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ABSTRACT

Imidazo[1,5-a]pyrazines 1 undergo regioselective C3-metalation and C5/C3-dimetalation to afford a range of functionalized derivatives 2a-2g
(Table 1), and 4a-4d (Table 2). Under similar conditions, the C3-methyl derivatives 2a and 5 undergo surprising regioselective C5-deprotonation
to afford, after electrophile quench, products 4b and 6a-6p (Table 3), results that are rationalized by quantum mechanical calculations.
Benzamide 7b, obtained from such metalation chemistry followed by Suzuki cross coupling, undergoes directed remote metalation-cyclization
to afford 8, representing the hitherto unknown triazadibenzo[cd,f]azulen-7(6H)-one tricyclic ring system.

We have recently reported1 the first palladium catalyzed
Heck-type direct substitution reaction on the π-deficient
pyrazine ring of the imidazo[1,5-a]pyrazine framework
(Figure 1A). The dearth of knowledge concerning metalation
reactivity of this and related ring systems stimulated our

interest to undertake a systematic study to contribute to the
signficant area of carbanionic heteroaromatic chemistry.2

Herein we report results which demonstrate (a) regioselective
mono- as well as dimetalation of derivative 1 (Figure 1C)
and (b) C5 metalation of the C3-methyl derivative (Figure
1B), both leading to new imidazo[1,5-a]pyrazine derivatives
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which provide considerable potential for further manipulation
of this heterocyclic ring system. In addition, we establish a
new illustration of the directed remote metalation (DreM)
concept3 on the Suzuki-derived heterobiaryl 7 leading to the
new heterocyclic 2,5,11c-triazadibenzo[cd,f]azulen-7(6H)-
one framework 8. These results constitute the first investiga-
tion of carbanionic chemistry on the imidazo[1,5-a]pyrazine
ring system which is of current interest in the development
of new antimicrobial, cardiovascular, and antitumor drugs4

and which also portends broader significance for synthetic
studies for this and related heterocyclic systems.

To initiate this study, the readily accessible5 8-chloroimi-
dazo[1,5-a]pyrazine 1 was subjected to reaction with nBuLi
(1 equiv) and quenched with various electrophiles to afford
exclusively C3-substitution products 2a-2g (Table 1). Reac-
tions with carbon electrophiles at three oxidation states
(entries 1-6) and iodine (entry 8) proceeded uneventfully
whereas that with TMSCl failed, an observation which may
be due to product instability, related to the known lability
of the imidazole C2-Si bond.6

Efforts then turned to investigating the potential for
dimetalation of this heterocyclic core and for the sequential

introduction of various electrophiles. Compound 1 was
treated with 2.3 equiv of nBuLi (optimal conditions)
followed by quench with 2.5 equiv of several electrophiles
to give C3/C5-disubstituted imidazopyrazines 4a-4d in
moderate to excellent yields (Table 2). The formation of
product with high deuterium incorporation (entry 1)
constitutes evidence for the intermediacy of the dilithiated
species 3.7 Consistent with the observation of Table 1,
entry 7, quench with 2.5 equiv of TMSCl gave only the
C5-silylated product 4d in moderate yield, presumably
owing to the derived C3-TMS derivative instability.
Nevertheless, this result remains of value since it poten-
tially offers access to other C5 analogues, either directly
through ipso-desilylation8 or through Hiyama type cross-
coupling chemistries via C5 siloxanes or fluorosilanes.9

In view of the selective C3 over C5 kinetic anion
reactivity established by the results of Table 1, we tested
the thereby expected greater nucleophilic reactivity at the
C5 site of the dianion 3.10 Thus, treatment of 1 with 2
equiv of nBuLi11 followed by 1 equiv of iodine or CD3OD
initially provided evidence of selectivity; however, sub-
sequent results were inexplicably inconsistent giving ratios
between 4:1 and 1:8 of C5:C3 products within the same
batch of reactions, and despite close control of the various
reaction variables.12

With the results of studies on compound 1 in hand, we
turned our attention to the metalation of the equally
accessible5 8-chloro-3-methylimidazo[1,5-a]pyrazine 2a.
In contrast to expectation,13 treatment of 2a with 1.1 equiv
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Figure 1. The direct Heck and Suzuki-Miyaura reaction sites (A)
and observed metalation sites (B, C) for imidazo[1,5-a]pyrazines.

Table 1. Synthesis of 3-Substituted
8-Chloroimidazo[1,5-a]pyrazines 2a-2g

EX R1 product (%)a

1 MeI Me 2a (70)b

2 DMF CHO 2b (72)
3 4-MeOC6H4C(O)H 4-MeOC6H4CHOH 2c (74)
4 Mesitaldehyde MesCHOH 2d (83)
5 CO2 CO2Me 2e (86)c

6 ClCONEt2 Et2NCO 2f (65)
7 ClSiMe3 H n.r.d

8 I2 I 2g (78%)
a Yield of isolated material. b Purified by supercritical fluid chroma-

tography to remove bis-Me byproduct. c Isolated as the methyl ester due to
purification difficulties. d No reaction as confirmed by 1H NMR of the
recovered material.
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of nBuLi and subsequent reaction with methyl iodide
afforded the C5-methylated product 4b in excellent yield
(entry 1, Table 3). Similarly, and usually with greater
efficacy than the reactions of compound 1 (Table 1),
compound 2a underwent reaction with other carbon
(entries 2-7), silicon (entry 8), and halogen (entries 9-12)
electrophiles to afford C5-substituted products 6a-6i in
good to excellent yields. To extend the scope of the
reaction, the C8-methoxy derivative 5 was subjected to
the same metalation/quenching conditions to provide
similarly synthetically useful yields of products 6j-6p
(entries 13-20).

