mz, CUCL) 0 = 20.02 (L0 , 2100 (L,Lny), 56,77 (C-4), 0¥.U5 (L-3), 715.40
(7.2y 1&Q QA (O /Yy 179 A2 (.Y TR (fHilmY v =270 1797 1747 166N 1481 17172 1700 1N
\b A1), EUZ.0U \\.zl.lvjb\.l}, 174.7%70 \\~"<L ), 1IN (1L1111) ¥ —&700, 17107, 1LI™i{, LUUY, 177J1, 1J70, 1&T7V,, 1VUdLL,
906 cm 'y MS (70 eV, EI): m/z (%) = 159 (4.3, M* + 1), 86 (20), 72 (100); Anal. Calcd for C,H,,0,
(158.15): C 53.16, H 6.37; Found: C 53.44, H 6.38

(35,55)-(+)-3-Acetoxy-5-hydroxymethyl-tetrahedrofuran-2-one (2b) and (3S,5S5)-(+)-3-
Acetoxy-5-benzyloxymethyl-tetrahedrofuran-2-one (2h): The butenolide 1b was hydrogenated over
Pd on carbon as described above. Flash column chromatography (petroleum ether/diethyl ether 1 : 4) afforded
2b (62%) and 2h (10%) as colourless oils. 2b: [a],”* = 33.5 (¢ 1, CHCL,); '"H NMR (300 MHz, CDCl,): § =
2.18 (s, 3H, CH,CO), 2.25 (ddd, J = 12.76, J = 10.74, J = 10.41, 1H, H-4), 2.32 (br, 1H, OH), 2.69 (ddd,
1=1276,J=8.72,1=6.04, IH, H-4), 3.68 (dd, ] = 12.75, ] = 4.36, 1H, OHCHQ, 3.98 (dd, J =12.75, ]
= 269 1H, OHC ), 458 (m, 1H, H—S) 5.53 (dd, J = 10.74,
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'H,CC (m, 1H, H-4), 2.72 (ddd,
11.42, 1H, OCH,CHO), 3.73 (dd, ] = 3.70, J = 1142, 1H, OCHGCHO) 4.60 (br, 2H. PhCH)
4.63 (m, H, H-5), 5.50 (dd, J = 10.74, ] = 8.73, 1H, H-3), 7.31- 7.36 (m, 5H, ArH); ’C NMR (75 MHz,
CDCl,): 8 = 20.60 (CH,CO), 30.74 (CH,CO), 68.34 (OCH,CHO), 70.30 (C-5), 73.65 (PhCH,), 75.80 (C-
3), 127.75, 127.95, 128.53 (arom C), 169.85 (CH,CO), 172.25 (C-2); IR (CHCL,): v = 3064, 2931, 1790,
1748, 1605, 1497, 1454, 1376, 1052, 701 cm™"; MS (70 eV, El): m/z (%) = 264 (2.5, M"), 158 (13), 98(49),

91 (100).

[ O N I
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(3S,5R)-(+)-3-Acetoxy-5-(2-methylpropyl)-tetrahedrofuran-2-one (2c¢): The butenolide 1¢ was
hydrogenated over Pd on CaCO, as described above. Flash column chromatography (petroleum ether/diethyl
ether 2 : 1) afforded 2¢ as a colourless oil (77%), [OL]D22 42.7 (¢ 0.75, CHCL,); 'H NMR (300 MHz,

CDCL,): & = 0.96 (d, J = 6.59, 6H, CH(CH,),), 1.1.48-1.76 (m, 3H, (CH,),CHCH,), |.87-1.94 (m, 1H, H-
4), 2.17 (s, 3H, CH,CO), 2.80 (ddd, J = 12.64, J = 8.51, J = 5.22, 1H, H-4), 4.52 (m, 1H, H-5), 5.49 (dd,
7=1099,J = 8.51, 1H, H-3); *C NMR (75 MHz, CDCL,): § = 20.62 (CH,CO), 22.19, 22.84 (CH(CH,),),
24.84 (CH(CH,),), 35.64 (CH,CHO), 44.66 (C-4), 68.70 (C-5), 75.66 (C-3), 169.84 (CH,CO), 172.37 (C-
2); IR (CHCL,): v = 2959, 1790, 1749, 1469, 1376, 1231, 1109, 1001 cm’; MS (70 eV, EI): m/z (%) = 201
(1.6, M* + 1), 114 (37), 100 (43), 96 (100); Anal. Calcd for C,,H,,0, (200.23): C 59.98, H 8.05; Found: C
59.48, H 8.00.

