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ABSTRACT

A synthesis of the guaiane skeleton is presented in my thesis.

Guaianolides and pseudoguaianolides sesquiterpene lactones and share a sommon
backbone: the guaiane skeleton. Hundreds of natural products belong to these families
compounds. The guaiane skeleton is characterised by a bicyclo[5.3.0]decane ring systen
(perhydroazulene). Among the guaianolide family, dehydroleucodine was chosen as a targe

example.

guaiane
dehydroleucodine

The first part of the thesis introduces the guaianolide and pgeai@molide families. An
overview of the biological properties and the biosynthesis are reported. First, structures from
componds belonging to these families are described. Then, the biological properties of the
dehydroleucodine are reported and, finatlye syntheses of three sesquiterpene lactones are

shown.

The second part of the thesis reports my studies towards the synthesis of the guaian:
skeleton and dehydroleucodine. The key step of the construction of the perhydroazulene ring
system3 is an intramolecular ene reaction. The lactone is build through an inversion of the
alcohol configuration followed by an allylic oxidatidhand finished by an oxidation of the

primary alcoholl. A proposal of the synthesis of dehydroleucodine is briefly explained.

OH

The final part is the experimental part.



Studiegowards the Synthesbfthe Guaianolide and Pseudoguaianolide skeleton

ACKNOWLEDGEMENTS

My studies were performed in Profesg@ageOs group at the University of East Anglia
(Norwich, Norfolk).

I would like to thank my supervisor, Professor Phil Page for his welcome in his laboratory

ard the confidence Phil graedme for carrying on a subject started years ago.

Of course, | canOt forgety fiancZe for her daily support through those hard times of
research, Doctor Yohan Chan for higlp in the lab and outsidand all my labmates forthe

nice atmosphere we work in.

| have a special thought to my so dear friend Franklin, who left us too early. | am sure he

would have loved to read this thesis through and give it his mark and corrections.

At last, | need to be grateful fte fundingfromthe University of East Anglia.



Studiegowards the Synthesbfthe Guaianolide and Pseudoguaianolide skeleton

"HSU61&'1())*+ H(YoH&-$

$
B($ '(#-35%
(9% '#-35'(-0.-# $
'C:$ 'C9#09&8$D&059-$0.E
B% '%602'-*($D8%0-GE
$ $
F.$ +#.G35
IHFO$ I"#1594-9-35
SHF9$ =0%2'5$+9-85
$ $
(- $ (-'53-*($
1915 «$ J#9-#%'-#)$("50%01 062
2 "% L#$.92+#%$
MB JHEYHHESIH5&9&
ING ("#2*('5$*0.*&'-*0.$

©.C$ O.(#.-%'-#) $
I>OP$ (0%9%6#5'-*0.$&8#(-%0&(083%D=; Q!

$ $
"6 $
)$ )09+5#$
Rb ("#2*('5$&"*1$
JFS$ AT G'+*(3(50UV:W: @ XHYWK.# $
;. $ )*("50%02#-" # $
" ( J*' &-#%H0*&02#%* ($H BH#HE&E

INBS )**&08%0835'G0)*('%+07$5'-#
JBZ $  WWD)*2#-"35'2*. 0E83%*)*$t

Il $ ) 1) B+2#-"3510062'2%)#%
JO$ )*2#-"358 951"



Studiegowards the Synthesbfthe Guaianolide and Pseudoguaianolide skeleton

J;0> $ )*2#-"35&95107°%#

" #.! 024" ($HT (H&K
\NB H5H#(-%0.$*@*0. $
HOO*LS  HCO*L'5HS

\ON #5H#(-%088%'3$*0.*&5*0.
\-$ #-"3%

$ $

[BF$ 1'&-$'-02$+02+'%)2#.-$
% 109%*#%3$-%'.&8.0%2
$ $

"$ "09%DB.E

15 $ "3)9%06#.$("50%H#

P> $ "6"#8-$0((98*#)$205#(95'%$0%-+*
JOBFS  "6)$&01-$(*)$+&#

1G$ #%-G

$ $

NF% 2H0)073+#.GO($'('$

NG *1%'%61)

( $

X (0985*.6$(0.8-".-$

$ $

_JBS$ 5*-"*92$)**&08%0835' 2" #
S;>$  50,#&9.0((98*#)$205#(95'%$0% S
$ $

;% 205'%*-8

2% 295-*85#

60>\ 2'6.#8&*92$&951'-%

2% $ 2% 9-#D&E

28$ 2H#5-* 6$80* $

$ $

=> $ ) 2#-3520%8"05* B K 7*)#



Studiegowards the Synthesbfthe Guaianolide and Pseudoguaianolide skeleton

=Q$ 9(5H%$2'6.#-*($%#&0. (8
$ $

ZIl'$ 83%*)* *97$50%0("%02'-8
ZJ $ Z3%*)* *92$)*("%02"%
882% 8'%-8$8#%$2*$5*0.
+OBS$ +,#, HO59#.4#&9510.35$%*)
83% 83%*)* $

$ $

G C9'%-#

$ $

%$ 6002$-#28#%'-986#

$ $

&-:$ &'-9%'-#)

& &*.65#%

0;$ &-'%-*.6$2'-#Y* SHEE

$ $

-$ -%*8 5B

IFB[$ -#-9%'+9-35'220.%92$1590%$)#

IFJ;0 $ I"#1H9-35)*2#-"35&*$35
IFIZC$ I"#1H9-35)*8"#.35&*$35

- $ #-9%"3)%019%.

INZ® -%6**808%0835&*535

L1$ - $5'3#%$("%02'-06%'S%'3
0 $ -06*2#-"358%535

$ $

S'$ 95-06'L*O5-

$ $

B55$0-"#%$'++%6#L*'-*0. 83 U6 HBIEH)6S-0$-"#SNSZBIS.02#.(5'-9%H#$0%SBNS9. *-&
$ $



Studies towards the Synthesifthe Guaianolide and Pseudoguaianolide Skeleton

TABLE OF CONTENTS

0] (o o [ Tod 1o o 1SRRI 2
I)! Guaianolide and pseudoguaianolide families.............cccceiiiiiiicenniee e 3!
L) GONETANIES......cvcuecvieecvieectiee ettt ettt ettt ettt ettt et et et emeas s e s et e s b essetese et nsemnane 3!
2)! Theory for the biosynthesis of guaianolides and pseudoguaianalides..................ccevcvenn..n 4l
3) BiOlOGICAl ACHVIIES ... cvecviiviiviiteiteieeseeere ettt et sreae ettt e st et e st e s s senesesbe b e s ensansans 5l
4)! Some guaianolides and pseudoguaiaNOldES.............c.coveiveeeieieeeeee e reeceee e 6
[1)] DehydroleUCOMINE........coiiiiieiiie ettt e et e et eeeme e enneeeen 8!
L)l GENEIANIES.......cveivecviciiiti ettt ettt e et ettt st b s emnas st e b e b ssensenseneebe s bnanes 8!
2] BiOlOGICAI ACHVITIES .....cveiveiveiviitiiteiteieaese et e sttt smee e ss et re s be bt bemnteebesbesbesaensens 10!
al Extraction, purification and CharaCteriSation..............cocviveieeeieeeeeeeeeeee s eeese e 9l

b.! Cytoprotective agent agaiNSt UICEL.............ccueiviieeieeee i eeee et eee et eteeeeee et ere e seeas 11!

C.l ANAIAITNOEAl ACHVILY........c.viiviieiecee et ettt eee et senaeseeere e e 12!

d.] ArOmMAtase INNIDIOL. ........coieviiiiii e eaer ettt ben et re e s 12!

el Anti-0DESItY POLENTIAL.........ccviieieieieei ettt eeeme ettt senetesae e ne e 15

1) ! Synthetic approaches towards the bicyclo[5.3.0]decane carte..............cccuvvereeneee.. 17
1) Building around @ PEEXISTING FNG........cveeveieeierieeeieeeeeeeeeeesereeeesereeeesesesssssesareeeesreaneeseeas 18!
A1 OVBIVIBW. ..ottt ettt et smem et b et et sttt sems et s et ese et ese et ese e e snanes 18!

b.! Example: synthesis of damsin By MOREY...........cc.cveuiiuiieereeeeeeeee e eeeeae e 19!

2)! Rearrangement of Other NG SYSIEITIS.........c.covivereeeeeeeeceeeeeeeeeeeteeeeeeeeeeeeemmse e ereeeeeeeeennens 21!
A1 OVBIVIBW. ....o.viviiiiiicte ettt ettt emem ettt ettt s et semas bttt ss et ss et nans 21!

b.! Example: synthesis of arborescin by ANCO.............cocviueiveeeeeeeeeeeeeeeeeeee e 22l

3)! Synthesis of Phorbol DY WENGEL..............coeoviuiiiieeerecieteeeeteeeeteeee e eaete e, 24
IV)! Synthetic studies of dehydroleucodine within the Page group..............ccccvveeennine. 26!
L)l REIOSYNINESIS......eeveieeeeeee et eteeee ettt e te et emeeeete et e et e et e s eseeseeteetemsseseeseateetesaeseeeansna 26!

A L =V (=Y o OO 27!
Al CoNJUGALE AAAILIONL.........c.eveviiitee et ceecee ettt ettt ettt emems e ne s 27!

D. DECAMDOXYIAtION. ... cveiviiviiiicie ettt emr ettt enen e eeraere 27!

C.l AlOEI-ENE TBACHON. ... .eviieieiieie ettt ettt ettt et em ettt te et st bemnsebe b b sbe s 28!

d.] CoNfIQUration INVEISION..........ceiviiiiiiiieii ettt sttt eneasere s 28!

LY = Y7 [ToR e Y To = o] R 29
RETEIENCES .. e eneeneee 30

Vil



Studies towards the Synthesis of Guaianolide and PseudoguaiaS&btkton

ReSUlts and diSCUSSION........ccciiiiiiiiiiiii i 35
1)1 Michael @ddition..........oooiiiiiiiiiecc e 37!
L)l HISEOIY ottt ettt ettt eem e ettt t st e te et b en et e seeteebe bbb e et et e nn s bens 37!
2)!  Conjugate addition of organometallic COMPOUNGS............ccccvviieieeeeeeeieece e eeeeanes 38
al Deactivation of 1,28A0ItION.........c.c.eiiiieiiieiiieereeesie e ernas et snnmaees 39!
b.! Steric effect and Steric NINATANCE. ............coivveiiieieeeeeee et eeee e 42!
C COOMINALION. .....oviiviiietiiicti ettt eaet et ettt aem et bbb e b s be s s 42!
3)! Overview of organometallic conjugate additions...............cocveuieeeeeeeeeeeee e eeeeereeen, 43
L O] (o -1y ToToTo] o) 1= -V 44!
D OFGANOZINGS. ...t eees ettt 44
Cl  OrganOCAOMIUMS ........c.eiiieiiveee et ettt ettt ettt emnaess s ene s neesenen 47!
Al OrganOmMAaNGANESES.........ccciiviiirieiieeete sttt ettt e smeaesa et testesbesbesbessessemntesbessessessens 47!
€. OrgANOSIIANES.......c..cviiviciicie ettt ettt et bbbt b e sb et 48

f.l Other organometallic SPECIES........c.cvvvivvirviiieeeiesieeieeeecte e emre e e senene s A48
4)! Michael addition of Grignard reagents catalysed by COPREL(I)...........ccevvevrirrecmrerrerverrennns 49!
LT 00 o oL () o= 1= V2] (=TT 51!

[ T OF1 r=1 1Y, (o301 o1 L= TR 51!
c.l OrganocoPPEr(l) COMPIEX .......cciiiiiieieeeeieeeeee e cee e eee et see et ee et ae e e st e enanaeeenes 52!
d.l OrganocopPer(lll) COMPIEX.......cociieeieieeeeeeeeee ettt et eeeme ettt e e aeevenee e 53
el INTlUENCE Of PATAMELEIS.........cueivieee et ennas e e 541

. Copper(l}catalysed addition of vinylmagnesium bromide toy2lopentenone.................... 56!
g Asymmetric conjugate addition catalysed by COPPEI{LY......ccocveueeureereeeeeeeeeeeeeeeeienene 58
I1)! Conjugate aldol-type addition ..............ccoiiuiiiiiiiiicee e 61!
) L\ T [o IF=To Lo 11T o USRS 61!
AL INITOTUCTION. ...t ettt e sttt ettt eanae s bt be e eneseesese e 61!
bl ZIMMermanTraxler MOUEL..........ccoviiiirieiiieeeres et eeea ettt 641

C ENOIENOIALE........cviiiiiiiieiete s eeet ettt snes st sttt et sb et ennae s be s be s ebessebeseeaa 65!
d.! Stereoselectivity through chiral QUXIANES............c.coeevreviieceeee e eeeee e 67!
2)! Preparation of the MukaiyarMichagl CCEPLAL...........cc.cveeeueeeeeeeeeeee et et eeeeaeenen, 71!
al Diethyl methyleNemMalONALE. ...........cceoveieeeceeeeeeeeee ettt temeee ettt eeae e 71
b.l Dibenzyl MethyleNemMalONALE..............ceevivirieeeeeecteee ettt venes et s se s vennas 72!
¢l 2,2-Bis(phenylSulfonyl)etNENE. ..........cccciiiiiiiceeerc ettt st 73
3 MUKAIYAMA FEACHON........cvviviitiitieteitiveeeteete ettt et et esnes e ss s sesbesbesbe st e snnsessesee s senes 74!
4)! Conjugate aldol addition/Mukaiyamdichael reaction...............coeveeeeveeeeeceeeeeieeeeeeenea, 77!
AL INTOTUCTIDN ....ecvi ettt b et et be bbbt 77

b.! MukaiyamaMichael reactionof 3-vinyl-1-trimethylsilyloxycyclopentl-ene to malonate ester
....................................................................................................................................... 78

viii



Studies towards the Synthesis of Guaianolide and PseudoguaiaS&btkton

1) ! Optimization of the initial Proposal .........cc.eeeiiiiiiiiiii e 81!
L)l INEFOOUCHION. ... eeveceeeeete ettt ettt ettt ettt em et teeaeebesteeteesennsestestessesessessensansanns 81!
2 ) DihydroXylation FEACTOML. .........ccveeeeieeeeeeeeemee ettt ete et e et e et emeeeeteete et et e s e s eneesesreanase s eneens 85l
al  Syndihydroxylation MEtNOAS. ...........cc.eeveeiuietieeee et ettt 87!
b.!  Anti-dihydroxylation rEACHON. ............cecueeuieeeeeeeeeeceeee et et ren) 91!
Lo Y T o To% e OO 92!
3)! Protection of the diol MOIELY..........c.ccveviiviuieieeer ettt emet ettt benes e 95!
4)! Nucleophilic substitution of prenyl Bromide............c.ccviiiiieemieiiiee et o8l
5) ProteCtion MEMOVAL.........coveievieriiteceeie ettt ettt e sttt enee st e st et seereetesbesbesbemnresbesbesaesbensans 103
6 )] OXIHALVE CIEBAVAGE.........everievicti et ceeie ettt ettt sttt ere ettt eeteete e besbesbemntesbe b saesaensens 104
T CONCIUSION. ...ttt ettt ettt ettt sttt ettt ettt esmem b e besbe b et e s enseneereanes 106
IV )1 DeCarbOXYIAtioN ........cccouiiiiiiiie ittt seeet e e et emne e 107
(1o o [UTed T o VOO 107
2 10NIC MECHANISIN.......oeeiieeeee ettt eeeee et et e e te et e e sreenaesteeeeeneseesneaeas 107
AL INETOUUCTION.......vcevcee ettt veees ettt ettt snes st ss b seebeneeseneeaas 107
O T Y T o] [[o7=1 o] o WO OO OO OO RUURURRPRR 109
3 Radical MECNANISIML........cuiiviiiiiiiiieeeee ettt e ettt et sttt emnas bbb s ens 110
Al HUNSAIECKET TEACHIAM. ......c.viviivieeiieicti ettt ettt sme s 111!
b.l KOChi MOIfICAION.........ciiviiiiiiic ettt e 112
C.l Barton deCarbOXYIAtioN...........c.ccveveiuiiieeeiee et ecee et eeete e ete e ere e etesrenmenae e 113
V)l Carbonyl-ene CYCliZation...........cooiiiiiiiiii et 119
I\ [=Y =Y o L= == Yol o) 1 RO 119
2 I OF- 14 o161 0)Y; 11 g =N == Vo1 116) ¢ RO
1)l MEChANISHC ASPECES ... cvvivieiiiteitiitesiemeee et et et e et testemse e teetesbesbesbesae s ennassaesaesaesseneas
al  Concerted MECHANISIM..........ccciviiiiiiicieeirct e eees ettt nnb e b
D! CationiC INtEIMEMIALE. ........cviveeeeeieticteeeer ettt et v et snns s neanas

¢ Thermal vs Lewis aciggromoted reaction

d.! Radical MEChANISML.......ccooviiiieiiiet et
2)! Carbonylene cyclization: towards the perhydroazulene fing...........ccocveevevvveeeveeeeesnernene 128
al Perhydroazulene synthesis byi€da et al.............c.ccocviiiuiieeeiceciccece e 128
B REACHON. ...ttt ettt bnet ettt s e 129
VI)! Inversion of CONfIQUIAtion ..........ccoviiiiiiiiiiir e 133
1)l NUCIEOPhiliC SUBSHIULION. ........eviviiieiieictieeerc ettt seea et smer e 133
AL INTOTUCTION. ..ottt ettt ettt bemnt e st be bbb s ens 133



Studies towards the Synthesis of Guaianolide and PseudoguaiaBS&étiton

DL AICONOI INVEISION. .....ciiiiiiciicte ettt ettt eeeet et ettt sem bbb s 134

(B B Vo) [To=Y 1 To] s AU OO OO O UR U O PP PTPUORTORROO 134

22 LI 11 (=0T o) o VI g =Y ot (o) s WSS 138
AL INETOTUCTION.....etie ittt eeet sttt sns b se s b s sbenesaere e 138

D MECNANISIM. ...ttt ettt ae e 140

(R Vo] )[To3=Y 1o} s OO OO UR OO RUURUSORRO 141!

3 OXIdAtION/TEAUCTION.........c.ecviieeeeececeeeeeee ettt eeeae et teete et et e et sennssseeesesensans 142

AL INETOTUCTION........viviiiecctcee ettt enes et b ettt snes b ss b se b eseeaeseaaas 142

DL APPICALION. ......vcviiiecicecctee ettt eeet ettt bbbt b s 143

V1) FAIYEC OXIGAIION ...ttt bttt eene e 146
1)l Overview of allylic oxidation MethodolOgIES..........ccevveveriivieeeree e e, 1446l
2)! Selenium oxidation MECHANISM...........ccuiiviireeeiceee ettt ereere e re e re e eeeerenes 147
B APPICALION .....ccviviiiiieece ettt ettt e et ettt et et teete et enes st eteeteeteeteateeteeeeaeas 148
VIE) FULUFE WOTK ..o e 150
RETEIEINCES. ... .o e 152



Studies towards the Synthesis of Guaianolide and PseudoguaiaS&btkton

EXPENMENTAL.......ooiiiiiiiiiiieeeeeee e mmme e e e e e e e e e e e e e e e e e e e e e e e emeraeeeeeeeeeeeees 163
I)! General experimental methods and materials..............cccoccuviiiieeeee e eccciiee e, 163

() L =Y 0 1= =1 11T SRR 163

2)l Chromatography PrOCEAUIES.........cceiveiieicrieeeteete ettt te et eeeemeteete e steste e e eseessnenas 163!

B LN T, 1 Tor= N e To) =TRSOOSR 163

I1)! Preparation of the silyl enol ether...........cviiiiiiiiee e 165
1)l Copper(l) bromide dimethyl sulfide COMPIEX........c.coveiiiiiiirieeeeee e 165

2)! (2)-3-Ethenykl-trimethylsilyloXyCyClOpPerHL-ENET7 .........cc.cveeereieecieseere et 165

1) ! Towards the synthesis of thetrans-bicyclo[5,3,0]decane skeleton using the

diethyl MaloNate MOIELY.........oiiiiiii et eee s 167
1)l Diethyl methylidene mMalonatEl5.............ccvveiereerieieemieeete ettt emeee et eseereas 167
2)!  (¥)-trans-2-((Diethyl malonate)methyi3-vinyl-cyclopentanon&’8 (R = CQEY)................. 168
3)! (#)-trans2-((Diethyl  malonate)methyd3-(10,2@ihydroxyethyl}cyclopentanone 88
(RZCOED) oot eeeee e st eee et et e s e seee s s e e e 169
4)  (+)-trans2-((Diethyl malonate)methyi3-((1ORS),2@acetoxyethybcyclopentanone 89
(RIS oXe Y =13 N OO OO 170
5)  ()-trans2-(6(50,58is(ethylcarboxylatehex2@ene)}3-((10RS),20iacetoxyethyh
CyclopentanON@G (R = COUED)....ciuiiiieceeeee et ete et ete e te e e et ettt eee et s et e e eseeseeseetestestesmmmssesteseeseesenanas 171!
6) (2)trans2-(60(50,58is(ethylcarboxylatehex-2Gene))3-((LORS),2@ihydroxyethyl)
CyclopentanONBL (R = COUED)....iiiiiiieieiiteitesteseemsteete st st stesee st eseetennese st e e eseeteesestesbessesmmmsessessesaeseesens 173
7)) (#)-trans-2-(63(50,58is(ethylcarboxylatehex-2Gene)}3-formyl-cyclopentanone 81
(RZCOEL oot eoeeee e e eeeee et e e et e e eee e e ee e esseeee s 175

8)  (¥)-(2R)>-Hydroxy-(3R)isopropenys,5-bis(ethylcarboxylateB-oxo-trans-
bicyclo[5,3,0]decane83 (R = CQEt) and (+)(2S)hydroxy-(3S}isopropenyl5,5-bis(ethylcarboxylate)
8-oxo-trans-bicyclo[5,3,0]decan82 (R = COEL) ......cccieiiiiiiiiiiieetieeeir et eree e 176

IV)! Towards the synthesis of thetrans-bicyclo[5,3,0]decane skeleton using the

dibeNzyl MaloNAE MOIBLY........iiiiiiiiiiiie et s e e e e e e s e et e e e e emme e e e e e naree s 178
1)l Dibenzyl methylidene Malonat7..............c.cecveiuiiieieemirecresiesiee et eeee e, 178
2)  ()-trans2-(Dibenz| malonate)methyB-vinyl-cyclopentanon&8 (R = CG:Bn)................. 179
3)  (#)-trans2-((Dibenzyl malonate)methy3-(10,28ihydroxyethyl}cyclopentanone 88
(RECOBN) oottt eeee ettt ee ettt e et eeees et n et en et en e 180!
4) (2)trans2-((Dibenzyl  malonate)methy3-(10,28iacetoxyethyhcyclopentanone 89
[GGIK 70 =11) NSRS 181!

Xi



Studies towards the Synthesis of Guaianolide and PseudoguaiaS&btkton

5)  (x)-trans2-(6&(50,58is(benzylcarboxylatehex2@ene)}3-(10,2@iacetoxyethyh

cyclopentanoN@9 (R = COBBN).....ciiiiiiieiieiie et eieme sttt s anaese s sbeesaesaeebae s e s tnmnseessesraeseeneas 182
6) (+)-trans-2-(6&(50,58is(benzylcarboxylatehex2@ene)}3-(10,2@ihydroxyethyl}

cyclopentanonN®L (R = COIBN).....cciiiiceeieieeee et eeee ettt e et s eeste e ete e e e eteete et esrennnseetesreaenens 183
7)) (¥)-trans-2-(6(50,58is(benzylcarboxylatehex2Bene)}3-formyl-cyclopentanone 81

(RZCOBN)  coeoeeeeeeeeeeeeeee e e esoeeee s ee e e e s e e s e e s eeees e e s e e e e e s e s st e s e e st eeseees e essene s 184

8) (#)-(2R)-Hydroxy-(3R)-isopropeny5,5-bis(benzylcarboxylate$-oxo-trans-
bicyclo[5,3,0]decane 83 (R = CGOBn) and (£)(2S)hydroxy-(3S}yisopropeny5,5
bis(benzylcarboxylate§-oxo-trans-bicyclo[5,3,0]decan82 (R = CGOBN)......ccccuiviiiiiiiiiiiieiieeeeeeeeeeee 185

V)! Attempt of the synthesis of thetrans-bicyclo[5,3,0]decane skeleton using the

bis(phenylsulfonyl) MaloNate MOIELY..........eeeiiiiiiiiieii e 187
1)l Bis(phenylthio)MEthanBOB..............ceeueeueiieeieeee e etee ettt emae e e te ettt e e emean, 187
2)! Bis(phenylsulfony)MethanB09..............ccveuriueeeieeeee e et teeee ettt eee e eeeaeanas 188
3 1-(2,2-Bis(phenylsulfonyl)ethy)piperidin@L0..............ceeueereeeereeeeereeeeeeeeee e een e 184
4 2,2-Bis(phenylsulfonyl)ethan@Ll............ccccovieieiiiiiecme et seee e, 189
5)  (#)-trans-2-(20(10 ;Bis(phenylsulfonyl)ethyl)3-vinyl-cyclopentanon&8 (R = SQPh)......190!
6) (!)-trans2-(20(10Bis(phenylsulfonyl)ethyl)3-(10,2@ihydroxyethyl}cyclopentanone
BB(R = SAPH) oottt e et eeee ettt e ettt reeee e 191!
7)) (1)-trans-2-(20(10 ;Bis(phenylsulfonyl)ethyl)3-(10,28iacetoxyethybcyclopentanone
BO(R = SAPH) oottt eeee st eeemt e eeee s 192
AV L Y11/ ol o e F- Ui o o [OOSR 193
1) (#)-(2R)-Hydroxy-(3R)-(2Q(prop-2Gen-1Gol))-5,5-bis(ethylcarboxylateB-oxo-trans
DICYCIO[5,3,0]UECANE. .......eeeeee ettt ettt emae e teeteeaeeteete s et emnseteeae s et e s eneereereeremnnsens 193
2 (1)-(29-Hydroxy-(39-(2&(prop-2Gen-1Gol))-5,5-bis(ethylcarboxylateB-oxo-trans-
bicyclo[5,3,0]deCan@42 (R = COHEL) ....coiiiieiiiie ettt e et e e e e e e e e e e e e e e 194
VII) 'Inversion of the alcohol configuration............cccceeeeiiiiiiiiiecciec e, 1949
1) (1)-(29-Hydroxy-(39)-isopropenyl5,5-bis(benzylcarboxylate-(10,48ioxaspirojtrans-
bicyclo[5,3,0]deCan@37 (R = COBN)....ccviieeieieeeie et eeeeeee e et e eteeraeete e e e etemeseasaesreeraeesesnsestestsnneseeseeas 195
2) (1)-2-Oxo-(39-isopropenyl5,5-bis(benzylcarboxyte)8-(10,48ioxaspiro)trans
bicyclo[5,3,0]deCan@38 (R = COBN).....c.cieeeieireeeie et eeeeeee et e eteeteeaeete et et enmeteeaesteeraeeteeneeseesssnneseeseeas 196l
3)! (1)-(2R)-Hydroxy-(3S)-isopropenyd5,5-bis(benzylcarboxylate$-(10,4Bioxaspirojtrans
bicyclo[5,3,0]decan@39 (R = COBN).....ccieeieeieeeeie et eieeee et et eteeaeste et enetessaesaeereestesreestesrsnmnsaeseeas 197
4)! (1)-(2R)-Hydroxy-(3R)-isopropenyl5,5-bis(benzylcarboxylate$-(10,48ioxaspirojtrans
o1V ol [o] SR ) [ L= o= 1= SR 198

Xli



Studies towards the Synthesis of Guaianolide and PseudoguaiaBS&étiton

5)!  (1)-2-Oxo-(3R)-isopropenyl5,5-bis(benzylcarboxylate$-(10,4@ioxaspirojtrans

o103V o (o] LS TRC F0] [0 [=Tox= 1o ST PP OPPRPP PR 199

V) DeCarbOXYIAtiON ........eeeiiiiiiiiiii ettt e e e et e e e emmme e e eaaees 200
1) (1)-trans-2-(63(50,58is(carboxylic acidhex2Gene)}3-(10,2diacetoxyethyh

CyclopentanonN@L7 (R = COBN).....cvceieeeeeeee et eteee e te ettt te s eaeaseseesestesteete et e s essennasesessesensans 200!

2) (1)-trans2-(6Q(Hex-2Gene))3-(10,2d@iacetoxyethybeyclopentanon80 (R = CQBn)......201

] (=] €= o L 203

Xiii



Studies towards the Synthesifthe Guaianolide and Pseudoguaianolide Skeleton

CHAPTER I:

INTRODUCTION




Studies towards the Synthesifthe Guaianolide and Pseudoguaianolide Skeleton

INTRODUCTION

Syntheses of bioactive natural products have always been inteliestieglicinal research
for several reasons. First of all, it providas elucidation and a verification of the structure
established directly from the extract of thatural sourceModificatiors of the actual natural
compound carbe performed by controllinghe synthesis andllow the development of new
properties with studies on the structamivity relationships. Therefore, aynthesis can widen
the study ofthe natural molecule by agasier access to homologues. Indedthnging the
different moieties aund a molecule, coupled with biological studies, allows us a closer
understanding of the biological mechanism. The starting natarapoundcan be modified in

order to increase i@ctualproperties (absorption, side effectsE) and activities.

Towards thaaim, the Page group has been involved in the synthesis of the tigliane and
diaphnane skeletons characterized by tricyclo[9.3/fidiradecane coresrigure 1).! Among
those natural compounds are the esters of phorbol, which are very potarcioogens or

tumour promotergFigurel).?

SO0}

tigliane skeleton diaphnane skeleton Phorbol guaiane skeleton

Figure 1

More recently, studies of another family, the guaianolides and pseudoguaianolides, had
been started in our laboratotyThat family is composed of hundreds of active natural
compounds and characterized by a simpler bicyclo[5.3.0]decane core, for example the guaiane

skeleton Figurel). The approach to that core may allow us to access several natural products.

The following chaters briefly introduce the reader to the guaianolide and
pseudoguaianolide families; describe the actual work performed during this Doctoral research;

and conclud with the experimental data.
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| ) Guaianolide and pseudoguaianolide families

1 )Generalities

Sesquiterpendactones constitute a large and diverseugr of biologically active
chemicals that have beeddentified in several plant spes. For example, in the famyil
Compositagicommonly known as the sunflower familghey can cause allergic reactions and
can be toxic for animalsif overdosed, particularly in grazing livestock. Under specific
administrationthey can work as drugs for their asitifammatory and aitancer effecté.Plants
containing sesquiterpene lactonesébeen used imodern andld civilizations(People from
developing countries in rural areas like India or Argentioajreat certairmedical problems
such as diabete, cancand peptic ulcet Sesquiterpenéactones number thousands natural
compound$ Among that family guaianolides angseudoguaianolides can be fouffigure 2
and Figure 3). They are characterized by a bicyclo[5.8diJane core with a-embeed ring
lactone on the -embereding as shown irFigure 2 A 5-membered ring lactonis generally
fused on the carborisand 3 or 3 and 4 on thenlembered ring with the single bond carbon
oxygen being on the carbon 2 orthis! -methylere-"-lactonemoiety in the structurbas been
shown to be essential far significant cytotoxicity, and in most of the cases, the pEseh a
ketone on the Bnembered ring has proved enhancehis bioactivity.” The ketone has been
observed on althe differentcarbonsof the 5membered ringcarbons 8, 9 and 10Repinand
thieleaninare representativesf the giaianolide familyas isdehydroleucodin. Aromaticin and

coronopilin are peudoguaianolide

0]
o\

Z9H

HO!-

guaiane skeleton
bicyclo[5.3.0]decane

pseudoguaianolide skeleton . h
bicyclo[5.3.0]decane aromaticin coronopilin

Figure 2
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2)Theory for the biosynthesis of guaianolides and pseudoguaianolides

Nature hagprovideda very wide diversity ohatural compounds. Most of teproducts
are thought to have common origins and a very limited number of routes for their
biosynthese&® For example, terpenes and terpenoids in superior isrgarfind their origin in
mevalonic acidwhile, in lesser organismthey derive fronil-deoxy-D-xulose5-phosphate. For
the sesquiterperfamily used by superior organisms, the common origin was fowuibeeither
in farnesyl pyrophosphatd=PP inSchemel) or nerolidyl pyrophosphaf8.Because of their
interesting biological activities, several fundamental aspects of the biogenesis of sesquiterpenes
were studied and are now well known (influence of enzymes and genesdtigtfer them)®
The terminal biognesis of differentatural products responsible for the great structural diversity
of compounds has been rarely studied aradettare still many unanswered questions on the
mechanism responsible for generating such a diversity of molecules. However, one or two steps

of the biogenesis process can be performedtro.

guaianolides

N XN 0] elemanolides )
— O —= | seco-germacranolides
_ _ cardinanolides
OPP eudesmanolides
1 2
(0]
/ _— O
3

/ —— O
_— O
=
4
/ \
o]
FPP o

Schemel®

trans,transGermacradienel(in Schemel) is obtained by direct cyclisation tins,trans
FPP which underggsan enzymatic oxidative modification to afford the corresponding la@one
(Schemel). Fromthe first biogenetic stagéur different @nformations have been isolateyq:

heliangolides ), melampolides4) and Z,Zgermacranolidess§. Fromthe second stage, for the
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transtrans-germacradienéactone(2), five different types of skeletons are produc8dheme2
shows the ring closure suffered bgn epoxide ofrans,transgermacradienéactore to afford
guaianolides on the second stagead 7 in Scheme2) and the methyl migraticoriginaied

pseudoguaianolides on the third stagen(Scheme?).

Scheme2®

3 )Biological activities

Guaianolides and pseudoguaianofidare a very wide group of natural products
comprisingmore than200 varieties knowmo date The large variety of that family arises from
additional functionalities on the fiveembered ring and the severembered ringKigure 3).
Those natural compounds have showna wide range of biological activities sucls a

7b,7¢c,9a,9b

cytotoxicity, and high antitumouraf, contraceptivé? allergenic®®

antischistosomal
anhelmintic® antiinflammatory™ growth plant regulator activities™ Studies of
sesquiterpenes against numerous twmmodels have shown that the presence of lthe
methylene'-lactone was a conditiosine qua norfor biological activity and tht theexocyclic
double bond was essential foytotoxicity.” However, the presence of cyclopentenone appeared
to produe enhanced cytotoxicity but dts own, that moiety in sesquiterpenes displayed no

significant activity™ "
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4 )Some guaianolides and geudoguaianolides

According to the developed pathway in ogmoup' we focugd on the transfused
perhydroazulenging systems A carbonnunmbering of the guaiane skeletowas shown on
Figure 2(p3). We looked for atrans relative stereochemistry a1 andC7, and an Aldeene
cyclisation would give the framework for a lactone betweg&a andC3 (numbering orfFigure 3.

WO,,_ H o{
(e} AR
H

The ketone moiety would be originally @8.

arctolide vernofexin
o 0 o o O O: ;
Q 0. O (o]
coronopilin 3-hydroxydamsin damsin ambrosine
e 7\

2-0x0-15-hydroxy-guaia-

2-0x0-8! -methacryloyloxy-guaia- 2-0x0-8! - licovloxy-guaia-
| '1(10)3,11(13) trien-12,6" -olide | | < T(10).3 11(13)-trien-12,6" oide | |_1(10)3,11(13)-trien-12,6" -olide |
B B HO | = HO 4 =
(0]
le} (6]
mexicanin E mexicanin |

0
%Q H =

HO

plenolin . . . L
chamissonolide arborescin rupicolin B
| ——
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xerantholide

8-deoxylactucin

o
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e 3\ N\ e N\
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Cl Cl
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Figure 3
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Il ) Dehydroleucodine

(0]
dehydroleucodine

Figure 4

1 )Generalities

DehydroleucodingFigure 4), a sesquiterpene lactoneas first extracted by Giordano
from the aerial part ofArtemisia DouglasianaBesser Ricture 1*%).'* Artemisia Douglasiana
Bessey from the Asteraceadfamily, can be found in the northern Baja in California and in
Argentina®? In the USA, it is commonly called Douglas® sagewort or mugwmdrin Argentina
it is known as OmaticoO.

Picture 1

A hypothesis on its origiwas proposed by Keclet al. in 1946.*? Indeed, Artemisia

DouglasianaBesser, a hexaploid species of inland valleys and moderate ativmldd found
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its origin from amphdiploidy (addition ofthe chromosomes) othe costal diplml species
Artemisia SuksdorfiPiper and the interior mountain tetraplofdtemisia Ludoviciana\utt.
Artemisia Douglasian®8esser combines the essdntharacters of its presumed parents, and its

environment is in an intermediate area between theiesang

The first report of its occurrence in Argemdi was in 1967 by Ariza Espinalt was
probablyimported into Argentina through Chilé:*2

In Argentina,Artemisia Douglasian@esser is popularly known as OmaticoO, and is used
in tradtional medicine for stomachachédjarrhoea intestinal infections and wounds. The
OmaticoO is generally used in an infusion of the boiled leaves. Such popular use promptec
pharmaticological studies of that plant and the extraction of the active molecule,

dehydroleucodiné?

2 )Extraction, isolation and characterisation

Aerial parts of Artemisia DouglasianaBesser were collected and -diied. This aidried
material was extracted with chloroform by soaking it in the solvent at room temperature for 48
hours (3 imes). Thecombinedorganic extract were concentrated, diluted in 95% ethanol and
extracted with 4% aqueous lead(lV) acetate solution. The aqueous exdsdittened through a

pad of celite and concentrated to dryness under vaclibhe.crude mixture wase-extracted

with CHCL (3 times) and the solvent was evaporated under reduced prédseinesidue was
purified by flash column chromatography (ethyl acetate/hexane gradient) and afforded
dehydroleucodiné? The purification allowed the isolation 8fg of dehydroleucodinérom 1 kg

of cell culture®

In 2003, Penissi succeeded in elaborating a @ffisient method based on HPLC to detect and
quantify dehydroleucodine present in plant extrat®he airdried material wagxtracted with
acetone (6times) at room temperature, and concentrated under reduced preAssteck
solution was prepared from the extract by its sonication in DMSO at room temperature for 2 min
before its injection in HPLCThe free form of dehydroleucodine was found to be uswadigk
chromophore and electrochemically inactiV@erefore, HPLC was combineavith postcolumn
o-phthalaldehyde automatic derivatization to increase the detectalilitye natural compound
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and fluorescence detection using 360 excitation and measuringmission at 450 nmin
optimal experimental conditions, dehydroleucodst®weda welldefined chromatographic

peak with a retention time of 7.230.04 min(Figure 5) This method allowe®5%  recovery of

dehydroleucodine
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Figure 5: Chromatographiprofiles of dehydroleucodine at different concentrations: (A) Low (B) Medium (C) High

concentratioa

The extractionand purificationof dehydroleucodine permitted its identificatidR #max /cm*
1780, 1695, 1635, 1625; Mp = 13; *H NMR (CDCk) $8.6(m), 7.8 (m), 7.7 (d), 7.6 (s), 7.15
(m), 6.4 (m), 4.53 (d), 3.9 (dq), 3.88 (4).

3 )Biological activities

Artemisia DouglasianaBesser orOMaticoO is well known in Argentinean traditional
medicineto exhibit gastric cytoprotective activity and to treat sores in external applisafion

After further studies, dehydroleucodine was confirmed as gastric cytoprotectivebatié was

1C
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reported as well for its adliarrhoed activity and its inhibition of the enzyme P450 aromatase,
which belongs to the superfamily of cytochrome P450. Térisinal enzymes responsible for

the convesion of androgens (e.g. testosteroned inéstrogenby oxidation reactions

a. Cytoprotective agent against ulcer

In Argentina,folk medcine uses maticin aninfusion of the boiled leaves to trepeptic
ulcer. Preliminary studies on the aqueous extractAdemisia DouglasianaBesser showed
reproducible cytoprotective activity against ulcerogenic agsunth asabsolute ethanol in rats.
Those preliminary results led to the extraction and isoldtiprGiordanoet al of the active

molecule, a sesquiterpene lactone of the guaianolide fageftydroleucoding?

Giordano et al reported dehydroleucodine as having a cytofective effect. The
comparison of the natural compound wilfferent sesquiterpenkactones revealedthat the
presence of -methylene'-lactone isessentiafor the obseved antiulcerologenic activity, while
the %unsaturation othe ketone is not necemy. However, thi€ssubstituted cyclopentanone
moietyis a requirement foother activities such ake antitumar, antimicrobialand antifeedant

properties™

Further studies on the mechanisirthe antiulcer action oflehydroleucodindave shown
that oral administration othis drugprovokesa gastrointestinal cytoprotective activit§ and
prevents gastric lesions induced by various negingtiagentssuch as absolute ethart8 This
protective effect can be partially explain by the ability of tladuralmolecule to stimulate the
mucus production. It prevents the depletioeiodlogenous dopamiad the release skrotonin
(also called hydroxytryptamine)which are both neurotransmitters involved in pathogenesis of

peptic ulcers”

Mucus plays an important role in therotectionof the gastrointestinal mucosayainst
aggressive environmenaused bylifferent factors such adress or acidic and peptic secretions
Dehydroleucodine indusean increase of the thickness of that mucus |aged therefore

improvesthe gastrointestinal protectidff.