Quantum calculations on compound 2a suggest that the
approximate difference in pKa values are in accord with
the observation of C5 over C3-methyl deprotonation.
Figure 2a shows the calculated partial charges on the
carbons bound to the most acidic protons, with more
electron richness on the carbons correlating with a lower
absolute calculated pKa. Use of perturbative methods has
previously successfully predicted unexpected lithiation
sites14 and its application here confirms the predictions
from the more approximate pKa calculation. Figure 2b
shows the calculated Fukui indices, with values closer to
1 indicating, in this case, a greater proclivity to undergo

lithiation. Both calculations are in accord with the
experimentally observed C5 lithiation of 2a.15

The knowledge that remote lateral metalation of vinylo-
gously acidic 2′-methylbiaryl-2-amides to give phenanthrols
may be achieved3,16 suggested that compound 7 (Scheme
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2617.

(9) Denmark, S. E.; Sweis, R. F. Metal-Catalysed Cross-Coupling
Reactions; de Meijere, A., Diederich, F., Eds.; Wiley-VCH: Weinheim,
Germany, 2004; Vol. 1, Chapter 4, p 163.
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iPrMgBr:LiCl, showed that only the use of nBuLi led to the formation of
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quench experiment, even when excess base was used.

Table 2. Synthesis of C3/C5 Disubstituted
8-Chloroimidazo[1,5-a]pyrazines 4a-4d

EX R1 R2 product (%)a

1 CD3OD D D 4a (94)b

2 MeI Me Me 4b (82)
3 Cl2 Cl Cl 4c (62)

4 ClSiMe3 SiMe3 H
4d (48)c

a Yield of isolated material. b 86% deuterium incorporation as determined
by integration of the appropriate signals in the 1H NMR spectrum. c Average
of two independent reactions.

Table 3. Synthesis of 5-Substituted
8-Chloro-3-methylimidazo[1,5-a]pyrazines 4b and 6a-6p

EX X R1 product (%)a

1 MeIb Cl CH3 4b (91)
2 DMF Cl CHO; ClfNMe2 6a (79)c

3 4-O2NC6H4CHO Cl 4-O2NOC6H4CHOH 6b (83)
4 4-MeOC6H4CHO Cl 4-MeOC6H4CHOH 6c (84)d

5 Mesitaldehyde Cl MesCHOH 6d (87)
6 CO2 Cl CO2H 6e (quan)
7 ClCONEt2 Cl Et2NCO n.r.e

8 ClSiMe3 Cl SiMe3 6f (81)
9 Cl3CCCl3 Cl Cl 6g (98)

10 CBr4 Cl Br 6h (59)
11 Br2 Cl Br 6h (74)
12 I2 Cl I 6i (quan)
13 MeI OMe Me 6j (65)
14 DMF OMe CHO 6k (77)
15 4-MeOC6H4CHO OMe 4-MeOC6H4CHOH 6l (76)d

16 Mesitaldehyde OMe MesCHOH 6m (62)
17 CO2 OMe CO2Mef 6n (64)f

18 ClCONEt2 OMe Et2NCO n.r.e

19 ClSiMe3 OMe SiMe3 6o (70)d

20 I2 OMe I 6p (79)
a Yield of isolated material. b Sequential addition of 2 portions of 1.2

equiv of MeI. c Isolated as the C-8 dimethylamino analogue due to
unavoidable nucleophilic displacement of Cl by NMe2. d Average of two
independent reactions. e No reaction as confirmed by 1H NMR of the
recovered starting material. f Isolated as the methyl ester due to purification
difficulties.

Figure 2. Key calculated properties for 8-chloro-3-methylimi-
dazo[1,5-a]pyrazine 2a at potential reactive sites. (a) Partial charges
on the molecule. (b) Fukui indices for the LUMO of the molecule.
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1) may provide similar reactivity at the enhanced acidic C3-
methyl site to afford cyclized products. To this end,
compound 7b, readily prepared from compound 6p via a
Suzuki coupling with 2-(diethylcarbamoyl)phenylboronic
acid,17 was treated at -78 °C with preformed LiTMP (3
equiv) and was observed to undergo cyclization to give the
triazadibenzo[cd,f]azulen-7(6H)-one 8 in modest yield.18,19

The methylene 1H NMR signal at δ ) 4.48 ppm for
compound 8 is clear evidence for the ketonic structure
shown.

In conclusion, we have demonstrated useful and conve-
nient metalation routes for the synthesis of C3- and C3/C5-
derived 8-substituted imidazo[1,5-a]pyrazines 2a-2g,
4a-4d, and 6a-6p. Such substitutions serve as functional
handles for further derivatization of this privileged and
biologically significant heterocyclic scaffold. Furthermore,
adaption of the directed remote metalation (DreM) concept,
as yet sparsely investigated within heterocyclic frameworks,3

on the imidazo[1,5-a]pyrazine 7 has afforded the hitherto
unknown triazadibenzo[cd,f]azulen-7(6H)-one 8. The con-
siderably extended scope of this imidazo[1,5-a]pyrazine
metalation chemistry over that of the imidazo[1,2-a]pyrazine
system,20 together with the DFT calculations, provides new
insight into the carbanionic reactivity of this less common
heterocycle and may be of value for synthesizing hetero-
cycles of greater complexity. Further investigations on the
DreM chemistry leading to the new heterocyclic scaffold 8
are in progress.
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Scheme 1. Directed Remote Metalation-Cyclization Route to the
Triazadibenzo[cd,f]azulen-7(6H)-one 8
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