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This paper describes the catalytic asymmetric diamination of alkyl dienes using N,N'-di-tert-butylthiadiaziridine 1,1-dioxide in the presence of
Pd(0) and a chiral phosphoramidite ligand to give cyclic sulfamides in high yield and high ee. The diamination is also amenable to gram scale.

Vicinal diamines are found throughout biologically
active molecules and are important chiral control agents
in asymmetric synthesis.' The synthesis of vicinal diamines
through the metal-promoted diamination of olefins pre-
sents an attractive and efficient strategy to access these
important functional motifs, and various methods have
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been reported.! ~'° We have previously reported Pd(0)-'" and
Cu(I)-catalyzed'> methods for the regioselective diamination
of conjugated dienes using N,N'-di-tert-butyldiaziridinone

(5) For Au(I)-catalyzed intramolecular diamination of allenes via
dihydroamination, see: Li, H.; Widenhoefer, R. A. Org. Lett. 2009, 11,
2671.

(6) For Pd(II)-catalyzed intermolecular diamination of olefins, see:
(a) Bar, G. L. J.; Lloyd-Jones, G. C.; Booker-Milburn, K. 1. J. Am.
Chem. Soc. 2005, 127, 7308. (b) Iglesias, A.; Pérez, E. G.; Muniz, K.
Angew. Chem., Int. Ed. 2010, 49, 8109. (c) Muniz, K.; Kirsch, J.; Chavez,
P. Adv. Synth. Catal. 2011, 353, 689. (d) Martinez, C.; Muniz, K. Angew.
Chem., Int. Ed. 2012, 51, 7031.

(7) For Pd(Il)-catalyzed intramolecular diamination of olefins, see:
(a) Streuff, J.; Hovelmann, C. H.; Nieger, M.; Muniz, K. J. Am. Chem.
Soc. 2005, 127,14586. (b) Muniz, K. J. Am. Chem. Soc. 2007, 129, 14542.
(c) Muniz, K.; Hovelmann, C. H.; Streuff, J. J. Am. Chem. Soc. 2008,
130, 763. (d) Hovelmann, C. H.; Streuff, J.; Brelot, L.; Muniz, K. Chem.
Commun. 2008, 2334. (e) Muniz, K.; Hovelmann, C. H.; Campos-
Goémez, E.; Barluenga, J.; Gonzélez, J. M.; StreufT, J.; Nieger, M. Chem.
Asian J. 2008, 3, 776. (f) Muniz, K.; Streuff, J.; Chavez, P.; Hovelmann,
C.H. Chem. Asian J.2008, 3, 1248. (g) Sibbald, P. A.; Michael, F. E. Org.
Lett. 2009, 11, 1147. (h) Sibbald, P. A.; Rosewall, C. F.; Swartz, R. D.;
Michael, F. E. J. Am. Chem. Soc. 2009, 131, 15945. (i) Chavez, P.;
Kirsch, J.; Streuff, J.; Muniz, K. J. Org. Chem. 2012, 77, 1922.

(8) For Ni(Il) and Au(I)-catalyzed intramolecular diamination of
olefins, see: (a) Muniz, K.; Streuff, J.; Hovelmann, C. H.; Nunez, A.
Angew. Chem., Int. Ed.2007,46,7125. (b) Muniz, K.; Hovelmann, C. H.;
Streuff, J.; Campos-Goémez, E. Pure Appl. Chem. 2008, 80, 1089. (c)
Iglesias, A.; Muniz, K. Chem.—Eur. J. 2009, 15, 10563. (d) de Haro, T.;
Nevado, C. Angew. Chem., Int. Ed. 2011, 50, 906.

(9) For a recent Pd(II)-catalyzed intramolecular diamination of
alkynes, see: Yao, B.; Wang, Q.; Zhu, J. Angew. Chem., Int. Ed. 2012,
51, 5170.

(10) For a recent Cu(Il)/Fe(III)-co-catalyzed intermolecular diamin-
ation of alkynes, see: Zeng, J.; Tan, Y. J.; Leow, M. L.; Liu, X. W. Org.
Lett. 2012, 14, 4386.

(11) (a) Du, H.; Zhao, B.; Shi, Y. J. Am. Chem. Soc. 2007, 129, 762.
(b) Xu, L.;Du,H.;Shi, Y. J. Org. Chem.2007,72,7038. (c) Zhao, B.; Du,
H.; Cui, S.; Shi, Y. J. Am. Chem. Soc. 2010, 132, 3523.