11
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Mast cells can be considered as OalarmCbeelisise they are part of an early warning
system These cellsdetectthe presene of foreign substances the mucosa antrigger the
appropriate inflammatory respon$® Dehydroleucodine has been observegrmvokechanges
in mast cellmedanism. It could prevent theleaseof histamine and serotonin, two valuable
markers of mast cell activatioand thereforereduce the intestinal damages induced by neerosis
inducing agent&™

b. Antidiarrhoed activity

Diarrhoeais a major health problem. It remains the second leading cause of death among
children under five years old, just after pneumdfislost of the drugswhich areusefulagainst
diarrhoeaare not accessible to everyone, especially in developing countries where it is the most
needed.Indeed, up to 17% of children deaths in the paediatrics ward are due to diarrhoea

diseases’

In Argentina, Matico is used againdiarrhoea The dehydroleucodine amtiarrhoea
activity was explored and confirmed with studies on mice andté#tinhibits the intraluminal
fluid accumulation an@gmall intestinal motilityin mice. This effect is mediated, at least in part,
through tke ! ,-adrenergic systepwhich influence adenylate cyclasesnzymeinvolved inthe
outsidein signalng cascadeHowever, the exact mechanistamains uncleadue to a large
number of parameters to consider suchttes behaviour of sensorgervesor hormones
Nevertheless, those results alltive conclwsion that delydroleucodine could represenuaeful

tool in relieving gastrointestinal colic amtiarrhoeaas reported in folk mediciné

c. Aromatase inhibitor

Some sesquiterpenes lactoneave beeninvestigated for their action as aromatase
inhibitors?! Aromatase is the enzyme that synthesizes oestrégematase inhibitors can be
used as drugs to treat breeahcer and ovarian cancer beftremenopausdt mayalsotreat or
prevent gynaecomastfavidening of male breast tissu@)men. Aromatase inhibitors are used to
block oestrogen production or its action on recepemdaretherefore used to treat the diseases

that requireoestrogen to grow.

12
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The guaianolides 18pi8-deoxycumambrin B, dehydroleucodine and ludarigire 9
were found to be the mosictive among the sesquiterpefeetones screenéd.10-epi-8-
DeoxycumambrirB and dehydroleucodine acted as type |l ligatalthe heme iron (directly
bind to the iron atom) present in the active site of aromatase cytochromé'F4&9. failed to
affect the cholesterol siehain cleavage enzyme activity on human placental mitochondrias
which show a better specificity than aminoglutethimide, @nstaroid drug currently marketed
by Novartis to treat breast cand®rinhibiting the synthesis of steroids from cholestéfdihat
activity led to further structuractivity relationship studied.-Methylene"-lactone affects the
cytotoxicity, and reduction of th&sunsaturation of the lactormes not affecthe antiaromatase
activity, but does eliminateéhe cytobxic activity of the molecule. Asymmetrieduction of the
exodouble bond of thé-methylene"-lactone moiety of 1@pi8-deoxycunambrinB by sodium
borohydride gave 11%1,13-dihydro-10-epi8-deoxycumambrin B which showe an activity

similar to aminoglutethimid&

10-epi-8-deoxycumambrin B Dehydroleucodine Ludartin
ICs0 =7 UM ICs = 15 uM ICgq = 55 UM
Figure 6

Cytochrome P45@romatase failed to crystallizecause of its solubilisation resistance.
Consequentlyseveral threedimensional models weruggestedand one of the most complete
and detailed modebf cytochrome P45@romatase was proposed by GraHarence in 1995°
Figure 7representsa threedimensional model of thbinding of sesquiterpene lactone -&pr

deoxycumambrinwhite sphere L) or steroid (blaslphere S) with cytochrome P450 aromatase.

13
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In that model, Blancet al.proposeahe following interactions$?

- The lactone at @2 of L coordinate wtih the K473 (lysine) of the aythrome P450

aromatase;

- The hydroxyl group at €0 is %oriented and binglthe heme iron present in the

aromatase active site;

- Reduction of the conjugation of the lactone moiety of L produces a more apolar region,

which fillsthe hydrophobic pocket predicted for the aromatase active site.

Hydrophobic pockets

Figure 7%

The aromatase P450 inhibitory action of dehydroleucodine prompted a study of whether or
not it affects the reproductive tract in mafé3he results suggesd that dehydroleucodine does
not affect the plasma concentration of testosterone and oestfadialal hormonesand does
not affecttesticular activity, whereas alters several epilymal parameters. The epiditys, a
narrow, tightly coiled tubds a part of the male reproductivessgm. Spermatozoa are achieved
and stored in the epididymfs.

14
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d. Anti-obesity potential

Obesity is a worldwide health problem, whibhsexploded overthe last decads. The
World Health Organisatio(MWHO) consideed obesity as the fifth leading risk for global death
(2008)%° On a global scale, it has reached epidemic proportions with more than 1.4 billion adults
overweight and up to 500 million of them clinicattgnsidered as obese. Overall, more than one

in ten of the world®s adult population is olf&se.

Numerous studies have tried to assess the impact of obesity tn Results have shown
than it can be associated with multiple pathology especially diabetes, hypertesttoartritis
and heart diseagé

The main way to treat overweigpatientsremains a strict diet and physical activities if
possible” Until 2010, obesity was treated by two different types of drugs, in addition to diets
and physical exercisé8.The first one inhibits pancreatic lipase, which reduces intestinal fat
absorption. The active chemical is tetrahydrolipstatin also known as orlistat and marketed as
Xenical or Alli (Figure 8. The major side effects amteatorrhea (excess of fat iaefes),
incontinence, abnormal flatulence and bowel movements. A reduced dior less than 15
grams of fat per meal, is recommended dutheytreatment and should miniraithose effects.

The other one, marketed from 1Q9s an anorectic or appetite suppressant. The molecule is
called sibutramine and commerciail under the name of Reductin Europe (Figure §.
Sibutramine was withdrawn from the market in 2010, in Europe and atlost countries,

because of importarfrdiovascular side effects (increased risks of heart attacks and strokes).

0]
| 06H13"' (0]
N
| N ~ Cq1Hzs
7 Sibutramine H
cl \( 0._0
Orlistat /kI
rlista NH

Figure 8
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Currently, the only chemical appred by the FDA (US Food and Drug Adminitration) and
the EuropeaMedicines Agency is orlistat. Because of the adverse sidesifitsprescription is

recommended for obesity only when the drug benefits outweigh the risks.

The high costs and theazardous side effects of thidsug for obesity treatment prompted
research to explore new potential dragsl especially natural prodscoriented through new

mechanisms of action against obe$tty.

The adipogenesis is the process through which adipcgtdls responsible for the
accumulation of fatand thus, the possible development of obesitg,formed. This process is
well understood and involves several alifferentiationstefs. Inhibition of this differentiation
processmay prevent or treat obesityStudies have demonstrated that dehydroléinen
significantly blocked it by a dramatic downregulation of the expression of adipogenic
transcription factoré’ Adipocytes, also called lipocytes or fat celisnétionas energy storage
(fat storage}® Inhibition of the preadipocyte differentiation process should lead to a decrease of
adipocyte quantityandthereforethe body should store less.fat

A significant decrease of lipid dropletccumulationwas observedipon addition of
dehydroleucodineto the mediun?’ The mechanism ofction of this drugis not clearly
determinedbut an attenuation of the production of transcriptional facRiPAR' and GEBP ,
during adipogenesis has been observEde inhibition is doselependeat, but at too high
concentration (>10uM), dehydroleucodine causes cell toxicity. Studies have shown the
importance of the! -methylene'-lactone for the preadipocyte differentiation evérough
dehydredehydroleucodine (reduction of the conjugated double bond on the lactone moiety) has
also showrblockadeof the formation of adipocytes. However, the yiioleucodine derivative
exhibited al0-fold decreasen this effect The results suggested that omyspecific epimer

might be responsible for that activity.

Dehydroleucodine inhibition on adipocyte differentiation suggtst it can be considered
as potential therapeutictreatment for obesity oas obesity prevention.With regards to those
results, the scope of obesity drugs may be enlarged to other natural products that inhibit

adipocyte differentiation.

1€
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lIl') Synthetic approaches towards the bicyclo[5.3.0]decane core

The wide range of biological activities have motivatgdtisetic researclon thebuilding
of the bicyclo[5.3.0]decaneskeleton Figure 9 and many routedowards this corewere
developed”® It is a common framework to several natural products. In the isesmgne group,

eight differentsubgroupgeature thiscore.

A plethora of approaches have been publidioedccesshe bicyclic terpene ring system,
often even before completion of the total synthesis. From all those studies, three general
approaches can be pointed out. The first one is a synthasésl onstrategic disconnection
identifying a linear commercial chemicalfollowed by a cyclisation (in 1 or 2 timesj**° The
second methods to build around a prexisting ring, 5 or 7-membered ringfunctionalized

and/or chiral if necessaf*' The last method is remngementrom arother ring syeem 332

pseudoguaiane

daucane

guaiane
isodaucane nor-guaiane

africane
aromadendane

lacturane

Figure 9

Figure 3 shows examples of molecules from the guaianolide and pseudoguaianolide
families. More than 200 natural compounds from those families have been described to date.
Because of the wide scope loiblogical activities, guaianolides and pseudoguaianolides have

arougdgreatinterest fom biologists, analytical chemists and synthetic chemists.
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Syntheses of natal compounds allow biologists better understanding ofstbdies of
biomolecular mechanigs of pathologieand ofstructureacivity relationship (SAR)Moreover,
natural moleculesprovide lead structures for drug research and their synthesis sallow
modifications of thee structure in order to increase biological properties or to avoid any
toxicity or undesirable side effects. Besides, configuratainsatural compounds are not always
clearly establishedndthus,their synthesis helps with the confirmation of that stereochemistry.

In the following sectionsome methodologies already usedsymthesizeguaianolidesare
briefly explored. Syntheses of a pseudoguaianol@hémes), a guaianolide $cheme Gand

Scheme7) and the first total synthesis of the phortiatiieme8 andScheme9) arediscussed.

1 )Building around a pre-existing ring

a. Overview

Starting from &- or 7-membered ring, different cyclisation kejeps have been studied.
Tanis used an electrophilic substitution to close thmembered tmbtain the 5,7fused ring
system with controbf the fusion stereochemistry (equatibrScheme3).>! Reisersuggested a
ring closing netathesis (RCM) to close themembered ring and obtained a 5;WySed ring
system (equatio® Scheme3).*® Many othergroups used the RCM approach for the-fiiged
ring system building®*"**% Severalgroups worked on the synthesis of englerin, some of them
choosingan enolate addition for the cyclisation method. Wttifferent synthon, Nicoladt'
(equation3 Schemed) and Lir?¥ used an enolate addition to cyclise thmé&mbereding, and
Maier followeda similar key stefo create the ring junction from a-b@embered ring” Depres
published an example of cycloadditjdallowed by a ring expansion #ise key steps (equatiofh
Scheme 3) in the synthesis of geigerff. Majetich syntheized ¢)-graveolide and

(+)-aromaticin®*

the perhydroazulene framework was obtained after Michaelisayioin
throughan allyl silanebased anration (equatiorb Scheme3). An elegant heterDiels-Alder
reactionwas a key step in thiusion of the 5 and 7membered rings (equatidhSchemes) in
the synthesis of+)-dehydrocostus lactone and)<estafiatin by Rigby* The methodology we
used(vide infra) an Alder ene cyclisation to obtain thenémbered ring, was described in 1993

by Kuroda®*
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0
BF;.OEt
/1 2 (1)
64 %
[Ru]
— 2
48 %
KHMDS
— (3)
77 %
CO,Et
ciecocl ©
o, @
Zn-Cu, POCl3 cl 52 % overall
cl H Cl
EtAICI,
— (5)
80 %
o)
T™S O ome
OMe H
BF3.Et,0 :
— (6)
N 92 % :
0 H
Scheme3

b. Example: synthesis of damsin by Money

In 1979, Schlessingeeporteda synthesisf damsinfrom a hindrane ring systefiMoney
describedanother approachto afford damsinin 1996 Scheme4).>*** He useda different
pathway to prepargéhe synthon21 from (&-camphor Then, he employed SchlessingerOs
methodology fom 21 to damsin22.3®

The synthesis started from the commercially availajecdémphor9. ! -Bromination to
the ketone wafirst performed then two further brominations wecarried out andfinally the
bromine! to the ketone was removed using a metal redudtiagive 10. An efficient cleavage
in basic conditions provided the monocyclic hydrester 11. The primary alcohol was
protected using a silyl group give 12. An oxidative cleavage of the carboarbondouble bond
afforded the ketonewhichwas protected with ethylene glydol 13. The ested3 underwent a

stereoselective alkylation with allyl bromideproviding a new ester 14 as a single
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diastereisomer in 986 yield. The esterl4 was reducedand the resulting alcohdl5 was
converted to thenesylatel6. The mesylate groupas displaced bg hydride to yield the methyl
moiety. The carboicarbon double bond was converted to the leetbhusing WackefTsuiji
oxidation. The primary alcohol was depected and oxidised using Swern conditiongit@ the
aldehydel8. An aldol additionfollowed by a dehydratigrprovided the ,%unsaturated ketone
19. Finally, the ketone was unmaskégi0), and a stereoselective reduction was performed to

afford thedesired syntho@1 en routeto damsir22.

H H
Br g - ¥ ~CO,Me
a-d ef CO,Me  hji 2
Br 2
O —— O —— —_—
%OR Oq:OTBDPS
0]
9 10 R=H M k/ 13
( =
g R=TBDPS 12
OR
k
-
\
OTBDPS

R=H 15
|
<R=MS 16

HO

Scheme4

Reagents and conditions(a) Br,, HOAc, 80iC [80%] (b) Br,, CISOsH, 5h [75%] (c) Br,, CISOzH, 5 days(d)
Zn, HOAC:Et,0 (1:1), 0 {C [60% over 2 steps] (e) KOH, DMSGH,0 (9:1), 90iC, [85%)] (f) K ,CO3;, DMF,
CH3l [94%)] (g) TBDPSCI, imidazole, DMF [95%](h) Os, CH.Cl::MeOH (1:1), &78 iC; Me,S, &78 {C—RT
[92%] (i) (CH2OH),, p-TSOH, C¢Hg, reflux [92%)] (j) LDA, THF, &78 iC; H,C=CHCHBr, &78 jC—RT
[95%)] (k) LiAIH 4 THF, 0 iC [96%] (I) MsCI, DMAP, EtsN, CH.Cl,, 0 {C [97%] (m) LiEt ;:BH, THF; 3m
NaOH, 30% H,0, [88%)] (n) PdCl,, CuCl, O,, DMF:H20 (9:1) [91%)] (0) TBAF, THF, reflux [90%] (p)
(COCI),, DMSO, CH,Cl,, &78 {C—RT [95%] (q) 10% KOH, MeOH, 12 days; MsCl, DMAP, Et;N,CH,Cl,, 0
iC; DBU [70%)] (r) 1M HCI, Me ,CO [90%] (s) NaBH;,, EtOH, &10{C [87%)].

The overall yield to the synthdtl, following the route desibed by Moneywas8% over

17 steps? Damsin was synthesized in 246overall yield following tfs route.
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2 )Rearrangement of other ring systems

a. Overview

Ring rearrangements is another way to access the bicyclo[5.3.0]decane framework. Several
reactions can result in rearrangement of the azulene ring system. One of the first rearrangemen
methods used was the solvolysis of mesylate (equéfjpBchemes).*2*® The 5,7-fused ring
system can also be accessed through free radical chemistry by ring extension (e@uation (
Schemes)** or transannular cyclisath (equationq) Schemes). 332 Ring extension through
addition (equatior{4) Scheme3),*" thermal®® photochemical (equatiori@) Scheme5)*? and
basic or acidic (equatiofl1) Scheme5)®® conditions were also used pwovide access to the
azulenic ring system. The bicyclo[5.3.0]decane ringesystan also be reached through based

induced rearrangement of perhydron&galgnes équation(12) Schemeb).

AcOH, AcONa, A

7 —_—
] 80 % J
: H o
H H
H 0 BugSnH, AIBN
cl - ®)
- 74 %
H
O
HO

(7)
H ’//\/ Br
= BugSnH, AIBN

60 %

9

H N hv, quartz H
' -— (10)
o 76 %
H

H H 1) PCC H
' 2) BF,.0Ft
)43, 2 (11)

77 %

sodium t-amylate
—

87 %

(12)

Schemeb
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b. Example: ynthesis ofarborescin by Ando

In 1982, Ando reported the synthesis of arborescin fresantonin23.3®> The ynthesis
startedwith the allene reductiof 23 to afford the saturated keto@d4. Thecarbonyl compound
24 was! -brominated and its dehydrdoromimation gave the ! ,%unsaturated keton26. The
MeerweinPonndor{Verley reduction of 26 allowed the formation ofa mixture of allylic
alcohok 27, which underwent an allylic rearrangememder acidic conditionso afford the
desired allyl alcohoR8. Oxiddion to the unsaturated keto@8 and subsequerthylene glycol
protection vere performed enabing a rearrangementf the double bond to a more stable
trisubstituted on&0. The carborcarbon double bond was epoxidised stereoselectifalgwed
by a rajioselective opening to give the allyl alcol®@ with an exocyclic carbeuarbon double
bond. A catalytic hydrogenation of that carbzarbon double bond provided the metbsdupas
a single isomein 33. The secondary alcohol was protected using bergroyip andthe ketone
was unmasked and subsequently reduced to the alcohol as a 2:1 365 favour of the
desired isomer 36. After mesylation, a solvolytic rearrangement gave a 2:1 mixture of
endoexayclic olefins 38:39. This mixture was epoxidised to afford a new mixturetiofee
epoxides4(:41:42 and the exocyclic double bondompound39 from the starting material (a
total of 4 separableproducts). The desirethepoxide40 was separatedts secondary alcohol
was deprotectetb give42, converted tat3 and finally dehydrated to afford arboresdif The

overall yield for thissynthesisdescribed by Andowvas 0.2%over21 steps

Scheme6

Reagents and conditions(a) H,, Pd/SrCQOs;, EA [34%)] (b) Br,, CHCI3, 0iC [63%)] (c) LiBr, Li ,CO3, DMF,
120 {C [85%)] (d) AI(Oi-Pr)s, i-PrOH, reflux; 2m HCI, 0 jC [99%] (e) 2m HCI : THF = 3:2, reflux [79%]
(f) CrO3.2pyr., CH,CI,, 0iC [89%] (g-h) p-TsOH, ethylene glycol, toluene, reflux, DeaiBtark [67%)] .

22



Studies towards the Synthesifthe Guaianolide and Pseudoguaianolide Skeleton

Scheme7

Reagents and conditions(i) m-CPBA, CH,Cl,, RT for 5 days[100%] (j) Al(Oi -Pr)s, toluene, reflux; 2v HCI
[99%] (k) H», PtO./C, EA [99%] (I) BzClI, pyr. [100%] (m) 50% aqueous AcOH, reflux [75%] (n) Zn(BHs),,
DME [66% of cis reduced product], the trans reduced product [33%] was oxidised and reducel again (0)
oxidation of trans reduced product : CrO ;.pyr., CH,Cl, [94%] (p) only cis reduced product used, MsClI, pyr.
[919%)] (g) KOAc, AcOH, reflux [mixture of endo:exo= 2:1, 72%] (r) mixture of endoexoproduct, m-CPBA,
CH.CI,, &1 iC [recovery of exoalkene 40%, respectively 22% d¥epoxide (desired compound), 29% of -
epoxide and 3% ofexo-epoxide] (s) performed on thedsepoxide, M aqueous KCOzMeOH = 1:1, reflux
[76%] () MsCI, pyr. [84%] (u) Li ,COg, LiBr, DMF, 120 {C [49%].
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3 )Synthesisof phorbol by Wender

In 1989, Wender reported the first synthesis of phorbaliacemic fornt® In 1997, he
reported the first formal asymmetric synthesis of photBdeverakchemists such aDaubert’

Harwood® Little,*® McMills, *° Rigby,** studiedalsothe synthesis of phorbol.

The strategy of Wender started from furfuryl alcoA6l The free alcohol was protected
into 47 and a formylation of the corresponding furyl lithiusmfforded 48. An aldol reaction
between thaldehyde48 and theN-propionyl oxanlidinone 49 was @hieved in high selectivity
(98% de). The oxazalidinone wasandormed into a N,O-dimethylhydroxylamineto give the
Weinreb amide51 and the 3butenyl magnesium bromide was added to afford dasired
hydroxy-ketone52. The ketone was reducéuato 53 with high diastereoselectivity (30.6:1). In
one pot, the more reactive furfuryl alcohol was protectétth a TMS group and the other
alcohol was acetylateid situ, while the first one was deprotecttm afford 54. The conversion
of the furan moiety into a dyldropyran moiety, @ Achmatowicz reactionwas performednd
followed by the protection of the crude hydroxypiranone \sithacetategroupto give 55. A
subsequentniramolecular oxidopyryliuralkene cycloaddition occurretbading to the desired
cycloaddut56 as a single diasterismmer. The carbowarbon double bondf 56 was reduced to
afford a saturatedketone which underwent a Wittig olefination and allylic oxygenation to
producethe Michael precursob?7. Conjugate ddition was performedeading to the desired
ketone58 as a single diasterecisomeithium phenylacetylidavas then added to the carbonyl
groupand the resulting hydroxide wgsenchedvith TMSCI to lead to the%adduct59 only. An
enyne cyclisation mediated by zir¢tdh afforded the5-membered ringwith the acetate
deprotedbn in 60. The free alcohol was then oxidised ftrm the ketone6l, which was
deprotonatedinder kinetic controto allow the addition of phenyl sulfenghloride tothe least
hindered! -carbon The sulfir was oxidised and thermal elimination thie resultingsulfoxide
afforded the acetoxy enonewhich underwent a CoreyChaykovsky eaction of
diphenylisopropylsulfonium ylide occurring on tH#face stereoselectivelyproviding the
desired tigliane62. Selective deprotection of the primary silyl ether and ozonolysis of the
carboncarbon double bond provided the diket@de Triflic anhydride was added tatvate the
free alcohalandcleavage of the ether bridgédong with the elimination of thiiflate afforded
the exocyclic carbowarbon double bonih 65. An allylic oxidation was performed byna

additionelimination sequencéeading to the desired allyliacetate68. The sixmembered ring
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ketone waghenselectively and stereoselectively reducedh®m%alcohol, which waprotected

astheacetater0. Final deprotection of the silyl ether ad acetateyieldedphorbol71.

The oveall yield of this route wa 0.86 over32 steps.

~

\
o b

OR
R=H 46
a( R-TBS 47

R=TBS 62
VCRIH 63

Scheme8

Reagents and conditionsi{a) TBDMSCI, imidazole, DMF [99%] (b) n-BuLi, THF; DMF; H ;0" [75%] (c)
Bu,BOTf, Et3N, CH,Cl,, &78{C—0 {C [98% d.e., 96% yield] (d) MeAl, Me(MeO)NH-HCI, CH,Cl, [86%)] (e)
3-butenylMgBr, THF, 60 iC [82%)] (f) DIBAL, THF, &78 C [85%, 30.6/1] (g) TMSimidazole, THF; AcCl,
pyr., DMAP; citric acid, MeOH [82%] (h) VO(acac),, t-BUOOH, CH,Cl,; Ac,O, pyr., DMAP [88%, 2/1] (i)
DBU, CH3CN [79%, one diasteresomer] (j) H,, Pd/C, EA [95%] (k) KOt-Bu, PhsPCH3Br, toluene [79%] (1)
SeQ, t-BUOOH, CH,Cl,; MnO,, CH,CI; [89%] (m) (CH,CH),Cu(CN)Li,, Et,O [83%, one diasteresomer]
(n) PhCCLI, LiBr, THF; HMPA, TMSCI [75%] (0) Cp »ZrCl,, n-BuLi, THF; HOAc [93%] (p) PCC, NaOAc,
CH,ClI; [94%)] (g) LDA, THF, &78{C; TMSCI; PhSCI, CH,Cl,, &78 iC [96%] (r) Pb(OAc) 4, benzene [84%)]
(s) m-CPBA, CH.ClI,, &0 iC (t) P(OEt);, benzene [88% on 2 steps] (u) BBC(CHjy),, CH.Cl,, THF, &78 {C
[80%)] (V) 49% HF, CH4CN, 0iC [96%)] (W) O3, CH,Cl,/MeOH, &78iC; (NH ,),CS [89%].
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Schemed

Reagents and conditions(a) Tf,0, pyr., CH,Cl,, 0iC (b) n-BusNI, CH3;CN [67% on 2 steps] €¢) Zn, EtOH,
80 iC [61%)] (d) SeQ, t-BuOOH, CH,Cl, [54%] (e) SOC}, pyr. Et,O, 0iC (f) KOAc, 18-Crown-6, AgOAcC,
CH4CN [71% on 2 steps] §) NaBH(OAc)s, THF [92%)] (h) Ac,O, DMAP, pyr., CH,Cl, [89%)] (i) MSTFA,
DMAP DABCO, CHCN, 100iC; NBS, THF [63%)] (j) Li ,COs, LiBr, DMF, 130 iC [56%)] (k) TBAF, THF,
&20iC [88%] (I) Ba(OH),, MeOH [62%].

V') Synthetic studies of dehydroleucodin&vithin the Pagegroup

1 )Retrosynthesis

To achievethe synthesis of the guainolide skeletore were interested in developing
further research work previously performedthin the group"® The retrosynthetic proposal for

this project is shown below fBcheme 10

SchemelO
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The carbonyl ene precurs@b was obtained from cyclopentenoié through four key
steps. The 1,4addition onto cyclopentenone wamllowed by a onjugated aldol addition
affording a transfused ring system. An iramolecular Alder ene reaction ofb gave tle
perhydroazulene skeletd@d, a bicyclo[5.3.0]decane framework wittc&-configuration. The -
methylene"-lactonewasrequired to bdransfused to the ‘membeed ring, so an inversion of
configuration should bperformed before any oxidation and lactonisation #&oThe keton&’'3
can be oxidised into ah,%unsaturated compound and oxidative-acdlition will afford the

desired compound2: dehydroleucodine.

2 )Key steps

a. Conjugate addition

The sequence of conjugaaddition followed by conjugate aldadldition was developed
within the group and gave access attgo steps to a highly functionalised material that can
undergo several transformations. A Michael addition of vinyl Grignard reagert
cyclopentenon&6, quenchedn situ with trimethyl silyl chloride afforded’7. A Mukaiyama
aldol reaction of a Michael acceptonto 77 afforded78. A range of Michael accep®can be
used; the criteria are that C9 needs to be functionalised and the buiding blocks t& heed
removable.

\ A\
.‘\ R
—_— —_— 9
(D Q\x
(0] OTMS (6]
76 77 (x) 78
Schemell

b. Decarboxylation

The diestemoiety incorporated in the second step as a building block could be removed at

any pointduring the synthesidnitially, we proposed tattempt the decarboxylatiommediately
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after the addition of prenyl bromide at C9 the malonyl moiety wasnly required for the

alkylation reaction:riom the protected didl9, our target washe compoun@o.

OAc
OAc
—_—
—_—
Y
O (%) 80
Schemel2

c. Alder-ene reaction

In a previousstudy, different cyclisation methodologies were attempted. The-Bidey
reaction approach was unsuccessful, wheneiial investigations regarding thearbonyiene
reaction yielded promising results, particularly whiba Lewis acids BFOEL and Yb(O'f);3
were used Thereaction coniions were screened and optimizin orer to obtainthe racemic
carbonytene product82 and83in different diastereocisomeric ratiocSdhemel3). The products
obtained have &ransfusedring configurationand,the substituents at tHe2 and C3positions

have acis relative configuration.

Schemel3

d. Configuration inversion

The lactone moiety of dehydroleucodindrens-fused to the sevemembered ring, sthe
configuration of the carbon centre bearing d@leohol moiety needed to be inverted to obtHie

transrelative configuration between C2 and C3.
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Schemelsd

e. allylic oxidation

The lactone maity wouldbe obtained through anlyic oxidation followed byoxidation
of the resulting primary alcohol to the corresponding carboxylic acid and then lactonisation

OH

O(+)84 O (+)85

Schemel5
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RESULTS AND DISCUSSION
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RESULTS AND DISCUSSION

This report covers the author’s work towards the synthesis of the guaiane skeleton. The
proposed route was inspired by the research previously performed within the group (Scheme 1)."
The reactions in Scheme 1 show the previous work (R = CO,Et) and they have been optimised

since.

OH
A gt \ 3\ \OH
87 - R o R
CuCl OsCl; / NMO
E— e >
TMSCI, DMPU sncCl, R THF/H,0 R
o] THF OTMS O o
76 77 78 88
R /\)\ lACQO
:< = pyr
R Br
OH 87 90 OAc OAc
&OAC
Amberlite® 400 ClI BulLi . R
Heor o (N
© 89

Scheme 1

Our studies were directed towards the synthesis of the tricyclic skeleton of guaianolides

such as dehydroleucodine (Figure 1).
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o]
dehydroleucodine
Figure 1

Therefore, our studies were directed towards the buiding of the lactone moiety, which was
trans-fused to the seven-membered ring. The configuration at C2 needed to be inverted, and the

five-membered ring to be closed (Scheme 2).

Scheme 2

The diester moiety 87 was used as a building block for the formation of 79, but was not
present in dehydroleucodine, and therefore needed to be removed (Scheme 3). The
decarboxylation of the diester was studied, and syntheses using other methylene malonate moiety

were attempted.
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OAc

Scheme 3

In this second chapter, the key steps of the synthesis are discussed and the author’s results

presented.
I ) Michael addition
1) History

1,4-Addition, also known as conjugate addition,” was first observed by T. Komnenos in

1883 as a side product reaction® and described by A. Michael in 1887.*

Arthur Michael was an American chemist, born in Buffalo (1855), New York,
USA.°> He could not attend Harvard University because of illness and decided
later to travel around Europe. During this period, he studied in the laboratory
of A. W. von Hofmann then R. Bunsen in Germany, C. A. Wurtz in France and D.
Mendeleiev in Russia. Returning to the United States, A. Michael was appointed
to the chair of Chemistry at Tufts College (1882) where he met and married
one of his students (1888) Helen Abbott Michael (known for her work on
chemical properties of plants). He worked in his self-constructed laboratory
with his wife in the Isle of Wight in England (1889), came back to Tufts
College (1894) and became Professor of Chemistry at Harvard University (1912).
He died in 1942. Even though Arthur Michael was working with some of the
greatest chemists of his time and got excellent positions, he never obtained
any university degrees.
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HsCOC

O
- COCH; CO,Et
ome *+ @06 — 0 (1)
Na CO,Et
OMe
R, EWG Ri1 Re
EWG
H R Nu
2 3 ©) R
or +  Nu > or R ° @)
1
R,——EWG
1 Nu/\wEWG

R, Ry, Rz = H, alkyl, aryl
EWG = aldehyde, ketone, ester, amide, nitrile, nitro, sulfoxide, sulfone, phosphine, phosphonate, heteroaryl

Scheme 4

The Michael addition was first reported as the addition of an enolate to an a,B-unsaturated
carbonyl compound at the B-carbon (Equation 1 Scheme 4). More generally, it is referred as the
addition of a nucleophile to an activated alkene or alkyne (Equation 2 Scheme 4). The Michael
donor (nucleophile) can be derived from the deprotonation of an activated C-H bond such as in a
position of nitrile and carbonyl (aldehyde, ketone, malonate) compounds, or from organometallic
compounds, deprotonated heteroatoms, etc. The Michael acceptor is an a,-unsaturated electron
withdrawing group. The unsaturation can be an alkene or an alkyne and the electron withdrawing
group, an ester, an amide, a nitro compound, etc.’ This reaction is a very convenient process for

the creation of C-C bond and is commonly used in total syntheses.

In this section, the conjugate addition of organometallic nucleophiles is discussed, in

particular the copper-catalysed conjugate addition of Grignard reagents.

2) Conjugate addition of organometallic compounds

1,4-Addition can be promoted by principally three parameters:

(1) Deactivation towards 1,2-addition;
(2) Steric hindrance and reaction conditions;

(3) Oriented by coordination.
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a. Deactivation of 1,2-addition

— Towards 1,4-addition

1,2-Addition and 1,4-addition are two different types of nucleophilic addition. 1,2-
Addition is the common pathway and generally occurs on carbonyls. Simple alkenes are not
reactive but can be activated with a carbonyl group whose nature can favour one pathway over
the over. Generally, highly activated carbonyls react in 1,2-additions, whereas less reactive
carbonyls mainly afford 1,4-additions. Therefore, the compounds containing carbonyl groups

and reacting in 1,4-additions follow the order below:

Amides < esters < nitriles < ketones << aldehydes.”

1,4-addition 1,2-addition

For example, addition of organolithiums to o,f-unsaturated aldehydes led only to 1,2-
additions, whereas addition of the same organolithiums to o,B-unsaturated ketones or nitriles

could give both 1,2- and 1,4-additions.

o n-BulLi, -70 °C o
THF, HMPT
\)J\NHMe 75 % n-Bu/\)J\ NHMe
Scheme 5

In 1941, early studies from Kharasch and Tawney showed that addition of a catalytic
amount of metallic halide could change the result of the reaction (Scheme 6).” They reported that
the addition of methylmagnesium bromide to isophorone with a catalytic amount of copper(I)
chloride (1%) afforded principally the 1,4-addition product (82.5%). Twenty years later, the
reactive species was demonstrated to be the organocopper.® In 1941, a screening study found that
several metals (R;Al, R,Cd, R,Zn) provide exclusively 1,4-addition adducts.” Since those
studies, conjugate addition of organometallic compounds has been extensively used to create

carbon-carbon o bonds.
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H,C_ OH CHs

+
Q o)
+ CHzMgBr CucCl
CHj3
CoCl,
H;C_ OH
Scheme 6

— Reaction conditions

1,4-Addition usually generates kinetic products, while 1,2-addition forms thermodynamic
products. Kinetic conditions such as higher temperatures and excess of organometallic reagent
increase the rate of formation of the 1,4-adducts over the 1,2-adducts.10 The use of more polar or
more basic solvents and the addition of polar co-solvent can also favour the Michael addition.
Minimizing the counterion effect promotes the formation of solvent-separated ion pairs, so an

electron transfer effect takes place, thus promoting 1,4-additions."’

@ g Q * @"B“
(@] t-Bu O

OH
t-BuMgCl, ether, 25 °C 70 % -
t-BuLi, ether, -78 °C - 100 %
t-BuLi, THF + 20 % HMPA, -78 °C 90 % 10 %

Scheme 7
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— HSAB theory

The HSAB theory, which means Hard and Soft Acid and Base, is used to explain the
stability of compounds, reaction mechanisms and pathways where other theories failed to give
explanations. The notion of acid/base refers to the Lewis acid/base properties and not the
Bronsted acid/base ones. The soft/hard properties are not to be confused with strong/weak
properties of acids and bases. Pearson introduced the theory from 1960 to unify the reactions of

organic and inorganic chemistry.'?

O
~—— Hard electrophile site RMgBr = Hard carbon nucleophile

-«—— Soft electrophile site R,CuLi = Soft carbon nucleophile

Figure 2

The principle of the theory is that soft acids or sites react faster and form stronger bonds
with soft bases or sites, and hard acids or sites react faster and form stronger bonds with hard
bases or sites.” Hard acids and bases are characterized by a small atomic radius, high
electronegativity or positivity and difficulty of oxidation or reduction. Soft acids and bases are
characterized by a large radius, low electronegativity or positivity, and ready oxidation or
reduction. The HSAB theory is especially employed to explain organometallic reactions such as

metathesis reactions.

In the case of 1,4-addition, the chemoselectivity can be partially explained by HSAB
theory. According to this theory, lithium cation is a stronger acid than magnesium cation, which
is stronger than copper one (soft acid); an o,3-unsaturated carbonyl compound is considered as a
hard site (base) at C-1 position (carbonyl carbon) and a soft site (base) at C-3. Experiments
proved that hard acids (organolithium or magnesium species) mainly attack at the hard base sites
(C-1), while the soft acids (organocopper species) attack preferentially the soft base sites (C-3).

Examples of hard acids are H', Li", Na", K, Mg*", Ti*";

b

Examples of soft acids are Pt2+, Pd2+, Ag+, Cu’, Au'.
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b. Steric effect and steric hindrance

1,4-Adducts can be obtained when Michael acceptors are sterically hindered at C-1, the
carbonyl carbon. Trityl enones 95 undergo 1,4-addition even with organolithium compounds.'*
Deactivation of the Michael acceptor coupled with steric hindrance allow the use of more
reactive organometallic species. Five-membered ring formation is preferred to seven-membered

. .. . 15
ring in intramolecular reactions.

o] R'Li, -78 °C R O R—H. Me. Ph
= 3 e’
R/\)J\Cphs 9 - 90 % R')\)J\(;phs R'=Me, n-Bu, t-Bu, Ph
94 95
B ik
CO,Et Oy OE! CO,Et
| n-BuLi, -100 °C L L
—_— —>r —_—
THF/ether/hexane o
0 o 71 % (0]
OMe N OMe i OMe
Scheme 8

c. Coordination

Conjugate addition may be oriented by coordination of the organometallic compound and
can afford a regioselective and enantioselective addition, as shown in the example below

(Scheme 9 and Table 1).'¢

i Ph]t
o__Ph 0 o_Ph o__Ph
A\ :I/ _,R'Li 4(f7<\ 4(:< ]/ H A\ ]/
Rﬁ” " THF 3 kR\\(*N R N ) R{< N~
H [ o H g HR L. H R [
MeO -78 °C \M “Me MeO
e
Scheme 9
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Cyclohexy!/ 79 %
38 %
73 %

Table 1
3) Overview of organometallic conjugate additions

1,4-Addition has seen a renewed interest with the development of tandem 1,4-addition-

electrophile trapping protocols (Equation 1 Scheme 10),'°"

and Michael initiated ring closure
(MIRC) protocols (Equation 2 Scheme 10).'*"" Additional organometallic reagents have been

considered in order to allow a wider range of functionalities on either Michael acceptor or donor.

- o) L O)@ Ri F
S “— S Re——(~COR' (1)
Ry OR' Ry OR ® Nu R
Rs Rs E
o} of? CO,R
R X . X R
\ Nu
Nu®
Scheme 10

Organometallic reagents generally react in both 1,2- and 1,4-additions; the ratio of 1,2-
over 1,4-adducts depends on their reactivity. The more reactive ones are from group IA and 1A
(RLi, RNa, RMgBr, R,Mg) and favour the formation of 1,2-addition products. However, less
ionic organometallic species from group IB, IIB, IIIB (RCu, R,CuLi, R,Zn) are less reactive and
thus more likely to undergo conjugate additions. This is a general observation, and more criteria

must be considered (e.g. additives, catalysts, reaction conditions).
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a. Organocoppers

Organocopper species are the most common reagents among the organometallic
compounds to undergo 1,4-addition. The organocopper reagents that are commonly used are
generally commercially available, but other organometallic reagents can be also employed such
as organomagnesium reagents, which generate in sifu reactive catalytic quantities of
organocopper(l) species when catalysed by copper(I) salts. This discussion is developed below
(p-49).

b. Organozincs

Organozincs can be divided into four groups: organozinc halides (RZnX), diorganozincs
(R2Zn), triorganozincates (LiRs;Zn) and a-(alkoxycarbonyl)alkylzinc halides, known as

Reformatsky reagents.

R
RZnX RoZn LiRsZn
Ban)\002R'
Organozinc halide Diorganozinc triorganozincate Reformatsky reagent
Scheme 11

Due to their thermal instability, organozinc halides are usually produced in situ from metal
insertion with halides, which also provide the less reactive diorganozincs. Organozinc halides are

inert towards various functionalities and react exclusively with enones in 1,4-additions."”