(3S,5R)-(+)-3-Acetoxy-5-butyl-tetrahedrofuran-2-one (2d): The butenolide 1d was hydrogenated
over Pd on CaCO, as described above. Flash column chromatography (petroleum ether/diethyl ether 3 : 1)
afforded 2d as a colourless oil (88%), [()L]D22 = 38.3 (c 0.6, CHCI,); "H NMR (300 MHz, CDClL): 6 = 0.93
(t,J =6.71, 3H, CH,CH,), 1.39-1.44(m, 4H, CH,CH,CH,), 1.67-1.80 (m, 2H, CH,CHO),1.91 (m, 1H,
H-4),2.17 (s, 3H, COCH ), 2.79 (ddd, J = 12.43, J= 8.73, J = 5.38, 1H, H-4), 443 (m, 1H, H-5), 5.50

rr o~ IZA IR FTN v moEwT —

(dd, J = 11.08, J = 8.73, iH, H-3); "C NMR (75 MHz, CDCl,): 6 = 13.87 (CH,CH,), 20.62 (CH,CO),
22.35 (CH,CH,), 27.01 (CH,CH,CH,), 35.12 (2CH,CHO), 68.78 (C-5), 77.15 (C-3), 169.83 (CH,CO)
172.37 (C-2); IR (film): v = 2958, 1790, 1749, 1649, 1434, 1377, 1232, 1015¢cm™; MS (70 eV, EI): m/z (%)
- N1 (523 ML 1N 114 (75Y QA(T7T7Y S7(1000): Anal Caled for ¢ H O (0N D2 (SO QR R NS-

L\ L \J-.J, P S S T L/, 1L 4i1°T \'J/’ I\J\I I}, Jl\l\l\l}, 4 2idl. wotlivue BV \4]01‘16\14 \&W &J’. A JI.IU’ L: Uy
Found: C 5984, H 7.84

(3S,4S,5R)-(+)-3-Acetoxy-4,5-dimethyltetrahedrofuran-2-one (2f): The butcnolide 1f was
hydrogenated over Pd on carbon as described above. Flash column chromatography (petroleum ether/diethy!l
ether 1 : 1) afforded 2f as a colourless oil (57%), [0],” = 67.1 (c 0.35, CHCL); 'H NMR (300 MHz,
CDCl,): 8 =0.91 (d, J = 7.05, 3H, CH,CHCHO), 1.38 (d, J = 6.38, 3H, CH,CHO), 2.21 (s, 3H, CH,CO),
2.82(ddt, 1 =7.39,1=7.051=47, IH, H-4), 463 (dt, ] =638, ] =4.7, 1H, H-5), 5.57 (d, J = 7.39,
1H, H-3); "C NMR (75 MHz, CDCl,): § = 7.20 (CH,CHCHO), 15.58 (CH,CHO), 20.50 (CH,CO), 37.70
(C-4), 72.01 (C-5), 75 93 (C-3),169.98 (CH,CO); IR (CHCL,): v = 2982, 1790, 1751, 1446, 1375, 1238,

1113, 1002, 893 cm’; HRMS caicd for CH,0,(M" + 1): 173.0814; Found: 173.0813.

oxymethyl-tetrahedrofuran-2-one (3): A mixture of
A

aOYH n S ml\ wag f /ermnight at room
AL WO W § \ Ll
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e LILLLF VY QD 1WA UYlriugiin du Ioem
S

solution, and then the solvent was removed in high

1¢ res tt i hy (s ( ilica gel, EtOAc) to give 3 ( 13 mg, 87%) as a
colourles oil, [a], 7= 10.0 (c 0.4 CHC13) (lu [24] [oc] = 23.5, ¢ 3.61, MeOH); 'H NMR (300 MHz,
CD,0OD): =198 (ddd, J, .= 12.42, Jip=1J,p5=10.74, 1H, H-4’), 2.54 (ddd, J,, =12.43, J,, = 8.39, I
=5.71, IH, H-4), 3.59 (dd, J = 12.76, ] = 5.04, 1H, OHCH,), 3.80 (dd, J = 12.76, J =3.0, 1H, OHCH,),
4.42-4.50 (m, 1H, H-5), 4.56 (dd, J,,, = 8.39, J,, = 10.74, 1H, H-3); *C NMR (75 MHz, CD,0D): 8 =
33.61 (C-4), 63.84 (OHCH,), 69.32 (C-5), 78.62 (C-3); IR (film): v = 3372, 2947, 2835, 1775, 11651,
1450, 1385, 1205, 1116, 1027, 901, 877, 651 cm™; HRMS calcd for C,H,0O, (M + 1): 133.0501; Found:

133.0500.
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