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Abstract

Rhodium-catalyzed oxidative cyclization of allylic hydroxylamine-derived sulfamate esters
furnishes a novel family of bicyclic aziridines that serve as functional precursors to substituted
diamines. Investigations with the N4-Troc form of these heterocycles have led to manifold
improvements in reaction performance and scope, and have revealed unique differences in the
stability and reactivity of such compounds dictated by the choice of N4-protecting group.

The rapid assembly of aza-heterocycles from sulfamate derivatives is made possible through
selective C—H and n-bond amination methods. Our laboratories have recently reported that
two catalytic processes, Pd n-allyl coupling and Rh-catalyzed alkene aziridination, may be
used in sequence to generate a previously unknown class of strained heterobicyclic
products.2 While the potential to synthesize differentially-substituted 1,2- and 1,3-
diamines34:56 from these unique oxathiadiazinane derivatives was evident, little was known
about the factors that govern their stability and reactivity. Herein, we detail new protocols to
prepare highly substituted forms of these heterocycles, and highlight for the first time the
unusual stability and utility of Troc-protected oxathiadiazinanes for 1,2-diamine synthesis
(Figure 1).

Our initial studies described the synthesis and reactivity of aziridine-fused N-Mbs-[1,2,3,6]-
oxathiadiazinane-2,2-dioxide heterocycles, which were found, in select cases, to undergo
nucleophilic ring opening with modest efficiency (Figure 2a).”:8 Studies to further
optimize these addition reactions and to determine the origin of material loss led us to
conclude that aziridine displacement occurred with little regiocontrol. The intermediate
generated from nucleophilic attack at C7 was, however, unstable to the reaction conditions
and decomposed to liberate MbsNH,. A series of control experiments using
oxathiadiazinane 210 demonstrated that base additives (e.g., KN(SiMes),, pyridine, or NaH)
would promote rapid ring fragmentation (Figure 2b). The unusual and unprecedented
reactivity of the N-Mbs oxathiadiazinane heterocycle has no obvious explanation. We
speculated that replacing the N4-Mbs group with an acyl substituent might mitigate the
decomposition of these heterocycles by influencing the ring conformation. Such an
alteration would present new challenges for substrate synthesis and would likely affect the
oxidative cyclization reaction; however, the ease of removing the N4-acyl group as
compared to the Mbs-would be advantageous for the overall utility of the method.
Accordingly, N-Boc and N-Troc substrates were targeted with these considerations in mind.
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Synthesis of TrocNHOSO,NH, 3 and BocNHOSO,NHj>, 4 is easily accomplished in two
steps from hydroxylamine. Both reagents are crystalline and can be prepared on >10 gram
scale without recourse to chromatography. These sulfamate derivatives engage in either
Mitsunobu or asymmetric w-allyl Pd-coupling reactions with alcohol or carbonate starting
materials, respectively. The Troc-reagent 3 in particular operates with superior performance
in both types of displacement reactions when compared to either 4 or the Mbs-variant. As
shown in Figure 3, Pd-catalyzed =-allylation of 3 using carbonate 7 gives the a,0-
disubstituted sulfamate in high yield and with excellent regiocontrol (>20:1 branched/linear
product). The analogous reaction utilizing 4 proceeds in modest yields while the same
reaction, when performed with MbsNHOSO,NHj, fails to give any allylated product. In
light of these findings, most of our subsequent investigations have been conducted with the
N-Troc sulfamate reagent 4. The identification of this sulfamate derivative should markedly
facilitate access to a range of substituted oxathiadiazinane heterocycles and thus 1,2- and
1,3-diamine products.

Intramolecular aziridination reactions with both Boc-and Troc-derived sulfamates are
highlighted in Table 1. In general, cyclizations performed optimally using a dinuclear
tetracarboxylate rhodium catalyst (2 mol %), Phl(OAc),, and MgO.11 Oxidations occur
smoothly in isopropyl acetate, which proves more effective as a solvent than others typically
employed for Rh-catalyzed amination (e.g., CH,Cl,, benzene).12 Olefinic substitution does
not have a large influence on the reaction as terminal (entries 1 and 2), di-substituted (entries
3 and 4), and tri-substituted (entry 5) alkenes are all converted in high yields to the
corresponding bicyclic aziridines. While product yields of N-Boc substrates were slightly
depressed, those of N-Troc substrates were excellent and comparable to those obtained using
the analogous N-Mbs substrates.1:3P

As noted in Table 1, modest to high levels of product diastereocontrol are observed for
acyclic and cyclic alkene starting materials, respectively (entries 4, 6, 7). For acyclic
structures (entry 4), stereoselectivity is clearly influenced by the choice of the N4-
substituent group. The sense of induction in these products may be rationalized through a
chair-like transition state model (Figure 4). Introduction of a destabilizing Al3-type
interaction in both the N-Boc and N-Troc sulfamate derivatives could account for the
reduced degree of product stereocontrol in comparison to the N-sulfonyl compound.13 With
cyclic olefins, cis-fused tricyclic structures are formed exclusively regardless of the N-
blocking group.?