- § R'  CN
n

1— CN >

R=b o+ ¥ Rzzo R2—)—OH

R3

Scheme 12
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(CH;),CH

CeHio

| (CH3),CH |

Table 2

Dialkyl and diarylzincs have low reactivity towards o,p-unsaturated carbonyls, while
diallyl, dibenzyl and dipropargylzinc compounds are highly reactive. Addition of a [Ni(acac),]
catalyst enhances the reactivity of organozinc species (even dialkyl and diarylzincs), which react
easily with a,B-unsaturated aldehydes and enones, even with f3,8-disubstituted carbonyls that are

: 2
nert to organocoppers. 0

ultrasound enone
R-X + Li + ZnBr, ——> Ry,Zn ——>  Adduct
Ni(acac),
Scheme 13
RX enone Adduct % yield
[@) [e)
CHgl 73
CGH1oBr <;>:O (@] 40
CeH10
Ysr E>:o )\/E%O 21
=~
Table 3

Knowledge of triorganozincate chemistry and their use are rather limited, although they are
more reactive than diorganozincs. Asymmetrical triorganozincate compounds (transmetallation
from diorganozinc) enables overcoming ligand wastage by using two methyl substituents that are

inert or at least much less reactive than most ligands. Triorganozincate reactivity is decreased
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compared to diorganozincs in the presence of B-substituents, but is not influenced by catalysis

with transition metals.!

o o)
LiRgZn, 2LiX + @5} - - @é
R

Scheme 14

Table 4

Reformatsky reagents were demonstrated to react with a,B-unsaturated carbonyls in
conjugate additions. These reactions were reported as anormalous Reformatsky reactions by
Kohler in 1910.% In fact, they can afford both 1,2- and 1,4-additions, depending on the steric

hindrance, but conjugate addition is preferred under thermodynamic conditions.

sngr 1) 68°C, THF

CO,Et
2 2) HO-, H30*
75%
Scheme 15
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c. Organocadmiums

Diorganocadmium reactivity depends on the nature of the substituents. Diorganocadmium
compounds bearing allylic and benzylic ligands react exclusively in 1,2-additions.”® However,
dialkyl and diarylcadmium compounds react by conjugate addition.** Diorganocadmium
reactivity is increased by the presence of magnesium dihalides (MgX5), which are byproducts
generated by the formation of organocadmiums. That enhanced reactivity decreases the rate of
1,4-addition in favour of 1,2-addition. These metal halides (MgX,) disfavour conjugate addition,

so diorganocadmiums should be purified after synthesis to remove traces of magnesium salt.

EtO0,C.__CO,Et

MCI
CO,Et
+ /—< e
OO CO:F OO

M yield

Mg 45%

Cd 60%

Scheme 16

d. Organomanganese

Organomanganese reagents are rarely used in syntheses.” However, these latter compounds
react more efficiently when they are catalysed by copper(I), and tolerate (3,-substitution when
organocopper species and copper-catalysed Grignard reagents are not reactive.”” The synthesis of
()-citronellol by Cahiez illustrated the efficiency of organomanganates in conjugate additions.
The three substituents attached to manganese were transferred. Me;SiCl was used to quench in
situ the enolate formed from the conjugate addition to avoid side reactions such as aldol

reaction.>®
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MgBr MnMgBr

MnCl, [ SN SC0,Et LiAlH,
e e e
| LiCl | CuCl, | CO.Et | OH
1.2 eq Me3SiCl
86%
() (2)-citronellol
overall yield: 83%
Scheme 17

e. Organosilanes

Addition of organosilane reagents to a,fB-unsaturated carbonyls occurs exclusively under
the reaction conditions of silyl cleavage. Organosilane species afford both 1,2- and 1,4-addition
products. The use of a Michael acceptor with low electrophilicity and of a Lewis acid such as

CsF or TBAF in HMPA increases the conjugate addition product yield.”®

o (0] (0]
OAc TBAF
+ /\( e
SiM93 Y
n H :
OAc OAc
(x)-syn (x)-anti
n=1:54% 4 : 1
n=2:59% 2.5 : 1

Scheme 18

f-  Other organometallic species

Conjugate additions have been observed with other organometallic nucleophiles such as

diorganoberrylium, triorganoaluminium in isolated reactions but not in general methodology.®
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4) Michael addition of Grignard reagents catalysed by copper(l)

In 1941, Kharasch observed that Grignard reagents react in 1,4-additions with o,f3-
unsaturated ketones when catalysed by copper(I) salt conditions (Scheme 19).” In 1952, Gilman
reported that the stoichiometric reaction of MeMgBr or MeLi with a copper(l) salt gave a yellow
precipitate of a methylcopper species that was highly air unstable and decomposed into copper
metal and methane.?” The yellow solid was shown to be soluble in an ether solution of MeLi.
Later, the formula of this organocopper species in solution was determined to be R,CuLi and
was called a Gilman reagent or Gilman cuprate. From 1966, organocopper chemistry started to
be developed. That year, House reported evidence of the conjugate addition reactivity of
organocopper reagents and other organometallic species when they were catalysed by copper(I)
salts.® The results from House experiments suggested the formation in situ of catalytic
organocopper species as the reactive reagents from a small amount of copper(I) and a large

amount of organomagnesium and organolithium.

Cul|
=\ [ S\
EWG * RMgBr — R EWG

EWG = aldehyde, ketone, ester, amide, nitro
Scheme 19

Organocopper(I) reagents are not limited to nucleophilic addition reaction and have been

successfully applied to other reactions involving Cu(I)/Cu(Ill) such as:
- Carbocupration of alkynes:**

n-Bu,Culi

H-C=C-H —_— —_ /7 \ ref. 28

n-Bu 2CuLi n-Bu I

Scheme 20
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Substitution reactions:*’

Et Ph,Culi Et
-, —_— " ref. 29a
Br~ % H . H'/>ph
Me 87% yield Me
73-78% ee 67% ee

Scheme 21
C—N bond formation - Ulmann type coupling reaction:*’

OH

84%
Scheme 22
- Olefin cyclopropanation:”'
CO,Et 1 mol% CuOTf COEt
S S — +
N
Ph
=)
80% yield 61
addition 1.2 mol% L*: 99% vyield 100
@ Ph  Ph
L* = Fe, P\W
~-N
Scheme 23

OH

~ «NH5 I - OMe 2.5 mol% Cul o
m 4 | —_— m
= NaOH

Ph

H
N

CO,Et

(

OMe
\@/ ref. 30

+

39

ref. 31a
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- Click chemistry:*

2 mol% CUSO4' 5H20
10 mol% sodium ascorbate

0] o N=N
+ H—==—Ph — 4 Ph  ref. 32
Ph/\ok/ Ns Ph/\OJ\/ W

92% yield
Scheme 24

a. Copper(l) catalysts

Various copper(I) salts have been used to prepare organocopper(l) reagents or to catalyse
organometallic compounds for conjugate additions with o,fB-unsaturated carbonyls. The most
employed copper(l) salts appear to be CuBr.DMS and CuCN, but other source of copper(l) can
be found such as CuX (X = Cl, Br, I), CuOAc, CuO¢-Bu, CuSPh, CuSCN.* In some examples of
conjugate addition reactions, copper(Il) salts can be used with conjugate addition selectivity but
it is believed that the reduction of the salts operates in situ.® But in most cases, copper(Il) salts,
issued from copper(I) decomposition, are believed to poison conjugate addition reactions.
Copper(I) bromide-dimethyl sulfide complex is relatively stable and is easily prepared.”* It is a
pale whitish solid that becomes brownish when it oxidizes to copper(Il). The best results are

obtained when copper(I) bromide-dimethyl sulfide complex is freshly used.

b. Catalytic cycle

(L) R (L) mS)

Scheme 25
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The mechanism of copper(I)-catalysed conjugate addition is believed to follow the same
principles as the stoichiometric organocopper version of the reaction. The catalytic cycle consists
of transmetalation, oxidative addition and reductive elimination.> The oxidative addition is
suggested to be reversible, and so the rate-limiting step is considered to be the reductive
elimination. The reaction operates on the Cu(I)/Cu(Ill) based catalytic cycle, so in the case that
the precatalyst used is a copper(Il) salt, the mechanism includes a preliminary catalyst reduction
step that occurs in situ. Poor results from early studies of the copper-catalysed reaction were
believed to be due to the presence of copper(Il) salt that oxidizes the reaction intermediate, and

due to the poor solubility of the copper(I) salt, which leads to heterogenous reactions.

c. Organocopper(l) complex

The simplest organocopper(I) molecule, formulated RCu, is polymeric in ethereal solvents
and unreactive if not aggregated with additional copper and metal atoms.*® The nucleophilic
reactivity of organocopper(l) reagents originates from the organocopper(I) ate complexes,

empirically described as R,CuM (homocuprate) or RXCuM (heterocuprate).

In solution, catalytic copper(I) salts can form two different types of complexes from

organometallic species, depending on the concentrations and the presence of additives:*®

- [RCuX(L*)]: Monoorganocuprate if organozinc and organoaluminium species are used
or if Grignard reagent is added in low concentration or with external

(chiral) ligands (L*) like phosphines and N-heterocyclic carbenes;

- [RyCu]™: Homocuprate if Grignard reagent is used in excess without external

ligands.
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In solution, organocopper(I) complexes were observed to form a dynamic equilibrium of
two principle structures. These structures are based on the linear array C—Cu—C that needs a
countercation charge of +1 per [R,Cu] unit. Studies performed using NMR spectroscopy have
shown the fast chemical exchange of the countercation, and the covalent and static character of
the C—Cu bond.”” Organocopper(I) structures are classified into two types®® (Scheme 26),

depending on the solvent, the nature of the cuprate and the presence of Lewis acids:

- CIP:  Contact lon Pair: a cyclic dimeric structure composed of two copper(l) atoms, two
countercations and four organic ligands (R). Carbon-copper bonds are covalent,
whereas carbon-lithium bonds are principally ionic. This basic cyclic structure can

be monomeric or polymeric with the presence of additives such as salts.

- SSIP: Solvent-Separated Ton Pair: a monomeric linear C—Cu'-C ion unit where the

countercation is separated from the ion and coordinated by solvent molecules.

R—Cu—R RT19 s
S.,, | | .S +4S | ©
L Li>, — 2 Cu SiLinnS
s | [ -4S |
R—Cu—R S
CIP SSIP
Scheme 26

The two structures are in a constant dynamic equilibrium in solution. In weakly
coordinating solvents like Et,O, organocopper(l) species prefer CIP structures, while in strongly
coordinating solvents like THF, in the presence of a Lewis acid or with a crown ether that
coordinates the countercation, SSIP structures are dominant. The nature of the salt does not

influence the type of structures but can favour the polymerization of the CIP structure.

d. Organocopper(Ill) complex

NMR spectroscopic evidence suggested that a plausible mechanism for conjugate addition
of organocuprate compounds passed through an organocopper(IIl) species.*” Organocopper(IIl)
complexes have been recognised to be important intermediates in nucleophilic organocopper(I)

reactions.

53



Studies towards the Synthesis of Guaianolide and Pseudoguaianolide Skeleton.

They result from the oxidative addition of an electrophile to an organocopper(l) complex.
Computational studies have revealed that organocopper(Ill) species were very unstable and
characterized by a T-shaped geometry. Generally, T-shaped organocopper(Ill) complexes
undergo reductive elimination without any further activation energy. Addition of a ligand
stabilizes them with formation of a tetracoordinated square planar complex. By stabilizing the
organocopper(Ill) complex, detection and in some cases isolation, can be performed, but energy

input may be needed for the reductive elimination step to overcome the activation barrier

& i R
cull

R R
\_/ /I
Lio—\/jum - > Lio—\: R — Lio_\/_Ci
\ N LT \ R
Scheme 27

e. Influence of parameters

— Solvent

Most of the cuprates are salts and insoluble. Etheral solvents are usually used in
organocuprate conjugate additions. The solvent will have an influence on the nature of the
organocuprate complex. However, the influence on the reactivity is limited.*® Common solvents
for the reaction are Et,0O or THF; sometimes, DME and DMS can be also employed.
Organocuprate compounds such as Gilman reagents are soluble in etheral solutions, but

copper(I) salts have a low solubility that leads to heterogenous reactions.
— Lewis acid

Addition of Lewis acid such as BF; can change the selectivity of conjugate addition and
increase the reaction activity. Experimental studies suggested that the Lewis acid is increasing

the reactivity of the copper reagent rather than activating the a,f-unsaturated carbonyl.*

The nature of the complex formed changed from [(CuMe;)(BF3)] into
[(CuFMe,)(MeBF,)].*' Standard organocopper or copper-catalysed Michael additions operate

poorly with f,B-disubstituted o,f-unsaturated carbonyls without any additives, and does not
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occur with a,B-unsaturated carboxylic acids, whereas addition of a Lewis acid such as BF3 can

lead to satisfying results.****

R R N
0 RQCUM \Cam BF3 G :R
— = MO—&K —_— F.o
| ~cull
P MO—\<"7 ™R

Scheme 28

— Addition of TMSCI

In 1980, for a study of the lithium alkylcuprate action on a,B-enals, Normant ez al. used
TMSCI to trap the enolate intermediate.”> He reported that during his research he obtained better
yields than those published before, and the selectivity was changed in favour of the 1,4-addition.
In 1984, Nakamura and Kuwajima published a study in which they wanted to show the synthetic
utility of homoenolate on 1,4-additions.** Trimethylsilyl chloride was generated in situ during
the formation of the homoenolate. They discovered that, if the TMSCI is removed before the
following step, a copper-catalysed 1,4-addition of zinc homoenolate, the reaction is slower, and

for some substrates no reaction occurred at all.

OSiMes
; ZnCl CuBr.DMS
[><8_SIIDM63 2 22n + 2 Me3SiCl —_— >
I-Fr Et20 COzi'Pr HMPA
O COgi-Pr
Scheme 29
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> and Alexakis®® published their own independent results with Gilman

Just after, Corey*
reagent with a TMSCI additive. They both concluded that addition of TMSCI was accelerating

the reaction and increasing the yield of organocopper species conjugate addition products.

Corey also showed that no isomerization was occurring with TMSCI. Those results gave
clues about a mechanism involving Cu(I)/Cu(Ill) and suggested that the O-silylation was
removing a possible reversibility of the organocopper(Ill) complex formation. This effect could
affect the stereoselectivity of the reaction in some cases. Corey showed that using TMSCI for
organocopper compound addition accelerated the reaction and improved the yield of 1,4-adducts

by preventing side reactions involving enolates.*

Alexakis reported similar effects concerning the utility of TMSCI to improve conjugate
addition of organocopper compounds. He also noted that the O-silylation was accelerated by
addition of EtsN or HMPT along with TMSCL.* In their absence, almost no silyl enol ether was

isolated, but the reaction was still accelerated by the presence of TMSCI.

f- Copper(l)-catalysed addition of vinylmagnesium bromide to 2-cyclopentenone

The Page group has developed and used a methodology in two steps. The first step led to
the preparation of silyl 3-vinylcyclopentenol ether 77, a relatively stable, reactive and convenient
starting material."*’ Tt was obtained through a copper(I)-catalysed conjugate addition of vinyl

Grignard reagent to 2-cyclopentenone 76 (Scheme 30).

CuBr.DMS —
TMSCI
DMPU
Q + 2 MgBr I +
0 THF o../
-78 °C 10 -55 °C PN o}
76 77 77sp
up to 91% of 77 reaction side product
Scheme 30

It was found to be important to handle this reaction meticulously in order to optimize the

synthesis as the yield was less than 40 % on occasion. Moreover, the following step required the
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synthesis of the diethyl malonate analogue and the preparation of the diethyl methylenemalonate
product to be performed in parallel, as the latter compound was not stable and it was necessary to

know the precise quantities that we would expect to obtain for the next step.

A solution of vinylmagnesium bromide in THF was slowly added to a solution of copper(I)
bromide-dimethyl sulfide complex in THF at —78 °C. The best results were obtained with freshly
prepared copper(I) bromide-dimethyl sulfide salt (white powder). Vinylmagnesium bromide was
added with caution, slowly and directly into the solution. The mixture was allowed to
homogenize and the temperature to stabilize at =78 °C. The yield was lowered by loss of reagent
when it crystallized on the flask sides due to the addition or to the too vigorous stirring. Best
results were obtained with a slow addition. The starting copper(l) salt was a pale whitish solid,
which was insoluble in THF. The result of the vinyl Grignard reagent addition was a clear brown
red solution that turned first to a yellow colour and then green. A mixture of DMPU, TMSCI and
cyclopentenone 76 was prepared directly in the addition flask. This solution was added very
slowly to the reaction mixture with strict controls on the temperature, not to exceeding —70 °C,

and on the stirring.

Indeed, two parameters have to be particularly considered: the temperature had to be
controlled precisely. The 1,4-addition on cyclopentenone was an exothermic reaction, and thus,
had to be slow to avoid the temperature to rise above —70 °C. When the temperature was too
high, a significant amount of deprotected product 77sp was observed. The stirring also needed to
be cautiously monitored: when the mixture was stirred too vigorously during the preparation of
the copper reagent, crystallization of the Grignard reagent on the side of the flask occured.
However, a firm stirring was necessary during the addition of the solution containing the
cyclopentenone to avoid the agglomeration of a solid that caused a serious loss in the reaction

yield.

With these parameters well controlled, the yield could reach 91% from 5 g of starting
material (9.8 g of product). On a bigger scale, parameters were hardly controllable (main
problems were due to the stirring), and parallel smaller reactions were preferred. The observed
side reactions were principally 1,2-additions and deprotection of the silyl enol ether. The

addition of DMPU is known to promote the silylation of the enol in the Michael addition.
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At the end of the addition, the solution was allowed to reach =55 °C for about 3 hours; then
Et;N was added to quench the acidity and to prevent the loss of the silyl group. The work-up and
Kiigelrohr distillation were immediately performed to prevent any degradation of the product.
The next step was attempted on the crude compound without distillation, but this gave poor

results.

The crude compound is a dark brown oil, while the pure compound 77 is colourless. The
silyl enol ether 77 can be safely stored under argon at low temperature (freezer: —20 °C) in a dry
flask for months without significant degradation. However, it decomposed in few hours under

other conditions.

g. Asymmetric conjugate addition catalysed by copper(l)

Organocopper(I) reagents generally show no stereospecificity. Chirality in the 1,4-adducts

can be created by intramolecular induction or by the use of chiral ligands.>

Chiral centres in 1,4-additions can be introduced by intramolecular induction. Hanessian
studied 1,2-induction with y-alkoxy-a,B-unsaturated esters with good diastereoselectivity (up to
96% ee, equation (1) Scheme 31).* The chirality of the sp’ carbon depends on the
stereochemistry already existing on the molecule, and control over this asymmetry depends on
the steric hindrance and is hard to obtain. Another option is the use of a chiral auxiliary that can
be attached and removed easily, giving the desired adduct with an efficient diastereocontrol, and
thus the final product after removal of the auxiliary in high enantioselectivity. This method is
principally applicable with unsaturated esters and amides. Auxiliaries such as camphor-based
esters or ephedrine-based amides have shown interesting results. Tadano investigated the use of

sugars as chiral auxiliaries and obtained good results (equation (2) Scheme 31 and Table 5).*
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Scheme 31

Table 5

Optically active ligands have demonstrated the ability to direct copper-catalysed conjugate
addition. A full range of chiral ligands, which could be applied to Michael addition and are

catalysed by copper(]) salts, was developed. Ligands can be divided into two different classes:

- Non-transferable ligands that share a covalent bond with the copper(I) (L1, L2,
L3*? and L4™: Scheme 32);

- External (transferable) ligands that are (catalytic) reagents added to the reaction (L5,
L6, L7,35b L8%° and L9°*: Scheme 33).
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CuX (equiv) L* (equiv)

Cul (8 %) L5 (32 %)

Cul (10 %) L6 (12 %)

CuCl (5 %) L7 (6 %)

CuCl (5 %) L8 (6 %)

| CuCl (5 %) | L9 (6 %)

Table 6
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In a future work on the subject, asymmetric Michael addition to our starting material, 2-
cyclopentenone should be considered. It would allow us the control of the whole stereochemistry
throughout almost the entire synthesis. To date, it has not been studied in our laboratory because
of the need for more and more material for the study of the later steps of the synthesis. We know

the relative configuration and preferred to concentrate on the study of the later steps.

II) Conjugate aldol-type addition

1) Aldol addition
a. Introduction

An aldol reaction is the formation of a carbon-carbon bond between two carbonyl
compounds, one is acting as a nucleophile under the form of an enol or enolate and the other one
is acting as an electrophile. It was first observed and reported independently in 1872 by
Alexander Borodin and Charles-Adolphe Wurtz.’® The new species was named “aldol” by Wurtz

as it shared the properties of both aldehyde and alcohol moieties.”’

Alexander Borodin (1833-1887) was a Russian scientist and a romantic
composer. He was the illegitime son of a Caucasian prince, but officially
recognised as the son of one of the prince’s serfs. He received a good education
and he entered the Medico-Surgical Academy in 1850. He obtained his diploma
in medicine and pursued his career in chemistry. In 1869, he reported the
bromodecarboxylation of silver salts of carboxylic acids that was wrongly
attributed to the Hunsdieckers 70 years later. The Soviet Union promoted the
“Hunsdiecker reaction”, patented in 1939, as the Borodin reaction. Borodin
worked on alkaline condensation of aldehydes and observed the aldol reaction in
1872. He noted some similarities with Wurtz’s work published the same year.
In fact Borodin is more popular for his musical contribution with his
symphonies, his two string quartets and his opera Prince Igor. The French
composer, Ravel, wrote a piano piece entitled “A la maniére de Borodine” in
homage to him. Some of his compositions were adapted for an American
musical, Kismet, in 1953.
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Charles-Adolphe Wurtz (1817-1884) was one the greatest French organic
chemist of the 19" century.® Wurtz’s name appears among the 72 names of
French scientists engraved on the Eiffel tower. Born in Alsace (France), at the
border between Germany and France, he studied medicine at the university of
Strasbourg and specialized in the chemical section. In 1839, he was appointed
“Chef des travaux chimiques” at the medical faculty of Strasbourg and, in
1842, he worked under the supervision of Justus von Liebig in Germany. In
1845, he became the assistant professor of Dumas, his mentor, and received his
first chair in 1850 in Versailles. He is well known for the Wurtz reaction,
which is the coupling of alkyl halides in the presence of sodium to create a
new carbon-carbon bond. In 1872, he published his observations about the
autocondensation of acetaldehyde with HCl to afford a compound with the
properties of both an aldehyde and an alcohol, and hence called it aldol. He
also discovered triethylamine, ethylene glycol and the first epoxide, ethylene
oxide. He was a fierce defender of the new concept of valence against the
equivalence theory. Indeed, at the time, the accepted theory was the
equivalence theory where water was formulated as OH (with O = 8). In
contrast, the valence theory suggested a water formula as H.O (with O = 16).
Even though that concept was more developed by Dalton, Avogadro and
Cannizzaro, he is well remembered for his advocacy of the theory of atoms.

Originally, the aldol reaction consisted of the reaction of two aldehydes catalysed by a
Bronsted acid to produce a p-hydroxyaldehyde, an aldol. The reaction was extended to other
types of carbonyls bearing an acidic proton at the a-position with respect to the carbonyl, and the
reaction was developed under both acidic and basic conditions. The product, a p-

hydroxycarbonyl, can undergo in sifu dehydration to afford an a,f-unsaturated carbonyl product.

Aldol reactions were performed under acidic conditions but were lacking in efficiency and
control. The standard reaction conditions involved the mixing of the two carbonyl reagents along
with a Bronsted acid that triggered an equilibrium between the carbonyl species and their
reactive enol forms, and the subsequent formation of the adduct. However, side products such as
self-condensed or polymerized products were also observed, and problems of reactivity and

control of the formation of the desired product were often encountered.
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Scheme 34

Crucial progress and renewed interest appeared with the use of a preformed enolate prior to

the addition of the electrophile.

Hauser investigated new conditions for a Reformatsky-like reaction in order to mimic the
Reformatsky intermediate (Scheme 35).°” In this study, he tried to form the Reformatsky reactive
species under basic conditions. Indeed, instead of employing an a-haloester as starting material
and generating the organozinc bromide in sifu from zinc(0) metal (Reformatsky conditions), he
attempted to deprotonate the ester at the a-position and directly exchange the metal with zinc
dichloride. He obtained the desired compound, a -hydroxycarbonyl, but the zinc(Il) salt was
found not to be necessary, and best results were obtained when using only a base such as lithium

amide.
o 1) NaNH2 o Ph)J\ HO o
P cizn —= NI 31%
2) ZnCl, 0 Ph o)

o) LiNH, Uso Ph Hw
—% — 76%
)J\O /"\OX Ph O><

Scheme 35
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In 1951, Hauser reported the use of a preformed enolate in an aldol reaction.”’ This report
marked the start of a rising interest towards this attractive reaction, showing the possibility for

high yields with flexibility in the conditions and control over the stereochemistry.

Since the 1970’s, the aldol reaction has emerged as a key tool in providing stereocontrolled
chemistry.”® The great power of this reaction lies in the possibility to control the stereochemistry
of the product through several parameters: solvents, the stereocontrolled formation of the enol or
enolate, the use of different metals as countercations, the use of chiral ligands and/or the use of

chiral auxiliaries.

b. Zimmerman-Traxler model

In 1957, Zimmerman and Traxler studied the stereochemistry of an aldol reaction, the
Ivanov reaction.”” The Ivanov reaction is the addition of a preformed dianion enolate of a
carboxylic acid to a carbonyl electrophile. Zimmerman and Traxler suggested a transition state
involving a six-membered ring in a chair conformation that could rationalize the stereoselectivity

observed (Scheme 36).

The priority for the Z/E enolate assignment follows the Cahn-Ingold-Prelog rule.®’
Although, the alkoxy metal moiety is always considered as highest priority, regardless of the
nature of the metal. For more clarity, the enol ether/enolate (the nucleophile) was drawn with
only one methyl substituent, and an aldehyde was chosen as the electrophile in order to

accentuate the selectivity order between the hydrogen (small group) and the substituent (large

group).

The most favoured chair transition state prefers the biggest substituents at the equatorial
positions, thus avoiding 1,3-diaxial interactions. The model drawn (Scheme 36) provides only an
example of how to correctly place substituents in a Zimmerman-Traxler model and which
interactions can influence the product stereochemistry. In this example, an E-enolate gives an
anti-product, and a Z-enolate a syn-product. This model was used to predict or explain outcomes
in many aldol reactions, and is particularly reliable with small coordinating metal counterions
such as lithium, boron and magnesium. Boron is particularly good because of the tight regular
transition state it forms. However, the selectivity cannot be always explained using Zimmerman-

Traxler model, especially for bigger coordinating metals. Irrespective of the enolate geometry,
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titanium enolates usually afford the syn-product with high stereoselectivity, whereas zinc

enolates give preferentially the anti-product.’’
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Scheme 36

c. Enol/enolate

A range of bases was investigated for the enolate formation; dialkyl- and disilylamine
bases have shown to be the most convenient ones.®* They are relatively strong bases and poor
nucleophiles. The most commonly used bases are lithium diisopropylamide (LDA) and lithium
hexamethyldisilazide (LIHMDS lithium bis(trimethylsilyl)amide). Other bases, including more
hindered bases such as lithium 2,2,6,6-tetramethyl piperidide (LiTMP) or lithium #-butyl-#-

octylamide, were examined but did not demonstrate more selectivity in generating the enolate.
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D’ Angelo published a study on enolate formation in 1976.% The stereochemistry of enolates

enolates may be influenced by parameters such as the reaction conditions, thermodynamic
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Scheme 37) or kinetic controls (Equation 2
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Scheme 37) and steric hindrance (Equation 3
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Scheme 37). In general, smaller R substituents (see Scheme 36 for notation) and/or bigger
bases provide E-enolates, while bulkier R substituents and smaller bases give preferentially Z-

enolates.
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Enolates can be trapped as silyl enol ethers®® or enol esters.* Trapped enolates may be
separated, and the enolate with the unwanted configuration of the double bond could be then
recycled. Methods were developed to engage those silyl enol ethers and enol esters directly in
aldol reactions.®'™® These processes enabled increased selectivities and yields; they were also a
good method to avoid self-aldolization with highly electrophilic compounds such as aldehydes.*®

A silyl enol ether is one of the starting materials in the Mukaiyama aldol addition.

Michael additions of copper-catalysed Grignard reagents or Gilman reagents to o,p-
unsaturated carbonyls provide enolate intermediates that can undergo aldol reactions in situ upon
addition of the electrophile. Another method to generate regio-defined enolates is the reduction
of a,B-unsaturated carbonyl species with lithium metal in liquid ammonia.*’ Indeed, the
reduction of the carbon-carbon double bond generates an enolate that can react in an aldol
addition under specific conditions to avoid any equilibration of the enolate.”® However, better

results are obtained when trapping the enolate with trimethylchlorosilane.

d. Stereoselectivity through chiral auxiliaries

Clayton Heathcock wrote a review in 1981 regarding the possibilities of aldol reaction:
“For the scientist who wishes to synthesize complex organic compounds, the most difficult
problem is often establishing the correct configuration at the various chiral centers as the
synthesis is being carried out. One of the oldest organic reactions, the aldol condensation, is

, . . 58
emerging as a powerful tool for use in achieving such stereocontrol.”
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In 1957, Zimmerman and Traxler rationalized the stereochemistry obtained through aldol
reactions,’’ but it was only from the 1970’s that Dubois showed that relative configuration could
be controlled by the enolate configuration and the size of the substituents (Scheme 38).°*% A
range of substituents was screened to study the stereochemical outcome of the reaction, and an
influence on the diastereoselectivity was observed. Also, some metals proved to improve the
diastereoselectivity through additional chelation to another function on the enolate or the

aldehyde such as a chiral auxiliary.”

Those methods permitted the reduction of the number of isomers from four
diastereoisomers to only two enantiomers. The number of products could be in turn reduced to
one major isomer if the R and/or R’ substituents (Scheme 38) possessed chiral centres that could

influence the selectivity.
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Scheme 38

In 1981, Evans introduced the notion of a removable and recyclable chiral auxiliary that
could control both diastereoselectivity and enantioselectivity (Scheme 39).”' Chiral 2-
oxazolidinones can be coupled with carboxylic acids or acyl halides to form chiral imides. Those

chiral imides can undergo aldol addition with high to almost total enantioselectivity.
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Scheme 39

With one equivalent of n-BuOTf, the boron is chelated to the two carbonyls from the
oxazolidinone and the enolate 102 (Scheme 40). This chelation is broken by the approach of the
aldehyde, and a new chelation is formed between the aldehyde and the carbonyl group. In the
model TS1, the carbonyl function of the oxazolidinone is in anti from the other carbonyl groups
and the boron. The i-propyl group is directed towards the back, so the aldehyde attacks from the
front, affording the syn product 97. With an analogue chiral auxiliary presenting an opposite

configuration like Y, the other syn adduct 99 is obtained.

With an excess of boron base or a Lewis acid, the transition state is different. The Lewis
acid chelates the two carbonyls, and the transition state with the aldehyde compound is opened
like TS2. TS2 shows that the chiral auxiliary is still directing the approach: the benzyl
substituent is directed towards the front, so the aldehyde attacks from behind. The steric
hindrance is minimized by placing the substituent of the aldehyde on the less hindered side
(Scheme 40). This reaction affords the anti product 101. The other anti product can be obtained

with a chiral auxiliary presenting an opposite configuration at the asymmetric carbon.
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Scheme 40

Evans auxiliaries showed to be highly useful in asymmetric synthesis as great
enantioselectivities were obtained.”” Each of the diastereoisomers can be produced in good yields
and selectivity. However, the scope of substrates remained limited, and the chiral oxazolidinone

auxiliaries expensive.

Crimmins reported similar auxiliaries that can overcome some limitations of Evans
auxiliaries.” Other groups worked on the synthesis and development of new chiral auxiliaries. A
carbohydrate-based synthetic method was developed by Pearson. The key step of this strategy
was the spiro-fusion of a chiral cyclohexanone with a-hydroxycarboxylic acid.” Pearson used
Seebach’s concept published in 1981, but without any further investigations from him.” Page
developed an aldol reaction of 1,2-diketones, masked as a non-racemic 2-acyl dithiane oxide,
with lithium enolates from esters or lactones: in this methodology, the removable chiral auxiliary

was attached to the electrophilic compound of the aldol reaction.”®
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2) Preparation of the Mukaiyvama-Michael acceptor

a. Diethyl methylenemalonate

In our synthetic strategy, we were looking for Michael acceptors bearing functionalities
that could allow further homologation at a later step. The first one we chose to study was the
long-known diethyl methylenemalonate 105.”” It was prepared in one step from diethyl malonate

104 in reasonable yield (53%).

Bachman screened different conditions and reported the great importance of an acidic
medium, copper(Il) salts, sodium salts and an excess of paraformaldehyde. The use of acetic acid
as solvent gave the best results. The excess of paraformaldehyde eliminated completely malonate
ester from the reaction mixture (the latter substrate could combine with methylene malonic ester
to form ethyl propanetetracarboxylate). Potassium acetate served for the hydrolysis. The use of
copper(I) acetate was not clearly determined, but yields were significantly lower in the absence

of this salt.

0 Cu(OAC), 0
OEt KOAc OEt
(HCHO),, + - >
OEt ACSH OEt
O 104 O 105
Scheme 41

Diethyl methylenemalonate 105 was prepared through a Knoevenagel condensation, which
is a modification of the aldol reaction where the nucleophilic addition is followed by
dehydration. We supposed that the dehydration was occurring during the distillation step as no
polymerization was observed in the concentrated crude mixture prior to the purification process
(no solidification of the concentrated crude mixture was observed). On the other hand, the pure
compound was highly sensitive and polymerized quickly. Therefore, the distillation apparatus
was pre-washed with acid and dried in the oven in order to avoid its polymerization. The
distillate was kept at low temperature during the distillation (=78 °C) and stored under argon in a

freezer (-20 °C). Even when all those precautions were taken, it could generally not be kept for
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more than a week before the polymerization started. At —78 °C, diethyl methylenemalonate 105

was solid. At 20 °C, it was very viscous, and it was liquid at room temperature.

The polymer could be cracked through distillation, and the methylene malonate 105 was

recovered, but only in low yields (30%) and polymerization could still re-occur later.

Our primary synthetic route with diethyl methylenemalonate 105 showed limitations,
notably upon decarboxylation, so we chose to explore the synthesis of two other malonate

moieties:

- Dibenzyl methylenemalonate: it presented the same properties as diethyl
methylenemalonate and the benzyl groups could be easily removed through a simple

palladium-catalysed hydrogenolysis.

- 2,2-Bis(phenylsulfonyl)ethene: the a-carbon between the two sulfone moieties could

be easily functionalized and removal of the sulfone was possible.

b. Dibenzyl methylenemalonate

The synthesis of dibenzyl methylene malonate 107 presented many advantages compared
to the other: readily prepared, no purifications needed, possibility of high scale preparation (up to

17.8 g of product).

After heating a mixture of paraformaldehyde and dibenzyl malonate 106 with
diisopropylamine and TFA for 48 h and a simple work-up, dibenzyl methylenemalonate was
isolated in quantative yield with only few traces of impurities (Scheme 42).”* Dehydration
occurred in situ, certainly promoted by the presence of the amine group. The 'H NMR
spectroscopic data showed only traces of diisopropylamine, but the viscous oil was pure enough
to be used in the following step and was characterized. The synthesis could be performed in
relatively high quantities (17.8 g). The product seemed to be less sensitive to polymerization and
could be stored in a freezer for weeks. However, purification by chromatography on silica gel led

to the decomposition of the product.
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The use of dibenzyl methylene malonate 107 in the synthesis presented the best results and

was also more advantageous as the adduct was readily observable under UV-light.

(0] (0]
OBn i-ProNH OBn
(HCHO), + —
OBn TEA OBn
O 106 O 107
Scheme 42

c. 1,1-Bis(phenylsulfonyl)ethylene

Preparation of 1,1-bis(phenylsulfonyl)ethylene 111 proved to be more laborious than
expected:”’ the synthesis required four steps and afforded the product from thiophenol in an

average overall yield of 60% (Scheme 43).

S0,Ph
K,CO3 SPh H,0,  SO,Ph piperidine ﬁ< HCl gas S0,Ph
CH,Cl, + PhSH —> — — N SO,ph —>
ethylene “gpp, so,ph (HCHO), { ) toluene S0,Ph
glycol g 109 110 111

Scheme 43

A mixture of K,COs, thiophenol and dichloromethane in ethylene glycol was heated under
reflux for three hours to give 108. The crude compound was purified by distillation under
reduced pressure to afford bis(phenylthio)methane 108 in 88% yield. The pure compound was a

noxious colourless oil.

Oxidation of the thioether 108 with hydrogen peroxide gave bis(phenylsulfonyl)methane
109 in 78% yield. The product was purified by recrystallization from toluene to afford a white

solid.
Bis(phenylsulfonyl)methane 109 was treated with paraformaldehyde and an excess of

piperidine to give 110. This reaction processed through a Knoevenagel-like mechanism that

occured in two steps. Presumably, paraformaldehyde and piperidine combined to form an
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iminium intermediate that was attacked by the deprotonated carbon o to both sulfones to give
110. In a second step, elimination of the piperidine afforded the desired compound 111 under

strong acidic conditions.

The product 111 was a colourless powder that could be stored for months. At first, the
route using this adduct 111 and the sulfone analogues seemed very promising, providing solid
products instead of viscous liquids, which were obtained before with the other Michael acceptors

105 and 107, the possibility of recrystallisation, and the compounds were visible under UV-light.

Unfortunately, this route was shown to have several limitations:

— Lower yields were obtained in most of the reactions;
— The simplicity in the purification of the product 111 (crystallization) was not
encountered in the next steps;

— The addition reaction to the a-carbon of the sulfone analogue 89c failed.

For all these reasons, this route had to be discontinued. These points are further discussed

below.

3) Mukaiyama reaction

In 1973, Mukaiyama reported that, in the presence of TiCly, silyl enol ethers of ketones
reacted smoothly with ketones or aldehydes to yield the corresponding aldol products in good
yields.*® This new methodology offered new possibilities such as different conditions (Lewis
acidic conditions) and the control over the relative stereochemistry. More generally, it has

greatly developed the synthetic use of Lewis acids and bases.

Teruaki Mukaiyama (1927-) is a Japanese organic chemist.® He received his
PhD from the University of Tokyo in 1957. He was appointed full Professor at
the Tokyo Institute of Technology in 1963 and Distinguished Professor in 1992.
His research covered organic syntheses and synthetic methodologies: sugar
chemistry, aldol reaction, coupling reaction (Mukaiyama reagent),
oxidation/reduction, Lewis acid/base catalysis, dehydration reaction,
asymmetric and total syntheses... His illustrious career has led to more than
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900 publications and he has received many rewards and honours. In 1972, he
founded the Japanese journal Chemistry Letters. He is a member of the Japan
Academy and is also a Foreign Member of the Polish Academy of Sciences, the
French Academy of Sciences, as well as a member of the National Academy of
Sciences (USA). Oyo Mitsunobu (1934-2003) was one of his notable students.
The Society of Synthetic Organic Chemistry of Japan (SSOCJ) established the
Mukaiyama award in 2005 to reward each year a young chemist (less than 45
years old) for his contribution to synthetic organic chemistry.

The originality of the Mukaiyama aldol reaction is due to the use of Lewis acidic
conditions, leading to good stereocontrol.®*** Prior to this work, the best way to control the
stereochemical outcome of an aldol reaction was to perform the reaction under basic conditions,
which could induce several undesired side reactions, and in some cases, low yields. The

Mukaiyama approach offered chemo- and regioselectivity in carbon-carbon bond formation.

Under Mukaiyama reaction conditions, the Lewis acid is used in order to activate the
electrophilicity of the carbonyl, while the silyl moiety activates the nucleophilicity of the enol. A
halide ion is released as the oxocarbenium is formed from the attack of the oxygen atom of the
carbonyl group onto the Lewis acid. The released anion attacks the silyl group, and the enolate

and activated group react through an aldol reaction mechanism (Scheme 44).

- 1
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/—Q\ PRENCIS: ot Cl t

. CI=Ti<Cl {0 "cl CIQ\‘MeMe Cl.J.Cl OH

. (0]
o’ cl Jl\ Si’ o’ "'o aq. work-up

g — | R H 0y Me| —> ! sy RS
R “H %\RS - MesSiCl R1j\g\ R3 Re
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Scheme 44

The original reaction was performed using TiCly in stoichiometric quantities, but later
other Lewis acids were applied in the reaction (SnCly, AlCl;, BCl3.OEt,, ZnCl,, etc...).8221 The
silyl enol ethers can be unsubstituted, mono- and disubstituted, and prepared from aldehydes,
ketones, esters or thioesters. Electrophilic carbonyl compounds such as aldehydes, ketones and

even acetals have been used successfully in the reaction.’
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The diastereoselectivity of the Mukaiyama aldol reaction can be directed when the
substrates are carefully chosen. However, control of the stereoselectivity is generally relative,
unless a chiral Lewis acid is chosen or internal induction is present in the molecule. Contrary to
the direct aldol addition, no cyclic intermediate between the enol and the carbonyl can be
described, so the stereochemistry cannot be predicted by following the Zimmerman-Traxler
chelation model. Mukaiyama reaction intermediates can be represented as open intermediates

following the Felkin-Ahn model (Scheme 45).

General rules for the determination of diastereoselectivity can be drawn as follow (Scheme

45):°

- Stereochemistry of the double bond does not affect the product diastercoselectivity;
- IfR”is small and R’ bulky, the anti-product is usually the major product;
- IfR?is large, syn diastereoselection is favoured;

- Syn product is also predominant when the aldehyde can be chelated.

