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Dimerization of Lithiated Terminal Aziridines**

David M. Hodgson* and Steven M. Miles

It has been known for a long time that lithiated epoxides 1
(Scheme 1, X=0) can display carbenoid-type reactivity,
including dimerization."! Such dimerizations have been
developed recently by our research group as a synthetic
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Scheme 1. Possible reactions of lithiated epoxides or aziridines.
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method for the preparation of symmetric 2-ene-1,4-diols 2
(X = 0) from terminal epoxides.’! Although a useful entry to
this valuable class of compounds, this method unfortunately
displayed only a 2:1 selectivity in favor of the E isomer of the
newly formed alkene when using epoxides with primary (R =
CsH,,) or secondary (R = cyclohexyl) alkyl substituents (62 %
and 77% vyield of 2-ene-1,4-diol olefin isomer mixtures,
respectively).

Following on from this, we considered the possibility that
lithiated terminal aziridines 1 (X=NPG, PG = protecting
group)”®! might undergo similar dimerization, thus leading to
synthetically useful (protected) 2-ene-1,4-diamines 2 (X =
NPG). At the outset of our studies we were not aware of
any examples of such dimerizations in the literature,””! and it
was not known whether the method would yield dimer
compounds in useful efficiencies or whether other pathways
such as formation of 2H-azirines 3! (Scheme 1) would be
favored. Although certain lithiated aziridines fused to 5- to 8-
membered rings undergo carbenoid transformations,”! for-
mation of 2H-azirines in these cases would be significantly
disfavored because of additional ring strain. There is little
precedent for lithiated aziridines having carbenoid reactivity
when the aziridine is not fused to a second ring.[""!

One additional variable for aziridines (relative to epox-
ides) is the choice of the protecting/activating group at the
aziridine nitrogen atom. In our initial studies we attempted to
dimerize alkyl substituted terminal aziridines bearing the
groups Boc (butyloxycarbonyl), tosyl, or Bus (fert-butylsul-
fonyl),®) by using lithium 2,2,6,6-tetramethylpiperidide
(LTMP) as the base.”! Upon treatment with this base, the
N-Boc- and N-tosyl-protected aziridines gave complex mix-
tures of products with no dimers observed, but the lithiated N-
Bus-protected aziridine 1a (X=NBus; R=C;H,;) formed
and underwent dimerization in 90% yield to give the
protected 2-ene-1,4-diamine 2a (X =NBus; R=CsH;) as a
mixture of three discernible diastereoisomers.

There are only two possible isomers (alkene E and
Z isomers) that could arise upon dimerization of an enantio-
pure terminal aziridine, and so this method seems better
suited to enantiopure substrates. With this in mind, we
examined the scope of the dimerization reaction with a range
of enantiopure (99% ee) N-Bus-protected terminal aziri-
dines™ (Table 1).

The enantiopure aziridines (entries 1-5) all dimerized in
high efficiency under the same straightforward reaction
conditions (aziridine 0.32 moldm™ in THF/hexanes (2:3),
3 equiv LTMP, —78°C to 0°C, total reaction time 80 min; see
Experimental Section)."”! Crucially, all these reactions pro-
ceeded with complete E selectivity for the alkene bond
formed, with no traces of the Z alkene detectable in either
the crude or purified products. The E geometry of the alkene
was determined unambiguously in the case of 5b (single-
crystal X-ray structure, see Supporting Information), with the
other products 5a and Sc—e assigned as E isomers by analogy.
Other possible reaction pathways for the lithiated aziridines
such as azirine formation, reaction with excess LTMP to give
enamines/aldehydes,'"! or intramolecular cyclopropanation!'?!
(entry 4) did not feature significantly. Even when aziridine 4a
was added to LTMP in THF at RT with no cooling, dimer Sa
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Table 1: Dimerization of lithiated N-Bus aziridines.
NHBus

R2, NBus LTMP (3 equiv) R
RW& THF / hexanes Rz; AR
-78t00°C R NHBus
4 80 min
Entry Aziridine 4 Yield of dimer 5 [%)]
NBus
! N-CyoH;4 (R) 4a 97
NBus
2 oy N (5)-4b 97
NBus
3 PR (R)-4c 81
NBus
4 AN (R)-4d 88
NB:
5 PhCO_w<] (R)-4e 70
NB
NB
7 Qe 4g ne

[a] Mixture of olefin isomers obtained (ratio 93:7). [b] Reaction quenched
after 10 min at —78°C and yielded a mixture of olefin isomers (ratio
57:43). Cy =cyclohexyl.

was isolated in 84 % yield and as a single alkene
isomer after reaction for 30 minutes, thus dem-
onstrating the inherent robustness and selectivity
of the method. Enantiomeric aziridine (S)-4a
also underwent dimerization in 97% yield
(entry 1), thus showing the methodology to be
equally applicable to the preparation of either
enantiomeric series of dimers 5. The reaction was
also efficient for an achiral 2,2-disubstituted
aziridine 4f and to a lesser extent with the

(R)-4h

o
RN)J\NR CbzNH OH
I p—
rs_/ \ Ph\)W\Ph
Phood oy Ph OH NHCbz

DMP 323
(R = 4-HOCH,CsH,CHy)

Scheme 3. DMP 323 and its derivation from a 1,4-diamine-2,3-diol
unit.13!

received considerable attention in recent years as peptidomi-
metic HIV protease inhibitors.”®! A common structural
feature of these inhibitors is a 1,4-diamine-2,3-diol unit with
R,S,S,R configuration, often with flanking (1,4-) benzyl
groups.