(1) (Figure 1) as nitrogen source.'® Asymmetric variations
of these reactions have also been disclosed.'*'> A related
analogue, N,N'-di-tert-butylthiadiaziridine 1,1-dioxide (2),'®
has also shown to be an effective nitrogen source in the syn-
thesis of cyclic sulfamides using Pd(0),'” CuCl,'*'” or CuBr'"?
as catalyst. The resulting cyclic sulfamides are important
functional motifs present in medicinal and biologically active
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Figure 1. Nitrogen sources for diamination.
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molecules including HIV protease inhibitors, anti-inflam-
matory agents, antibacterials, blood pressure regulators,
enzyme inhibitors, and treatments for Alzheimer’s disease
(Figure 2).% Cyclic sulfamides have also shown promise as
chiral auxiliaries (Figure 2).' Due to their biological and
synthetic importance, an asymmetric synthesis of cyclic
sulfamides is highly desirable. Commonly used methods
employ multistep syntheses from chiral amino acids,*

more recently, the asymmetric hydrogenation of thiadiazole
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Figure 2. Cyclic sulfamides as biologically active molecules and
chiral auxiliaries.

1,1-dioxides, which are synthesized via reaction of o-hydroxy
aryl ketones with sulfamide.” Herein we wish to report the
direct synthesis of optically active cyclic sulfamides via the
catalytic asymmetric diamination of conjugated dienes with
N,N'-di-tert-butylthiadiaziridine 1,1-dioxide (2).

Using trans-nona-1,3-diene as test substrate, thiadiaziri-
dine 2 as nitrogen source, and catalysts generated from
Pd,(dba); and a chiral ligand, the reactivity and selectivity
of diamination was investigated (Scheme 1). No reaction
was observed using bidentate ligand R-BINAP (L1).>* Of
the ligands screened,”>® BINOL-based phosphoramidite
ligands displayed the most promising selectivity, and di-
amination was found to be highly regioselective for the
internal double bond of the diene. Somewhat surprisingly,
ligands L5 and L6,” which were found to induce high

(21) (a) Ahn, K. H.; Yoo, D.J.; Kim, J. S. Tetrahedron Lett. 1992, 33,
6661. (b) Fécourt, F.; Lopez, G.; Lee, A. V. D.; Martinez, J.; Dewynter,
G. Tetrahedron: Asymmetry 2010, 21, 2361.
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Montero, J.-L. Tetrahedron 2000, 56, 381. (b) Kim, .-W.; Jung, S.-H.
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Scheme 1. Initial Screening for Asymmetric Diamination
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selectivity for catalytic asymmetric diaminations using 1,
exhibited lower selectivity in the current system. On the
contrary, (R,R,R) ligand L7 was found to be optimal for
both yield and selectivity providing the corresponding cyclic
sulfamide in 76% yield and 90% ee, whereas ent-L7 had
previously displayed poor reactivity using 1. As also shown
in Scheme 1, (R,S,S) ligand L8 displayed decreased selec-
tivity from that of L7, indicating that a matched relationship
between the BINOL and amine portions of the ligand are
important for high asymmetric induction. In both cases, the
product configuration is determined by the BINOL skeleton
and not the amine portion of the ligand. Hg—BINOL-
derived phosphoramidite ligand L9 also resulted in high ee,
yielding the opposite enantiomer of the product sulfamide.
With optimal ligand in hand, the substrate scope was
subsequently investigated. As shown in Table 1, a variety
of alkyl-substituted conjugated (E)-dienes®® can be effi-
ciently diaminated in 66—98% yield and 90—93% ee with
2.5 mol % Pd,(dba); and 10 mol % L7 in toluene at 65 °C
for 3 h. Alkyl chains can contain silyl (Table 1, entry 6), and
aryl groups (Table 1, entries 7—9) as well as ethers (Table 1,
entries 10—12). Double bonds in the alkyl groups remained
unreacted in geometrically pure form (Table 1, entries 13
and 14). The catalytic asymmetric diamination is also
amenable to gram scale and catalyst loading can be further
reduced to 1.4 mol % Pd,(dba); (Table 1, entry 8). In all

(28) For leading references on phosphoramidite ligands L7—L9, see:
(a) de Vries, A. H. M.; Meetsma, A.; Feringa, B. L. Angew. Chem., Int.
Ed. 1996, 35, 2374. (b) Sewald, N.; Wendisch, V. Tetrahedron: Asym-
metry 1998, 9, 1341. (c) Arnold, L. A.; Imbos, R.; Mandoli, A.; de Vries,
A. H. M.; Naasz, R.; Feringa, B. L. Tetrahedron 2000, 56, 2865. (d)
Shintani, R.; Park, S.; Duan, W.-L.; Hayashi, T. Angew. Chem., Int. Ed.
2007, 46, 5901.

(29) Du, H.; Zhao, B.; Shi, Y. J. Am. Chem. Soc. 2008, 130, 8590.

