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Cascade reactions, which can eliminate a number of reaction steps
and reduce hazardous waste, have attracted much attention in current
organic synthesis.' It is well-known that transition-metal complexes are
able to activate o bonds by oxidative addition of those bonds to the
transition metal or by an electrophilic substitution pathway;> 5t bonds can
also be activated through the formation of a complex between an
electrophilic transition metal and the 7 electrons of alkene or alkyne
multiple bonds.* Sequential activation of these bonds by a single transition-
metal complex would allow the development of a novel cascade reaction.
For such a process, a cationic rhodium(I) complex is a promising catalyst,
as these complexes can catalyze isomerizations* of alkenes or alkynes
via a sr-allyl intermediate generated through cleavage of an allylic C—H
bond,” hydroacylations of alkenes or alkynes via aldehyde C—H bond
activation,® and aromatic amino-Claisen rearrangements via 7z-bond
activation.”

As a target for a cationic Rh(I) complex-catalyzed cascade reaction,
we focused on a combination of olefin isomerization and the propargyl
Claisen rearrangement that has not been realized to date.® Toste and Sherry
previously reported the novel cationic gold(I)-catalyzed Claisen rearrange-
ment of propargyl vinyl ethers to allenic aldehydes.”'® If an isomerization
of readily prepared and stable allyl propargyl ethers to propargyl vinyl
ethers followed by the propargyl Claisen rearrangement can be catalyzed
by a single cationic Rh(I) complex, this would be useful from a synthetic
point of view. Furthermore, the product allenic aldehyde might react with
the cationic Rh(I) complex to form another product.'' Here we describe
cationic Rh(I)—dppt complex-catalyzed isomerizations of allyl propargyl
ethers to allenic aldehydes and dienals (Scheme 1).

We first investigated the reaction of allyl propargyl ether 1a in the
presence of a cationic Rh(I)~BINAP complex (5 mol %). Pleasingly, the
expected olefin isomerization/Claisen rearrangement proceeded at room
temperature to give the corresponding allenic aldehyde 2a, and the carbonyl
migration product, dienal 3a, was also formed (Table 1, entry 1). Thus,
various cationic Rh(I)—bisphosphine complexes were screened in order
to realize the selective formation of 2a. Among the ligands examined
(entries 1—7), the use of dppf gave 2a in the highest yield (entry 7). The
selective formation of 3a could also be realized by increasing the reaction
temperature (80 °C) in the presence of the same Rh(I) catalyst (entry 8).

Thus, we explored the scope of the olefin isomerization/Claisen
rearrangement cascade by using 5 mol % cationic Rh(I)—dppf complex
(Table 2). The products were isolated as the corresponding reduced
alcohols because of the instability of allenic aldehydes. Electronically
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Table 1. Screening of Reaction Conditions for Rhodium-Catalyzed
Isomerization of Allyl Propargyl Ether 1a

Me Me
Mel|® 5 mol % [Rh(cod),]BF 4/ Ph  Me
Oﬂ—— Ph Ligand Me’J\ Ph Me>_2:<
— Me
\—( CHeClz 1t OHCIMS Mé  CHO
Me 5 Me
(CH,Cl),, 80 °C
1a 16 h 2a 3a
0
S, O G QL om om
ceglocgiice e gl o
[¢]
BINAP Hg-BINAP Segphos BIPHEP dppe  dppb dppf
yield (%)%
entry ligand temp (°C) conv. (%)? 2a 3a
1 BINAP It 100 39 27
2 Hg-BINAP t 100 67 0
3 Segphos rt 100 70 0
4 BIPHEP It 100 67 0
5 dppb rt 72 56 0
6 dppe rt 10 0 0
7 dppf It 100 80 5
8 dppf 80 100 0 82

“ Determined by 'H NMR.

diverse aryl and sterically diverse alkyl groups could be incorporated at
the alkyne terminus (entries 1—5). With respect to substituents at the
propargylic position, not only methyl- but also cycloalkyl- and isopropyl-
substituted tertiary propargyl ethers could participate in this reaction,
affording the corresponding tetrasubstituted allenes in good yields (entries
1—7). Furthermore, tri- and disubstituted allenes could also be obtained
in good yields (entries 9 and 10). It is noteworthy that the reactions of
both tertiary and secondary propargyl ethers proceeded under mild
conditions (room temperature to 40 °C) in comparison with the precedent
gold catalysis, which requires elevated temperatures (75 °C) for tertiary
propargyl vinyl ethers.” Phenyl instead of methyl substitution of the alkene
moiety was tolerated, although a prolonged reaction time was required
(entry 8).