Transition states are represented in Newman projections in Scheme 45. We assume that the
Lewis acid occupies a coordination site that is cis to the hydrogen of the aldehyde. In the
Newman projections (Scheme 45), models A and C are the most favoured with less dipole-dipole
interactions. Models B and D are the results of an anticlockwise rotation: model B bears non-
bonded interactions between R; and Rj plus unfavourable dipole-dipole interactions of the two
carbon-oxygen bonds. Model D shows non-bonded interactions between oxygen and R’. A
clockwise rotation of models A and B would give similar unfavourable interaction and Lewis

acid interactions with Rs or silyl.*

Control of the absolute stereochemistry of the Mukaiyama aldol product can be achieved
through the use of chiral enol ethers, chiral aldehydes™ or even chiral Lewis acid complexes and

Lewis bases.®*

Catalytic Lewis acid/base conditions have been since developed for the Mukaiyama aldol
reaction.***® Now, it is possible to obtain chiral aldol products from achiral starting materials,

using a chiral Lewis acid or base in catalytic quantity.™
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Scheme 45

Mukaivama-Michael reaction

A Mukaiyama-Michael reaction is the Lewis acid-mediated conjugate addition of silyl enol

ether to a Michael acceptor. The first example of conjugate addition of silyl enol ether to an a.,f3-

unsaturated carbonyl was published by Mukaiyama in 1974.°**" This methodology was

considered as a useful tool for the creation of 1,5-dicarbonyl moieties.

82¢,88

Hitchcock performed a screening of reactions of silyl enol ethers and o,f-unsaturated

carbonyls that revealed several general tendencies (Scheme 46):™

—  Anti selectivity is favoured when using a silyl enol ether derived from a ketone;

— Syn selectivity generally prevails when the silyl enol ether is derived from an ester;

— The configuration of the enol does not affect the product configuration;

— Bulkier substituents give higher selectivities.

OSiR;

O

O RZ O

le\ﬁﬂ + Rz/\)]\ R3 - le R3

Scheme 46
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In some cases, a loss of selectivity was observed. Otera explained this loss of selectivity by
a radical mechanism through electron transfer from ketene silyl acetal to Lewis acid.”
According to the radical mechanism, both the carbon-carbon double bond of the silyl enol ether
and the carbon-carbon double bond of the a-enone are free to rotate due to the potential
formation of a radical cation. Otera suggested that the use of highly oxophilic Lewis acid such as
TiCly, and bulky silyl and/or bulky alkoxy could avoid the formation of or limit the influence of

the radical *°

Chiral Lewis acids have also exhibited the ability to induce stercoselectivities in
Mukaiyama reactions with a Michael acceptor.”® MacMillan provided the first enantioselective
Mukaiyama-Michael reaction with an unsaturated aldehyde using chiral imidazolidinone as

organocatalyst (Scheme 47).°!

organocatalyst mixture O

S-O/@\ . Mo (20% mol) o sg::rimtl
Me;Si o) CH,Cl, - H,0 Z7 92% ee
organocatalyst
mixture 1:1
Scheme 47

b. Mukaiyama-Michael reaction of 3-vinyl-1-trimethylsilyloxycyclopent-1-ene with

malonate ester

The second step of the methodology developed in our group was a conjugate addition
mediated by the Lewis acid SnCls between the enol ether 77 and 87 (originally only 105 but later
extended to 107 and 111) to give 78 (Scheme 48).
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Scheme 48

The solution of the silyl enol ether 77 and the Michael acceptor 87 (105, 107 and 111)
were prepared cautiously to avoid side reactions (due to the remaining traces of acid or base in
the starting material). Indeed, diethyl methylenemalonate 105 is moisture and base sensitive, and
thus polymerizes quickly. Therefore, the glassware used for the preparation and the storage was
previously washed with acid to avoid this polymerization. Silyl enol ether 77 is acid sensitive
(removal of the silyl protection in acidic conditions to afford 77sp, Scheme 30) so during its

preparation, the reaction was quenched with an excess of base (Et;N).

Silyl enol ether 77 was first diluted in dichloromethane at room temperature and was then
cooled down to —78 °C. Diethyl methylenemalonate 105 or dibenzyl methylenemalonate 107
was added at low temperature to avoid polymerization, followed by the addition of SnCls. No
polymerization was observed with dibenzyl methylenemalonate 107, but we preferred to process

in this way to prevent this behaviour.

However, 1,1-bis(phenylsulfonyl)ethylene 111 was not soluble in dichloromethane at low
temperature, so the addition order was reversed. 1,1-bis(phenylsulfonyl)ethylene 111 was
dissolved at room temperature in dichloromethane and the solution temperature was lowered to
-78 °C. Fortunately, 1,1-bis(phenylsulfonyl)ethylene 111 did not crystallize at -78 °C in
dichloromethane, so the reaction could be performed at this temperature. The silyl enol ether 77
was then added at —78 °C. Tin tetrachloride was diluted in dichloromethane before addition and
added to the reaction mixture dropwise, very slowly. The reaction was highly exothermic. Lower
yields were obtained when the SnCly addition was too quick or when the reaction temperature

rose above —72 °C; the main isolated product in such event was exclusively the unprotected 3-
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vinylcylopentenone 77sp (Scheme 30). The addition was performed over a minimum of two

hours. The product was purified by column chromatography on silica gel.

Satisfactory results were obtained when starting from dibenzyl methylenemalonate 107

(67% yield) and diethyl methylenemalonate 105 (64% yield).

The yield was slightly lower when using 1,1-bis(phenylsulfonyl)ethylene 111 (54%) and
the product was difficult to purify. Indeed, the desired product was found to co-elute with the
starting material 111 upon purification by column chromatography, while this did not happen
with the two other methylenemalonate esters 105 and 107 because unreacted material

decomposed during the reaction.

The reduced yield in the preparation of 78¢ (R = SO,Ph) was believed to result from an
activation problem of the o,f-unsaturated sulfone 111, so stronger Lewis acids were screened.
However, the best results were still obtained using SnCls. We performed the reaction with SnCly,
TiCly; and BF3.OEt, on the three different analogues (R = CO,Et, CO,Bn, SO,Ph). When
BF;.0Et; was used, lower yields were observed for compounds 78a (21%) and 78b (14%) from
the diester compounds 105 and 107, and no reaction occurred with the disulfone 111. Titanium
tetrachloride led to the decomposition of the starting materials when starting from diesters 105

and 107, and low yields were described with the disulfone 111 (16% yield).

A possible mechanism is shown below for the conjugate addition of our starting materials
77 and 87 (Scheme 49). In the suggested transition state, one can clearly observe the steric
influence of the vinyl moiety that would direct the addition in anti with respect to the vinyl

moiety. The product obtained is a mixture of barely separable isomers (5.4:1, anti:syn).'
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IIT ) Optimization of the initial proposal

1) Introduction

In this chapter, the optimization of the original synthetic route that was previously
elaborated in our laboratories (Scheme 50 with R = CO,Et)' and the extension of this

methodology to the synthesis of new analogues is discussed.

This previous work, which seemed simple and promising, led to the synthesis of the
perhydroazulene ring system, obtained from the analogues of the diethyl ester only (R = CO,Et).
Syntheses through a similar route, using analogues of dibenzyl ester (R = CO,Bn) and diphenyl
sulfone (R = SO,Ph), were developed during this project and are described below.

Firstly, the preparation of the pro-Alder-ene compound 81 is discussed.

The first task was to repeat the former student’s synthesis and to collect the data for the
synthesized compounds. The work from his thesis was repeated carefully, but the results were
rather disappointing. The overall yield was similar, but for some reactions, satisfying yields were

not retrieved (compounds 88 and 79) or the yields were not reproducible (compound 89).
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The yields written in black are the original yields obtained from the published and laboratory work of the
former PhD student, while the yields in green are those obtained in our hands when following this original

pathway.

The aldehyde 81 (R = CO,Et) was previously synthesized in seven steps from the 2-
cyclopenten-1-one 76 in a 2.6% overall yield. A similar yield (2.9%) was obtained when this
work was repeated rigorously. Therefore, this methodology was highly limited by these low
yields, as the planned total synthesis requires at least twice as many steps. Moreover, a decrease

of those yields was observed when scaling up the synthesis.

Therefore, an optimization of the reaction conditions or modifications to the synthetic
strategy was clearly needed. Yields had to be improved and reactions had to be scaled up as
much as possible. The most challenging issues occurred during the first steps, i.e. the

dihydroxylation, the protection and the addition reactions.

a. Previous work

The absence of optimization of this approach by the previous PhD student can be partly
explained by the fact that this strategy was not included in his initial project. Indeed, his original
route was based on the 7-membered ring formation occurring through an intramolecular hetero-

Diels-Alder reaction in order to reach the guaianolide skeleton (Scheme 51).
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This strategy was the result of investigations previously carried out within the Page group
(Scheme 52).*%¢ The key step of this methodology was an intramolecular-Diels-Alder

reaction forming the fused [6-7]-bicyclic ring system in one step.
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Scheme 52

This strategy gave access to the tigliane and diaphnane skeletons. In a similar way, the
former student aimed to synthesize the guaianolide skeleton through an hetero-intramolecular-

Diels-Alder reaction.

The project was focused on the closure of the 7-membered ring through the formation of a

pyrane in a hetero-Diels-Alder reaction. The pro-Diels-Alder compound 112 was obtained in
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three steps from 89: a palladium-catalysed nucleophilic addition, followed by the removal of the

acetate protecting group and the oxidative cleavage of the gem-dihydroxyl moiety.

Catalyst

Solvent

Temperature

Result

Toluene

70 °C

Starting material

Toluene

160 °C

Decomposition

Microwaves

Toluene

80/120 °C

Starting material

Zl’lC12

THF

Room Temperature

Partial desylilation

THF reflux

ZnCl, Decomposition

BF;.0FEt, Et,O or THF -78 °C Starting material

THF -78 °C t0 20 °C

BF;.0Et, Desylilation

Yb(OTH); or Sc(OTf); THF 0°Cto20°C Starting material

THF -78 °Ct0 20 °C

Yb(OTf); or Sc(OTf)3

Desylilation

Microwaves, 19Kbar Toluene 120 °C Decomposition

Table 7

All the attempted intramolecular hetero-Diels-Alder cyclizations were unsuccessful: under
Lewis acid-catalysis, microwave irradiation or conventional heating (Table 7). If the Diels-Alder
reaction had been successful, rearrangement of the 6-membered ring of compound 113 through a
Bayer-Villiger oxidation rearrangement into a 5S-membered ring lactone to obtain the guaianolide

ring system 114 would have been targeted.

Despite all the work achieved by the former student, this line of investigation had to be
aborted and a new strategy had to be considered. So, a [3+2] cycloaddition (Alder-ene reaction)
was briefly developed. A range of conditions for this Alder-ene reaction were screened and good

results were obtained using BF3;.0Et, or Yb(OTf); in THF at -78 °C.
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Time constraints prevented further investigations towards the optimization of the synthesis

of the pro-Alder ene compound 81.

b. Issues of the former methodology

The reproducibility issues encountered with this protection reaction and the different

problems with the other steps caused us to reconsider the study from the beginning.

We attempted the dihydroxylation reaction using the former methodology and obtained
reasonable results (67%). However, the purity of the product was rather limited, and NMR
spectroscopic analyses were not clear. Indeed, the desired compound was coloured, suggesting
that some osmium catalyst was remaining even after several columns. Therefore, we decided not
only to decrease the amount of catalyst used in the reaction, but also to find a more efficient
work-up that would eliminate the remaining traces of osmium as the columns could not perform

it.

Concerning the protection reaction, it had to be entirely revised because we could not reach
a reproducible yield. The corresponding yield was generally between 10% and 45%, and a good
yield of 64% was observed only once on more than a gram scale. After realising that the problem
was due to reproducibility issues and not to mis-manipulation, we decided to explore other

methodologies, which would allow us to obtain reproducible yields, followed by an optimization.

The nucleophilic substitution reaction using the previous methodology gave limited results
in our hands (42%) and the yields dropped when the reaction was scaled up. Side reactions such
as addition to the ketone moiety were also observed. This method afforded a complex mixture,
which was difficult to purify due to the presence of compounds with similar retention factor
values to the actual product. The optimization of this reaction focused on reducing the enolate
formation and favouring the formation of the compound deprotonated o to the two esters, the

malonate acidic site (Scheme 53).
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OAc OAc OAc 1

OAc base OAc
CO,Et e + CO,Et
7/ @
- COQET " COzEt

Scheme 53

The optimization of the deprotection reaction and the oxidative cleavage step concentrated

on adjusting the best quantities and the reaction time to obtain the highest yield and purity.

The problems encountered during the decarboxylation reaction also persuaded us to extend
the synthesis to dibenzyl ester (Scheme 50, R = CO,Bn) and diphenyl sulphone (Scheme 50, R =
SO,Ph) analogues.

2) Dihydroxylation reaction

The vinyl moiety, present in the molecule 77, masks the aldehyde function that is an
important part of the pro-intramolecular-Alder-ene adducts 81. The aldehyde group is too
reactive to be placed at the beginning of the synthesis (and should be introduced last). Another
carbon-carbon double bond, which is present in the other part of the pro-intramolecular-Alder-

ene adduct 81, is also introduced later in the structure.

The vinyl carbon-carbon double bond, present in 78, would be converted selectively into
an aldehyde in five steps. The double bond would be converted into a diol that would be
protected. At this stage, we would be able to introduce the prenyl, which contains the other
carbon-carbon double bond with no risk for this function to interfere in the next steps, followed
by the deprotection of the diol and the conversion into an aldehyde to obtain the pro-

intramolecular-Alder-ene adduct 81 (Scheme 54).
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R = Electron Withdrawing Group
P = Protecting group

Scheme 54

The first step for this transformation is thus a dihydroxylation reaction of the carbon-

carbon double of the vinyl moiety of 78.
Several dihydroxylation reactions are known to date. They can be divided into two types:
reactions affording the syn-dihydroxylation products, and reactions affording anti-

dihydroxylation adducts.”

a. syn-Dihydroxylation methods

— Osmium tetroxide

Os0y is the most used reagent, with KMnOQy, for the syn-dihydroxylation of alkenes, and
generally gives good results. OsO4 can be used either in stoichiometric quantities or in catalytic
quantities.93 Os0y4 is very expensive, hazardous and toxic, and thus, the method of choice is

generally the employment of a catalytic amount of this metal with a secondary oxidant.

OsCl; (cat.), NMO OAc
RK/\ R2 ACO\)\ R2
THF/H,0 I_? ;
Scheme 55
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The catalytic conditions of this reaction, known as the Upjohn dihydroxylation, were
developed by VanRheenen er al.’* Other osmium species can be used as catalyst such as
0s"'Cl3.xH,0 or 0s"'K,0,(OH), and are oxidized in situ into Os"™. Re-oxidant sources can be
found in NMO, H,0,, -BuOOH, K,;Fe(CN)s, and metal chlorates such as NaClOs3;, Ba(CIOs),,
NaClO4. Use of NalO4 affords the formation of aldehydes or ketone from in situ oxidative
cleavage, whereas O, affords principally over-oxidation and decomposition to CO,.”> The best
results are obtained by using NMO, -BuOOH or K;Fe(CN)s as reoxidants, with which the over-

oxidation is generally avoided.

The combination of OsO4 with NMO is probably the most general and effective procedure
for alkene syn-dihydroxylation. Reactions performed in the presence of trimethylamine N-oxide

as reoxidant and pyridine lead to better results with hindered alkenes.”

The reaction is believed to proceed through a [3+2] cycloaddition mechanism with the

formation of a 5-membered ring osmium ester that was isolated.” The catalytic cycle is shown in

Scheme 56. Syn-hydroxylation is generally favoured on the less hindered face of the mt-system.”

OsV!
e
oAy ol
R2 XAVl
L*/ﬁs\\ R‘I\/\RQ
0 (e
H,0
O o 0
O=""Zuu \\(l)/ Vi
OS * ~
L*/| \O L | o

Scheme 56
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In general, a racemic product is obtained. Diastereoselective dihydroxylation can be
obtained with chiral non-racemic secondary allylic alcohol product by using osmium tetroxide in
stoichiometric or catalytic quantities.”® Chiral auxiliaries can be also introduced into the alkene

to direct the addition to form diastereoisomers.”’

Sharpless et al. developed an asymmetric dihydroxylation method using a chiral quinine
ligand to direct the addition.”® His work on stereoselective oxidation reactions (epoxidation,
dihydroxylation and oxyamination reactions) brought him the Nobel Prize in Chemistry in 2001,
(shared with Knowles and Noyori for their work on asymmetrically catalysed hydrogenation

reactions).

— Potassium permanganate

Potassium permanganate used to be the common oxidant for the syn-hydroxylation of
alkenes.”” It has the advantage of being relatively cheap, less toxic and hazardous. However, this
reaction is barely controllable and encounters many side reactions such as overoxidation and
alternative oxidation pathways leading to other undesirable side products. Phase transfer
catalysis allows better control. Typical conditions are the dilution of the alkene in
dichloromethane and aqueous potassium permanganate, stirred vigorously with a phase transfer
agent such as benzyltriethylammonium chloride. Solid-liquid phase transfer is also used. The
reaction is believed to proceed through a [3+2] cycloaddition mechanism to form the 5-

membered ring manganate ester (Figure 4).

Figure 3
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— Palladium-catalysed olefin dioxygenation

Recently, a palladium-catalysed dihydroxylation was developed by different groups to give
direct access to the cis-diol monoacetate or diacetate.” Different catalytic cycles were suggested
but none was confirmed yet. This methodology has shown good results on mono- to
trisubstituted alkenes and a tolerance for some functional groups such as cyanide, carboxylic
acid. A high stereoselectivity was observed for this procedure (Scheme 57), a syn/anti ratio from

8/1 to 15/1.

Pd(OAc), (2 mol %) OAc
AcOOH, Ac,O
R1\/\R2 ¢ e AcO ; R1
anhydrous AcOH R2
60 min, rt

72-94 % yield

Scheme 57

— Other syn-hydroxylation methods

syn-Hydroxylation is also obtained through indirect synthetic approaches such as the
formation of halohydrin ester as intermediate. Woodward developed a procedure whereby iodine
and silver acetate are added to a solution of an alkene in acetic acid (Scheme 58).'°" The acetyl
hypoiodite, MeCO:l, formed in situ, attacks the alkene carbon-carbon double bond to form a
trans-halohydrin ester on which the halogen is displaced in the presence of silver(I) into a
cationic cyclic acetal. The rearrangement induced by the cation allows the formation of two cis-
diol monoacetates. Tetrasubstituted alkenes generally afford an approximative cis/trans-diol
ratio of about 3:2. Other procedures, avoiding the use of the expensive silver(I) salt, have been

100b
d.

reporte The replacement of the silver(I) acetate by a combination of iodine-potassium with

iodide-potassium acetate or by the thallium(I) acetate in Woodward’s procedure allows an

equivalent result.'*
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Scheme 58

A novel metal-free methodology has also been developed by Li ef al., using an aryl iodide
as organocatalyst, and an oxidant such as H>O, or m-CPBA with an acid additive (Lewis or
Bronsted acid).'”" It has been shown to work on a broad range of olefins with a tolerance of
functional groups bearing electron-rich or electron-poor substrates under relatively mild
conditions (room temperature). Besides being environmentally friendly, the reaction has shown

high diastereoselectivity for syn-dihydroxylation (from 4.3:1 and up to >19:1 dr).

1) 2,4,6-Me3CgHol (cat.), TFOH (cat.), OAc
H50,, AcsO/AcOH, rt
R%Rz 2U2, AC2 AcO ; R2
2) Ac,0, pyridine, rt R

74-90 % yield

Scheme 59

b. Anti-dihydroxylation reaction

— Epoxide opening

Epoxide openings with a nucleophile lead to the anti addition product under acidic
conditions. Addition of a suitable peroxycarboxylic acid to the alkene affords a mixture of
oxirane stereoisomers that can be opened under catalytic conditions with the remaining
carboxylic acid. The monoester can be hydrolysed to yield a mixture of enantiomeric diols. An
industrial anti-dihydroxylation method is the addition of H,SO4 to a mixture of alkene and
NaBOjs in acetic anhydride to obtain the corresponding frans-1-hydroxy-2-acetoxy derivative.'%*
Epoxides formed from the reaction of an alkene with H,O, are opened in situ with the addition of

an oxide catalyst such WOs3, H;WOy, or Se0,.'”
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R RS3 RCOgzH HO RS R' OH
1
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R1 R3 H H HO Ba RJ OH
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WOQOj3 (cat.)

2 4 3 2 4
R® R orHWO, (cat) R OH HO R

or SeO, (cat.)
Scheme 60

— The Prévost reaction

The mechanism of the Prévost reaction is similar to the Woodward reaction but the
opening of the cationic ring is performed through an anti nucleophilic attack of the carboxylic

acid in excess (Scheme 61).”

=Y R3 RCO,! R'" R3 RCOZG) ROCO R® R' OCOR
e (e R o L o
R2 R4 o. O R2 OCOR ROCO R4
hE
R
Scheme 61

c. Application of the osmium dihydroxylation

After studying the different methodologies for dihydroxylation, it clearly appeared to us
that the method of choice was the osmium-catalysed procedure: no specific configuration is
needed in our case, excellent results are reported in the literature, a good tolerance for functional

groups is realised.

The results obtained with the former methodology did not satisfy us: the corresponding
yield was reasonable even though we expected better results, but the purity of the compound was
not satisfactory. NMR spectra were neither resolved nor well defined (broad peaks). The final
product kept a dark colour even after several columns. This absence of definition in the NMR

spectra and the dark colour were believed to come from the osmium traces remaining in the final

92



Studies towards the Synthesis of Guaianolide and Pseudoguaianolide Skeleton.

compound (OsCls is a black powder). A more appropriate purification processes was therefore

needed because the previous work-up or the columns were not efficient.

OH

A\ </OH

~ >

\ R 0sClg / NMO \ R
—
R THF / H,0 R

0] 0]
R = CO,Et 78a 88a
R = CO,Bn 78b 88b
R = SO,Ph 78¢c 88c
Scheme 62

Indeed, quenching the solution with a reducing agent such as Na,SO; and washing the
solution reaction with an HCl aqueous solution (2M) several times gave a pale-yellow product
(without any dark tint). NMR spectra were clean and resolved. A better yield was also obtained
using this process (up to 80% for both diester analogues 88a and 88b) and the next step would be
carried out with this work-up as the only purification, avoiding the column chromatography step.
We obtained a yield slightly lower (69%) but still reasonable when working with the disulfone

analogue 88c.

— Palladium diacetoxylation attempts

In the search for the best dihydroxylation method, we were also interested in a palladium
oxidation. Several publications have reported that some olefins could be converted in one step
into a diacetoxy product through a palladium-catalysed reaction.”” This reaction would be
interesting for our strategy as it would afford the diacetoxy product in only one step instead of
two. Jung et al. have developed an interesting process using Pd(OAc); as catalyst and AcOOH as
oxidant with Ac,O in AcOH at room temperature. We attempted to apply these conditions to our

synthesis and the results are summarized in Table 8.
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OAc

\\ g/OAc

\ R Pd catalyst \ R
—_—
R oxidant R

@) Ac,0 (50 eq) O
78b 89b
R= COan
Scheme 63

Entry | Catalyst (10% mol) Oxidant (eq) | Temperaturef Solvent (| Result

Pd(OAc), AcO:H (2 eq) 20 °C AcOH SM

Pd(OAc), AcO:H (4 eq) 20 °C AcOH SM

Pd(OAc), AcO:H (2 eq) 20 °C hexane SM

Pd(OAc);, AcOzH (4 eq) 60 °C AcOH SM

Pd(OAc), AcO;H (4 eq) 60 °C hexane SM

Pd(OAc), H,0; (4 eq) 20 °C hexane SM

Pd(OAc), H,0; (4 eq) 20 °C H,O:THF || SM

Pd(OAC)z H,0; (4 eq) 60 °C H,O:THF SM

Pd(OAc), H,0, (4 eq) 60 °C hexane SM

Pd(OAc), PhI(OAc), (4 eq) 20 °C H,0:AcOH|| SMm

Pd(OAc), PhI(OAc), (4 eq) 60 °C H,O:AcOH[l sMm

Pd(dppp)(H20)2(0TH), || PhI(OAc), (4 eq) 60°C  |H.0:AcOH|| sm

Table 8

Unfortunately, all our attempts were unsuccessful. No traces of diacetoxy compound 89
were observed, and the starting material was generally quantitatively recovered. We also looked
for monoacetoxy alcohols but did not find any. The reaction was performed with a range of

oxidizing agents (Entries 2, 6 and 10, Table 8): AcO,H, H,O, and PhI(OAc),, increased reaction
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temperature of 60 °C (Entries 4, 5, 8, 11 and 12, Table 8) and with different palladium catalysts
(Entries 1 and 12, Table 8).

The reaction was also attempted with the compounds 78a and 78c in the same conditions

as for entry 2, but no desired product was isolated.

No traces of diacetoxy or even monoacetoxy products were observed, and so this line of

investigation was discontinued.

3) Protection of the diol moiety

Several methodologies have been developed to convert alcohol moieties into acetoxy

groups.'*

The most common method for the introduction of an acetyl group consists of the addition
of the alcohol to a solution of Ac,0 in pyridine. Verley and Bolsing first developed this method
of esterification in 1901."”> Primary and secondary alcohols are generally O-acylated through

that method without any problems.'®

In 1969, Steglich and Hofle reported the strong catalytic
effect of 4-dimethylaminopyridine (DMAP) and 4-pyrrolidinopyridine (PPY) in the increase of
the reaction rate of the acylation.'”” This report contributed to the development of DMAP as a
catalytic transesterification agent. The use of DMAP allows the O-acylation of many alcohols
including tertiary alcohols and hindered alcohols that were not acylated in the presence of

pyridine only.

Other methodologies can selectively O-acylate primary alcohols in the presence of

secondary alcohols such as AcCl and collidine in dichloromethane.'®®

The acetyl group can be
introduced onto highly hindered alcohols using Ac,O in dichloromethane under high pressure

(15 kbar).'” Lewis acids such as Al,O3 or BF3.0Et, or Sc(OTf); can afford selective results on

polyol compounds.''® Similar selective results can be also obtained through biocatalysis.'"'
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— Application

Some problems were encountered when attempting the protection reaction with the
previously developed reaction conditions. However, the acetyl protecting group was an

interesting protecting function to keep as it is easily removed.

OAc

&OH </OAC
DMAP
ACQO/Pyrldlne

R= COQEt 88a

Scheme 64

The previous methodology, which included the addition of a catalytic amount of DMAP to
a solution of diol in a 1:1 mixture of Ac,O:pyridine, was low-yielding and not reproducible:
yields below 40% were generally obtained and the remainder was a dark liquid of a complex
mixture of degradation products. Despite several attempts to perform the reaction under these
conditions or by modifiying the temperature, the time or the quantities of each reagent, we could

not reach reproducible results.

Therefore, a methodology giving reproducible and better yields was sought. A large
number of bases, from weak (pyridine, Et;N, NaHCOj3), medium (K,COs3) to strong bases (NaH,
t-BuLi, LDA), were screened in different solvents (dichloromethane, toluene, Et,O, THF,
EtOAc, AcOH) (Table 9).

Pyridine and triethylamine gave good results with a slight preference for pyridine (Entries
6 and 7, Table 9). An excess of 10 equivalents of base was added when using medium (NaHCO;
Entry 5, K,COs Entry 4, Table 9) and weak (pyridine Entry 7, Et;N Entry 6, Table 9) bases,
whereas only 2.2 equivalents were employed with strong bases (NaH Entry 1, ~BuLi Entry 2,
LDA Entry 3, Table 9). The best solvent for this reaction was dichloromethane (Entry 6, Table 9)
at low temperature (0 °C) (Entry 12, Table 9). However, a degradation of the product was
observed in the reaction solution over time. The reaction mixture was stirred for no more than 15

min and directly worked up to avoid degradation.
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Reagent Base Temperature Solvent Result

Ac,O NaH 20 °C CHxCl, 15%

Ac,O t-BuLi 20°C CH,Cl, 10%

Ac,O LDA 20 °C CH,Cl, 8%

Ac,O K>,CO; 20 °C CH,CI,

AcO NaHCO; 20 °C CHxCl,

Ac,O Et;N 20 °C CH,Cl,

Ac,O Pyridine 20 °C CH,Cl,

TH0 Pyridine 20°C CHyCL,

Ac,O Pyridine 20°C AcOH

Ac,O Pyridine 20 °C Et,O

Ac,0 Pyridine 60 °C CH,Cl,

AcO Pyridine CHCl,

Ac,O Pyridine CHxCl,

Ac,O Pyridine CH,Cl

Ac,O Pyridine CH,Cl,

Table 9
(a): All the reactions were performed using 88a (R = CO,Et), except for Entries 14 and 15 where 88b was used (R =
CO,Bn); (b): No starting material was recovered and only decomposition was generally observed; (c): The reaction
was performed on a 6 g scale of starting material 88b (R = CO,Bn); (d): The 6 g of starting material 88b (R =
CO,Bn) were split into 4 portions of around 1.5 g each.

The reaction was also performed with trifluoroacetic anhydride in order to afford the
corresponding diester derivative. The reaction seemed to work (new spot on the TLC plate), but
the protecting group was probably too unstable and was lost during the purification process, only

degradation products being observed after column chromatography (Entry 8, Table 9).
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OH OAc

\_OH PAQé_O \_-OAc
yridine
a DMAP i
e
R CH,Cl, R
¢ ¢}
R = CO,Et 88a 89a
R=CO,Bn  88b 89b
R = SO,Ph 88c 89c
Scheme 65

Finally, after many tests, we established the best reaction conditions: the scale of the
reaction should be limited to 1.5 g of diol 88, the temperature has to be carefully monitored and
kept between —10 °C and 0 °C, and the reaction should not last more than 15 min. Pyridine,
DMAP and acetic anhydride were successively added to a solution of diol in dichloromethane at
-10 °C. After 15 min, the reaction was directly quenched with H,O and worked up. Purification
through silica gel chromatography afforded the desired compound 89 as a colourless oil in a
yield of up to 99% (66% for 89a R = CO,Et, 95% for 89b R = CO;Bn and 99% for 89¢ R=
SO,Ph). This yield was reproducible and the compounds obtained were pure; chromatography
was mainly used to remove the remaining traces of puridine. The lower yield for compound 89a
(R = CO,Et), compared to 89b, can be explained by the fact that the optimized reaction scale of

1.5 g of diol was established after the synthesis of 89a was discontinued.

4) Nucleophilic substitution of prenyl bromide

The nucleophile, formed in situ from compound 89 through the removal of the proton of

malonyl moiety, attacks the prenyl bromide 90 to afford 79 (Scheme 66).
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OAc OAc ® 5%
OQC Base .&OAC
N R
WR 90 @\)@R
O 8o 0
20

R = CO,Et, CO,Bn, SO,Ph

Scheme 66

An allylic rearrangement or allylic shift is sometimes observed in the presence of allylic

halides and analogous substrates. This reaction is generally referred as Sy1° or Sy2’, depending

on the reaction mechanism.'"?

The reaction of prenyl bromide with a malonate moiety has been often described in the

literature with a wide range of solvents, bases and conditions.'"

SO,Ph DBU, 90
—_—
HoCl,, A
SOQPh c 202! SOzph
78%

PhO2SY\)\ (ref. 114a)

MeO,C // NaH, 90 MeO,C =
R (ref. 114b)
MeO,C THF MeO,C AN

95%

SO,Ph NaH, 90
2 ERNG PhOQSw/\)\ (ref. 114b)

SO,Ph THF SO,Ph
80%
NaOEt, 90
E10,C T — EO:C (ref. 114c)
73%
Scheme 67
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— Application

The procedure described in the initial work involved the slow addition of n-butyllithium to
a solution of the compound 89 and prenyl bromide 90 (3-methylbut-2-enyl bromide) in dry THF
at =78 °C (Scheme 66). This methodology gave relatively moderate yields (42-57%) and the
purification was difficult. We first thought that some allylic rearrangement may also occur but it
was not observed in our hands probably due to the steric hindrance. However, one of the side
products isolated resulted from the addition of n-butyllithium to the carbonyl moiety. So, we
could deduce that the base used was not adequate as it might be too nucleophilic and tended to

react in an addition reaction instead of reacting as a base.

OAc OAc
\-OAc
e
WR n-BuLi, THF
(0]
89a
R = CO,Et
Scheme 68

Thus, the main problem seemed to be the nature of the chosen base. The base had to be
basic enough to deprotonate the malonate moiety (pK, = 13.3 in DMSO for dimethyl

114

malonate ) but not too nucleophilic, to avoid the addition onto carbonyls. We should only use a

slight excess of base (1.1 equivalents) to avoid the formation of the enolate derived from the

ketone moiety (pK, = 25.8 in DMSO for cyclopentanone''*

), and thus avoid the formation of the
corresponding alkylated products. Therefore, a range of bases was screened and new conditions

were established (Table 10).

In the literature, most of the nucleophilic substitutions of a malonic ester moiety onto alkyl
bromide involve NaH as a base.'"*™""> K,CO; should also be strong enough to remove the
malonic proton. However, the use of K,COs as a base did not work in that reaction, and the

starting material 89b (R = CO,Bn) was fully recovered (Entries 4-7, Table 10).
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Solvent

Temperature

Reaction yield (79b%*)

THF

=78 °C 42%

THF

=78 °C 35%

THF

=78 °C 30%

THF

0°C

Acetone

Room temperature

THF

Room temperature

Acetone

Room temperature

THF

=78 °C

Et,O

=78 °C

CHyCL,

=78 °C

THF

0°C

Et,O

0°C

CHyCl,

0°C

Table 10 (*: for compound 79b R = CO;Bn)

A range of bases was screened, and the best results were obtained using NaH in THF at

0 °C (Entry 11, Table 10).

OAc OAc
L—-OAc
B R 90
@\)\R NaH, THF
O 89 o R
R = CO,Et : 64% 79

R =CO,Bn : 80%

Scheme 69
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NaH was added to a solution of the malonate ester 89 in dry THF under nitrogen
atmosphere at 0 °C and the reaction was stirred for 24 h at room temperature. The deprotonation
reaction was followed using a gas bubbler: the reaction ends when no (hydrogen) gas is formed
anymore. At the end of the deprotonation, the grey NaH suspension disappeared and the original
colourless mixture became pale yellow. Prenyl bromide 90 was then added to the reaction
mixture at 0 °C and the solution was stirred overnight at room temperature. When the diethyl
malonate ester compound 89a (R = CO,Et) was used, the reaction was performed at =78 °C and
left overnight to warm-up (the dry ice/ethyl acetate bath was not refilled with dry ice after the
prenyl bromide addition) and the desired product 79a (R = CO,Et) was obtained in 64% yield. In
the case of the synthesis of the dibenzyl malonate ester analogues (R = CO,Bn), we observed
that the reaction seemed to work better at 0 °C. The desired compound 79b (R = CO,Bn) was
obtained in 80% yield.

For unknown reasons, the substitution reaction was unsuccessful with the disulphone
analogue 89c¢ (R = SO,Ph). On paper, the synthesis of the sulfonyl analogues was the most
promising one: we should obtain solid products that are generally easier to handle and UV-
visible due to the presence of the aromatic substituents on the sulfones. And the most important
part is the hypothetically facile removal of the sulfonyl group. Unfortunately, we could not
verify this last point.

The first steps of the sulfonyl analogue synthesis were only slightly optimized, as our first
aim was to reach the desulfonylation step. This substitution reaction was crucial, being partly the
purpose of this sulfonyl function (activation of the a proton): if we could insert the prenyl group,
we would be able either to attempt the desulfonylation reaction or to carry out the synthesis on

the same pathway.

The starting material 89¢ was recovered and the desired product 79¢ was never isolated.
All the conditions shown in table 9 were also screened without better results. Unfortunately, no
product was obtained from the prenyl bromide addition reaction with 89¢ as starting material.
This absence of reaction is probably due to the steric hindrance of the two sufonyl that are a lot
bigger than carbonyl. However, the syntheses with the dibenzyl ester analogues were working

with good yields and the decarboxylated analogues were produced with success.
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'H NMR spectroscopic analysis (see Appendix) of compound 89c¢ revealed the presence of
the signals of the acidic proton in o to the sulfone moieties at around 5.75 ppm (we can see two
signals because we had an inseparable mixture of four stereoisomers: two pairs of enantiomers).
The analysis of the '"H NMR spectrum of compound 79b allowed the observation of the new
signals that we were expecting from the prenyl bromide substitution reaction: the most
characteristic peaks are the alkene signal at around 4.85 ppm and the two terminal methyl signals
at around 1.55 ppm. The acidic proton peak (around 5.75 ppm) disappeared on the 'H NMR
spectrum while the new signals corresponding to the two terminal methyl (around 1.55 ppm)
appeared. The two latter peaks were the most recognizable as they were the most intense signals
(two signals integrating for three protons). However, we never observed these signals on any
isolated product when we worked on this reaction with compound 89¢ (R = SO,Ph) as starting

material.

Therefore, the investigations conducted with disulphone analogues were discontinued in

favour of the dibenzyl ester analogues.

5) Protection removal

The removal of the acyl group is generally performed under basic conditions. Many

methodologies have been developed in order to reach that goal:'*

- K,COs, MeOH, H,0;'"

- NaOMe (catalytic), MeOH, H,O (Zemplen de-O-acetylation);

- KCN, EtOH (for acidic or base sensitive substrates);'"’

-  Enzymes can afford the resolution of a racemic or meso-substrate with excellent
enantioselectivity;'®

- Different methodologies have been designed to be compatible with other protecting

groups such as Mg and MeOH (benzoate and pivaloate are not cleaved).'"”

We decided to use a supported base: Amberlite® 400 Cl. The commercial chloride form of
this Amberlite® was activated in an aqueous solution of NaOH (2 M). Amberlite® 400 Cl is a
strong basic anion exchange resin with a styrene/divinyl benzene gel matrix and quaternary

ammonium functional groups.
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— Application

Amberlite™ 400 ClI

E—
MeOH
R = CO,Et 79a 9la
R = CO,Bn 79b 91b
Scheme 70

The diacetyloxy compound 79 was deprotected to give the corresponding diol product 91
by treatment with a supported base, Amberlite® 400 OH (Activated form of Amberlite® 400 CI)
in MeOH under vigorous stirring at room temperature for one day. This pathway afforded the
desired product 91 in high yield after filtration through a pad of celite to remove traces of
crushed Amberlite® without the need for further purification: 91a (R = COzEt) in 95% and 91b
(R =CO0O;Bn) in 86%.

6) Oxidative cleavage

Oxidative carbon-carbon bond cleavage of vicinal diols is a common synthetic procedure
that can be achieved using various reagents such as calcium hypochlorite,'”® manganic

2 . . 123
or sodium bismuthate. ° However, the most common

pyrophosphate,'?' iodine triacetate'?
reagents for this reaction are sodium metaperiodate'” and lead(IV) acetate. Sodium
metaperiodate is more effective with substrates that are soluble in aqueous solutions because of
the insolubility of the salt in organic solvents, while lead tetraacetate is used in organic solvents.
Generally, sodium metaperiodate is preferred to lead acetate, as this latter compound is difficult

to store and to handle. Further, it is a toxic reagent and over-oxidation can occur.

Sodium metaperiodate forms a 5-membered ring iodate ester (Scheme 70), which is
opened to give two carbonyl moieties: primary alcohols afford aldehydes, while secondary

alcohols produce ketones.'>
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R1

R2 (@] ,/O O o
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R*755 on Rl "R? R3

Scheme 71

Sodium metaperiodate cleaves vicinal alcohols, a-hydroxyketones and related
functionalities. Carbon-carbon alkene double bonds can be directly cleaved into two carbonyl

moieties using sodium metaperiodate with osmium catalyst.
— Application:

NalO,4

—_—

THF/H,O

Scheme 72

An aqueous solution of sodium metaperiodate was added to a solution of the diol 91 in
THF. The reaction was stirred at room temperature for 4 to 5 hours. The reaction was monitored
by thin layer chromatography, and quenched as soon as the starting material disappeared. We
observed that the product started to decompose after the total consumption of the starting

material.

The improvements of the reaction conditions from the previous work were principally on
the reaction time (4.5 hours instead of overnight) and on the quantities of oxidizing agent (10
equivalents instead of only 5 equivalents). This optimization allowed us to obtain compound 81
in excellent yields: we reached 98% yield of 81a (R = CO,Et) formation and a yield of 97% in
the preparation of 81b (R = CO,Bn).
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7) Conclusion

Other routes have also been explored without success. We attempted addition of prenyl
bromide to compound 78 to avoid the protection step, but the substitution reaction worked in

poor yields, and the dihydroxylation-oxidative cleavage reactions gave a complex mixture.

Scheme 73 shows the new methodology with the reaction yields obtained for diethyl

malonate analogues in green (R = COEt) and dibenzyl malonate analogues in red (R = CO,Bn).