We decided to see if our new methodology could be
applied in a concise synthesis of such a desirable structural
motif, starting with the benzyl-substituted aziridine (R)-4h
(Scheme 4). We found that treatment of aziridine 4h® with
LTMP gave the N-Bus-protected 2-ene-1,4-diamine Sh in

NHBus
a

NBus b
Ph < 91% PhNY\Ph 8a% Ph

(R,R)-5h BusNH HO HNBus (R,S,S,R)>6

d lgg% c 199%
HNBus NH, OH
Ph
Ph Ph Ph
BusNH OH NH,
8 (RS.SRFT

nonsubstituted aziridine 4g (entries6 and 7,
respectively). In both these latter cases hetero-
chiral as well as homochiral dimerization path-
ways are possible, and the products were isolated

Scheme 4. Applications of the dimerization methodology. Reagents and conditions:
a) LTMP (3 equiv), THF /hexanes, —78°C to 0°C, 80 min; b) OsO, (2.5 mol %), NMO
(1.4 equiv), THF/H,O, RT, 2 days; c) F;CSO,;H (0.1N in CH,Cl,), anisole, 0°C to RT,
16 h; d) H, (1 atm), Pd on C (5 mol %), EtOH, RT, 24 h.

as mixtures of E and Z isomers.
Formation of the E isomer from enantiopure
substrates is consistent with an inital trans-lithiation of the
aziridine at the terminal position,” followed by reaction of
one lithiated aziridine as a nucleophile with a second acting as
an electrophile, and finally syn elimination.”) One possible
reason for the superior alkene stereoselectivity seen with
aziridines relative to their epoxide counterparts may be a
further disfavoring of the anti-elimination pathway as a result
of steric hindrance between the N-Bus groups (Scheme 2).
1,4-Diamine derivatives, especially cyclic ureas such as the
parent DuPont Merck compound DMP 323 (Scheme 3), have

[~ LiNBus N

syn
R/K({,\?Pus elimination )N\HB/US
— R
L H RO
/Q‘BU_S s NHBus
R weLi
RILR | o
(R # H) L elimination
Li NN/ TIlIiiiii e R R;
! BusHN— /—NHBus
L Buséus 1 _\:/_

(not observed)

Scheme 2. Possible elimination pathways in dimer formation.
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91% yield and with complete E selectivity. Importantly,
potential side products arising from benzylic deprotonation
rather than deprotonation at the aziridine were not observed
to any significant extent."! Simple treatment of alkene 5h
with OsO,/NMO (N-methylmorpholine-N-oxide) yielded the
R,S,S,R diol 6 with high diastereoselectivity (ca. 7:1) over the
R,R,R,R diol (83% vyield for 6)."! The R,S,S,R configuration
of 6 (and also indirectly the E geometry of Sh prior to syn-
dihydroxylation) was confirmed by X-ray crystallographic
analysis (see Supporting Information).

Removal of the N-Bus group®®! of diol (R,S,S,R)-6 gave
the free diaminodiol (R,S,S,R)-7 in 99 % yield; this is a core
C,-symmetric unit of a number of extremely potent HIV
protease inhibitors. (R,S,S,R)-7 has been prepared in a
previous HIV protease inhibitor study® and has also found
use as a ligand or ligand precursor in various enantioselective
transformations.'”! The efficiency of deprotection to give the
functionalized diaminodiol (R,S,S,R)-7 is of particular note.
Benzyl aziridine (S)-4h was also prepared and dimerized
(94 % yield), thus demonstrating that the opposite enantio-
meric series can also be accessed.['®! Finally, hydrogenation of
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the alkene bond in the dimeric compound (R,R)-5h was also
achieved under mild conditions (1 atm H,, 5 mol % Pd on C,
RT) to give the saturated analogue 8 in 99 % yield. This result
further highlights the utility of the dimerization methodology,
and demonstrates efficient access to saturated protected
enantiopure C,-symmetric 1,4-diamines.

In summary, we have developed a dimerization pathway
of terminal aziridines by lithiation to give N-protected 2-ene-
1,4-diamines with complete E-olefin selectivity when starting
with enantiopure substrates. The dimerization proved highly
efficient for a range of alkyl-substituted and functionalized
aziridines, by using the same straightforward reaction con-
ditions in each case. The usefulness of the method was
demonstrated by the efficient and selective synthesis of
diaminodiol (R.S,S,R)-7, the core unit of a number of
extremely potent HIV protease inhibitors.

Experimental Section

Representative procedure for dimerization of terminal aziridine 4:
nBuLi (1.6M in hexanes, 1.88 mL, 3.0 mmol) was added dropwise to a
solution of 2,2,6,6-tetramethylpiperidine (0.51 mL, 3.0 mmol) in THF
(0.4 mL) at —78°C. The mixture was warmed to 0°C over 15 min,
then cooled to —78°C before dropwise addition of the aziridine 4
(1.0 mmol) in THF (0.8 mL). The mixture was stirred at —78°C for
20 min, then at 0°C for 1 h, before the addition of MeOH (0.8 mL),
saturated aqueous NH,CI (8 mL), and Et,O (16 mL). The layers were
separated, and the aqueous phase was extracted with Et,0 (16 mL).
The combined organic phase was dried (MgSO,) and concentrated
under reduced pressure. Flash chromatography of the residue (SiO,,
petroleum ether/diethyl ether) gave the protected 2-ene-1,4-diamine
5.
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