The scope of the olefin isomerization/Claisen rearrangement/
carbonyl migration cascade was also examined using the same
substrates and rhodium catalyst (Table 3). Interestingly, the isomer-
izations of tertiary propargyl ethers 1a—h proceeded at 80 °C to yield
the corresponding dienals in good yields (entries 1—8), but the
isomerizations were terminated at the stage of the corresponding allenic
aldehydes in the case of secondary and primary propargyl ethers 1i
and 1j (entries 9 and 10).

A possible mechanism for the present isomerization is outlined in
Scheme 2. In the first step, the olefin isomerization of allyl ether 1 proceeds
to give enol ether 5.'* Next, the propargyl Claisen rearrangement proceeds
through activation of the alkyne triple bond of 5," affording allenic
aldehyde 2. At elevated temperature, activation of the aldehyde C—H bond
followed by hydrorhodation of the pendant allene furnishes rhodacycle
A. Carbonyl migration then occurs, producing conjugated rhodacycle B."*
p-Hydride elimination followed by reductive elimination generates dienal
3. When R* = H, allenic aldehyde 2 rather than dienal 3 is generated,
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Table 2. Cationic Rh(l)—dppf Complex-Catalyzed Isomerizations of
Allyl Propargyl Ethers 1 to Homoallenic Alcohols 4

R2 1) 5 mol % R2
R3 [Rh(cod),]BF /dppf
S—=-R"  CHyClo , 15-72h RIN_R!
O\_( 2) NaBH,, MeOH HO\IMe
RY 1 r,1h R 4

entry 1 R R2, R3 R4 time (h) 4 yield (%)?
1 la Ph Me, Me Me 23 4a 74
2 1b 4-MeOC¢H, Me, Me Me 19 4b 72
3 1c 4-CIC¢H4 Me, Me Me 44 4c 71
4 1d n-Bu Me, Me Me 17 4d 69
52 le Cy Me, Me Me 30 4e 49
6 1f Ph (CHy)s Me 23 4f 70
7 1g Ph i-Pr, Me Me 15 4g 81
8” 1h  Ph Me, Me Ph 72 4h 45
9 1i Ph Me, H Me 17 4i 72
10 1j Ph H, H Me 72 2j¢ 65

“TIsolated yield. » At 40 °C. © Isolated as allenic aldehyde 2j without treatment
with NaBH,.

Table 3. Cationic Rh(l)—dppf Complex-Catalyzed Isomerizations of
Allyl Propargyl Ethers 1 to Dienals 3

e B 5 mol % [Rh(cod)z]BF4/ Rl Me
— R dppf R2 —
o (CH,Cl),, 80 °C I R
ot g 15-72h R gHO
entry 1 R R2, R3 RY  time () 3 % yield (E/2)?
1 la Ph Me, Me Me 16 3a 82
2 1b 4-MeOC¢Hy Me, Me Me 16 3b 76
3 1c 4-CIC¢H,4 Me, Me Me 16 3c 76
4 1d n-Bu Me, Me Me 16 3d 72
5 le Cy Me, Me  Me 72 3e 43°
6 1f Ph (CH,)s Me 16 3f 77
7 1g Ph i-Pr, Me Me 16 3g 67 (4:1)
8 1h Ph Me, Me Ph 40 3h 80 (2:1)
9 1i Ph Me, H Me 15 3i 0¢
10 1j Ph H, H Me 16 3j 04

“Isolated yield. * The corresponding allenic aldehyde 2e remained in ~32% yield.
¢ Allenic aldehyde 2i was generated in 61% yield. ¢ Allenic aldehyde 2j was generated in
35% yield along with the decarbonylated byproduct.
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presumably because of reversible hydrorhodation/f3-hydride elimination
through rhodacycle C.

Consistent with this pathway, enol ether Sd and allenic aldehyde
2d were initially observed by 'H NMR spectroscopy at room
temperature (eq 1) and 80 °C (eq 2), respectively.'”

Me ) 5 mol % Me /MQ
Me o [Rh(cod)2]BF4/  Me .
ﬂ—_—n-Bu dppf o’—H»Bu L Me I”'BU )
(e} —_—
CHyCly, rt — OHC Me
Me 1d th Me 5d

1d/5d/2d/3d = 34:57:9:0 (1H NMR)

In conclusion, we have developed the cationic Rh(I)—dppf complex-
catalyzed isomerizations of allyl propargyl ethers to allenic aldehydes and

Me 5 mol % Me 8
Me. _ [Rh(cod),]BF 4/ n-Bu Me
Fi n-Bu dppf Me/g- n-Bu N Me — )
Q — ={ W
\_( (CHLCl),, 80 °C iMG vl cho €
Me 1d Th OHC™ Me 24 3d

1d/5d/2d/3d = 0:0:69:31 ('H NMR)

dienals. Future work will focus on using the cationic Rh(I) complex for
sequential activation of o and 7z bonds in cascade reactions.
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