OH
QOH
\\ Ac,0
. R 0sClz / NMO R Pyr
——
Q\)\R THF / H,0 R Dcwm
O 0] 80% 0] 66%
76 78 80% 88 95%
-R=CO,Et 60% over two steps
-R =CO,Bn 61% over two steps

NalO, Amberlite” 400 CI
THF/H,0 MeOH
98% 95%
97% 86%

Scheme 73

Finally, we obtained reactions affording rather clean mixtures and products in good yields.
The new methodology presented reactions with reproducible yields and more controlled
conditions. We have also prepared an analogue by replacing the original diethyl malonate moiety
with the corresponding dibenzyl ester. The original methodology gave the aldehyde 8la
(R = CO,Et) in less than 3% yield over seven steps. After optimization, the aldehyde 81a
(R = CO,Et) was obtained in 19% yield and the aldehyde 81b (R = CO;Bn) in 31% yield over

seven steps.
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IV ) Decarboxylation

1) Introduction

A decarboxylation reaction results in the elimination of a carboxyl group, releasing carbon
dioxide. The carboxylic acid moiety can be replaced by a proton, a halogen atom or otherwise

functionalized, depending on the reaction conditions and the mechanisms.’*

Different processes of decarboxylation have been developed. The most common procedure
for decarboxylation is the loss of carbon dioxide from the B-position of another carbonyl moiety,

catalysed under acidic or basic conditions. A cyclic mechanism is generally involved in this case.

Other decarboxylation methods usually involve radical mechanisms and are applicable to a

large scope of substrates.

However, decarboxylations catalysed by transition metals are emerging. It is a good

method for aryl cross-coupling decarboxylation, but limited for reductive decarboxylation.'*®

Biologically, aerobic decomposition generally proceeds through oxidation (if needed) and
decarboxylation. The enzymes that catalyse the biochemical process of decarboxylation are
called decarboxylases or carboxyl-lyases.'?’ Those enzymes can add or remove a carboxyl group
from an organic compound. An important example is the enzyme ribulose-1,5-bisphosphate

128 It is the enzyme responsible for the

carboxylase oxygenase, commonly abbreviated RuBisCO.
conversion of atmospheric carbon dioxide into organic material during photosynthesis. It is

believed to be the most abundant protein on earth.'*®

2) Tonic mechanism

a. Introduction

The decarboxylation reaction is an old reaction, resulting in decomposition through
pyrolysis and loss of carbon dioxide. Malonic acids and esters were used early in organic
syntheses and their decarboxylation has been thoroughly explored.'*® Decarboxylation reactions

usually require heating. p-Keto acids, a,p-unsaturated acids, a-phenyl, a-nitro, and a-cyanoacids
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can readily release carbon dioxide under acidic or basic conditions in a protic solvent (Scheme
74).'” Metal salts have also been shown to promote the reaction.”” In a few cases,
decarboxylation can occur spontaneously.'*! The reaction is more likely to proceed if the enol

intermediate is stabilized (Scheme 74).

- Mechanism under acidic conditions:

H CO,
Oj ‘O : OH O
R)J\k\/&\l\o R)\ -~ R)H
R R R
- Mechanism under basic conditions:
COZ @ @
040 2 o) )~ H 0
© —
RJ\A)LKO RS protic solvent R
R R R
Scheme 74

Decarboxylation of esters is possible under basic conditions (saponification conditions)

and heating, but generally it leads to poor yields (Scheme 75).'*

o o}
NaOH, !
. 1)
CO,Et 31%
CO,Et CO.H
Scheme 75

Krapcho developed a method from methyl (or ethyl)-f-ketoesters, which yielded better
results. It can also be applied to decarboxylation reactions that would work under basic or acidic
conditions (related to the stability of the enol intermediate, Scheme 76). Krapcho’s conditions
consist of heating the reaction mixture in the presence of LiCl in DMSO with a proton donor

(Scheme 77)."** NaCl or MgCl, salts have also been shown to give good results.'**
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®
H

CIG)/\* 0 0 &Eo J o)

H3C ~ — CO; + MeCl —
: S0 TR %\R " 2 protic donor R

R' R' R'
Scheme 76
CO,Et LiCl
. WcozEt
CO,Et 99%
l T proton donor
H®

Scheme 77

b. Application

We attempted the reaction on the product from the addition to the malonate moiety 79a (R
= CO;Et) and 79b (R = CO;Bn) (Equation 1 Scheme 78), and on the bicyclo[5.3.0]decane 82a
(R = CO;zEt) (Equation 2 Scheme 78). In both cases, only decomposition products were observed

under acidic conditions.

The protected diol compounds 79a (R = CO;Et) and 79b (R = CO,Bn) afforded the diacid
115 with removal of the alcohol protection after 24 hours. The conditions were stronger (KOH in
1:1 THF:H,0) than the simple deprotection of the diol (discussed above), and the reaction was
carried out for longer reaction times (24 hours). We obtained 115 only as impure traces (5%
yield from 79a and 4% yield from 79b), and purification of the reaction mixtures was difficult to

perform due to the presence decomposed products.

Decomposition of the diacid compounds was observed when heating was applied
(Equation 1 Scheme 78). In the case of the bicyclic compound 82a (R = CO;Et), the reaction

conditions conducted to its degradation only (Equation 2 Scheme 78). No attempts were made
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with the compound 82b (R = CO,Bn) as we expected similar results as the one obtained with

82a, and we preferred to concentrate on the study of other methodologies.

The use of LiCl generated the same results of degradation.

OAc OH

base I
R —_— decomposition (1)
o RR
R=CO,Et 79a 115
R=CO,Bn 79
base or acid
— decomposition (2)
I
Scheme 78
3) Radical mechanism

Decarboxylation can be achieved through cleavage of a carbon-carbon single bond by
fragmentation of a carboxylic radical. Different methods have been developed to form the
carboxylic radical, which decomposed into an alkyl radical and carbon dioxide (Equation 1
Scheme 79). The alkyl radical may be trapped with a variety of radical-trapping reagents,
depending on the tolerance of the radical precursor. However, we were only interested in a
reductive decarboxylation where the carboxyl group was replaced by a proton (Equation 2

Scheme 79).

R + H —_— RH (2)

Scheme 79
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a. Hunsdiecker reaction

The Hunsdiecker reaction is sometimes also called Borodin reaction because Borodin was
the first chemist to report the reaction of carboxylate silver salts with bromine to afford alkyl
halide (Equation 1 Scheme 80)."* It was used for the preparation of aliphatic halides."*® The
Hunsdiecker couple, Heinz and Clére, patented the forgotten reaction in France and the UK in
1937, then in the USA (1940) and Germany (1941)."%7 The first publication of the reaction
occurred in 1942.1%7 However, the original reaction suffered several limitations.® Silver salts, that
were heat sensitive, were required to be scrupulously dried in order to obtain good yields.

Substrates, which can react with molecular bromine, are incompatible with the reaction.

The reaction was greatly limited by the preparation of the silver carboxylate, but many
improvements were introduced. The silver carboxylate salt is preferentially prepared in situ
through addition of an acyl chloride to a mixture of silver oxide and bromine in CCl,."*®

Thallium(I) and mercury(I) salts show good results as well (Equation 2 Scheme 80).'*’

Great improvements were made with the development of new methodologies for the
formation of radicals from carbonyl compounds. The Kochi reaction and the Barton
decarboxylation have shown a relatively wide scope of applications. Other methods such as
pyrolysis of peroxy esters or persulfate silver ion decarboxylation are also known, but only a

limited number of examples have been studied.'*

Br
CHa(CH,)14COOAg Wi/’ CH3(CH,)1Br (1)
0

Br,, HJO
CH3(CHy)16CO,H e CH3(CHp)16Br  (2)

Scheme 80
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JJ\ + Br, e RBr + CO, + MBr

R OoO®
M R O—Br
O (0]
—_— + Br
RJ\(S\—CBT RJ\O

R~"0

o) )

Jj\,\ N — > J]\ . + RBr
R "O0-Br + R’ R™ "0

Scheme 81

b. Kochi modification

Kochi reported the use of lead(IV) acetate.'*' The weak carboxyl-lead(IV) bond can be
cleaved to form the carboxyl radical, and decarboxylation of aliphatic carboxylic acids can be
achieved (Scheme 82). However, aromatic carboxylic acids fail to undergo decarboxylation

under Kochi’s conditions.'*

o} Pb(OAC),, I, CCly, !
OH 100%
Scheme 82
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c. Barton decarboxylation

— introduction

Barton developed radical chemistry with the discovery of new reactions working through
free radical mechanisms: the Barton reaction, the Barton decarboxylation and the Barton-

McCombie deoxygenation.

Sir Derek Barton (1918-1998) was an English organic chemist who received
the Nobel Prize for chemistry in 1969 with Odd Hassel for their contribution to
the development of the concept of conformational analysis in organic
chemistry.” He received his PhD from Imperial College in 1942 and was
appointed Professor in 1953. In 1978, he went to France to become Director of
the “Institut de Chimie des Substances Naturelles” (near Paris). He retired
from the research institute and traveled to the USA where he taught at the
University of Station College (Texas) from 1986. Born the son of a carpenter,
Barton was knighted Sir Derek in 1972. Over his career, more than 300 people
worked for Barton and he published more than a thousand papers. He described
the structure of many natural compounds (alkaloids, terpenoids, steroids). He
worked on several natural product syntheses and developed in parallel new
reactions (Barton reaction, Barton decarboxylation, Barton-McCombie
deoxygenation). He married three times. His first wife was English, his second
wife French and the last American. He finished his career as a Distinguished
Professor at Texas A&M University where he carried on his work until his last
breath. He died at the University at College Station in 1998.

The Barton decarboxylation found its innovative advantage in the scope of applications
due to the tolerance of functional groups to the reaction conditions. Barton developed a method
using O-acyl thiohydroxamate reagents. The carboxyl radical was formed through homolytic
cleavage of the weak N-carboxyl single bond. This radical generation method has a great
potential because neither strong oxidant nor strongly electrophilic species is required. Many
methods were devised for the preparation of the radical ester precursor O-acyl thiohydroxamate
(Scheme 83).'*’ This precursor can be prepared even without protecting indoles, phenols,

secondary and tertiary alcohols when using isobutyl chloroformate to promote the esterification.
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Scheme 83

An appropriate thiophilic radical induces the fragmentation of the N-carboxyl bond, thus
forming the carboxyl radical (detailed mechanism shown in Scheme 84). The latter loses carbon
dioxide and evolves into an alkyl or aryl radical that can be trapped with a hydrogen radical

donor or another radical trapping reagent (general equation in Scheme 84).

=
O 7] nBusSnH, AIBN |

!
S S~Snn-Bus

R

Scheme 84

The radical mechanism of Barton decarboxylation is shown in Scheme 85. The first step of
the reaction is the initiation through homolytic cleavage of the radical initiator AIBN upon
heating or white light photolysis. The radical generated attacks tri-n-butyltin hydride, releasing a
tin radical. Tin radicals are thiophilic, and thus attack the sulfur atom of the thiohydroxamate
moiety, forming a strong sulfur-tin bond. The N-carboxyl bond undergoes a homolytic cleavage
that forms the carboxylic radical. The carboxylic radical produces an alkyl or aryl radical with
release of carbon dioxide. The alkyl radical is finally trapped with a hydrogen radical from the
tri-n-butyltin hydride. Tri-n-butyltin radical generated propagates the radical chain reaction until

total consumption of the ester.
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1) Initiation

N ON CN N
N 2 .
%\J N—N%\/ — + 2
CN
VAR ™
n-BusSn—"H ) —>  n-BusSn® + H—‘v
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Scheme 85

A variety of radical trapping reagents can be used instead of tri-n-butyltin hydride (Scheme
86 and Table 11). The best results take place when the radical trapping reagent releases a
thiophilic radical that can carry out the chain reaction.® The trap must also be efficient in order to
have the desired pathway, prevailing on the side reactions. The other possible side reaction could

be the dimerization of the formed radical or the formation of thioether (Entry 2 Table 11).

7 N\
(@) /N_
CO,H (0] S Y
7 1) (COCl),, DMF % 1 h! or" 7
e e
— 2) trapping reagent
0] 2) NaO—N /> o) 0
S
Scheme 86
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Trapping reagent

t-BuSH

none

BI‘CC13

(PhSe),

Table 11

— Decarboxylation attempts

After failure of our route using acidic or basic decarboxylation, we decided to explore the
methodology developed by Barton. For practical reasons, we worked on the product 79 of the
addition of prenyl bromide to the malonate moiety (Scheme 87) rather than on the
bicyclo[5.3.0]decane compound. Indeed, the molecule 79 was more accessible (it was
synthesized with a shorter number of steps). The malonate moiety was in place in order to help
for the addition of the prenyl group and was then removed. Barton decarboxylation seemed to be

the methodology of choice: it was extensively studied and proved its efficiency in synthesis.

R=CO,Et 79
R=CO,Bn 79

Scheme 87

We had to convert the ester into the corresponding diacid to generate the O-acyl

thiohydroxamate ester and to react the product in a radical reductive decarboxylation (Scheme
90).
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Saponification of the diethyl ester 79a (R = CO;Et) or dibenzyl ester 79b (R = CO,Bn)
afforded the diacid 115 with removal of both diol protections (Scheme 88). Purification of this
product through silica gel chromatography was complicated and yielded impure material in very

low yields (5% yield from 79a and 4% yield from 79b).

OAc OH

saponibcation

—
o RR 5 HO,C COoH
R =CO,Et 79a 115
R=CO,Bn 79b
Scheme 88

Use of dibenzyl malonate moiety 79b (R = CO,Bn) offered the possibility of removing
only the benzyl group to give 117 through hydrogenolysis catalysed by palladium(II) acetate.'**
Coleman reported a mild hydrogenolysis methodology that could remove only the two benzyl
groups without reducing double bonds.'*** This method used triethylsilane in the presence of
catalytic palladium(Il) acetate. In these conditions, the benzyl group was replaced by the
triethylsilyl group to form the triethylsilyl ester 79d (R = SiEt3).'*** The latter was very unstable
and cleaved under usual work-up (addition of saturated aqueous NH4Cl) to afford the diacid 117.

The reaction needed only filtration through a pad of celite without any further purification and

gave the diacid 117 in 73% yield (Scheme 89).

OAc OAc
Et;SiH
Pd(OAc),
Et;N
E—
CH,Cl,
) ROZC COzR 0 H02C COzH
R =CO,Bn 79b 117
Scheme 89

Esterification of 117 was performed in DMF using (COCl), and 2-mercaptopyridine N-

oxide sodium salt to yield 118."*° The corresponding thiohydroxamate diester 118 underwent a
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simple work-up (neutral washing and extraction) and was subsequently submitted to the radical

reaction conditions as the unpurified mixture.

OAC OAcC
OAc

(COCl), n-BugSnH

116 ABCN ~—O0Ac
E— E— '

DMF toluene QW

! Y
o) 80

Scheme 90

We  used tri-n-butyltin  hydride as  hydrogen radical  donor. 1,1'-
Azobis(cyclohexanecarbonitrile) (ABCN) was employed as initiator. A mixture of the crude
thiohydroxamate diester, ABCN, and tri-n-butyltin hydride was heated under reflux for 4 hours
until the total consumption of the starting material. Purification gave the product 80 in 38%
yield. The rest of the mixture contained mainly compounds issued from the decomposition of the

starting material.

In summary, the Barton decarboxylation afforded the expected compound 80 from the

dibenzyl ester 79 over three steps in 28% yield.

We proved through these reactions that decarboxylation could be obtained using Barton
methodology. In theory, the same procedure should be applicable to a later stage molecule such
as the bicyclic structure. The benzyl malonate compound 79b (R = CO,Bn) was demonstrated to
be more convenient as promising results were obtained in the sequence of reactions. No
optimization of the reaction conditions was attempted because we focused on building the third

ring, the lactone.
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V) Carbonyl-ene cyclization

1) Alder ene reaction

The Alder ene reaction, also known as the ene reaction, is a pericyclic reaction involving
an alkene bearing an allylic proton (the ene component) and a multiple bond (the enophile
component), resulting in the formation of a carbon-carbon o-bond and [1,5]-proton shift. Early
examples were reported by Treibs (1927),'*® and Grignard (1930),'*’ but this reaction was named

after Alder who was the first to recognise the reaction and to investigate it.'**

Kurt Alder (1902-1958) was a German organic chemist. He was the joint
recipient of the Nobel Prize of chemistry in 1950 with his teacher Otto Diels
“for their discovery and development of the diene synthesis”. Alder obtained
his PhD in 1926 under the supervision of Otto Diels. He was appointed reader in
1930 then lecturer in 1934 at Kiel University (Germany). In 1936, he became
head of the department of the science laboratories of I G Farben-Industrie.
His research in the company was concentrated on the development of Buna
(discovered in 1935), a synthetic rubber. This rubber was called Buna for the
chemical compounds used for its preparation: the copolymer is based on
butadiene that polymerized under radical conditions originally initiated by
sodium (natrium in German). Nowadays, about 50% of car tyres are made from
Buna S (styrene butadiene rubber), which derives from the original Buna. In
1940, he was appointed to the Chair of Experimental Chemistry and Chemical
Technology at Cologne University where he taught until his death in 1958.

The general mechanism of the Alder ene reaction is related to the Diels-Alder reaction
mechanism (Scheme 91). Instead of the four m-electrons from the diene moiety, four electrons
from the ene moiety are involved: the two m-electrons from the double bond and the two o-
electrons from the allylic carbon-hydrogen bond (Scheme 97). This accounts in part for the
higher activation energy needed in the Alder ene reaction compared to the Diels-Alder reaction.
Indeed, an Alder ene reaction requires energy for the activation of a carbon-hydrogen o-bond,
while a Diels-Alder reaction needs to activate a carbon-carbon st-bond, thus higher temperature
and pressure are necessary. Harsh conditions are a limitation to the scope of substrates in the

thermal Alder ene reaction.'*
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Scheme 91

The “ene” moiety is a molecule with a m-bond bearing an allylic proton. It can be an

alkene, alkyne, allene, aromatic, or even cyclopropyl compounds. Some examples were even

reported where carbon-heteroatom multiple bond can be used as the “ene” moiety.'>°

The enophile is generally an electron-poor multiple bond. In the case of a carbon-carbon

bond, the ene can be activated through an electron-withdrawing group. The enophile moiety can

be an alkene, alkyne, carbonyl, or azo compounds, or singlet oxygen."”' The selenium dioxide-

catalysed allylic oxidation is believed to proceed partly through an ene reaction mechanism.

Alder ene reactions were originally thermally promoted, and the reaction required high

temperatures, therefore reducing the range of possible substrates for the reaction (Scheme 92).
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The development of Lewis acid-promoted ene reactions in the late 1970’s has opened up new

scope for the Alder ene reaction.
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Scheme 92
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2) Carbonyl-ene reaction

The carbonyl-ene reaction is an Alder-ene reaction where the enophile is a carbonyl
moiety. Before the 1970’s, development of the carbonyl-ene reaction was hindered by the high
activation energy needed. The activation energy could be lowered by Lewis acid catalysis:

examples of carbonyl-ene reactions catalysed by Lewis acids such as these were originally

152

restricted to formaldehyde (Equation 1 Scheme 93), ° chloral or bromal (Equation 2 Scheme

93),*? and glyoxylates (Equation 3 Scheme 93).'**

CH,O
EtAIC, HO

=/ oac o w\JwOAC )

)\ o) AlCI, Y\(OH
+ — )
BrgcJ\H 64% CBry

o snCl P
Ph S 4 Ph
+ e O 3
o%ﬁo o o @
H —
Scheme 93

The use of other Lewis acids enabled further development of the carbonyl-ene reaction. It
could be presented as an alternative to the addition of allylic metals to carbonyls.'*> A number of
Lewis acids such as AICIs;, SnCly, TiCly, BF3.OEt; were used to promote the reaction, thus

156
Therefore, under

lowering the temperature required to achieve the reaction (Scheme 94).
Lewis acid-catalysed conditions, less reactive enophiles and more sensitive functionalities such

as substituents on enes and enophiles could be employed.
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Scheme 94

Chiral Lewis acids have also been developed to induce high levels of enantioselectivity
(Scheme 95 and Scheme 96)."” Some of them have also proven their efficiency in asymmetric
desymmetrization. Asymmetric desymmetrization is the ability of a reagent or an enzyme to
form a chiral product when starting from a symmetrical molecule such as a meso compound

(Scheme 96)."*

o O
A N)ko chiral Ti alkoxide ¢} i
TS AN
| CFCLCF,CI AL /
63% 25%
Ph Ph (98% ee) ee not determined
chiral Ti alkoxide = Me><oj)<o"' TiCly(O-i-Pr),
Ph™ \g—., ~OH
Ph/<Ph
Scheme 95
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1) Mechanistic aspects

Concerted or stepwise mechanisms can be considered, depending on the starting materials
and reaction conditions. In both cases, frontier orbital interactions between the HOMO (highest
occupied molecular orbital) of the ene compound and the LUMO (lowest unoccupied molecular
orbital) of the enophile component have an impact on the mechanistic and synthetic point of
view. Lowering the energy of the LUMO (electron-withdrawing substituent on the enophile)

. . 150
favours the ene reaction and decreases the activation energy needed.

a. Concerted mechanism

The carbonyl-ene reaction (and the ene reaction) is mechanistically related to the Diels-
Alder reaction: the prevalent mechanism is a concerted pathway via a cyclic six-electron
transition state. The Diels-Alder transition state is a six-membered ring where the terminal -
orbitals of the diene overlaps the dienophile m-orbitals (Scheme 97). In the ene mechanism,
orientation of the o-orbital of the allylic carbon-proton bond parallel to the m-orbitals of the
neighbouring carbon-carbon double bond maximizes the allylic resonance: one m-orbital of the
enophile overlaps the terminal m-orbital of the ene and the other enophile m-orbital overlaps the

o-orbital of the allylic carbon-proton bond of the ene (Scheme 97).

Hoffman suggested a transition state through an envelope conformation with two long

carbon-carbon bonds, with one of these carbons bearing the proton that is transferred."’
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Calculation studies supported this transition state geometry, although the carbon-hydrogen-

carbon bond was determined to be at 156° instead of the postulated 180°."*

. boat-like envelope-like
Diels-Alder transition state ene concerted-transition state

Scheme 97

Studies have shown evidence in favour of a concerted mechanism for most thermal ene
reactions: no deuterium transfer to the product from deuteriated solvent, high activation energy
needed and lack of isomerization of both products and reagents are consistent with a concerted
process.'® A cis-addition of ene and proton to the enophile double bond is another piece of

evidence for a concerted mechanism (Scheme 98).'!

(@] D2H (@]
CD
L + I o 2007 ><f7/c o
—_—
CDs xylene DoC b
o) Ho
Scheme 98

The endo addition is generally more favoured than the exo addition, although steric effects
have more influence on the outcome of the ene reaction than on the Diels-Alder reaction. The
thermal ene reaction of maleic anhydride and cis-2-butene yielded the endo-product as the major
isomer (4:1, endo:exo), whereas with trans-but-2-ene, the ene reaction gave a 57:43 ratio in

favour of the exo-product.'®?

b. Cationic intermediate

The mechanism of the Lewis acid-promoted reaction is not always clear. It can be

concerted or stepwise, and, at times, the difference between the two mechanisms is hard to
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determine. Concerted mechanisms are single-energy barrier processes, whereas stepwise

. . . . 1
mechanisms have more energy barriers to cross in order to complete the reaction.'™

In 1984, Salomon reported modifications to the selectivity and reactivity of the Lewis acid-
catalysed ene reaction. The most important difference was the preference for an attack at the less
hindered carbon of the enophile for a thermal ene reaction, while the Lewis acid-catalysed ene
reaction was directed by another effect. The results suggested an electronic influence of the
Lewis acid.'®® Many studies have reported the impact of Lewis acids on the ene reactions, but no

conclusive proof of an ionic intermediate has been found.

In 1996, Achmatowicz examined the reactions of allylbenzene and 3-phenylbut-1-ene with

' The reactions were previously reported by Stephenson in

oxomalonic ester (Scheme 99).
1981' and Kwart in 1982.'° The contradictory results were an interesting point to clarify.
Stephenson reported a carbonyl-ene reaction product, whereas Kwart obtained cyclized products
from the same reactions. Achmatowicz decided to study deeper in order to clarify the mechanism
behind these reactions. He showed that both sets of reagents underwent an ene reaction under

thermal conditions (Scheme 99).

= MeO,C.__CO,Me ! CO,Me
[ wesypee L R
Ph” "R o} R=H :82% J\ OH
R=Me:80% Ph" 'R
Scheme 99

The reaction was studied under Lewis acid conditions: SnCly was used as the Lewis acid in
analogy to the work accomplished before.'**'®” Allylbenzene reacted with oxomalonic ester to
give two products: the expected ene product (c¢f thermal conditions) and a cyclized product
(Scheme 100). The cyclized product was believed to result from an intramolecular reaction of an
ionic ene intermediate. However, no evidence could be found to confirm the mechanism. When
the ene product was treated with SnCls, no reaction occurred and the starting material was

recovered.
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Scheme 100

The same reaction was performed using 3-phenylbut-1-ene with oxomalonate ester. A
similar result was expected but only one product, a cyclic compound, arising from the migration

of the phenyl group, was obtained (Scheme 101).

Z  MeO,C.__CO,M ® coge |¥ co,me |
e e snCl CO,Me
£+ z\n/ 2 4 ! oMe| (\@ OCOZMe
Ph O \SnC|4 hi S~
Me 3 Me\/ G§ncl4
Ph l
45 % hCOZMe
Me™ 0" Nco,Me
Scheme 101

The product could be rationalized by an ionic mechanism. A different cyclic adduct was
obtained and no phenyl group migration was observed when the ene product resulting from the
thermal conditions was treated with SnCly (Scheme 102). These results clearly indicated that a
concerted mechanism was occurring under thermal conditions (as expected), whereas the Lewis

acid-promoted reaction resulted in an ionic process.
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c. Thermal vs Lewis acid-promoted reaction

Frequently, the Lewis acid-promoted ene reaction mechanism is seen as a continuum from
concerted to stepwise mechanisms.'*® A concerted mechanism is a single-energy barrier process,
so only one activation energy should be considered. A stepwise process such as an ionic
mechanism requires each step to be pushed forward. The rate-limiting step is the slowest one. In
this cationic process, the rate-determining step can be either the formation of the ionic
intermediate when the cationic intermediate formation is slow and reversible, and the hydrogen

transfer fast, or the hydrogen transfer.

In general, thermal reactions are limited by the steric hindrance of the ene component
and/or the steric accessibility of the allylic hydrogen. In the Lewis acid-promoted reaction,
stability of the ionic intermediate favours the reaction and directs it. Therefore, 1,1-disubstituted
alkenes are more reactive ene components because the positive charge is more stabilized when
the carbon is more substituted (Scheme 103).'"** Further, thermal reactions show a small
enhancement of reactivity with the addition of an electron-donating substituent on the ene

. . . 164
component, whereas the Lewis acid-promoted reaction demonstrates a strong enhancement.'®

180°C /48 h X, X
pr— / pr—
40%
EtO,C.__CO,Et 1 : 1
M + \”/
© 0°C / 5 min X, X
pr— / pr—
SnCl, .
75% 1 : 30
CO,Et
X = HOH
CO,Et
Scheme 103
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The envelope model could not explain some results obtained with the Lewis acid-promoted

reaction. Therefore, Mikami suggested a six-membered ring chair-like transition state that would

occur at a late stage of the reaction mechanism (Scheme 104).'> b

H N\ = H . OMe
<l o thermal W
[ H model
(0] H
OMe*
anti syn
1 O.__OMe *

QV\O— -H | Lewis acid Hl _.H
model N/
/ -

MeO Al

Scheme 104

d. Radical mechanism

A limited number of examples of ene reactions involving a radical mechanism can be
found in the literature. Franzus reported that a free-radical initiator could catalyse reactions of

cyclic olefins with ethyl azodicarboxylate.'®’

2) Carbonyl-ene cyclization: towards the perhydroazulene ring

a. Perhydroazulene synthesis by Kuroda et al.

In 1993, Kuroda reported the synthesis of a-methylene-y-lactones fused to a
perhydroazulene carbon framework through intramolecular allylsilane cyclization (Scheme
105)."*® The mechanism involved is a Lewis acid-catalysed intramolecular nucleophilic addition

of an allyl silane to an aldehyde, followed by a lactonization.

The stereochemistry of the products depends on the configuration of the double bond of the

allylsilane moiety (£ or Z) and on the cyclization reagent (Table 12). From our point of view,
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despite the low yields, the most interesting results for the synthesis of guaianolide and pseudo-
guaianolide skeletons would be obtained using BF3.OEt; as the catalyst (Entry 1 and 4 Table 12).
Results using TiCly indicated an isomerization of one of the bridge carbons (Entry 5 Table 12) or
lower yields without lactonization (Entry 2 Table 12). Results using TBAF can also be

interesting but not applicable to our methodology, an Alder ene reaction.

119: Rl = CH,SiMes, R2 = CO,Et
120: R1 = CO,Et, R2 = CH,SiMe;

125: 5! -H,
126: 5"-H,

121:9b! -H, 3a! -H
122: 9b! -H, 3a"-H
123: 9b"-H, 3a! -H

Scheme 105

Substrate Reagent Product(s) (ratio) Yield (%)

119 BF;.0Et, 121 14

119 TiCly 125 + 126 (53:47) 13

119 TBAF

120 BF;.0Et, 121 + 122 (44:56)

120 TiCly 124

120 TBAF 122 + 123 (41:59)

Table 12

b. Reaction

The perhydroazulene skeleton was synthesized through an intramolecular Alder ene
reaction. The 1,8-unsaturated aldehyde Alder ene precursor 81 was cyclized using the Lewis acid
BF;.0Et;, at =78 °C in THF for 48 hours. The product was obtained as a mixture of two

diastereoisomers with a trans relative stereochemistry at the C1-C7 ring junction and a cis
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relative stereochemistry between the substituents borne by C2 and C3 (Scheme 106). The

relative configuration was determined using NMR spectroscopy studies.'

R=CO,Et (%)81a (+)82a (44%) (+)83a (42%)
R=CO,Bn () 81b (+)82b (48%) (2)83b (25%)

Scheme 106

A previous study investigated a range of Lewis acid catalysts and conditions such as
BF;.0Et,, Znl,, Sc(OTf);, Yb(OTH)s, InCls, solvent screening and microwave irradiation." Most
of these conditions were ineffective and only starting material was recovered. However, the
Lewis acids BF3.OEt, and Yb(OTf); yielded the desired cyclized compounds 82 and 83 that have

a guaianolide skeleton.

In this former study, the Alder ene precursor 81a (R = CO,Et) was cyclized in the presence
of BF;.0Et, in dry THF under argon at —78 °C and stirred for 22 h at room temperature to yield
the perhydroazulene compounds as a mixture of 82a (R = CO2Et) in 10% yield and 83a
(R = CO,Et) in 41% yield.! When the intramolecular carbonyl-ene cyclization of 81a was
catalysed by Yb(OTf); in dry THF under argon at 0 °C and stirred at room temperature for 5
days, only the isomer 83a was observed in 46% yield (56% when the starting material recovery

was accounted for).'

The stereochemistry should result from a concerted carbonyl-ene reaction mechanism.
Indeed, if a cationic intermediate was involved, an ion with a carbocation at C11 (see Scheme
106) would be the intermediate, and thus, proton abstraction at C2 would be observed.
Therefore, an ionic mechanism would involve a side product with a double bond between C3 and
C11, which is more stable than the one obtained (Scheme 106). No such unsaturated product was

observed. These observations corroborate our concerted mechanism hypothesis.
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The cis relative configuration could be rationalized by a mechanism operating through a
chair-like transition state (Scheme 107). In the transition state TS4, we can see that the Lewis
acid (noted LA in Scheme 107) is more hindered than in TS3. This could be an explanation for
the selectivity of the reaction, especially when using the Lewis acid Yb(OTf)s;, which is even

bulkier than BF5.OEt,.

Scheme 107

We chose to focus on the Alder ene reaction catalysed by BF;.OEt, in order to obtain the
perhydroazulene ring system. This decision was motivated by the fact that the reaction catalysed

by Yb(OTf); afforded a slightly lower yield than the one catalysed by BF;.OEt,.

Conditions were screened to optimize the yields: solvent, Lewis acid quantity, temperature

and reaction time.

The best solvent for the reaction was THF. In diethyl ether, lower yields were obtained,

and in dichloromethane, the starting material decomposed.

The best results were obtained when the aldehyde-ene precursor 81 was treated with 10
equivalents of BF;.0Et; in dry THF under argon at —78 °C and the reaction mixture stirred for

48 hours at low temperature (between —78 °C and -50 °C).

131



Studies towards the Synthesis of Guaianolide and Pseudoguaianolide Skeleton.

Temperature

Reaction

time

Yield of 82

(on recovery)

Yield of 83

(on recovery)

Overall

yield

-78 °C tor.t.

1 day

15%

25%

40%

-78 °C to =50 °C

1 day

13% (24%)

22% (40%)

35% (64%)

-78 °C tor.t.

2 days

17%

37%

54%

-78 °C to =50 °C

2 days

44%

42%

86%

=78 °C tor.t.

2 days

30%

35%

65%

-78 °C to =50 °C

2 days

48% (58%)

25% (30%)

73% (88%)

-78 °C to =50 °C

5 days

Table 13

49%

26%

75%

The formation of the cyclic compound 82 seemed to be favoured by the presence of the

benzyl esters (ratio 2:1 for 82b (5,5):83b (R,R)), whereas the cyclization (cis configuration: (S,S)

82a or (R,R) 83a) ratio is 1:1 in the presence of ethyl esters.

The yield of the compound 83 appeared to remain constant (30% yield), while the yield of

compound 82 varied (up to 48% yield).

Less decomposition of the product seemed to occur when the reaction mixture was kept at

low temperature, but the reaction was slightly slower. After 48 hours, the highest ratio was

obtained, and after five days, only marginally better results were obtained (lower yields when the

recovery of the starting material was accounted for).

Obtaining both isomers expanded the number of potential target molecules, as guaianolides

with both skeletons exist.
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VI) Inversion of configuration

In asymmetric synthesis, the inversion of configuration at a carbon bearing an alcohol
moiety is often required. Commonly used methodologies include nucleophilic substitution or

oxidation of the alcohol function, followed by reduction.

1) Nucleophilic substitution

a. Introduction

Nucleophilic substitution is a fundamental reaction in organic chemistry. The reaction
results in the displacement of an electron rich moiety (nucleofuge) by another electron rich group

(nucleophile). Ingold and Edward D. Hugues studied the substitution mechanism.

Sir Christopher Kelk Ingold (1893-1970) was a British chemist, considered as
a pioneer in physical organic chemistry.” He has rationalised many general
mechanisms such as nucleophilic substitution and elimination, electrophilic
addition and substitution, and other mechanisms. In 1934, Ingold published a
revolutionary paper on the “Principle of an Electronic Theory of Organic
Reaction”!®” He was the first to suggest the presence in solution of organic
ions to explain some mechanisms. It was only in 1951 that the manual Ingold
wrote became a reference about organic reaction mechanisms. Ingold obtained
his PhD in 1918 and a DSc in 1921 from Imperial College. At 31, he was
appointed a chair of Organic Chemistry at Leeds University. In 1930, he came
back to London where he served as the Head of the Chemistry Department of
University College of London until his retirement in 1961. Ingold was knighted in
1958.

Ingold proposed two different mechanisms that can be characterized by their kinetic order
(Scheme 108): the nucleophilic substitutions of the first and second orders are termed Sx1 and
Sn2, respectively. A Sy1 reaction involves an ionic mechanism, in two steps with the formation
of a carbocation intermediate (Scheme 108); the Sx1 rate depends only on the substituted alkyl
concentration. In the Sy2 reaction, the elimination of the leaving group (nucleofuge) occurs with

a concomitant addition of the nucleophile (Scheme 108). Therefore, Sx2 involves a concerted
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mechanism and the reaction rate depends on the concentration of both the product and the

nucleophile.

LG o e NU R

. i 3 ®.\“R3 @ ! 3 @
ST R ¢ Nu” R1w T R NN LG

R2 R2 R2
-G |F
LG | RS R!
Sn2: 1R3 + Nu: R1 LU _ ~iR3 + LG
R1/KR2 _;\R2 Nu R2
Nu
Scheme 108

The two mechanisms compete. The Sx2 reaction is characterized by an anti-attack of the
nucleophile, which inverts the configuration of the reactive centre; whereas, in the Sx1 reaction,
after the formation of a planar carbocation intermediate, a nucleophilic attack can occur from
both faces, generally generating a racemic mixture, unless a chiral substituent favours a

. . 1
particular stereochemical outcome.'”

The Sn1 reaction is favoured when the carbocation intermediate is stabilized, for example
in the presence of more substituted alkyl and stabilizing substituents in a polar protic solvent.
The Sn2 reaction is favoured in aprotic solvents, when the substituents borne by the reactive
centre are unhindered primary and secondary alkyl, and when the group attacking is highly

nucleophilic.'”

Depending on the reaction conditions, elimination (E1 and E2) can take place instead of

the Sx1 and Sy2 reactions.

b. Alcohol inversion

The inversion of configuration of an alcohol requires the activation of the carbon-oxygen
bond in order to generate a good leaving group, which is subsequently displaced by a
nucleophile such as an oxyanion (Scheme 109). The Mitsunobu reaction is further discussed in a

separate section.
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The Sn2 reaction mechanism must be favoured in order to obtain complete inversion of
configuration at the chiral carbon centre bearing the alcohol moiety. The bulk of R' and R?
(Scheme 109) should be minimized and potential elimination of the sulfonate moiety should be

avoided.

The carbon-oxygen bond is generally activated through the formation of a sulfonyl ester
(noted Su on Scheme 109). Examples of sulfonyl esters, used as leaving groups, are tosylate

(Ts), mesylate (Ms), triflate (Tf), and pyridyl sulfonate (PyrSQO,) esters.'”!

OH SuX OSu oxyanions OR'  deprotection OH
) G w3 protegtion €
RiI"R2 Ri">R2 R R2 R NR2

o, 9 © 2
Su= —§%;F30—§4; ,&}%; _ §% _ X = halide, Tf.
0] O O N 0]
Ms Tf Ts PyrSO,
oxyanions R'
R3CO,M R3CO-
KNOg O,N-
NO, or KNO, H-
Scheme 109

The leaving group is generally displaced by a metal carboxylate. Metals such as sodium
and potassium carboxylates have shown reasonable results for nucleophilic substitution with
inversion of configuration.'” A tetraalkylammonium carboxylate salt can be also used instead of
metal carboxylate to operate the substitution. However, elimination products were observed to
some extent with secondary alcohols.'”® Use of salts of cesium carboxylate showed the best
results in the inversion reaction and in the suppression of the elimination reaction.'”* The
addition of 18-crown-6 to the substitution reaction can also reduce the amount of elimination
products.'” The subsequent hydrolysis of the carboxylate allows the preparation of the free

inverted alcohol with an inverted configuration.

Other methodologies, using different nucleophiles for the substitution such as nitrate,

superoxide or nitrite ions, have also been reported.'®”'"*!7>* These methodologies are not general
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and, in some cases, they afforded the corresponding inverted alcohol. However, side reactions

. . .. . . . . . . 172.1
such as racemization, elimination, oxidation or nitration gave undesired products.'”'"®

Another methodology is the esterification of a secondary alcohol via the corresponding
isourea ether. The alcohol is converted into an isourea using a carbodiimide such as N,N’-
dicyclohexylcarbodiimide (DCC), which is not isolated. The isourea ether formed is displaced in
situ with a carboxylic acid to form a carboxylic ester. This ester can be hydrolysed to provide the

alcohol with an inverted configuration.'”’

Mitsunobu developed a methodology that is widely used in total synthesis for the inversion
of configuration of alcohols, using azocarboxylate compounds and phosphines as reagents in one

step (vide infra).

c. Application

We attempted the substitution of the alcohol function of compound 82b (R = CO,Bn). The
first step was the conversion of the alcohol moiety into a sulfonyl ester 127, a good leaving
group (Scheme 110). The alcohol sulfonylation attempts were unsuccessful; even when the
reaction solution was heated for several days, no new products appeared, only compound 82b

was recovered in 65 to 85% yield (Entries 1, 4, 5, 6 and 7, Table 14).

HO \:_
H —<
—X>
f R
H R
R =CO,Bn 82b
Scheme 110

When trifluoromethanesulfonic anhydride was used as the sulfonylation reagent,
compound 82 was consumed (Entries 2 and 3, Table 14). However, no triflate ester was observed
in the resulting product mixture (‘’F NMR spectroscopy). Two new sp” carbons were observed
using >C NMR spectrum analysis, and one of the carbons was not correlated to any proton,

whereas the second was correlated to an alkene proton (HSQC NMR experiment). This alkene
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proton H2 was correlated to proton H1 at the ring junction (COSY NMR experiment). Therefore,

we deduced the structure of compound 128, which matched an expected side reaction. A

spontaneous elimination of the triflate could have occurred, yielding the corresponding alkene

128 (Entries 2 and 3, Table 14; Scheme 111). When the quantity of pyridine and triflic anhydride

was reduced, the same elimination reaction was observed (Entry 3, Table 14). The latter took

place at 0 °C, but no reaction occurred at —30 °C; however, when the temperature was allowed to

increase slowly from =30 °C to 0 °C, only the elimination product was observed.