(30) No diamination product was observed when cis-1,3-pentadiene
was subjected to the reaction conditions.
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Table 1. Catalytic Asymmetric Diamination of Conjugated
Dienes to Form Cyclic Sulfamides”

entry  diene (3) product (4) yield (%)°  ee (%)’
o.,0
Sk
N~ N
NN P
R —
1 3a, R=Me 4a 97 90
2 3b, R=n-Pr 4b 79 90
3 3¢, R=i-Bu 4c 84 90
4 3d, R=n-CsH,, 4d 91 91
5 3e, R=(CH,),Cy 4e 89 91
6 3f, R=(CH,),TMS  4f 98 91
o0
> /Q
Pho X _;_/N
A )
Ph =
7 3g 4g 90 93¢
Q. 0
¢
%N’ \N’k
AU ) +))—/
r —
2
8 3h, Ar=Ph 4h 88 92°
9 3i, Ar=4-MeOPh 4i 77 90°
o, 0
sk
ROM . Y
10 3j, R=n-CsH, 4j 69 93
11¢  3k,R=Ph 4k 81 93"
o, 0
%N'S\Nk
TMSO{_y X /
SMES TMSO‘(')):/' =
12 31 41 66 91
Q.0
%N’S\N’k
EtW\/\ IJJ_
? e—7 2 T
13 3m 4m 98 91
0. 0
Sk
NN
= 2\ X / )2 =
Et -
14 3n 4n 93 91

“ All reactions were carried out with diene 3 (0.20 mmol), 2 (0.30 mmol),
Pd,(dba); (0.005 mmol), and L7 (0.02 mmol) in toluene (0.10 mL) under Ar
at 65 °C for 3 h, unless otherwise stated. ®For entries 4 and 7, the absolute
configurations (R,R) were determined by comparison of the optical rota-
tions with reported ones after complete deprotection to the free diamine
(refs 12b, 14a). For all other entries, the absolute configurations were not
determined and the stereochemistry indicated represents relative stereo-
chemistry. “Isolated yield. “The ee was determined by chiral HPLC
(Chiralpak IC column) after removal of the z-Bu groups, unless other-
w1se stated. “ The ee was determined without removal of the 7-Bu groups.

fReaction was carried out with diene 3h (6.96 mmol), 2 (9.03 mmol),

Pd,(dba)z (0.10 mmol), and L7 (0.46 mmol) in toluene (3.5 mL) under Ar
at 65 °C for 3 h. £ Reaction time, 6 h. ” The ee was determined by chiral
HPLC (Chiralpak IA column).

cases, the reaction occurs with high regioselectivity toward
the internal double bond (Figure 3) and other regioisomers
were barely detectable by "H NMR analysis if there was any.
The diamination most likely proceeds through a concerted
reaction mechanism analogous to the previously reported
catalytic cycle using 1 (Scheme 2).!'®¢ Insertion of the
chiral Pd(0) complex into the N—N bond of 2 forms
four-membered Pd(II) complex 5, which coordinates
to diene 3 to give complex 6. The migratory insertion of 6
leads to sr-allyl Pd complex 7. Upon reductive elimination,

Org. Lett,, Vol. 15, No. 4, 2013



cyclic sulfamide 4 is formed with regeneration of the chiral
Pd(0) catalyst.

Figure 3. X-ray structure of 4f.

Scheme 2. Proposed Catalytic Cycle for the Asymmetric
Diamination of Dienes Using 2

O .0 O\\ Y
t-BuN” Nt-Bu tBuN Nt-Bu
)_{ L*Pd(0)
R = .
4 Y L=L7 \(
O=s ~Nt-Bu
tBUN  pyL- tBuN "Nt-Bu

R—K_/ “PaL*

\\//
KrBuN NtBu

N\ 7/
3

As shown in Scheme 3, removal of the -Bu groups is
accomplished in a mixture of CF;CO,H-hexanes at room
temperature, allowing possible further derivatization of
the nitrogens. Complete removal of the #-Bu groups and
the sulfone moiety in one step is also realized in aqueous
HBr at elevated temperature to unmask the free diamine.>!

In summary, we have developed the direct and efficient
synthesis of chiral cyclic sulfamides from conjugated

Scheme 3. Representative Deprotection of Cyclic Sulfamides

o, 0
CF3CO,H-Hexanes D
(1:1) HN™ "NH
t,7h Y

89, 91% yield (93% ee)

<:> = NH,

49 (93% ee) 2N HBr, phenol (R,R)
reflux, 24 h S
NH;

9g, 88% yield (93% ee)

dienes using Pd,(dba); and chiral phosphoramidite ligand
L7 as catalyst and N,N'-di-tert-butylthiadiaziridine 1,1-
dioxide (2) as nitrogen source. Various alkyl-substituted
conjugated dienes are smoothly diaminated in high yields
and high selectivities, providing cyclic sulfamides with
two adjacent chiral centers and the pendent vinyl group
allows possible further functionalization. The reaction
is amenable to gram scale and can produce the resulting
cyclic sulfamides in multigram quantity. The resulting
cyclic sulfamides can be deprotected via removal of the
t-Bu groups and the corresponding free diamines can
also be obtained without loss of ee. Cyclic sulfamides
are valuable moieties in biologically relevant mole-
cules and the described process provides a viable route
to access a broad range of diverse analogues for future
study.
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