Oxathiadiazinane-derived aziridines undergo facile ring opening with a range of
nucleophiles. In agreement with our earlier observation, tricyclic structures like the one
depicted in entry 7 (Table 1) react to form bridged 7-membered ring products. One of these
derivatives, 11, has been crystallographically characterized (Figure 5).14 Interestingly, the
cyclohexane unit in 11 adopts an almost perfect chair-like configuration despite having all
three substituent groups positioned axially. The preferential formation of 11 over the
corresponding fused-bicyclic [4.4.0] isomer is likely the result of stereoelectronic factors,
which favor a trans-diaxial transition structure for ring opening. The predilection for the
aziridine derived from 10 and related tricyclic aziridines to ring open in this manner appears
to be invariant of the choice of N-substituent group (i.e., acyl or sulfonyl).

We have found that bicyclic aziridines, like their tricyclic counterparts, share a similar
tendency for nucleophilic ring opening to afford 7-membered ring heterocycles; however,
optimal selectivity is only achieved when steric factors reinforce this preference (Figure
5).15 Furthermore, judicious placement of substitutent groups can in select cases bias attack
towards C7. As shown in Figure 6, nucleophilic displacement reactions with 15 afford the
corresponding six-membered oxathiadiazinanes as the exclusive products. These N-Troc-
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substituted oxathiadiazinanes are stable to chromatography and are isolable, a finding that
stands in stark contrast to the marked instability of analogous N-Mbs oxathiadiazinane
derivatives (see Figure 2). As shown in eq 1, the N-Troc heterocycles serve as precursors to
highly functionalized, differentially protected 1,2-diamines. While the assembly of
structures of this type using traditional methods for amine synthesis would generally require
multiple transformations, such products are now easily prepared from commercial allylic
alcohols using the protocols outlined in this report.

We speculate that subtle conformational differences between the N-Troc 16 (see Figure 6)
and N-Mbs 2 (see Figure 2) six-membered heterocycles are responsible for the striking
difference in stability between these two structurally related species. Although the
mechanism by which oxathiadiazinanes such as 2 undergo fragmentation to liberate
MbsNHj5 is still opaque, the switch from Mbs to a carbamoyl blocking group has resulted in
manifold improvements in the overall aziridination process and, perhaps more importantly,
has made available a potentially important class of six-membered heterocyclic structures as
1,2-diamine surrogates. These findings have motivated us to examine the use of saturated N-
Troc hydroxylamine sulfamate esters as substrates for C-H amination.16

o, 0 1. PhC(O)CI
HN-S 0 iPro,NEt, CHyCl, NHBz
PhthN NTrog — > PhthNdeHTroc
2. Hy, cat. Pd/C
’ Me Me
i/ e CHZOH
17 60% (2 steps) 18

(1)

Rhodium-catalyzed alkene aziridination has given rise to a collection of unprecedented
heterocyclic structures that serve as useful precursors to functionalized diamine products. In
the course of developing these chemistries, we have identified an unexpected and heretofore
unknown fragmentation reaction of N-sulfonyl oxathiadiazinanes. This reaction is entirely
suppressed by changing the nature of the N-protecting group, a modification that enables for
the first time isolation and subsequent reactions of structures such as 16. Importantly, the
necessary N-Troc sulfamate starting materials can be synthesized in high yield through two
different protocols, and perform exceptionally well in intramolecular Rh-catalyzed olefin
aziridination. All told, our discoveries should facilitate the use of and greatly expand the
application potential of this unique family of oxathiadiazinane heterocycles.
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Figure 1.
Novel heterocyclic substrates as precursors to substituted diamines.
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Figure 2.
Unusual base-promoted decomposition of Mbs-substituted oxathiadiazinanes. Mbs = p-

methoxybenzenesulfonyl.
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0. 0 OH (EtO,CN), HoNO,S0. R

N\~

H2N/S\O + R1/v > R1/v

NHR PPhg, THF
3: R=Troc 5 99% 6
4: R =Boc
2.5 mol %
0. 0 OBoc Pd,dbag*CHCl, HoNOLSO. -R
-4 N
HoN™ O \A\Me > \/‘\Me
NHR Me 7.5 mol% Q
o)
3: R=Troc 7 NH HN 8: R =Troc 85%
4: R =Boc CO PPh, Ph,P O 9: R=Boc 60%
Figure 3.

N-Carbamoyl sulfamate reagents perform optimally in allylation reactions.
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Figure 4.
Diastereoselectivity in aziridination reactions influenced by nitrogen protecting group (R =
Troc, Boc, or Mbs; R’ = CH,CClj3, 'Bu).
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Figure 5.
Regioselective aziridine ring-opening favors seven-membered ring projects.
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Figure 6.
Isolable oxathiadiazinane derivatives through regioselective aziridine displacement.
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