Scheme 111

The use of methanesulfonyl chloride was also unsuccessful as the starting material was

recovered (Entries 4 and 5, Table 14). The same disappointing outcome was observed when

sodium hydride and tosyl anhydride were used (Entry 7, Table 14).

Sulfonate (equiv)

Base (equiv)

Product

Ts,0 (1.2)

Pyr (2.4)

SM

TH0 (2.6)

Pyr (5)

Elimination

THO (1.2)

Pyr (1)

Elimination

MsCl (1.2)

Pyr (1.5)

Catalytic

SM

MsCl (2)

Pyr (1.5)

Catalytic

SM

TsCl (2)

Pyr (2)

Catalytic

SM

Ts,0 (1.1)

NaH (2.5)

Table 14

SM

137



Studies towards the Synthesis of Guaianolide and Pseudoguaianolide Skeleton.

We also attempted to protect the alcohol moiety with a silyl protecting group and we
observed that the first reaction that occurred was the formation and the trapping of the enolate
(Scheme 112). One equivalent of #-butyldiphenylsilyl chloride (TBDPSCI) with one equivalent
of Et;N yielded either compound 129 or 130 depending on the reaction temperature (Scheme
112).

R TBDPSCI Qﬁ

Et3N OTBDPS
129

78°C
R TBDPSCI 9
EtgN OTBDPS
130

R = CO,Bn

Scheme 112

Therefore, two equivalents of reagents were required to protect the alcohol moiety.
Depending on the reaction temperature, a different enolate was obtained: at —78 °C, the less
substituted kinetic enolate was observed; when the reaction was progressively allowed to warm
up from =78 °C to room temperature, the more substituted thermodynamic enolate was afforded.
These observations were confirmed by NMR spectra analysis. Consequently, larger excesses of

sulfonylating reagent and base were used, but the desired sulfonyl esters were not obtained

(Entries 2, 5 and 6, Table 14).

2) Mitsunobu reaction

a. Introduction

In 1967, Mitsunobu reported the formation of esters from alcohols and carboxylic acids

through the formation of quaternary alkoxyphosphonium salts.'”® Later, he observed that the
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reaction proceeded with an inversion of configuration if optically active secondary alcohols were
used.'”” The substitution of an alcohol by a nucleophile in the presence of an azodicarboxylate

and a phosphine is generally termed as Mitsunobu reaction (Scheme 113).'*

DEAD

OH PhsP Nu
—_— B
R1” OR2 NuH R R2
Scheme 113

Mukaiyama has developed the conditions to perform the reaction successfully even on

tertiary alcohols with an inversion of configuration.'®!

A carboxylate ion is generally used as nucleophile for the displacement of the
oxyphosphonium function (inversion of the carbon configuration), although phenol or
hydroxybenzothiazole can also be employed. However, a large range of nucleophiles can also
substitute the oxyphosphonium group, provided the pK, of the nucleophile is lower than 15."8!"'%2
Other possible nucleophiles are thiols, thiophenols, imides, hydroxamates, some nitrogen
heterocycles and hydrazoic acids. A few cases of carbon-carbon bond formation have been
reported with fB-diketones or P-ketoesters, but (-diesters are not reactive enough for the

reaction.® Intramolecular Mitsunobu reactions are also possible.'™

The preferred phosphine is generally PhsP, but n-BusP (or BusP) is also commonly used.'®
The principal limitation of the Mitsunobu reaction is the purification, and particularly the
removal of the unreacted phosphine and the formed phosphine oxide. A large range of
phosphines has been successfully tested such as Me;P, Phy(2-Pyr)P, (p-NMe;Ph);P and DPPE
(1,2-diphenylphosphinoethane). Phosphines supported on polymer have been developed and

chromatography-free separation methodologies have been explored.'®

DEAD (diethyl azodicarboxylate) or DIAD (diisopropyl azodicarboxylate) are the
common azodicarboxylates used for the Mitsunobu reaction. In general, they can be employed
interchangeably. Good yields are obtained if the pK, of the nucleophile is lower than 11. When
the pK, of the nucleophile is higher than 11, more reactive azodicarboxylates are preferred such

as ADDP ((l,1’-azodicarbonyl)dipiperidine), and TMAD  (N,N,N’,N’-tetramethyl
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azodicarboxamide).'®

MesP or n-BusP, combined with these more reactive azodicarboxylates,
afforded better results than Ph;P. New azodicarboxylates have been also devised, facilitating
chromatography separation.'™ DMEAD (di-2-methoxyethyl azodicarboxylate) and the reduced
product, the hydrazine, are readily separated from the expected Mitsunobu product and are easier

to prepare than DEAD.'®

A general procedure for the Mitsunobu reaction is the slow addition of DEAD or DIAD to
a solution of Ph;P, followed by the addition of the alcohol, and finally, the acidic nucleophile is
added to the mixture. However, homocoupling of the alcohol can be observed, and the addition

can be performed in other orders.
b. Mechanism

The mechanism of the Mitsunobu reaction is fairly complex and still subject to studies.'®

81 It can be considered overall

Mitsunobu proposed the mechanism shown below (Scheme 114).
as an oxidation/reduction reaction where the phosphine is oxidized to the phosphine oxide and
the azodicarboxylate 131 reduced to the hydrazine dicarboxylate. Triphenyl phosphine is added
to diethyl azodicarboxylate 131 to yield the betaine 132, which is protonated. After the formation
of the alkoxyphosphonium salt 133, the Sny2 reaction can take place and yields the resulting
species 134 with an inversion of the configuration. The carboxylate can be removed to afford the

desired inverted alcohol 135.

EtO._ N,
Eto)LN"N\[fOEt 7 EOJ\N'N oR T Con, R'AOQ
J ot N il O @PPhg
2 L _n</ 132 ")
' (0] 'e) l ><O\.
carboxylate O Rz H
OH removal I R')J\OG)/_\FE;—O EO__N i
S 2 o
e _ R2 “7PPh, H
135 R OR2 134 133 © ©

Scheme 114
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c. Application

All of our different attempts at performing Mitsunobu reaction with 82b and 83b were
unsuccessful (Table 15). A range of combinations of azodicarboxylates, phosphines and

nucleophiles were tried, but they all resulted in the recovery of the starting material (Table 15).

H R
O 136"

R = COan
R! = (p'N02)06H4COQH, (p-MeO)C6H4COQH, Ac

Scheme 115

Phosphine Nucleophile*

Phs;P PNBA

Bu;sP PNBA

PhsP PNBA

Bu;P PNBA

Bu;sP AcOH

Phs;P PMBA

(* PNBA: para-nitrobenzoic acid; PMBA: para-methoxybenzoic acid)

Table 15
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We attempted to limit the effect of steric hindrance: BusP and acetic acid (a small
nucleophile) were used with DEAD (Entry 5, Table 15). The reaction mixtures were heated to
reflux. THF, diethyl ether, dichloromethane and toluene were tested as the reaction solvents. The
conditions, shown in the Table 15, are the ones when THF was used as reaction solvent. Dioxane
was also employed as solvent to allow higher reflux temperatures. A reaction using a large
excess of reactants was also attempted. All the modifications to the reaction conditions,

described above, only led to the recovery of the starting material.

3) Oxidation/reduction

a. Introduction

The oxidation-reduction reaction sequence is often used in asymmetric synthesis to provide
a racemic mixture of both alcohol epimers. The unwanted epimer can be re-engaged in the same

sequence of oxidation and reduction reactions.

A plethora of oxidation reactions, that convert a primary or secondary alcohol into an
aldehyde or a ketone, is available such as: chromium oxidations (Jones, PDC, PCC, etc), DMSO
oxidations (Swern, Pfizner-Moffat, etc), hypervalent iodine oxidations (Dess-Martin, IBX, etc),
ruthenium oxidations, TEMPO oxidations, efc. The most commonly used oxidation reagents
contain chromium; high yields are normally obtained. One drawback is that these reagents are
strong oxidizing reagents, resulting in poor selectivity such as the selectivity between primary
and secondary alcohols. However, PDC (pyridinium dichromate) and PCC (pyridinium
chlorochromate) are less acidic and moderately less reactive reagents than the Jones reagent,

which enlarges the scope of reactions for chromium reagents.

Many reduction reactions, that convert a ketone into an alcohol, are also available. The
chemo- and stereoselective reduction of a ketone without reduction or isomerization of a carbon-
carbon double bond is required in our case. A hydride donor should be suitable. Metal hydride
reagents generally lead to racemic mixtures, but chiral metal hydride reagents have been
developed to induce enantioselectivity. If the reaction proceeds in good yield with an achiral
metal hydride and the diastereoisomers can be readily separated, a chiral metal hydride might not
be required as the undesired compound can be recycled in an oxidation-reduction reaction

sequence.
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b. Application

Before any oxidation or reduction, the ketone moiety of the starting material 82b was
protected as an acetal 137 (Scheme 116). In the same way, 83b was converted into 137°.
Unfortunately, this protection proceeded in moderate yields (58% yield for the (S,S) analogue
137 from 82b and 37% yield for the (R,R) analogue 137’ from 83b).

ethylene glycol
PTSA

e
toluene

ethylene glycol
PTSA

E—
toluene

Scheme 116

The oxidation of the alcohol 137, followed by the reduction of 138, provided at last a
mixture of the C2 epimers that included the compound 139 with the desired stereochemistry, a
trans-relative configuration at C2 and C3 (Scheme 117). The alcohol 137 was quantitatively
oxidized into 138 using pyridinium dichromate in dichloromethane. The obtained ketone 138
was subsequently reduced into 139 and 137 using sodium borohydride in iso-propanol. The
oxidation-reduction reaction sequence proceeded in good yields, 81% and 76% yields
respectively, using the (R,R) and the (S,S) starting materials. The epimers were formed in a ratio
close to 1:1 and were readily separated by silica gel flash column chromatography: NMR, IR and
mass spectrometry data were consistent with our expected results and allowed us to conclude

that formation of the desired epimer 139 had occurred.
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NaBH,

—

i-PrOH

racemic mixture
atC2 R:S=1:1

139:137

Scheme 117

Finally, the inversion of configuration at the carbon centre bearing the alcohol moiety has
been successfully achieved and the desired isomer was isolated. We obtained the desired epimer
139 in only 40% yield. The other epimer 137 was obtained in 36% yield and can be re-engaged

in an oxidation-reduction sequence, and therefore increasing the yield of the product 139.

However, the sequence of reactions suffered a drawback: the protection step. This
protection reaction would need to be optimized or avoided. Another optimization of the current
work would be to selectively reduce 138 into only one epimer: 139. This should be included in

any future study on the subject.

— Other route in perspective

In future work, we could potentially perform this oxidation-reduction sequence directly on
82b with omission of the protection step (Scheme 118). The ketone at C8 would be also reduced
but it should not interfere with the next steps. The omission of the protection step might avoid
the loss of a high quantity of material, which is dramatic at such an advanced stage of the

synthesis.
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Scheme 118

In theory, the isomers 141b and 141d could be synthesized selectively. If we could isolate
any (or both) of these isomers, we should be able to carry out the synthesis using the diols 141b
and 141d (Scheme 119). The allylic oxidation should proceed in a similar manner to afford the
triol 142. The primary alcohol function of 142 could be selectively oxidized to form the
carboxylid acid 143, which should readily cyclize (lactonization) into the lactone 144. Oxidation
of the latter would yield the desired compound 73, which is the skeleton we aimed for. This
pathway would avoid the protection and deprotection steps of the ketone, which proceeded (for
the protection) in moderate yield. These two limited steps would be replaced with one oxidation

step that should proceed in a good yield.
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allylic selective
oxidation oxidation
 » .
HO
141b + 141d HO 443
“ lactonisation
(0]
OJK\?
oxidation :
-
Scheme 119
VII ) Allylic oxidation
1) Overview of allylic oxidation methodologies

Allylic oxidation is a useful reaction in organic chemistry. It can yield an allylic alcohol or
an a,B-unsaturated carbonyl from a carbon-carbon m-bond. In this part, we focused on the
formation of allylic alcohols from alkenes.”” Selenium dioxide is commonly considered as the
most efficient reagent for such an oxidation. The selenium dioxide methodology is discussed

separately.

A radical reaction was developed by Karasch and Sosnovsky to achieve allylic oxidation
from an alkene and a peroxyester in the presence of a catalytic amount of a copper(l) salt
(Scheme 120).'® The main drawback of this methodology is that numerous undesired

. . 2
rearrangements can take place; as a consequence, the reaction is now rarely used.’
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OAc OAc

+BuOOAc

55% 72 : 28

Scheme 120

Some metal acetates such as mercury(Il) or palladium(Il) acetates react with alkenes to

afford the corresponding allylic acetates; a mixture of the expected allylic acetate and a product

from a [1,3] rearrangement are generally observed (Scheme 121).'%7

Hg(OAC) OAc OAc
2
Ph N o L NS
95 : 5
Scheme 121

Allylic metals can undergo a transmetallation with a fluorodimethoxyborane. The

corresponding allylic alcohol is usually obtained in low yields with unwanted by-products after

oxidation of the boronic acid using hydrogen peroxide (Scheme 122).'

a) BuLi/t-BuOK
b) FB( OMe)2

c) H202

44% 50%

Scheme 122

2) Selenium oxidation mechanism

Oxidation using selenium dioxide is the most common procedure for the insertion of an
oxygen atom into an allylic carbon-hydrogen bond.'® It is generally a predictable reaction and

provides the corresponding (E)-allylic alcohol (Scheme 123).
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The reaction mechanism has been shown by Sharpless to proceed through an ene reaction

mechanism, followed by a [2,3]-sigmatropic rearrangement (Scheme 123).'"

HQ
0=Se-0 Se~ OH
JoH — (oo — A Psdon -\
n v
. 2,3-sigmatropic Se (OH), > SeOp
ene reaction rearrangement +BuOOH
Scheme 123

Stephenson showed that an ionic intermediate could also be involved, which allows a
rationalization of the stereoselective addition of the selenium dioxide to the m-bond (Scheme

124)."°! He reported that this ionic mechanism was suppressed in basic media.

T N

Se. Se
\'O\v O// \OG)
ionic intermediate

Scheme 124

In 1977, Sharpless reported a novel procedure involving selenium dioxide and fert-butyl
hydroperoxide.'” The reoxidation of the reduced selenium(II) regenerated the selenium(IV)
dioxide, thus avoiding purification problems due to selenium(II) compounds and organoselenium
side-products. He observed that the reaction was cleaner when using fert-butyl hydroperoxide
with a catalytic amount of selenium dioxide, and reactions were faster in non-coordinating
solvents such as dichloromethane. Side products of the selenium dioxide oxidation were
principally dienes and over-oxidation of the allylic alcohol into enone, a,B-unsaturated acid or
ether. In general, the best results were obtained when the reaction run to about 75% of

: 193,193
conversion and stopped.

3) Application

In our study towards the synthesis of the lactone moiety, we were interested in the

oxidation of the iso-propene moiety into the allylic primary alcohol (Scheme 125).
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OH
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Scheme 125

The allylic oxidation conditions were then screened (Table 16).

Oxidant (equiv) Solvent || Conditions

EtOH r.t. to 80 °C

EtOH r.t. to 80 °C

-BuOOH aq (10 equiv) [| CH.Cl, 0°Ctor.t.

t-BuOOH org (2 equiv) CH,Cl, 0°Ctor.t.

Table 16

The best result is highlighted in the table (Entry 5, Table 16): tert-butyl hydroperoxide was
slowly added to a suspension of selenium dioxide in dichloromethane at 0 °C. The suspension
was solubilized upon addition of the peroxide. The alkene 82 was added at 0 °C, and the solution
was stirred at room temperature for a day (Scheme 125). The reaction was stopped before
completion of the reaction and 28% of the starting material 82 was recovered (Entry 5, Table
16). Accounting for the recovery of the starting material, the desired compound 142 was
obtained in 56% yield. Longer reaction times only led to an increase of starting material

decomposition.

The allylic alcohol 142 was then oxidized. A complex mixture, which we believed was a

mixture of the corresponding aldehyde 143 and lactol 144, was obtained. Interpretation of the 'H
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NMR spectrum of the crude mixture revealed that an aldehyde was present in low quantity, and

the mass spectrum was consistent with the two products suggested (Scheme 126).

:'Q = IBX
EtOAc
—_—
A

O 143 O 144

complex inseparable mixture

Scheme 126

VIII ) Future work

The work I have done and described herein should allow the synthesis of the guaianolide

skeleton (Scheme 127).

The keto diacetate molecule 80 was synthesized from the cyclopentenone 76. The
deprotection of the molecule 80, followed by an oxidative cleavage of the diol and an Alder ene
cyclization of the unsaturated keto aldehyde compound would afford 74. These reactions were
optimized for the compounds bearing the dibenzyl and diethyl malonate moieties. The inversion
of the alcohol configuration was studied, and the allylic oxidation conditions were optimized, so
the compound 144 should be readily accessible. Allylic oxidation of 144 should provide 145, and
further oxidation of the bicyclic compound 145 should yield the tricyclic guaianolide skeleton
73. All the tools are in place to permit the synthesis of the guaianolide skeleton, and the synthesis

can be further explored, towards natural compounds.
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0]
guaianolide skeleton
73

Scheme 127

The natural product dehydroleucodine could be a target. The oxidation of the carbon-
carbon bonds in the a-position with respect to the ketone would afford the o,f-unsaturated
compound 146, and two consecutive 1,4-oxidative additions would provide the natural product:

dehydroleucodine 72 (Scheme 128).

73 146 dehydro7lgucodine

Scheme 128
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CHAPTER III:

EXPERIMENTAL
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EXPERIMENTAL

I ) General experimental methods and materials

1) Generalities

Air sensitive reactions were carried out in flame-dried glassware under an argon
atmosphere. Extractions were performed using the commercial solvent without further
purifications except for petroleum ether, fractions 40/60, which was distilled from the
commercial solvent. Reaction solvents were freshly distilled under an argon or nitrogen
atmosphere before use from calcium hydride for dichloromethane, from sodium metal and
benzophenone for THF, and from sodium for toluene. For reaction using DMS, the commercial

dry solvent was used.

Compounds were purified by recrystallization when possible, but most of the purifications
were run on flash column chromatography. Purified compounds were dried in vacuo at room

temperature.

2) Chromatography procedures

Silica gel flash column chromatography were carried out using Merck Kieselgel 60, 40-63
pum particule size. Pressure was applied with hand bellows when needed. Crude materials were
introduced as liquid when possible or as solid deposit, pre-absorbed onto silica gel. Thin layer
chromatography was performed using Merck aluminium-backed plates coated with Kieselgel 60
F254 silica. Plates were visualized by U.V. irradiation at a wavelength of 254 nm, when

compounds were U.V. active, or by dipping the plate in an acidic ethanolic solution of vanillin.

3) Analytical tools

Fourier transformation infrared spectroscopy was recorded using a Perkin Elmer System
2000 FT-IR spectrophotometer in the range 4000-400 cm . All samples, solid or liquid, were

run neat.
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'H and ">C NMR spectra were recorded at 400.13 and 100.62 MHz using a Varian Unity
Plus (400 MHz) spectrometer, or at 300.05 and 75.45 MHz using a Varian Gemini 200 (300
MHz) instrument respectively in CDCIl;. Chemical shifts are reported in ppm and referenced to
the residual solvent CHCI;s present in CDCls at 8y = 7.26 ppm and 8¢ = 77.16 ppm. When
possible, coupling constants (J) are shown denoting the multiplicity as: singlet (s), doublet (d),
triplet (t), quarter (q), multiplet (m) or any combination of those such as doublet of doublet (dd),
triplet of doublet (dt).

Melting points were recorded using an Electrothermal-IA 9100 melting point instrument.

High Resolution Mass Spectrometry (HRMS) was carried out by the EPSRC national mass
spectrometry service at the University of Wales, Swansea, utilizing electrospray ionization (ESI)
at times coupled with gas chromatography (GC-ESI), Atmospheric Solids Analysis Probe
(ASAP).
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II) Preparation of the silyl enol ether

1) Copper(I) bromide dimethyl sulfide complex

CuBr —_— CuBr.DMS

Sodium sulfite (< 1 g) was added to a solution of commercial copper(I) bromide (dark grey
powder, 4.0 g, 27.9 mmol) in conc. HBr (10 mL) until the solution changed colour, from purple
to brown. The resulting brown solution was poured into water, filtered through a Biichner funnel
and the residue was washed with ethanol and diethyl ether. The colourless powder was collected
and dried at room temperature under reduced pressure for 1h. The dry solid was dissolved in
DMS (15 mL) and heated under reflux for 20 min under a nitrogen atmosphere. The solution was
poured into petroleum ether to afford a colourless precipitate that was collected by filtration,

dried under reduced pressure and stored at room temperature in a desiccator (82%, 4.70g).

2) (#)-3-Ethenyl-1-trimethylsilyloxycyclopent-1-ene 77!

AP
4 3
—_— 5 2
1 8
/
(0] O‘Si\
/ 78

A solution of vinyl magnesium bromide (1 M in THF, 75.0 mL, 75.0 mmol, 1.25 equiv.)
was added over 30 min at —78 °C to a solution of CuBr.DMS (1.23 g, 5.97 mmol, 0.1 equiv.) in
THF (150 mL) under an argon atmosphere. The solution was stirred at =78 °C for 1 h. A mixture
of DMPU (14.4 mL, 119 mmol, 2 equiv.), TMSCI (15.2 mL, 119 mmol, 2 equiv.) and
cyclopentenone (5.0 mL, 59.7 mmol, 1 equiv.) was prepared directly in the addition funnel and
this mixture was added slowly to the solution of copper(I) reagent previously prepared. The

temperature was carefully controlled during the addition (not higher than —70 °C). The solution
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was stirred at —78 °C for 1h, and allowed to reach —55 °C over 3 h. At =55 °C, triethylamine
(16.6 mL, 119 mmol, 2 equiv.) was added to the solution, which was subsequently diluted with
petroleum ether (100 mL), allowed to reach room temperature and petroleum ether (100 mL)
added. The mixture was washed with water (3 x 150 mL), and the combined aqueous layers were
extracted with petroleum ether (3 x 200 mL). The organic layers were collected, dried over
anhydrous magnesium sulfate and concentrated to dryness to give a brown oil. The crude
material was purified using a Kiigelrohr distillation apparatus under reduced pressure (60-70 °C;
10 mbar) to afford (+)-3-ethenyl-1-trimethylsilyloxycyclopent-1-ene 77 as a colourless oil (9.88
g 91%). The pure compound must be stored under an argon atmosphere in the freezer to slow
down any decomposition. b.p. = 62-65 °C (10 mbar); IR Vpa (neat) /em ' 1652 (C=C-OSi),
1635 (C=C), 1252 (Si-CH3); '"H NMR (300 MHz, CDCl3) & 5.55 (1 H, ddd, J=17.1, 9.9, 7.0 Hz,
He), 4.75 (1 H, dd, J = 17.1, 2.0 Hz, H74rans), 4.64 (1 H, dd, J = 9.9, 2.0 Hz, H7.;), 4.34 (1 H, d,
J=1.9 Hz, H,), 3.03 (1 H, m, H3), 2.05 (2 H, m, Hs), 1.88 (1 H, m, Hy,), 1.36 (1 H, m, Hap), 0.00
(9 H, s, Hg); °C NMR (75 MHz, CDCl3) § 156.2 (C)), 144.2 (Cg), 112.3 (C7), 105.5 (Cy), 46.2
(C3), 33.4 (Cs), 28.9 (C4), 0.0 (Cs); HRMS (ESI) calcd for C;oH;30Si ([M']) 182.1127. Found:
182.1128.
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IIT ) Towards the synthesis of the frans-bicyclo[5,3,0]decane skeleton

using the diethyl malonate moiety

1) Diethyl methylidene malonate 105°

4
(@) Vo (0] Vo
O 3
(CH,0), + i/t — 1 2
o) 3
o — o s

A mixture of paraformaldehyde (12.0 g, 395 mmol, 2 equiv.), diethyl malonate ester (30.0
mL, 198 mmol, 1 equiv.), copper(Il) acetate (2.0 g, 10.9 mmol, 0.16 equiv.) and potassium
acetate (2.20 g, 21.7 mmol, 0.13 equiv.) in acetic acid (100 mL) was heated at 90 °C with a
reflux condenser for 1.5 h, and allowed to reach room temperature and concentrated to dryness
under reduced pressure (55 °C, 10 mbar). For the purification, all the distillation apparatus was
previously washed with an acidic solution and rinsed with acetone to reduce the polymerization
risks. The distillation was performed under reduced pressure (10 mbar) first at 100 °C to remove
the last traces of solvent. At 150 °C, the products started distilling and the temperature was
increased to 180 °C. Purification via vacuum distillation afforded diethyl methylidene malonate
105 as a colourless oil (18.0 g, 53%). To avoid polymerization, the pure product needs to be
stored under an argon atmosphere in the freezer. b.p.= 82-87 °C, 10 mbar; IR Ve (neat) /cm'
1735 (3 C=0), 1250 (2 O-C); "H NMR (300 MHz, CDCl;)  6.50 (2 H, s, H}), 427 (4 H, q, J =
7.1 Hz, Hy), 1.31 (6 H, t, J= 7.1 Hz, Hs); *C NMR (75 MHz, CDCl3) & 164.3 (C3), 135.4 (C)),
134.3 (Cy), 61.6 (Cy), 14.1 (Cs).
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2) (¥)-trans-2-((Diethyl malonate)methyl)-3-vinyl-cyclopentanone 78a

(R = CO,Et)’
7
\ \Xe 10 11 12
CO,CH,CH3 43" CO,CH,CH,
+ = — A
CO,CH,CHs 12" CO,CH,CH,
OTMS o) 10 1 12

(= (=

A solution of tin tetrachloride (6.35 mL, 54.2 mmol, 1 equiv.) in dry dichloromethane (55
mL) was added at =78 °C over 2 h to a solution of (z)-3-ethenyl-1-trimethylsilyloxycyclopent-1-
ene 77 (9.88 g, 54.2 mmol, 1 equiv.) and diethyl methylidene malonate 105 (9.33 g, 54.2 mmol,
1 equiv.) in dry dichloromethane (271 mL) under an argon atmosphere. After addition, the
solution was stirred at —78 °C for 3 h. The solution was poured into water (200 mL) and filtered
through a pad of Celite®. The Celite” was thoroughly washed with dichloromethane (200 mL).
The aqueous layer was extracted with dichloromethane (3 x 200 mL). The combined organic
layers were dried over anhydrous magnesium sulfate and concentrated to dryness under reduced
pressure. Purification by silica gel flash column chromatography, eluent: petroleum ether/ethyl
acetate (9:1), afforded (¢)-trans-2-((diethyl malonate)methyl)-3-vinyl-cyclopentanone 78a (R =
CO,Et) as a pale yellow oil (9.94 g, 65%). IR Vi (neat) /cm ™' 1732 (3 C=0), 1250 (2 0O-C); 'H
NMR (300 MHz, CDCls) & 5.76 (1 H, ddd, J= 7.9, 10.1, 18.0 Hz, H¢), 5.15 (1 H, d, J=17.0 Hz,
H7rans), 5.09 (1 H, d, J = 10.1 Hz, Hy), 4.17 (4 H, q, J=7.1 Hz, Hy1), 3.92 (1 H, t, J= 7.5 Hz,
Ho), 2.46-2.27 (2 H, m, H3, Hs,), 2.23-2.02 (4 H, m, Ha,, Hsp, Hs), 1.99-1.89 (1 H, m, H,), 1.71-
1.53 (1 H, m, Ha), 1.24 (6 H, 2 t, J = 7.1 Hz, Hy); °C NMR (75 MHz, CDCl3) 8 218.8 (C)),
169.4 (Cio), 169.3 (Ci), 139.8 (Cs), 116.1 (C7), 61.3 (2 Ci1), 51.1 (Cy), 49.1 (Co), 47.6 (C3), 37.1
(Cs), 27.5 (C4), 27.0 (Cg), 13.9 (2 Ci2); HRMS (ESI) caled for CisHyOsN ([M+NH4]")
300.1805. Found: 300.1798.
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3) (¥)-trans-2-((Diethyl malonate)methyl)-3-(1°,2’-dihydroxyethyl)-
cyclopentanone 88a (R = CO;Et)l
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» Without optimization

N-Methyl morpholine N-oxide monohydrate (1.25 g, 10.6 mmol, 3 equiv.) and osmium
trichloride monohydrate 78 (R = COEt) (55 mg, 177 umol, 0.05 equiv.) were added at 0 °C to a
solution of (z)-trans-2-((diethyl malonate)methyl)-3-vinyl-cyclopentanone 78a (R = CO,Et) (1 g,
3.54 mmol, 1 equiv.) in THF/water (1:1) (70:70 mL). The solution was stirred at room
temperature for 24 h. The reaction mixture was diluted with dichloromethane (300 mL) and
washed with an aqueous solution of HCI (1 M, 1 x 200 mL). The organic layer was dried over
anhydrous sodium sulfate and concentrated to dryness under reduced pressure. Purification by
silica gel flash column chromatography, eluent: petroleum ether/ethyl acetate (6:4), afforded (+)-
trans-2-((diethyl malonate)methyl)-3-(1°,2’-dihydroxyethyl)-cyclopentanone 88a (R = CO,Et) as
a pale grey oil (0.75 g, 67%).

» After optimization

N-Methyl morpholine N-oxide monohydrate (3.47 g, 25.6 mmol, 3 equiv.) and osmium
trichloride monohydrate 78 (R = CO;Et) (40 mg, 128 umol, 0.015 equiv.) were added at 0 °C to
a solution of (t)-trans-2-((diethyl malonate)methyl)-3-vinyl-cyclopentanone 78a (R = CO,Et)
(2.41 g, 8.54 mmol, 1 equiv.) in THF/water (1:1) (70:70 mL). The solution was stirred at room
temperature for 20 h. The reaction mixture was quenched at 0 °C with sodium sulfite (3.23 g,
25.6 mmol, 3 equiv.), diluted with dichloromethane (300 mL) and washed with an aqueous
solution of HCI (2 M, 2 x 200 mL). The organic layer was dried over anhydrous sodium sulfate
and concentrated to dryness under reduced pressure. Purification by silica gel flash column

chromatography, eluent: petroleum ether/ethyl acetate (6:4), afforded (z)-trans-2-((diethyl
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malonate)methyl)-3-(1°,2’-dihydroxyethyl)-cyclopentanone 88a (R = CO,Et) as a pale yellow oil
(1.82 g, 80%). IR Vi (neat) /em ™' 3450 (2 O-H), 1735 (3 C=0) 1243 (2 O-C); 'H NMR (300
MHz, CDCl3) 6 4.35-4.10 (4 H, m, Hyy), 4.05-3.87 (2 H, m, He, Hy), 3.74-3.55 (2 H, m, Hy),
2.43-1.77 (8 H, m, Hy, Hs, Hy, Hs, Hy), 1.30-1.22 (6 H, m, Hy,); °C NMR (75 MHz, CDCl;) &
219.5 (Cy), 170.1 (Cip), 169.7 (Cio), 70.1 (Ce), 64.8 (C7), 61.8 (Ci1), 61.6 (Ci1), 49.6 (Cy), 47.5
(Cy), 44.4 (Cy), 36.7 (Cy), 26.3 (Cs), 19.7 (Cs), 13.9 (Cy2), 13.8 (Ci2); HRMS (ESI) caled for
Ci5H,507 ((M+H]") 317.1595. Found: 317.1597.

4) (¥)-trans-2-((Diethyl malonate)methyl)-3-((1°’RS),2’-diacetoxyethyl)-
cyclopentanone 89a (R = CO;Et)1

13 14
OH OCOCH;
7 13 14
OH oCocH,
7 CO,CH,CHy —>  “—3"" CO,CH,CHs
9
Q\/kcochon3 ° WCOZCHQCHs
0 o) 10 1 12

=) ()

» Without optimization

(2)-trans-2-((Diethyl malonate)methyl)-3-(1°,2’-dihydroxyethyl)-cyclopentanone 88a (R =
COEt) (2 g, 6.33 mmol, 1 equiv.) was added to a 1:1 solution of acetic anhydride : pyridine
(150:150 mL). The reaction mixture was stirred at room temperature overnight, quenched with
50 mL of water, extracted with dichloromethane (3 x 100 mL) and washed with a saturated
aqueous solution of CuSOy4 (2 x 150 mL). The organic layer was dried over anhydrous sodium
sulfate and concentrated to dryness under reduced pressure. Purification by silica gel flash
column chromatography, eluent: petroleum ether/ethyl acetate (8:2 to 7:3), afforded (¢)-trans-2-
((diethyl malonate)methyl)-3-((1’RS),2’-diacetoxyethyl)-cyclopentanone 89a (R = CO;Et) as a
colourless oil (1.62 g, 64%).
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> After optimization

Pyridine (12.4 mL, 153 mmol, 10 equiv.) was added at 0 °C to a solution of (¢)-trans-2-
((diethyl malonate)methyl)-3-(1’,2’-dihydroxyethyl)-cyclopentanone 88a (R = CO,Et) (4.84 g,
15.3 mmol, 1 equiv.) in dichloromethane (500 mL), and dimethylaminopyridine (1.12 g, 9.18
mmol, 0.6 equiv.) and acetic anhydride (6.4 mL, 67.3 mmol, 4.4 equiv.) were added. The
reaction mixture was stirred at 0 °C for 30 min, quenched with 50 mL of water, extracted with
dichloromethane (3 x 100 mL) and washed with a saturated aqueous solution of CuSQOy4 (2 x 150
mL). The organic layer was dried over anhydrous sodium sulfate and concentrated to dryness
under reduced pressure. Purification by silica gel flash column chromatography, eluent:
petroleum ether/ethyl acetate (8:2 to 7:3), afforded (¢)-trans-2-((diethyl malonate)methyl)-3-
((1’RS),2’-diacetoxyethyl)-cyclopentanone 89a (R = CO,Et) as a colourless oil (4.03 g, 66%). IR
Vimax (neat) /cm ™' 1735 (5 C=0), 1241 (4 C-0); 'H NMR (300 MHz, CDCl;) § 5.30-5.05 (1 H, m,
Hs), 4.45-3.85 (7 H, m, H7, Hy, Hyy), 2.45-1.70 (14 H, m, H,, Hs, Ha, Hs, Hg, Hy4), 1.30-1.20 (6H,
t, J = 7.0, 11.0 Hz, Hy;); "C NMR (75 MHz, CDCl;) § 218.5 (C)), 170.8 (C3), 170.6 (C13),
169.4 (Cip), 169.2 (Cio), 69.7 (Cs), 63.4 (C7), 61.4 (C11), 48.7 (Cy), 47.0 (Cy), 42.0 (Cy), 37.1
(Cs), 27.1 (Cs), 20.9 (C4), 20.8 (Ci4), 20.6 (Ci4), 13.9 (C12), 13.8 (Cy2); HRMS (ESI) caled for
C19H3,09N ([M+NH,4]") 418.2072. Found: 418.2059.

5) (¥)-trans-2-(6’-(5’,5’-Bis(ethylcarboxylate)-hex-2’-ene))-3-((1”RS),2”-
diacetoxyethyl)-cyclopentanone 79a (R = COgEt)l
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» Without optimization

n-BuLi (140 uL, 1.5 mmol, 1.2 equiv.) was slowly added at —78 °C a solution of (z)-trans-
2-((diethyl malonate)methyl)-3-((1’RS),2’-diacetoxyethyl)-cyclopentanone 89a (R = CO,Et) (0.5
g, 1.25 mmol, 1 equiv.) in dry THF (150 mL) under an argon atmosphere and the solution was
stirred for 4 h at =78 °C. Prenyl bromide (120 pL, 1.5 mmol, 1.2 equiv.) was subsequently
added at —78 °C and the reaction mixture was allowed to reach room temperature overnight. The
reaction mixture was quenched at 0°C with water (30 mL), extracted with dichloromethane (3 x
200 mL) and washed with saturated aqueous NH4CI (200 mL). The organic layer was dried over
anhydrous magnesium sulfate and concentrated to dryness under reduced pressure. Purification
by silica gel flash column chromatography, eluent: petroleum ether/ethyl acetate (8:2), afforded
(2)-trans-2-(6’-(5°,5’-bis(ethylcarboxylate)-hex-2’-ene))-3-((1”RS),2”-diacetoxyethyl)-
cyclopentanone 79a (R = CO;Et) as colourless oils (0.25 g, 42%).

» After optimization

Solid NaH (95%, 230 mg, 9.10 mmol, 1.2 equiv.) was added at =78 °C in two portions to a
solution of (+)-trans-2-((diethyl malonate)methyl)-3-((1’RS),2’-diacetoxyethyl)-cyclopentanone
89a (R = CO,Et) (3.04 g, 7.59 mmol, 1 equiv.) in dry THF (150 mL) under an argon atmosphere
and the solution was stirred for 4 h at —78 °C. Prenyl bromide (750 uL, 9.10 mmol, 1.2 equiv.)
was subsequently added at —78 °C and the reaction mixture was allowed to reach room
temperature overnight. The reaction mixture was quenched at 0°C with water (30 mL), extracted
with dichloromethane (3 x 200 mL) and washed with saturated aqueous NH4CI (200 mL). The
organic layer was dried over anhydrous magnesium sulfate and concentrated to dryness under
reduced pressure. Purification by silica gel flash column chromatography, eluent: petroleum
ether/ethyl acetate (8:2), afforded (z)-trans-2-(6’-(5,5’-bis(ethylcarboxylate)-hex-2’-ene))-3-
((1”RS),2”-diacetoxyethyl)-cyclopentanone 79a (R = CO,Et) as a separable mixture of
diastereoisomers (55:45), as colourless oils (2.27 g, 64%).

First isomer eluting from the column: IR i, (neat) /cm ' 1740 (5 C=0), 1244 (4 C-0); 'H
NMR (300 MHz, CDCl3) & 5.18 (1 H, m, H), 4.91 (1 H, m, H;}), 420 (1 H, dd, J = 11.6, 5.1
Hz, Hy,), 4.15-4.02 (5 H, m, Hay, Hys), 2.65-2.46 (2 H, m, Hy), 2.30-1.95 (14 H, m, H,, Hs, Ha,
Hs, Hs, Hig), 1.61 (3 H, s, Hys or Hiz), 1.53 (3 H, s, Hys or Hyz), 1.22-1.11 (6 H, m, Hye); °C
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NMR (75 MHz, CDCls) § 218.4 (C)), 171.4 (Ci7), 171.2 (Cy7), 170.6 (Ci4), 170.4 (Ci4), 135.5
(C12), 117.6 (C11), 70.5 (Cs), 63.3 (C7), 61.3 (Cy5) 61.1 (Cis), 56.4 (Co), 46.7 (C2), 42.9 (C3), 36.1
(Cs), 32.5 (Cip), 31.8 (Cyg), 25.8 (Cy4), 20.7 (C17), 20.6 (Cy7), 17.8 (C13 and Cy3), 13.7 (2 x Cy);
HRMS (ESI) calcd for C,4H9O9N ([M+NH,4]") 486.2698. Found: 486.2689.

Second isomer eluting from the column: IR vy (neat) /cm ' 1740 (5 C=0), 1244 (4 C-O);
'H NMR (300 MHz, CDCl3) 8 5.18-5.10 (1 H, m, He) 5.02-4.92 (1 H, m, H}}), 4.39 (1 H, dd,
J=12.1, 3.1 Hz, H7,), 4.25-4.05 (5 H, m, His, H»), 2.67 (2 H, d, J = 7.51 Hz, H)p), 2.33-1.86
(13 H, m, Ha, H3, Hya, Hs, Hs, Hys), 1.70-1.55 (7 H, m, Hy3, His:, Hap), 1.29-1.55 (6 H, m, Hye);
BC NMR (75 MHz, CDCls) & 218.5 (Cy), 171.6 (C17), 171.4 (Cy7), 171.0 (Ci4), 170.7 (C1a),
135.8 (C12), 118.0 (Cy1), 74.1 (Ce), 63.4 (C7), 61.5 (Cys), 61.3 (Cys), 57.0 (Cy), 47.8 (Cy), 43.2
(C3), 36.0 (Cs), 32.8 (Cyp), 32.4 (Cs), 23.3 (Cy4), 21.1 (Cy7), 20.8 (Cy7), 18.0 (Cy3 and C;3), 14.0
(Ci6), 13.97 (C1); HRMS (ESI) calcd for CasHO9N ([M+NH,]") 486.2698. Found: 486.2689.

6) (¥)-trans-2-(6’-(5’,5’-Bis(ethylcarboxylate)-hex-2’-ene))-3-((1”RS),2”-
dihydroxyethyl)-cyclopentanone 91a (R = CO,Et)’

OCOCH;,4
OCOCH,4
/ e
o CO,CH,CHg
HzCH,CO,C H31C62H212021E 15 16
(%) ()

Amberlite® 400 C1 (10 g) was activated by stirring for 3 h in an aqueous solution of NaOH
(2 M, 200 mL). The resin was filtered, and washed with ethanol and diethyl ether.

The activated Amberlite® 400 Cl was added to a solution of the mixture of both
isomers (x)-trans-2-(6’-(5°,5’-bis(ethylcarboxylate)-hex-2’-ene))-3-((1”RS),2’-diacetoxyethyl)-
cyclopentanone 79a (R = COEt) (2.27 g, 4.85 mmol) in methanol (100 mL). The solution was
stirred for 2 days. The solution was filtered through a pad of Celite® to remove all the

Amberlite”, and the residue was washed with methanol. The filtrate was dried over anhydrous
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sodium sulfate and concentrated to dryness to afford (+)-trans-2-(6’-(5’,5’-bis(ethylcarboxylate)-
hex-2’-ene))-3-((17RS),2”-dihydroxyethyl)-cyclopentanone as a colourless 91a (R = CO,Et) oil
in 95% yield (1.76 g) as a mixture of isomers. The ratio was not precisely determined because
most of the mixture was hardly separable. However, a small sample of each isomer was isolated

for the characterisation.

First isomer eluting from the column: IR Viay (neat) /cm ' 3459 (2 O-H), 1732 (3 C=0),
1297 (2 C-0); '"H NMR (300 MHz, CDCl3) 8 4.92 (1 H, m, Hy,), 4.28-4.00 (5 H, m, H, Hs),
3.75 (1 H, dd, J=11.1, 9.0 Hz, H7,), 3.59 (1 H, dd, J = 11.1, 3.4 Hz, Hy,), 2.74 (1 H, dd, J =
14.7, 7.3 Hz, Hi¢a), 2.61 (1 H, dd, J=14.7, 8.6 Hz, Higp), 2.53-2.46 (1 H, m, H,), 2.36-2.29 (1 H,
m, Hs,), 2.08-1.86 (4 H, m, Ha, Hsp,, Hga), 1.80-1.71 (2 H, m, Hs, Hgy), 1.70 (3 H, s, Hi3 or His),
1.61 3 H, s, Hy3 or Hy3), 1.27-1.17 (6 H, m, Hys); °C NMR (75 MHz, CDCl3) § 216.0 (C)),
174.4 (Cis), 171.7 (Ci4), 136.8 (Ci2), 117.6 (Cy1), 65.0 (Cy), 62.2 (Cys), 62.1 (Cys), 60.7 (C7),
58.5 (Cy), 51.0 (Cy), 45.6 (C3), 36.4 (Cs), 34.4 (Cip), 33.2 (Cs), 29.9 (Cs), 23.7 (Ci3 or Cy3), 18.3
(Ciz or Ci30), 14.3 (Cie), 14.2 (Ci);

Second isomer eluting from the column: IR Vyy (neat) /cm ™' 3459 (2 O-H), 1732 (3 C=0),
1297 (2 C-O); '"H NMR (300 MHz, CDCl3) 6 4.93 (1 H, m, H,,), 4.28-4.05 (5 H, m, H, Hs),
3.77 (1 H, m, H7,), 3.55 (1 H, m, Hy,), 2.72 (1 H, dd, J = 7.6 Hz, Hj0.), 2.58 (1 H, dd, J=17.6
Hz, Hiop), 2.50-2.29 (3 H, m, Hy, Hs), 2.15-1.89 (5 H, m, H3, Ha, Hg), 1.69 (3 H, s, Hi3 or Hy3),
1.60 (3 H, s, Hy3 or Hy3), 1.37-1.22 (6 H, m, Hy); °C NMR (75 MHz, CDCl3) & 219.5 (C)),
174.0 (Cis), 171.3 (Ci4), 136.4 (C12), 117.3 (C11), 64.6 (Cs), 61.8 (Cis), 61.7 (Cis), 60.3 (C7),
58.1 (Cy), 50.6 (Cy), 45.2 (C3), 36.0 (Cs), 34.6 (Cio), 32.8 (Cs), 29.6 (Cs), 25.9 (Cy3 or Cy30), 17.9
(Ci3 or Ci3°), 13.9 (Cy6), 13.8 (Ci6); HRMS (ESI) caled for CooH3307 ([M+H]") 385.2224. Found:
385.2221.
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7) (¥)-trans-2-(6’-(5’,5’-Bis(ethylcarboxylate)-hex-2’-ene))-3-formyl-
cyclopentanone 81a (R = CO;Et)l

HaCH,CO,C

Sodium metaperiodate (18.6 g, 86.5 mmol, 10 equiv.) was added at 0 °C to a solution
of (2)-trans-2-(6’-(5°,5’-bis(ethylcarboxylate)-hex-2’-ene))-3-((1”RS),2”’-dihydroxyethyl)-cyclo-
pentanone 91a (R = COEt) (3.33 g, 8.65 mmol, 1 equiv.) in THF/water (1:1) (440 mL). The
reaction mixture was stirred at room temperature for 4.5 h at room temperature, and diluted with
dichloromethane (500 mL) and washed with brine (2 x 300 mL). The organic layer was dried
over anhydrous sodium sulfate and concentrated to dryness under reduced pressure. Purification
by silica gel flash column chromatography, eluent petroleum ether/ethyl acetate (8:2),
afforded (z)-trans-2-(6’-(5’,5’-bis(ethylcarboxylate)-hex-2’-ene))-3-formyl-cyclopentanone 81a
(R = CO,EY) as a colourless 0il (2.97 g, 98%). IR Vi (neat) /cm ' 1727 (4 C=0), 1221 (2 C-0);
'H NMR (400 MHz, CDCl3) 8 9.68 (1 H, d, J = 3.9 Hz, He), 4.97 (1 H, m, Hy(), 4.25-4.05 (4 H,
m, Hy4), 2.91-2.80 (1 H, m, H3), 2.71-2.53 (3 H, m, H,, Hy), 2.44-2.30 (1 H, m, Hs,), 2.29-2.08 (3
H, m, Ha,, Hsy, H7a), 2.04-1.89 (2 H, m, Hay, H7,), 1.67 (3 H, s, Hy2 or Hy2), 1.60 (3 H, s, Hy; or
Hi>), 1.24 (6 H, t, J=9.5 Hz, H5); >C NMR (75 MHz, CDCls) § 216.3 (C;), 201.3 (Cs), 171.4
(Ci3), 171.3 (Ci3), 135.9 (Ciy), 117.4 (Cyy), 61.5 (Ci4), 61.3 (C14), 56.9 (Cy), 54.9 (C3), 46.0 (C»),
35.7 (Cs), 32.0 (Cy), 31.5 (C7), 25.9 (Cyz or Ci27) 21.1 (Cy) 17.8 (Cy2 or Ci2v) 13.80 (2 x Cy5);
HRMS (ESI) caled for CoH»706 ((M+H']) 352.1886. Found: 352.1891.
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8) (#)-(2R)-Hydroxy-(3R)-isopropenyl-5,5-bis(ethylcarboxylate)-8-oxo-trans-
bicyclo[5,3,0]decane 83a (R = COEt) and (£)-(2S)-hydroxy-(3S)-isopropenyl-5,5-
bis(ethylcarboxylate)-8-oxo-trans-bicyclo[5,3,0]decane 82a (R = CO;Et)1

; CO.CHCHy  9( g ) CO,CH,CHs

Z 7% 7%

H CO,CH,CH H CO,CH,CH

HzCH,CO,C o} 1 15 16 ° o} 1 215 16 O
+) (%) (=)

Boron trifluoride diethyl etherate (10.7 mL, 84.2 mmol, 10 equiv.) was added at —78 °C to
a solution of (#)-trans-2-(6’-(5°,5’-bis(ethylcarboxylate)-hex-2’-ene))-3-formyl-cyclopentanone
81a (R = COyEt) (2.97 g, 8.42 mmol, 1 equiv.) in dry THF (170 mL) under an argon atmosphere.
The solution was allowed to reach room temperature and stirred for 2 days. The solution was
diluted with dichloromethane (300 mL) and washed with a saturated solution of NaHCOs; (3 x
200 mL). The organic layer was dried over anhydrous magnesium sulfate and concentrated under
reduced pressure to give a crude yellow oil. Purification by silica gel flash column
chromatography, eluent: petroleum ether/ethyl acetate (8:2 to 6:4), afforded (+)-(2R)-hydroxy-
(3R)-isopropenyl-5,5-bis(ethylcarboxylate)-8-oxo-trans-bicyclo [5,3,0]decane 83a (R = CO,Et)
(1.25 g, 42%) and (x)-(2S5)-hydroxy-(3S)-isopropenyl-5,5-bis(ethylcarboxylate)-8-oxo-trans-
bicyclo[5,3,0]decane 82a (R = CO,Et) (1.29 g, 44%).

(+)-(2R)-Hydroxy-(3R)-isopropenyl-5,5-bis(ethylcarboxylate)-8-oxo-trans-bicyclo[5,3,0]
decane 83 (R = CO,E1): IR Vpnay (neat) /om ™' 3542 (O-H), 1730 (3 C=0), 1245 (2 C-0); '"H NMR
(300 MHz, CDCls) 6 4.95 (1 H, m, Hj2a,), 4.82 (1 H, s, H2p), 4.22-4.05 (4 H, m, Hys), 3.86 (1 H,
s, H), 2.66 (1 H, dd, J = 15.2, 2.9 Hz, H¢,), 2.51-2.35 (3 H, m, Hsa, H7, Ho,), 2.21-2.10 (3 H, m,
Hs, Hap, Hop), 2.06-1.90 (4 H, m, H,, Hey, Hyo), 1.82 (3 H, s, Hj3), 1.22 (6 H, m, Hy4); °C NMR
(75 MHz, CDCls) 6 219.0 (Cs), 172.8 (Ci4), 172.8 (Ci14), 149.2 (C11), 111.6 (C12), 68.1 (Cy), 61.7
(Cis), 61.5 (Cys), 55.5 (Cs), 50.2 (Cy), 47.3 (C3), 45.2 (C7) 37.5 (Cy), 32.9 (Cs), 29.4 (Cy), 23.6
(C13), 22.7 (Cy), 14.1 (Cy4), 14.1 (C16); HRMS (ASAP) calcd for Ci9H2006 ((M+H]") 353.1959.
Found: 353.1959.
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(2)-(25)-Hydroxy-(3S)-isopropenyl-5,5-bis(ethylcarboxylate)-8-oxo-trans-bicyclo[5,3,0]
decane 82 (R = COEt): IR Vi (neat) /ocm™' 3533 (O-H), 1731 (3 C=0), 1255 (2 C-0); '"H NMR
(300 MHz, CDCl3) § 4.96 (1 H, m, Hy,,), 4.85 (1 H, s, Hyz), 4.20-4.11 (4 H, m, H;s), 3.36 (1 H,
t,J = 9.5 Hz, Hy), 2.73 (1 H, d, J = 13.1 Hz, Hg,), 2.51-2.39 (2 H, m, Ho,, Hyga), 2.29 (1 H, m,
Ha,) 2.24-2.19 (2 H, m, Hs, Hop), 2.16-2.09 (3 H, m, Hyp, Hev, Hy), 1.77 (3 H, s, Hj3), 1.74 (1 H,
m, H)), 1.57 (1 H, m, Hy»), 1.23 (6 H, m, H;4); >C NMR (75 MHz, CDCl3) § 217.5 (Cy), 172.4
(C14), 171.9 (C1a), 146.6 (C11), 113.7 (C12), 77.3 (Ca), 61.6 (Cy5), 61.5 (C)5), 54.9 (Cs), 51.7 (C)),
49.4 (C3), 47.7 (C7), 36.6 (Cy), 34.2 (Cy), 31.5 (Ce), 26.2 (C13), 19.1 (Cyp), 13.9 (Cy¢), 13.8 (Cy¢);
HRMS (ASAP) calcd for C1oHa9O ((M+H]") 353.1959. Found: 353.1959.
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IV ) Towards the synthesis of the 7frans-bicyclo[5,3,0]decane skeleton

using the dibenzyl malonate moiety

1) Dibenzyl methylidene malonate 107°

Diisopropyl amine (12.7 mL, 90.0 mmol, 1.5 equiv.), half of the paraformaldehyde (in total
7.20 g, 240 mmol, 4 equiv.) and TFA (7.4 mL, 96.0 mmol, 1.6 equiv.) were added to a solution
of dibenzyl malonate ester 106 (15 mL, 60.0 mmol, 1 equiv.) in THF (500 mL) under an argon
atmosphere. The mixture was heated to reflux. When the solution was at reflux, the other half of
the paraformaldehyde was added to the mixture and the solution was stirred under reflux for 2
days. The solution was cooled down to room temperature, concentrated under reduced pressure,
diluted with dichloromethane (600 mL), washed with saturated aqueous CuSO4 (2 x 350 mL),
dried over MgSQO,4 and concentrated to dryness under reduced pressure to afford quantitatively
dibenzyl methylidene malonate 107 (17.8 g) as a colourless oil. The product was enough pure to
be used in the next reaction without any further purification. '"H NMR (300 MHz, CDCls)
87.35 (10 H, m, He), 6.60 (2 H, s, H)), 5.26 (4 H, s, Hy); °C NMR (75 MHz, CDCl3) § 163.7
(Cs), 135.7 (Cy), 135.4 (C3), 134.5 (Cy), 128.7 (Cs), 128.6 (Cs), 128.5 (Cy), 128.4 (Cg), 128.3
(Ce), 128.2 (Ce), 67.3 (C4); HRMS (ESI) caled for CisH;604Na ([M+Na]") 319.0941. Found:
319.0940.

179



Studies towards the Synthesis of Guaianolide and Pseudoguaianolide Skeleton.

2) (*)-trans-2-(Dibenzyl malonate)methyl-3-vinyl-cyclopentanone 78b

(R=CO0O,Bn)
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Dibenzyl methylidene malonate 107 (17.8 g, 60.0 mmol, 1 equiv.) was added at —20 °C to
a solution of (z)-3-ethenyl-1-trimethylsilyloxycyclopent-1-ene 77 (12.0 g, 66.0 mmol, 1.1 equiv.)
in dichloromethane (150 mL) under an argon atmosphere. At —78°C, a solution of SnCly (7.1
mL, 60.0 mmol, 1 equiv.) in dichloromethane (10 mL) was added over 2 h to the reaction
mixture. After the addition, the reaction mixture was stirred at —78 °C for 2.5 h and poured onto
water (200 mL). The resulting mixture was filtered through a pad of Celite” and the Celite® was
thoroughly washed with dichloromethane (200 mL). The aqueous layer was extracted with
dichloromethane (3 x 200 mL). The combined organic layers were dried over anhydrous
magnesium sulfate and concentrated to dryness under reduced pressure. Purification by silica gel
flash column chromatography, eluent: petroleum ether/ethyl acetate (9:1), afforded ()-trans-2-
((dibenzyl malonate)methyl)-3-vinyl-cyclopentanone 78b (R = CO,Bn) as a colourless oil (16.1
g, 67%); IR Vinax (neat) /cm ' 1732 (3 C=0), 1247 (2 O-C); '"H NMR (300 MHz, CDCls) & 7.33-
7.26 (10 H, m, Hy3), 5.63 (1 H, ddd, J =8, 10.2, 17.1 Hz, H¢), 5.15-5.10 (4 H, m, Hy,), 5.09-5.01
(2 H, m, H7), 4.07 (1 H, dd, /= 7.4, 7.9 Hz, Hy), 2.43-2.26 (2 H, m, H3, Hs,), 2.20-2.02 (4 H, m,
Haa, Hsp, Hg), 1.94-1.83 (1 H, m, H), 1.61-1.51 (1 H, m, Hy); °C NMR (75 MHz, CDCl;) &
218.7 (Cy), 169.2 (Cip), 169.1 (Cio), 139.7 (C¢), 135.4 (Ci2), 128.5 (Ci3), 128.4 (Ci3), 128.3
(C13), 128.3 (Ci3), 128.2 (Cy3), 116.2 (C7), 67.3 (C11), 67.0 (C11), 51.1 (Cy), 49.1 (Co), 47.6 (Cs),
37.1 (Cs), 27.5 (Cy), 27.1 (Cg); HRMS (ASAP) caled for CpsHy705 ([M+H]") 407.1853. Found:
407.1849.
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3) (¥)-trans-2-((Dibenzyl malonate)methyl)-3-(1°,2’-dihydroxyethyl)-
cyclopentanone 88b (R = CO,Bn)
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(2)-trans-2-((Dibenzyl malonate)methyl)-3-vinyl-cyclopentanone (14.4 g, 35.4 mmol, 1

equiv.) was divided in two similar portions in two different flasks.

N-Methyl morpholine oxide (14.4 g, 106 mmol, 3 equiv.) and osmium trichloride
monohydrate (249 mg, 0.71 mmol, 0.02 equiv.) were added at 0 °C to the solutions of (+)-trans-
2-((dibenzyl malonate)methyl)-3-vinyl-cyclopentanone 78b (R = CO,Bn) (14.4 g, 35.4 mmol, 1
equiv.) in THF/water (1:1) (600 mL). The solutions were stirred overnight at room temperature.
The reaction mixtures were quenched at 0 °C with Na,SOs3 (13.4 g, 106 mmol, 3 equiv.) and
diluted with dichloromethane (250 mL each one) and collected together for the work up and the
purification. The mixture was extracted with dichloromethane (3 x 400 mL), washed with an
aqueous solution of HCI 2 M (3 x 400 mL) and brine (400 mL), dried over Na,SO4 and
concentrated to dryness under reduced pressure to afford a pale yellow oil. Purification
by silica gel flash column chromatography, eluent: petroleum ether/ethyl acetate (3:7),
afforded an inseparable mixture of isomers (+)-frans-2-((dibenzyl malonate)methyl)-3-(1°,2’-
dihydroxyethyl)-cyclopentanone 88b (R = CO,Bn)as colourless oil (12.4 g, 80%); IR vmax (neat)
/em™' 3425 (2 O-H), 1725 (3 C=0), 1152 (2 O-C); '"H NMR (300 MHz, CDCl3) § 7.29 (10 H, m,
His), 5.12 (4 H, m, Hy1), 4.06 (1 H, m, Hy), 3.89-3.51 (3 H, m, He, Hy), 3.27 (1 H, b, Cs-O-H),
2.76 (1 H, b, C;-O-H), 2.39-1.78 (8 H, m, H,, Hs, Hs, Hs, Hg); °C NMR (75 MHz, CDCl3) &
220.2 (Cy), 219.9 (Cy), 170.3 (Cio), 169.9 (Cio), 169.6 (Cio), 169.5 (Cio), 134.4 (C12), 128.8
(Ci3), 128.6 (Ci3), 128.5 (Cy3), 128.5 (Ci3), 128.4 (Cy3), 76.8 (Ce), 70.4 (C¢), 67.6 (C1y), 67.5
(Ci1), 65.1 (Cy), 64.8 (C7), 50.0 (Co), 49.6 (Cy), 49.9 (Cy), 47.5 (Cy), 44.9 (C3), 44.5 (C3), 37.4
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(Cg), 37.0 (Cg), 29.1 (C5), 26.8 (C5), 23.8 (C4), 19.9 (C4); HRMS (ESI) caled for CysH04
(IM+H]") 441.1908. Found: 441.1908.

4) (¥)-trans-2-((Dibenzyl malonate)methyl)-3-(1°,2°-diacetoxyethyl)-
cyclopentanone 89b (R = CO,Bn)
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(2)-trans-2-((Dibenzyl malonate)methyl)-3-(1’,2’-diacetoxyethyl)-cyclopentanone 88b (R
= CO,Bn) (9.79 g, 22.2 mmol, 1 equiv.) was divided in six similar portions (around 1.5 g) in six

different flasks. When the reaction was attempted on larger scale, the yield would drop to 30%.

Pyridine (17.9 mL, 222 mmol, 10 equiv.), DMAP (1.60 g, 13.1 mmol, 0.6 equiv.) and
acetic anhydride (9.2 mL, 97.5 mmol, 4.4 equiv.) were added at 0 °C to the solutions of (+)-
trans-2-((dibenzyl malonate)methyl)-3-(1°,2’-dihydroxyethyl)-cyclopentanone 88b (R = CO,Bn)
(9.79 g, 22.2 mmol, 1 equiv.) in dichloromethane (200 mL). The reaction mixtures were stirred
at 0 °C for 15 min and quenched with water. All the reaction mixtures were collected together
for the work-up and the purification. The mixture was extracted with dichloromethane (3 x 250
mL), washed with a saturated solution of CuSO4 (2 x 150 mL), dried over Na,SO4 and
concentrated to dryness to afford a colourless oil. Purification by silica gel flash column
chromatography, eluent: petroleum ether/ethyl acetate (7:3), afforded an inseparable mixture
(ratio 6:4) of isomers (z)-trans-2-((dibenzyl malonate)methyl)-3-(1°,2’-diacetoxyethyl)-
cyclopentanone 89b (R = CO,Bn) as a colourless oil (11.0 g, 95%) ; IR v (neat) Jem ' 1732 (5
C=0), 1220 (4 O-C); 'H NMR (300 MHz, CDCl3) § 7.27-7.23 (10 H, m, H,3), 5.24-5.20 (0.6 H,
m, He), 5.13-5.08 (4 H, m, Hyy), 5.04-5.01 (0.4 H, m, H¢"), 4.33 (0.4 H, dd, J = 2.8, 12.1 Hz,
H7.7), 4.24 (0.6 H, dd, J =4.5, 11.7 Hz, H7,), 4.12-3.99 (2 H, m, H7,, Hy), 2.40-1.94 (13 H, m, Hy,
Hs, Haa, Hs, Hg, Hys), 1.80-1.70 (0.6 H, m, Hyp), 1.54-1.49 (0.4 H, m, Hyy'); °C NMR (75 MHz,
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CDCl3) § 218.6 (Cy), 218.4 (Cy), 171.0 (Cy4), 170.9 (C14), 170.8 (C14), 170.5 (C1s), 169.3 (Cyo),
169.3 (Cio), 169.2 (Cio), 169.1 (Co), 135.6 (C12), 135.5 (C12), 128.7 (Ci3), 128.5 (Ci3), 128.4
(C13), 74.9 (Cs), 69.8 (Ce), 67.4 (C11), 67.3 (C1y), 63.7 (C7), 63.5 (C7), 49.1 (Co), 49.0 (Co), 49.0
(Cy), 47.1 (Cy), 43.2 (C3), 42.0 (C3), 37.2 (Cy), 37.0 (Cs), 29.3 (Cs), 27.3 (Cs), 23.9 (Cy), 21.2
(C4), 21.0 (Cy5), 20.8 (Cy5); HRMS (ESI) caled for CooH3600N ([M+NH,4]") 542.2385. Found:
542.2377.

5) (¥)-trans-2-(6’-(5’,5’-Bis(benzylcarboxylate)-hex-2’-ene))-3-(1”,2”-
diacetoxyethyl)-cyclopentanone 79b (R = CO,Bn)

18 19
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NaH (784 mg, 31.0 mmol, 1.2 equiv.) was added at 0 °C to a solution of (%)-trans-2-
((dibenzyl malonate)methyl)-3-(1’,2’-diacetoxyethyl)-cyclopentanone 89b (R = CO,Bn) (13.6 g,
25.8 mmol, 1 equiv.) in THF (520 mL) under an argon atmosphere. The resulting colourless
suspension was stirred for 24 h at room temperature to afford a clear yellow solution. Prenyl
bromide (3.3 mL, 28.4 mmol, 1.1 equiv.) was added at 0 °C to the reaction mixture and the crude
solution was stirred at room temperature overnight. The reaction mixture was quenched at 0°C
with water (200 mL), extracted with dichloromethane (3 x 250 mL), washed with a saturated
aqueous solution of saturated aqueous NH4CI (200 mL), dried over Na,SO4 and concentrated to
dryness under reduced pressure to afford a yellow oil. Purification by silica gel flash column
chromatography, eluent: petroleum ether/ethyl acetate (75:25), afforded an inseparable mixture
(ratio 6:4) of isomers (+)-trans-2-(6’-(5’,5’-bis(benzylcarboxylate)-hex-2’-ene))-3-(17,2”-

diacetoxyethyl)-cyclopentanone 79b (R = CO,Bn) as a colourless oil (12.3 g, 80%); IR Vmax

183



Studies towards the Synthesis of Guaianolide and Pseudoguaianolide Skeleton.

(neat) /cm™' 1741 (5 C=0), 1221 (4 O-C); '"H NMR (400 MHz, CDCl3) & 7.26-7.20 (10 H, m,
H,7), 5.22-5.18 (0.6 H, m, He), 5.10-4.98 (4.4 H, m, H,s, Hg'), 4.90-4.83 (1 H, m, Hy,), 4.36 (0.4
H, dd, J = 2.9, 12.1 Hz, Hy,"), 4.20 (0.6 H, dd, J = 5.2, 11.6 Hz, Hz,), 4.20 (0.6 H, dd, J = 6.1,
11.4 Hz, Hy), 4.04 (0.4 H, dd, J = 5.6, 12.2 Hz, Hyy), 2.71-2.57 (2 H, m, Hyo), 2.34-1.92 (13 H,
m, Hy, Hs, Haa, Hs, Hg, Ho), 1.86-1.75 (1 H, m, Hay), 1.59-1.57 (3 H, m, Hy3 or Hi3), 1.50-1.48
(3 H, m, H;3 or Hy3); >C NMR (75 MHz, CDCls) & 218.7 (C)), 218.6 (C)), 171.3 (C14 or C13),
171.3 (Cy4 or C1g), 171.2 (Cy4 or Cyg), 171.1 (C14 or Cig), 171.0 (C14 or Cig), 170.8 (C14 or Cig),
170.7 (C14 or Cig), 170.6 (C14 or Cig), 136.2 (C12), 135.8 (C6), 135.8 (Ci¢), 135.7 (Cig), 135.7
(C1g), 128.7 (C17), 128.7 (Ci7), 128.7 (C17), 128.6 (C17), 128.5 (C17), 128.4 (C17), 128.4 (Cy7),
128.3 (Ci7), 128.1 (Cy7), 117.8 (C11), 117.5 (C11), 74.4 (Ce), 70.6 (Cs), 67.4 (Cis), 67.2 (Cis),
63.5 (C7), 63.4 (C7), 57.2 (Co), 56.9 (Cg), 48.3 (Cy), 46.8 (C), 43.2 (C3), 43.0 (C3), 36.2 (Cs),
36.0 (Cs), 33.0 (C0), 32.8 (C10), 32.1 (Cs), 26.0 (C13 or Cy3), 21.1 (C1o), 20.9 (C1o), 20.8 (Cs),
18.0 (Cy3 or Cy3'); HRMS (ESI) caled for C34HaOoN ([M+NH4]") 610.3011. Found: 610.3003.

6) (¥)-trans-2-(6’-(5’,5’-Bis(benzylcarboxylate)-hex-2’-ene))-3-(1”,2”-
dihydroxyethyl)-cyclopentanone 91b (R = CO,Bn)

Amberlite® 400 CI1 (10 g) was activated by stirring for 3 h in an aqueous solution of NaOH
(2 M, 200 mL). The resin was filtered, and washed with ethanol and diethyl ether.

The activated Amberlite® 400 Cl was added to a solution of (+)-trans-2-(6’-(5",5
bis(benzylcarboxylate)-hex-2’-ene))-3-(17,2”-diacetoxyethyl)-cyclopentanone 79b (R = CO,Bn)
(12.1 g, 20.3 mmol) in methanol (400 mL). The solution was stirred for 1 day. The solution was
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filtered through a pad of Celite® to remove all the Amberlite® and the residue was washed with
methanol. The organic layer was dried over anhydrous sodium sulfate and concentrated to
dryness to afford an inseparable mixture (ratio 6:4) of (¥)-trans-2-(6’-(5",5-
bis(benzylcarboxylate)-hex-2’-ene))-3-(17,2”-dihydroxyethyl)-cyclopentanone 91b (R = CO,Bn)
as a colourless oil in 86% yield (8.91 g). IR vax (neat) /em' 3456 (2 O-H), 1732 (3 C=0), 1217
(2 C-0); "H NMR (400 MHz, CDCl3) & 7.35-7.18 (10 H, m, Hy7), 5.16-4.95 (4 H, m, H;s), 4.92-
4.84 (1 H, m, Hyy), 4.13-4.09 (0.6 H, m, Hy), 3.74-3.66 (1 H, m, He’, H7,), 3.59-3.53 (1.6 H, m,
Hy7a, H7p), 2.80-2.73 (1 H, m, Hia), 2.68-2.59 (1 H, m, Hjop), 2.51-2.46 (1 H, m, H,), 2.40-2.13 (2
H, m, Hs), 2.08-1.69 (5 H, m, Hs, Hs, Hg), 1.62-1.60 (3 H, m, H;3 or H;3), 1.50-1.49 (3 H, m, H;3
or Hy3); °C NMR (75 MHz, CDCls) & 218.9 (Cy), 172.8 (C1s), 170.9 (C14), 136.7 (C12), 135.5
(Ci6), 135.0 (Cye), 128.6 (Ci7), 128.5 (Cy17), 128.4 (Cy7), 128.2 (Cy7), 117.1 (Cyy), 69.3 (Ce), 67.6
(Cis), 58.3 (Cy), 57.5 (Cy), 47.4 (Cy), 45.4 (C3), 35.9 (Cs), 35.5 (Cio), 30.2 (Cs), 25.9 (Cs), 18.9
(C13 or Ci3), 17.9 (Ci3 or Ci3); HRMS (ESI) caled for C30H3707 ([M+H]") 509.2534. Found:
509.2529.

7) (¥)-trans-2-(6’-(5’,5’-Bis(benzylcarboxylate)-hex-2’-ene))-3-formyl-
cyclopentanone 81b (R = CO,Bn)

OH
OH

Sodium metaperiodate (4.0 g, 18.4 mmol, 10 equiv.) was added at 0 °C to a solution of (z)-
trans-2-(6-(5,5’-bis(benzylcarboxylate)-hex-2’-ene))-3-(17,2”-dihydroxyethyl)-cyclopentanone
91b (R = CO;Bn) (0.94 g, 1.84 mmol, 1 equiv.) in THF/water (1:1) (95 mL). The reaction
mixture was stirred at room temperature for 4.5 h at room temperature, and diluted with

dichloromethane (200 mL) and washed with brine (2 x 100 mL). The organic layer was dried
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over anhydrous sodium sulfate and concentrated to dryness under reduced pressure. Purification
by silica gel flash column chromatography, eluent petroleum ether/ethyl acetate (8:2), afforded
(2)-trans-2-(6’-(5’,5’-bis(benzylcarboxylate)-hex-2’-ene))-3-formyl-cyclopentanone 81b (R =
CO,Bn) as a colourless oil (846 mg, 97%). IR Vi (neat) /cm ' 1725 (4 C=0), 1216 (2 C-0); 'H
NMR (400 MHz, CDCl3) 6 9.56 (1 H, d, J = 4.1 Hz, He), 7.30-7.26 (10 H, m, Hy¢), 5.12-5.07 (4
H, m, Hi4), 4.90 (1 H, tt, J= 1.5, 9.9 Hz), 2.78-2.56 (4 H, m, H,, H3 Hy), 2.33-1.98 (5 H, m, Hy,,
Hs, Hy), 1.94-1.82 (1 H, m, Hyp), 1.61 3 H, s, Hy, or Hiz), 1.51 3 H, s, Hy» or Hiy); *C NMR
(75 MHz, CDCl3) & 216.3 (Cy), 201.3 (Ce), 171.1 (Ci3), 171.0 (Cy3), 136.2 (Ciy), 135.4 (Cys),
135.4 (Cys), 128.5 (Cig), 128.5 (Cig), 128.4 (Cie), 128.4 (Cis), 128.3 (Cig), 117.1 (Cyo), 67.3
(Ci4), 67.1 (Ci4), 57.0 (Cg), 54.6 (C3), 45.8 (C»), 35.6 (Cs), 32.8 (Cy), 32.1 (C7), 25.8 (Ci2 or Ci»’)
21.0 (C4) 17.8 (Cy2 or Cip»); HRMS (ESI) caled for CaoH3306 ([M+H']) 477.2272. Found:
477.2269.

8) (#)-(2R)-Hydroxy-(3R)-isopropenyl-5,5-bis(benzylcarboxylate)-8-oxo-trans-
bicyclo[5,3,0]decane 83b (R = CO;Bn) and (£)-(2S)-hydroxy-(3S)-isopropenyl-5,5-
bis(benzylcarboxylate)-8-oxo-frans-bicyclo[5,3,0]decane 82b (R = CO,Bn)

Boron trifluoride diethyl etherate (5.5 mL, 43.5 mmol, 10 equiv.) was added at
=78 °C to a solution of (&)-trans-2-(6’-(5’,5’-bis(benzylylcarboxylate)-hex-2’-ene))-3-formyl-
cyclopentanone 81b (R = CO,Bn) (2.07 g, 4.35 mmol, 1 equiv.) in dry THF (90 mL) under an
argon atmosphere. The solution was allowed to reach room temperature and stirred for 2 days.
The solution was diluted with dichloromethane (200 mL) and washed with a saturated solution

of NaHCO; (3 x 100 mL). The organic layer was dried over anhydrous magnesium sulfate and
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concentrated under reduced pressure to give a crude yellow oil. Purification by silica gel flash
column chromatography, eluent: petroleum ether/ethyl acetate (8:2 to 6:4), afforded (z)-(2R)-
hydroxy-(3R)-isopropenyl-5,5-bis(benzylcarboxylate)-8-oxo-trans-bicyclo [5,3,0]decane 83b (R
= CO,Bn) (418 mg, 25% or 30% based on starting material recovery) and (z)-(2S5)-hydroxy-(35)-
isopropenyl-5,5-bis(benzyl carboxylate)-8-oxo-trans-bicyclo[5,3,0]decane 82b (R = CO;Bn)
(827 mg, 48% or 58% based on starting material recovery). After purification, 16% of starting
material  (x)-trans-2-(6’-(5°,5’-bis(benzylylcarboxylate)-hex-2’-ene))-3-formyl-cyclopentanone

was recovered.

(+)-(2R)-Hydroxy-(3R)-isopropenyl-5,5-bis(benzylcarboxylate)-8-oxo-trans-bicyclo[5,3,0]
decane 83b (R = CO,Bn): IR vmu (neat) /cm ' 3424 (O-H), 1722 (3 C=0), 1254 (2 C-0); 'H
NMR (300 MHz, CDCl3) & 7.28-7.16 (10 H, m, H,), 5.13-4.92 (4 H, m, Hys), 4.88 (1 H, t, J =
1.4 Hz, His), 4.74 (1 H, s, Hyab), 3.78 (1 H, s, H»), 2.69 (1 H, dd, J = 3, 15.2 Hz, He,), 2.48 (1 H,
dd, J = 10.6, 14.9 Hz, H,,), 2.43-2.34 (2 H, m, Hy, Ho,) 2.17-2.15 (1 H, m, Hyy), 2.13-2.11 (1 H,
m, Hoy), 2.04 (1 H, d, J=10.6 Hz, Hs), 2.01-1.95 (2 H, m, Hep, Higa), 1.91-1.83 (2 H, m, Hjop,
Hy), 1.66 (3 H, s, H;3); >*C NMR (75 MHz, CDCls) & 218.8 (Cs), 172.2 (C14), 172.1 (Cy4), 148.8
(C11), 135.5 (Cy6), 135.4 (Ci6), 128.6 (Cy17), 128.6 (C17), 128.4 (Cy7), 128.3 (C17), 128.2 (Cy7),
128.0 (Cy7), 111.5 (Cy2), 67.8 (Cy), 67.3 (Cis), 67.2 (Cis), 55.6 (Cs), 50.0 (Cy), 47.1 (C3), 45.0
(Cy), 37.5 (Co), 32.9 (Cg), 29.8 (Cy), 23.5 (Cy3), 22.9 (Ci0); HRMS (ESI) calcd for Cy9H3606N
(IM+NH,]") 494.2537. Found: 494.2531.

(2)-(2S5)-Hydroxy-(3S)-isopropenyl-5,5-bis(benzylcarboxylate)-8-oxo-trans-bicyclo[5,3,0]
decane 82b (R = CO,Bn): IR Vi (neat) /cm ' 3543 (O-H), 1725 (3 C=0), 1217 (2 C-0); 'H
NMR (300 MHz, CDCl3) & 7.30-7.15 (10 H, m, Hy7), 5.10-4.95 (4 H, m, H;s), 4.86 (1 H, d, J =
1.2 Hz, Hi,), 4.70 (1 H, s, Hiap), 3.30 (1 H, t, J = 9.6 Hz, Hy), 2.77 (1 H, m, Hg,), 2.43-2.36 (2
H, m, Hya, Hioa), 2.26 (1 H, d, J = 15.2 Hz, Ho,) 2.08-2.14 (2 H, m, H3, Hio), 1.93-1.96 (2 H, m,
Hev, Hy), 1.86 (1 H, dd, J = 10, 15.2 Hz, Hoy), 1.76-1.68 (1 H, m, H;), 1.66 (3 H, m, H,3), 1.53-
1.48 (1 H, m, Hy); >C NMR (75 MHz, CDCl3) & 217.3 (Cyg), 172.1 (C14), 171.6 (C14), 146.4
(C11), 135.4 (Cyg), 135.3 (Cig), 128.7 (Ci7), 128.7 (C17), 128.6 (C17), 128.5 (Cy7), 128.1 (C17),
113.9 (C12), 77.2 (Ca), 67.6 (Ci5), 67.5 (Cis), 55.3 (Cs), 51.9 (Cy), 49.5 (C3), 47.9 (C7), 36.9
(C10), 34.5 (Cy), 31.9 (Cs), 26.5 (Cy), 19.3 (C13); HRMS (ESI) calcd for CooH306N ([M+NH,4]")
494.2537. Found: 494.2533.

187



Studies towards the Synthesis of Guaianolide and Pseudoguaianolide Skeleton.

V) Attempt of the synthesis of the #rans-bicyclo[5,3,0]decane

skeleton using the bis(phenylsulfonyl) malonate moiety

1) Bis(phenylthio)methane 108*
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A mixture of K>COs (30.0 g, 218 mmol, 1 equiv.), dichloromethane (25 mL, 391 mmol, 2
equiv.) and thiophenol (22 mL, 215 mmol, 1 equiv.) in ethylene glycol (110 mL) was refluxed at
80 °C for 3 h. The solution was allowed to reach room temperature and poured onto water (500
mL), extracted with toluene (2 x 200 mL), washed with water (3 x 150 mL), dried over
anhydrous magnesium sulfate and concentrated to dryness under reduced pressure. The crude
material was purified by reduced pressure distillation (196-203 °C, 10 mbar) to afford
bis(phenylthio)methane 108 as a pale yellow solid in 88% yield (21.8 g); 'H NMR (400 MHz,
CDCls) 6 7.45-7.42 (4 H, m, H3), 7.34-7.30 (4 H, m, Hy), 7.28-7.23 (2 H, m, Hs), 435 (2 H, s,
H)); °C NMR (100 MHz, CDCl3) § 135.0 (C,), 130.7 (Cs), 129.1 (Cy), 127.2 (C3), 40.6 (C));
HRMS (GC-ESI) caled for C13H;,S; (M) 232.0376. Found: 232.0390.

188



Studies towards the Synthesis of Guaianolide and Pseudoguaianolide Skeleton.

2) Bis(phenylsulfonyl)methane 109*
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Hydrogen peroxide (28.1 mL, 916 mmol, 5 equiv.) was added at 0 °C to a solution of
bis(phenylthio)methane 108 (42.5 g, 183 mmol, 1 equiv.) in AcOH/Ac,0O (4:1) (500 mL) and
stirred at 0 °C for 2 h, allowed to reach room temperature and stirred at room temperature for 24
h. The reaction mixture was poured onto cold water. The resulting precipitate was collected and
washed with cold water. The crude product was recrystallised in toluene to afford
bis(phenylsulfonyl)methane 109 as a colourless solid in 78% yield (42.2 g); m.p.: 120.5-121.1
°C; '"H NMR (400 MHz, CDCl;) 8 7.98-7.95 (4 H, m, Hs), 7.74-7.70 (2 H, m, Hs), 7.62-7.58 (4
H, m, Hy), 4.74 (2 H, s, H;); °C NMR (100 MHz, CDCl3) § 138.5 (C,), 135.0 (Cs), 129.5 (C.),
129.0 (C3), 74.6 (C;); HRMS (ESI) caled for Ci3H;6048:N ([M+NH4]") 314.0515. Found:
314.0516.

3) 1-(2,2-Bis(phenylsulfonyl)ethyl)piperidine 110*

Piperidine (80 mL, 844 mmol, 10 equiv.) was added dropwise at —5 °C to
paraformaldehyde (10.2 g, 337 mmol, 4 equiv.) in dry methanol (260 mL). The reaction
temperature should not be higher than 5 °C. A solution of bis(phenylsulfonyl)methane 109 (25.0
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g, 84 mmol, 1 equiv.) in dioxane (120 mL) was slowly added to the reaction mixture at —5 °C.
After 45 min at 0 °C, a mixture of cold water/ice (200 mL) was added and the mixture was
stirred for 15 min. The resulting solid was filtered to afford 1-(2,2-
bis(phenylsulfonyl)ethyl)piperidine 110 as a pale yellow solid that was dried overnight in a
vacuum oven at 50 °C. the solid, which was not fully dried, was used in the next step; m.p.:
140.0-142.0 °C; '"H NMR (400 MHz, CDCl3) 8 7.99-7.97 (4 H, m, Hy), 7.70-7.66 (2 H, m, Ho),
7.58-7.54 (4 H, m, Hg), 4.60 (1 H, t, J=5.9 Hz, Hs), 3.06 (2 H, d, /= 6.2 Hz, H4), 2.44 (4 H, s,
Hs), 1.56 (4 H, q, J = 5.6 Hz, Hy), 1.42 (2 H, q, J = 5.6 Hz, H,); >C NMR (100 MHz, CDCl3) &
139.0 (Ce), 134.5 (Co), 129.7 (C7), 129.0 (Cyg), 54.4 (Cs), 53.9 (Cy), 53.1 (C3), 25.6 (Cy), 23.9
(C1); HRMS (ESI) calcd for C19H2304S,N ([M+H]") 394.1141. Found: 394.1142.

4) 2,2-Bis(phenylsulfonyl)ethane 111*
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A vigorously stirred suspension of crude 1-(2,2-bis(phenylsulfonyl)ethyl)piperidine 110
(around 35 g) in toluene (400 mL) was treated with a stream of HCI gas (resulting in a dropping
of concentrated H,SO4 onto NaCl solid). After 6 h of a fast stream of HCI gas into the solution,
the suspension was heated to reflux to afford a clear colourless solution (no suspension). The
solution was refluxed for 4 h. The solution was allowed to cool down to room temperature
overnight. The reaction mixture was filtered to remove the colourless precipitate, piperidine
hydrochloride and the precipitate was washed with toluene (400 mL). The solution was dried
over anhydrous magnesium sulfate and concentrated to dryness under reduced pressure. The
crude material was recrystallised in toluene to afford 2,2-bis(phenylsulfonyl)ethane as a pale
yellow solid in 87% yield 111 over 2 steps (22.5 g). The desired 2,2-bis(phenylsulfonyl)ethane
was obtained in 60% yield over 4 steps from the commercial thiophenol; m.p.: 123.4-125.1 °C
[lit.” 120-125 °C]; '"H NMR (400 MHz, CDCl3) § 7.97-7.95 (4 H, m, Hy), 7.69-7.66 (2 H, m, Hy),
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7.57-7.54 (4 H, m, Hs), 7.23 (1 H, m, H;); *C NMR (100 MHz, CDCl;) § 153.6 (C»), 139.2 (Cy),
139.0 (C3), 134.6 (Cs), 129.3 (Cs), 129.1 (Ce); HRMS (ASAP) caled for Ci4H 604N
(IM+NH,]") 326.0515. Found: 326.0509.

5) (¥)-trans-2-(2’(1°,1’-Bis(phenylsulfonyl)ethyl))-3-vinyl-cyclopentanone 78b (R

=S0,Ph)
7 1o 12
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(¢)-3-Ethenyl-1-trimethylsilyloxycyclopent-1-ene (8.64 g, 47.4 mmol, 1 equiv.) was added
at —40 °C to a solution 2,2-bis(phenylsulfonyl)ethene 77 (14.6 g, 47.4 mmol, 1 equiv.) in
dichloromethane (120 mL) under an argon atmosphere. At —78°C, a solution of SnCly (5.6 mL,
47.4 mmol, 1 equiv.) in dichloromethane (8 mL) was added drop by drop over 2 h to the reaction
mixture. After the addition, the reaction mixture was stirred at —78 °C for 2.5 h and poured onto
water (200 mL). The resulting mixture was filtered through a pad of Celite” and the Celite® was
thoroughly washed with dichloromethane (200 mL). The aqueous layer was extracted with
dichloromethane (3 x 200 mL). The combined organic layers were dried over anhydrous
magnesium sulfate and concentrated to dryness under reduced pressure. Purification by silica gel
flash column chromatography, eluent: petroleum ether/ethyl acetate (9:1), afforded (&)-trans-2-
(2°(1°,1’-bis(phenylsulfonyl)ethyl))-3-vinyl-cyclopentanone 78b (R = SO,Ph) as a pale yellow
solid (10.6 g, 54%); m.p.: 166.5-168.8 °C; IR Vi (neat) /cm™' 1728 (C=0), 1371 (S=0), 1152
(S=0),; '"H NMR (300 MHz, CDCl3) § 7.97-7.92 (4 H, m, H,3), 7.73-7.66 (2 H, m, H,3), 7.54-
7.53 (4 H, m, Hj3), 5.82 (1 H, ddd, J = 8.4, 10.2, 17.1 Hz, H¢), 5.65 (1 H, dd, J = 4.1, 7.9 Hz,
Ho), 5.17 (2 H, dd, J = 8.5, 9.9 Hz, Hy), 2.66-2.56 (1 H, m, Hy), 2.46-2.31 (3 H, m, H3, Hs,),
2.29-2.08 (3 H, m, Hu,, Hsp, Hg), 1.76-1.64 (1 H, m, Hy); >C NMR (75 MHz, CDCl;) 8 218.5
(C1), 139.7 (Ce), 137.8 (Cip), 137.8 (Cig), 134.7 (Ci3), 134.6 (Ci3), 129.9 (Ciy), 129.5 (Ci),
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129.1 (C1a), 129.1 (C1a), 12.0 (C1a), 117.1 (C5), 79.1 (Cs), 50.0 (Cs), 48.8 (C2), 37.3 (C3), 27.5
(Cs), 24.8 (C4); HRMS (ESI) caled for CaHy605S:N ([M+NH,4]") 436.1247. Found: 436.1241.

6) (2)-trans-2-(2°(1’,1’-Bis(phenylsulfonyl)ethyl))-3-(1°,2’-dihydroxyethyl)-
cyclopentanone 88b (R = SO,Ph)

N-Methyl morpholine oxide in water (2.0 g, 14.3 mmol, 3 equiv.) and a solution of osmium
trichloride monohydrate (7 mL, 5 mg/mL, 0.02 equiv.) were added at 0 °C to a solution of (z)-
trans-2-(2°(1°,1’-bis(phenylsulfonyl)ethyl))-3-vinyl-cyclopentanone 78b (R = SO,Ph) (2.0 g,
4,78 mmol, 1 equiv.) in THF/water (1:1) (80 mL). The solutions were stirred for 4 days at room
temperature. The reaction mixture was quenched at 0 °C with Na,SOs3 (1.90 g, 14.3 mmol, 3
equiv.) then diluted with dichloromethane (75 mL). The mixture was extracted with
dichloromethane (2 x 75 mL), washed with a solution of HCI 2 M (2 x 100 mL) dried over
Na,SO4 and concentrated to dryness under reduced pressure to afford a yellow solid. Purification
by silica gel flash column chromatography, eluent: petroleum ether/ethyl acetate (3:7), afforded
an inseparable mixture of isomers (t)-trans-2-(2°(1°,1’-bis(phenylsulfonyl)ethyl))-3-(1,2’-
dihydroxyethyl)-cyclopentanone 88b (R = SO,Ph) as a colourless solid in 69% yield (1.48 g); IR
Vmax (neat) /em™' 3437 (O-H), 1727 (C=0), 1371 (S=0), 1171 (S=0), 'H NMR (300 MHz,
CDCl3) 8 7.97-7.92 (4 H, m, Hi3), 7.73-7.66 (2 H, m, H,3), 7.54-7.53 (4 H, m, H;3), 5.82 (1 H,
ddd, J = 8.4, 10.2, 17.1 Hz, He), 5.65 (1 H, dd, J = 4.1, 7.9 Hz, Hy), 5.17 (2 H, dd, J = 8.5, 9.9
Hz, Hy), 2.66-2.56 (1 H, m, Hy), 2.46-2.31 (3 H, m, Hs, Hs,), 2.29-2.08 (3 H, m, Hs,, Hsp, Hg),
1.76-1.64 (1 H, m, Hy); “C NMR (75 MHz, CDCl;) HRMS (ESI) calcd for CyHa07S,N
([M+H]") 470.1302. Found: 470.1299.
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7) (#)-trans-2-(2°(1’,1’-Bis(phenylsulfonyl)ethyl))-3-(1°,2’-diacetoxyethyl)-
cyclopentanone 89¢ (R = SO,Ph)

The protection reaction was done on small amount (no more than 1.5 g) or the yield
reaction decreased a lot. We performed the reaction in parallele batches of 1.5 g of starting

material 88b.

In order, pyridine (1.1 mL, 13.6 mmol, 10 equiv.), DMAP (100 mg, 0.818 mmol, 0.6
equiv.) and acetic anhydride (570 uL, 7.80 mmol, 5.7 equiv.) were added at 0 °C to the solutions
of (2)-trans-2-(2°(1’,1’-bis(phenylsulfonyl)ethyl))-3-(1’,2’-dihydroxyethyl)-cyclopentanone 88b
(R =SO,Ph) (617 mg, 1.36 mmol, 1 equiv.) in dichloromethane (45 mL). The reaction mixtures
were stirred at 0 °C for 5-10 min and quenched at 0 °C with water. The mixture was extracted
with dichloromethane (3 x 50 mL), washed with a saturated solution of CuSO4 (3 x 50 mL),
dried over Na;SO4 and concentrated to dryness to afford a colourless oil. Purification by silica
gel flash column chromatography, eluent: petroleum ether/ethyl acetate (1:1), afforded an
inseparable mixture (65(*):35(°)) of isomers (+)-trans-2-(2°(1°,1°-bis(phenylsulfonyl)ethyl))-3-
(1°,2’-diacetoxyethyl)-cyclopentanone 89b (R = SO,Ph) as a colourless powder (720 mg, 99%) ;
IR Vinax (neat) /cm™' 1735 (3 C=0), 1378 (S=0), 1280 (2 O-C), 1174 (S=0); '"H NMR (300
MHz, CDCls) 8 7.97-7.79 (4 H, m, Hy;), 7.71-7.61 (2 H, m, H;3), 7.59-7.47 (4 H, m, Hy»), 5.80
(0.35 H,dd, J=1.9, 9.4 Hz, Hy), 5.73 (0.65 H, t, J = 5.7 Hz, Ho+), 5.31-5.28 (0.65 H, m, He+),
5.11-5.07 (0.35 H, m, H¢"), 4.41 (0.35 H, dd, J = 2.9, 12.3 Hz, H7,), 4.30 (0.65 H, dd, J = 4.7,
11.7 Hz, Hy,+), 4.17-4.07 (1 H, m, Hy), 2.81-2.72 (0.35 H, m, Hs,), 2.70-2.59 (1 H, m, H,),
2.44-2.01 (12.3 H, m, H3, Hygx, Haps, Hao, Hsp, Hsps, Hsp, Hg, Hys), 1.61 (0.35 H, m, Hyy); °C
NMR (75 MHz, CDCl;) 6 218.1 (Cy), 170.7 (Ci4), 170.7 (Ci4), 134.7 (Cyo), 134.6 (Cyo), 134.5
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(C13), 134.5 (C13), 130.0 (C1y), 129.6 (C1y), 129.5 (Cyy), 129.2 (C1p), 129.2 (C12), 129.2 (Cpo),
78.9 (Cy), 78.3 (Cox), 74.9 (Cg), 69.0 (Cgr), 63.5 (Cx), 63.4 (C), 47.7 (Ca'), 46.4 (Cas), 44.6
(Csv), 43.1 (C3), 37.7 (Cs), 37.1 (Css), 26.7 (Cs"), 26.7 (Csx), 25.0 (C4x), 23.9 (Cs'), 21.0 (Cys),
20.8 (C1s); HRMS (ESI) caled for CasHz»008,N ([M+NH,]") 554.1513. Found: 554.1508.

V1) Allylic oxidation

1) (#)-(2R)-Hydroxy-(3R)-(2’-(prop-2’-en-1’-o0l))-5,5-bis(ethylcarboxylate)-8-oxo-

trans-bicyclo[5,3,0]decane

14 15 16
a CO,CH,CHs AN CO,CH,CH;
CO,CH,CH CO,CH,CH
O H 2 2 3 (@) H 14 215 216 3

tert-Butyl hydroperoxide (70% aqueous solution, 540 uL, 4.17 mmol, 10 equiv.) was
added dropwise at 0 °C to selenium dioxide (24 mg, 0.204 mmol, 0.5 equiv.) in dichloromethane
(0.1 M) and stirred for 1 h. A solution of (%)-(2R)-hydroxy-(3R)-isopropenyl-5,5-
bis(ethylcarboxylate)-8-oxo-trans-bicyclo [5,3,0]decane (727 mg, 2.06 mmol, 1 equiv.) in
dichloromethane (20 mL) was added to the previously prepared mixture at room temperature and
stirred for 21 h at room temperature. The reaction mixture was quenched with MeOH (6 mL) and
an aqueous solution of NaOH (0.2 M, 4 mL) and stirred for 2 h. The solution was treated with
water (20 mL), extracted with petroleum ether (3 x 30 mL) washed with brine (30 mL), dried
over anhydrous sodium sulfate and concentrated to dryness under reduced pressure. The residue
was purified by flash column chromatography, eluent petroleum ether/ethyl acetate (6:4 to 4:6),
to afford the desired compound (%)-(2R)-hydroxy-(3R)-(2’-(prop-2’-en-1’-ol))-5,5-
bis(ethylcarboxylate)-8-oxo-trans-bicyclo [5,3,0]decane as a colourless oil (20 mg; 13%); IR
Vmax (neat) /cm™' 3040 (O-H) 1735 (3 C=0) 1238 (2 C-0); 'H NMR (300 MHz, CDCl;) & 5.10
(1 H,d,J=1Hz Hiz), 5.02 (1 H, s, Hi2), 4.21-4.10 (6 H, m, Hy3, Hys), 3.92 (1 H, s, H,), 2.80
(1 H, dd, J=2, 15.2 Hz, He,), 2.56 (1 H, dd, J = 10.1, 14.4 Hz, Hy,), 2.48-2.37 (3 H, m, H3, H>,
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Ho.), 2.23-2.10 (1 H, m, Ho), 2.30 (3 H, d, J = 14.5 Hz, Hy), 2.20 (1 H, d, J = 13.5 Hz, Hj.),
1.95-1.84 (2 H, m, Hy, Hyov), 1.78 (1 H, dd, J = 10.7, 15.2 Hz, Hg), 1.25-1.18 (6 H, m, Hys); "°C
NMR (75 MHz, CDCl3) § 218.9 (Cs), 172.9 (Ci4), 172.7 (Ci4), 151.8 (C11), 114.5 (C12), 70.3
(Cy), 65.2 (C13), 61.7 (Cy5), 61.6 (C15), 55.5 (Cs), 51.2 (Cy), 45.6 (C3), 45.3 (C7) 37.5 (Cy), 33.0
(Ce), 29.3 (Cy), 22.5 (Cyg), 14.1 (Cy¢), 14.0 (C14); HRMS (ESI) calcd for CjoH3,07N ([M+NH,4]")
386.2173. Found: 386.2176.

2) (2)-(25)-Hydroxy-(35)-(2’-(prop-2’-en-1’-o0l))-5,5-bis(ethylcarboxylate)-8-oxo-
trans-bicyclo[5,3,0]decane 142 (R = CO,Et)°

OH
g
HO N 12
H
14 15 16
ol CO,CH,CHs
CO,CH,CH
O H 14 215 216 3

tert-Butyl hydroperoxide (5 M in decane, 825 ulL, 4.13 mmol, 2 equiv.) was added
dropwise at room temperature to selenium dioxide (79 mg, 0.709 mmol, 0.5 equiv.) in
dichloromethane (0.7 M) and stirred for 30 min. A solution of (2)-(2S)-hydroxy-(35)-
isopropenyl-5,5-bis(ethylcarboxylate)-8-oxo-trans-bicyclo [5,3,0]decane 82 (R = CO,Et) (147
mg, 0.417 mmol, 1 equiv.) in dichloromethane (8 mL) was added to the previously prepared
mixture at room temperature and stirred for 5 days at room temperature. The reaction mixture
was quenched with water (5 mL), extracted with dichloromethane (3 x 20 mL) and concentrated
to dryness under reduced pressure. Purification by silica gel flash column chromatography,
eluent: petroleum ether/ethyl acetate (3:7), afforded some starting material (+)-(25)-hydroxy-
(3S)-isopropenyl-5,5-bis(ethylcarboxylate)-8-oxo-trans-bicyclo[5,3,0]decane 82 (R = CO,Et)
(201 mg, 28%) and the desired compound (#)-(2S)-hydroxy-(35)-(2’-(prop-2’-en-1’-0l))-5,5-
bis(ethylcarboxylate)-8-oxo-trans-bicyclo[5,3,0]decane 142 (R = CO,Et) as a colourless oil (295
mg, 39% or 54% on material recovery); IR vmax (neat) /cm ' 3034 (O-H) 1725 (3 C=0) 1217 (2
C-0); '"H NMR (300 MHz, CDCl3) § 5.20 (1 H, s, Hiz,), 4.99 (1 H, s, Hyap), 4.19-4.05 (6 H, m,
His, His), 3.46 (1 H, t, J=9.5 Hz, Hy), 2.77 (1 H, d, J = 15.1 Hz, He,), 2.46-2.36 (2 H, m, Ho,,
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Hios), 2.29-2.04 (3 H, m, Hs, Haa, Hop), 1.98 (1 H, d, J = 11.3 Hz, Hy), 1.86 (1 H, dd, J = 9.8,
15.3 Hz, Hay), 1.76 (1 H, dd, J = 10.5, 15.2 Hz, Hev), 1.74-1.65 (1 H, m, H;), 1.58-1.43 (1 H, m,
Hi), 1.24-1.16 (6 H, m, Hye); *C NMR (75 MHz, CDCls) & 217.6 (Cs), 172.4 (Cy4), 172.3
(C14), 151.2 (Cyy), 113.2 (C1a), 79.3 (Cy), 65.2 (Cy3), 61.8 (Cy5), 55.0 (Cs), 51.9 (C)), 48.1 (C7),
45.7 (C3) 36.7 (Cy), 35.8 (C4), 31.5 (Ce), 26.2 (C1p), 14.0 (Cy6), 13.9 (Ci6); HRMS (ESI) caled for
C1oH3,07N ([M+NH,]") 386.2173. Found: 386.2175.

VII ) Inversion of the alcohol configuration

1) (2)-(28)-Hydroxy-(3S5)-isopropenyl-5,5-bis(benzylcarboxylate)-8-(1’,4’-
dioxaspiro)-#rans-bicyclo[5,3,0]decane 137 (R = CO,Bn)

17

In a Dean-Stark apparatus, ethylene glycol (2.2 mL, 38.2 mmol, 25 equiv.) and p-
toluenesulfonic acid (29 mg, 0.152 mmol, 0.1 equiv.) was added to a solution of (x)-(25)-
hydroxy-(3S)-isopropenyl-5,5-bis(benzylcarboxylate)-8-oxo-trans-bicyclo[5,3,0]decane 82b (R
= CO,Bn) (728 mg, 1.53 mmol, 1 equiv.) in toluene (31 mL) and the solution was heated to
reflux for 5 h. The solution was cooled down to room temperature, diluted with dichloromethane
(20 ml), washed with NaHCOs3 (10 mL), extracted with dichloromethane (3 x 30 mL), dried over
anhydrous magnesium sulphate and concentrated to dryness under reduced pressure. Purification
by silica gel flash column chromatography, eluent: petroleum ether/ethyl acetate (8:2-75:25),
afforded (x)-(25)-hydroxy-(3S)-isopropenyl-5,5-bis(benzyl carboxylate)-8-(1°,4’-dioxaspiro)-
trans-bicyclo[5,3,0]decane 137 (R = CO,Bn) as a pale yellow oil (454 mg, 58%); IR vmax (neat)
/em™' 3540 (O-H) 1725 (2 C=0) 1218 (2 C-0); "H NMR (400 MHz, CDCl3) & 7.23-7.19 (10 H,
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m, Hy7), 5.14-4.99 (4 H, m, Hys), 4.82 (1 H, d, J = 1.5 Hz, H12,), 4.69 (1 H, s, Hi2), 3.86-3.79 (4
H, m, Hyg), 3.19 (1 H, t, J = 9.6 Hz, H,), 2.29 (1 H, d, J = 15.0 Hz, H,), 2.21-2.14 (2 H, m, Hy,,
Hs), 2.11-2.05 (1 H, m, Hjo,), 2.00 (1 H, dd, J = 10.7, 15.0 Hz, Hg), 1.95-1.87 (1 H, m, Hyp),
1.82 (1 H, d, J=10.7 Hz, H), 1.79-1.74 (1 H, m, Hy), 1.72-1.66 (1 H, m, H,), 1.65 (3 H, s, H}3),
1.48-1.38 (1 H, m, Hyp); °C NMR (100 MHz, CDCls) § 172.2 (C14), 172.1 (C\4), 147.0 (C1)),
135.7 (Ci6), 135.6 (Ci¢), 128.7 (Cy7), 128.5 (Cy7), 128.4 (Cy7), 128.3 (Cy7), 118.0 (Cg), 113.5
(C12), 78.0 (C2), 67.3 (Cy5), 67.2 (Ci5), 65.1 (Cis), 64.9 (Cis), 55.4 (Cs), 51.8 (C1), 48.9 (C3), 43.9
(C7) 34.7 (Cy), 34.2 (C4), 30.9 (Cg), 27.4 (Cio), 19.2 (C13); HRMS (ESI) calcd for C3;HsON
([M+NH,4]") 538.2799. Found: 538.2791.

2) (1)-2-Oxo0-(38)-isopropenyl-5,5-bis(benzylcarboxylate)-8-(1’,4’-dioxaspiro)-
trans-bicyclo[S,3,0]decane 138 (R = CO,Bn)

Pyridinium dichromate (951 mg, 2.53 mmol, 4 equiv.) was added to a solution of (+)-(25)-
hydroxy-(3S)-isopropenyl-5,5-bis(benzylcarboxylate)-8-(1’,4’-dioxaspiro)-trans-bicyclo[5,3,0]
decane 137 (R = CO,Bn) (329 mg, 0.632 mmol, 1 equiv.) in dichloromethane (1.3 mL) under an
argon atmosphere and the solution was refluxed for 3 h. The mixture was diluted with diethyl
ether (30 mL), filtered through a pad of Celite® and the Celite® was washed thoroughly with
diethyl ether, dried over anhydrous magnesium sulphate and concentrated to dryness under
reduced pressure. The desired compound (2)-2-0x0-(3S)-isopropenyl-5,5-bis
(benzylcarboxylate)-8-(1°,4’-dioxaspiro)-trans-bicyclo[5,3,0]decane 138 (R = CO;,Bn) (328 mg)
was obtained quantitatively without any further purification; IR Viay (neat) /cm ' 1729 (2 C=0)
1224 (2 C-0); 'H NMR (400 MHz, CDCl3) & 7.28-7.20 (10 H, m, Hy7), 5.14-5.03 (4 H, m, H;s),
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4.87 (1 H,d,J=1.3 Hz, Hiz,), 4.64 (1 H, s, Hiz), 3.87-3.81 (4 H, m, Hig), 3.15 (1 H, d, J=10.5
Hz, H3), 2.73-2.65 (1 H, m, Hy), 2.48 (2 H, d, Haa, Hey), 2.33 (1 H, dd, J = 10.9, 15.1 Hz, Hg),
2.13 (1 H, dd, J=10.8, 15.4 Hz, Hyp), 2.05-1.95 (2 H, m, Hq,, Hy), 1.76-1.72 (2 H, m, Hy), 1.70
(4 H, m, Hiop, Hj3); °C NMR (100 MHz, CDCl3) & 208.6 (Cy), 171.6 (C14), 171.3 (C14), 143.4
(Ci1), 135.2 (Cyp), 135.2 (Cyp), 128.5 (Cy7), 128.5 (Cy7), 128.2 (Cy7), 128.2 (Cy7), 128.1 (Cy7),
117.2 (Cg), 113.1 (C12), 67.4 (C1s), 67.3 (Cis), 65.5 (Cis), 64.4 (Cis), 56.6 (Cy), 55.2 (Cs), 53.4
(C3), 44.3 (C7) 33.8 (Cy), 32.2 (C4), 30.5 (Ce), 21.6 (Ci3), 20.2 (C10); HRMS (ESI) calcd for
C3H330,N ([M+NH,4]") 536.2643. Found: 536.2638.

3) (2)-(2R)-Hydroxy-(3S)-isopropenyl-5,5-bis(benzylcarboxylate)-8-(1’,4’-
dioxaspiro)-frans-bicyclo[S,3,0]decane 139 (R = CO,Bn)

17 () 17

Sodium borohydride (17 mg, 0.441 mmol, 2.2 equiv.) was added at 0 °C to a solution of
(x)-2-0x0-(3S)-isopropenyl-5,5-bis(benzylcarboxylate)-8-(1°,4’-dioxaspiro)-trans-bicyclo[5,3,0]
138 (R = CO;Bn) decane (104 mg, 0.201 mmol, 1 equiv.) in i-PrOH (2 mL). The reation was
stirred at room temperature overnight and heated at 50 °C for 2 h. No starting material appeared
on the TLC so the reaction was stopped, quenched at 0 °C with water (3 mL), extracted with
dichloromethane (3 x 15 mL), dried over anhydrous sodium sulphate and concentrated to dryness
under reduced pressure. Purification by silica gel flash column chromatography, eluent:
petroleum ether/ethyl acetate (8:2 to 6:4), afforded the unwanted isomer (+)-(25)-hydroxy-(3.5)-
isopropenyl-5,5-bis(benzylcarboxylate)-8-(1°,4’-dioxaspiro)-trans-bicyclo[5,3,0]decane 137 (R
= CO;Bn) (38 mg, 36%) and the desired compound ()-(2R)-hydroxy-(3S)-isopropenyl-5,5-
bis(benzylcarboxylate)-8-(1°,4’-dioxaspiro)-trans-bicyclo [5,3,0]decane 139 (R = CO,Bn) (42
mg, 40%); IR Vmax (neat) /cm ' 3547 (O-H) 1728 (2 C=0) 1231 (2 C-0); 'H NMR (400 MHz,
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CDCl3) & 7.38-7.21 (10 H, m, H,7), 5.17-5.00 (4 H, m, H,s), 4.86 (1 H, d,J = 1.3 Hz, Hy3,), 4.75
(1 H, s, Hi), 3.92-3.84 (4 H, m, Hyg), 3.71 (1 H, s, Hy), 2.59 (1 H, dd,J = 10.3, 14.9 Hz, Hg,),
2.30 (1 H, d, J= 14.8 Hz, Hyq,), 2.23 (1 H, t, J = 10.9 Hz, H3), 2.16 (1 H, d, J = 10.4 Hz, Hy),
2.10 (1 H, d, J = 15.0 Hz, Hgp), 2.05-1.98 (1 H, m, Hyqp), 1.89-1.72 (4 H, m, Hy, Ho), 1.59 (3 H,
m, Hy3); °C NMR (100 MHz, CDCls) 8 172.7 (C14), 172.6 (C1s), 149.5 (C11), 135.7 (Ci6), 135.7
(Cig), 128.6 (Cy7), 128.6 (Cy7), 128.3 (Cy7), 128.3 (C17), 128.2 (C17), 128.1 (Cy7), 118.3 (Cy),
111.0 (C1p), 68.7 (Ca), 67.1 (Cy5), 67.1 (Cys), 65.2 (Cig), 64.5 (Cig), 55.8 (Cs), 50.0 (C)), 46.8
(C7), 41.0 (C3) 35.0 (Cy), 31.8 (Ci0), 29.5 (Cs), 23.6 (C13), 23.4 (C4); HRMS (ASAP) calcd for
C31H3,07 ((M+H]") 521.2534. Found: 536.2526.

4) (1)-2R)-Hydroxy-(3R)-isopropenyl-5,5-bis(benzylcarboxylate)-8-(1°,4’-

dioxaspiro)-trans-bicyclo[5,3,0]decane

(= () 17

In a Dean-Stark apparatus, ethylene glycol (2.4 mL, 42.5 mmol, 25 equiv.) and p-
toluenesulfonic acid (32 mg, 0.170 mmol, 0.1 equiv.) was added to a solution of (+)-(2R)-
hydroxy-(3R)-isopropenyl-5,5-bis(benzylcarboxylate)-8-oxo-trans-bicyclo[ 5,3,0]decane 83 (R =
CO;Bn) (810 mg, 1.70 mmol, 1 equiv.) in toluene (34 mL) and the solution was heated to reflux
for 6 h. The solution was cooled down to room temperature, diluted with dichloromethane (20
ml), washed with NaHCO; (10 mL), extracted with dichloromethane (3 x 20 mL), dried over
anhydrous magnesium sulphate and concentrated to dryness under reduced pressure. Purification
by silica gel flash column chromatography, eluent petroleum ether/ethyl acetate (85:15),
afforded (2)-(2R)-hydroxy-(3R)-isopropenyl-5,5-bis(benzylcarboxylate)-8-(1°,4’-dioxaspiro)-
trans-bicyclo[5,3,0]decane as a colourless oil (325 mg, 37%). IR Vmax (neat) Jem ' 3464 (O-H),
1725 (2 C=0), 1216 (2 C-0); 'H NMR (400 MHz, CDCl;) & 7.40-7.24 (10 H, m, H,7), 5.20-5.02
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(4 H, m, Hys), 4.88 (1 H,d, J= 1.3 Hz, Hy»,), 4.77 (1 H, s, Hi), 3.93-3.80 (4 H, m, Hyg), 3.74 (1
H, s, Hy), 2.62 (1 H, dd, J = 10.4, 14.8 Hz, Hg,), 2.35-2.30 (1 H, m, Hy,), 2.28-2.22 (1 H, m, Hy),
2.18 (1 H, d, J=10.3 Hz, H3), 2.13 (1 H, d, J = 15.0 Hz, Hg), 2.06 (1 H, t, J = 5.4 Hz, Hy),
1.90-1.82 (2 H, m, H;, Hyq,), 1.82-1.76 (3 H, m, Hy, Hipp), 1.72 (3 H, s, Hy3); "C NMR (75 MHz,
CDCl3) § 172.5 (C14), 172.5 (C1a), 149.4 (Cyy), 135.6 (Ci6), 135.6 (Ci6), 128.5 (C17), 128.5 (Cy9),
128.2 (Cy7), 128.1 (Cy), 128.1 (Cy7), 128.0 (Cy7), 118.2 (Cg), 110.9 (C12), 68.7 (C2), 67.0 (Cys),
66.9 (Ci5), 65.1 (C1g), 64.4 (C1g), 55.7 (Cs), 46.7 (Cy), 40.9 (C7) 34.9 (Co), 31.7 (Cy), 29.3 (Co),
23.4 (Ci3), 23.3 (Ci); HRMS (ESI) caled for Cs3HyO/N ([M+NH,]") 538.2799. Found:
538.2793.

5) (1)-2-Oxo-(3R)-isopropenyl-5,5-bis(benzylcarboxylate)-8-(1’,4’-dioxaspiro)-

trans-bicyclo[5,3,0]decane

Pyridinium dichromate (103 mg, 0.276 mmol, 2 equiv.) was added to a
solution of (#)-(2R)-hydroxy-(3R)-isopropenyl-5,5-bis(benzylcarboxylate)-8-(1°,4’-dioxaspiro)-
trans-bicyclo[5,3,0] decane (72 mg, 0.138 mmol, 1 equiv.) in dichloromethane (1.4 mL) and the
solution was heated to reflux for 4 h. The reaction mixture was diluted with diethyl ether (50
mL) and filtered through a pad of Celite™ and the Celite” was washed thoroughly with diethyl
ether. The filtrate was concentrated to dryness under reduced pressure to afford quantitatively
(x)-2-0x0-(3R)-isopropenyl-5,5-bis(benzylcarboxylate)-8-(1’,4’-dioxaspiro)-trans-bicyclo[5,3,0]
decane as yellow oil (72 mg). IR vma (neat) /cm ' 1725 (2 C=0) 1220 (2 C-O); 'H NMR (400
MHz, CDCl;) & 7.32-7.24 (10 H, m, H;7), 5.25-5.00 (4 H, m, Hjs), 4.90 (1 H, s, Hi24), 4.67 (1 H,
s, Hio), 3.91-3.76 (4 H, m, His), 3.18 (1 H, d, J = 10.6 Hz, H3), 2.73-2.68 (1 H, m, H;), 2.53-
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1.49 (2 H, m, Hya, Hea), 2.38-2.25 (1 H, m, Hep), 2.20-1.95 (3 H, m, Hap, H7, Hoy), 1.83-1.66 (6 H,
m, Hop, Hio, Hi3); *C NMR (75 MHz, CDCls) 8 209.0 (C,), 171.9 (C14), 171.6 (C14), 143.6 (C11),
135.5 (Ci6), 128.7 (C17), 128.7 (Ci7), 128.5 (Cy7), 128.4 (Cy7), 1283 (Cy7), 117.4 (Cy), 113.3
(C12), 67.5 (C1s), 65.6 (C1s), 64.3 (Cis), 56.7 (C1), 55.3 (C3), 44.5 (C7) 33.8 (C10), 32.9 (C4), 30.6
(Co), 21.6 (C13), 20.3 (Cs); HRMS (ESI) caled for C3HzsO0oN ([M+NH4]") 536.2643. Found:
536.2638.

VIII ) Decarboxylation

1) (*)-trans-2-(6’-(5’,5’-Bis(carboxylic acid)-hex-2’-ene))-3-(1",2”-

diacetoxyethyl)-cyclopentanone 117 (R = CO;Bn)7

(=

Et;N (22 uL, 0.16 mmol, 0.28 equiv.) and Pd(OAc), (13 mg, 0.056 mmol, 0.1 equiv.) were
added to a solution of Et;SiH (250 uL, 1.56 mmol, 2.7 equiv.) in dichloromethane (4 mL). The
solution was stirred for 15 min. A solution of (+)-trans-2-(6’-(5°,5’-bis(benzylcarboxylate)-hex-
2’-ene))-3-(17,2”-diacetoxyethyl)-cyclopentanone 79 (R = CO,Bn) (335 mg, 0.565 mmol, 1
equiv.) in dichloromethane (0.5 mL) was slowly added to the reaction mixture. The solution was
stirred for 18 h at room temperature. The reaction mixture was quenched with saturated aqueous
NH4CI (15 mL), extracted with diethyl ether (3 x 20 mL) and washed with brine. The organic
layer was dried over anhydrous sodium sulphate, filtered through a pad of Celite®, and
concentrated to dryness to afford (x)-trans-2-(6’-(5’,5’-bis(carboxylic acid)-hex-2’-ene))-3-
(17,2”-diacetoxyethyl)-cyclopentanone 117 (R = CO,Bn) as a colourless oil (171 mg, 73%). IR
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Vimax (n€at) /em' 3540 (O-H) 1725 (5 C=0) 1450 (O-H) 1240 (2 C-O) 1215 (C-0); 'H NMR
(400 MHz, CDCl3) & 5.26-5.22 (0.6 H, m, Hg), 5.12 (0.4 H, td, J = 3.1, 6.2 Hz, He), 5.00-4.94 (1
H, m, Hy)), 4.36 (0.4 H, dd, J = 3.1, 12 Hz, Hy,), 4.25 (0.6 H, dd, J = 4.8,11.7 Hz, Hz,), 4.16 (0.6
H, dd, J= 6.2, 11.7 Hz, Hy), 4.07 (0.4 H, dd, J = 6.2, 12.0 Hz, Hy), 2.72-2.57 (2 H, m, Ha, H3),
2.25-1.87 (14 H, m, Hy4, Hs, Hg, Hio, Hi6), 1,68 (3 H, s, Hi3 or H;3), 1.62 (3 H, m, H;3 or H3);
3C NMR (100 MHz, CDCls) & 218.4 (Cy), 171.8, 171.4 (C14), 170.8, 166.1 (Cys), 135.1, 135.0
(C1p), 118.1, 114.6 (Cyy), 73.3, 71.0 (Cs), 63.5 (C7), 58.9 (Cy), 58.5 (Cy), 47.2, 47.0 (C), 43.0
(C3), 35.9 (Cs), 33.0, 32.9 (Cip), 25.8 (C13 or Cy3) 23.2 (Cy), 20.7, 20.6 (Cy6), 18.0 (Cy3 or C3);
HRMS (ASAP) calcd for CooHagOoN ([M+H]") 430.2072. Found: 430.2067.

2) (%)-trans-2-(6’-(Hex-2’-ene))-3-(1”,2”-diacetoxyethyl)-cyclopentanone 80 (R =

CO;,Bn)

Oxalyl chloride (110 uL, 1.24 mmol, 3 equiv.) was added to a solution of (+)-trans-2-(6’-
(5°,5’-bis(carboxylic acid)-hex-2’-ene))-3-(1”,2”-diacetoxyethyl)-cyclopentanone 117 (R =
CO;Bn) (171 mg, 0.415 mmol, 1 equiv.) in dichloromethane (4 mL) followed by the addition of
a drop of dimethylformamide. 2-Mercaptopyridine-N-oxide sodium salt (186 mg, 1.24 mmol, 3
equiv.) was added when no more gas was formed. The reaction was stirred for 1h and
concentrated to dryness wunder reduced pressure to afford (x)-trans-2-(6’-(5,5’-
bis(thiohydroxamylcarboxylate)-hex-2’-ene))-3-(1”,2”-diacetoxyethyl)-cyclopentanone 118 (R =
CO;Bn) as a crude mixture. The crude mixture was directly used in the next step: the Barton

decarboxylation reaction.
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A solution of BusSnH (920 uL, 3.39 mmol, 82 -equiv.) and 1,1-
Azobis(cyclohexanecarbonitrile) (9 mg, 0.035 mmol, 0.08 equiv.) in dry toluene (10 mL) was
addled to a solution of the crude mixture of  (¥)-trans-2-(6’-(5°,5-
bis(thiohydroxamylcarboxylate)-hex-2’-ene))-3-(17,2”-diacetoxyethyl)-cyclopentanone 118 (R =
CO;Bn) (all the crude mixture from the previous step was engaged) in dry toluene (12 mL) under
an argon atmosphere at room temperature. The reaction was heated under reflux for 4 h, cooled
down to room temperature, quenched with water (10 mL), extracted with dichloromethane (3 x
30 mL) and washed with brine (20 mL). Organic layers were dried over anhydrous sodium
sulphate and concentrated to dryness under reduced pressure. Purification by silica gel flash
column chromatography, eluent petroleum ether/ethyl acetate (9:1), afforded (+)-trans-2-(6’-
(hex-2’-ene))-3-(17,2”-diacetoxyethyl)-cyclopentanone 80 (R = CO;Bn) (51 mg, 38% over two
steps); IR Vimax (neat) /cm ' 1741 (3 C=0) 1222 (2 C-0); '"H NMR (400 MHz, CDCl;) § 5.27-
5.16 (0.6 H, m, He), 5.11-4.98 (1.4 H, m, H¢, Hi1), 4.26 (0.4 H, td, J = 2.8, 12.5 Hz, H7,), 4.75
(0.6 H, dd, J= 3.7, 11.9 Hz, H7,), 4.08-3.95 (1 H, m, Hy,), 2.98-2.80 (1 H, m, H3), 2.59-2.16 (6
H, m, Hy, Hs, Hyo, H4a), 2.08-1.87 (7 H, m, Hyp, His), 1.79-1.70 (0.4 H, m, Hs,), 1.68 (3 H, s, Hy3
or Hiz), 1.57 3 H, s, Hy3 or Hi3), 1.55-1.48 (0.6 H, m, Hs,), 1.38-1.1.07 (3 H, m, Hgy, Ho); °C
NMR (100 MHz, CDCls) & 218.6 (Cy); 171.5, 171.2, 170.8, 170.3 (Ci4); 134.8, 134.9 (C1);
121.1, 120.1 (Cyy); 74.3, 74.1, 71.3, 71.1 (Cg), 64.1, 64.0, 63.4, 63.4 (Cy); 44.9,44.7,44.2,43.9
(Cy); 38.9, 38.8, 38.7, 38.7 (Cy); 29.5, 29.4, 29.1, 28.9, 28.8, 28.7, 28.6 (Cs, Cyo, Cs, Co); 25.7
(C13); 23.6 (Cy); 21.2, 20.9, 20.8 (C13); HRMS (ASAP) calcd for CisH30sN ([M+NH4]")
342.2275. Found: 342.2282.
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APPENDIX
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