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A short synthesis of N-acetylcolchinol using a greener and step-economical pathway is reported where
all the redox reactions, except for the asymmetric reduction, were carried out electrochemically, replacing
protocols that employ transition metals or stoichiometric hazardous reagents. In a 4-step racemic
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sequence, chemoselective reduction of chalcone and intramolecular oxidative arene—arene coupling
were performed in an electrochemical cell giving the target N-acetylcolchinol with an overall 41% yield. In
a 7-step asymmetric variant, electrochemistry was also employed for the deprotection of p-methoxyphe-
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Introduction

Colchicine 1 (Fig. 1) is a well-known pseudo-alkaloid that has
been widely used to treat gout, immune-mediated diseases,
and psoriatic arthritis." It was shown to inhibit leukocyte-
endothelial cells and T-cells by binding to intracellular tubulin
monomers, which prevents their polymerization.”> Thus, col-
chicine has the potential to impair the process of antigen reco-
gnition and may inhibit cancer cell growth, but it proved to be
toxic to normal cells. Instead, a less toxic to mammalian cells
demecolcine 2, where the acetyl on the amino group is
replaced with methyl, is used in chemotherapy. More recently,
based on its anti-inflammatory properties, colchicine was
investigated as a potential treatment for COVID-19 with some
positive effects reported.® Investigation of colchicine analogues
revealed that allocolchicinoids derivatives where the 7-mem-
bered tropolone ring was replaced with a benzene ring (Fig. 1,
3-6) showed good biological activity and less toxicity compared
to the parent colchicine.” N-Acetylcolchinol 3 is a known
tubulin polymerisation inhibitor. Its water-soluble phosphate
ZD6126 (4) was developed as the prodrug.” The phosphate is
converted in vivo into the active N-acetylcolchinol 3, which
binds to the tubulin cytoskeleton of the endothelial cells in
tumour blood vessels. ZD6126 selectively induced tumour vas-
cular damage and tumour necrosis at well-tolerated doses in
animal models, but it was found to be toxic, therefore, was dis-
continued. However, the pronounced biological activity of col-
chicine alkaloids continues to attract the attention of research-
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nyl amine. The target compound was obtained with a 33% overall yield and 99.5: 0.5 er.

ers to this class of compounds, thus maintaining the need for
robust methodology to access their synthetic analogues.
Herein, we present a simple, short and efficient sequence for
the synthesis of N-acetylcolchinol 3 taking advantage of
electrochemical methods.

In the middle of the 20th century, Rapoport®’ and Cook®
reported the first syntheses of N-acetylcolchinol methyl ether 5
where the 7-membered ring of the colchinol framework was
constructed by the sequence of transformations involving oxi-
dative scission of the respective phenanthrene derivatives.
Wulff and co-workers® in their synthesis of allocolchicine 6
designed a strategy that centred on a Diels-Alder cycloaddition

6 Allocolchicine

5 N-Acetylcolchinol methyl ether

Fig. 1 Colchicine and its analogues.
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NHAc
MeO 2 R
O O coupling
MeO X -
OMe
7 X=H,R=0H
8 X =H, R=0Me, OTBS, OTIPS 3R=0H
9 X=Cl, R=CO,Me 6 R=CO,Me

Scheme 1 Cyclisation step in the synthesis of allocolchinoids.

to assemble the methyl benzoate ring of 6, followed by aroma-
tisation. Since then, a selection of diverse strategies toward col-
chicine alkaloids were disclosed.'®™"®> Among the plethora of
synthetic approaches toward the structural core of the colchi-
cine alkaloids, the routes involving coupling of the two aro-
matic fragments look most advantageous (Scheme 1),'¢7°
especially considering that the immediate precursors 7-9 can
be prepared by trivial synthetic methods from the readily avail-
able materials.

Macdonald®® reported a non-phenolic intramolecular oxi-
dative coupling of the protected acetamide 8 using stoichio-
metric quantities of toxic TI(O,CCF;);. The same protocol was
later employed by Chong."” Fagnou'® proposed synthesis of
allocolchicine 6 from the intermediate 9 by a Pd(0)-catalysed
biaryl coupling, though high catalyst loading (10 mol%) was
required. The toxicity of Tl(u) salts prompted a search for safer
alternatives. Kocienski'® synthesised the N-acetylcolchinol 3 by
intramolecular oxidative coupling of precursor 8 (R = OTBS)
using hypervalent iodine(m) reagent PhI(O,CCF;), (PIFA).
More recently, Yang>® employed PhI(OAc), (PIDA) in the oxi-
dative cyclisation step in their gram scale asymmetric synthesis
of colchicine 1. While our manuscript was the preparation,
Waldvodgel®! reported on the electrochemical dehydrogenative
coupling of 8 (R = OMe), although in modest yield (33%),
which was improved to 62% through a reagent-mediated coup-
ling employing MoCl;(HFIP),.

However, the coupling of a simple precursor 7 to 3 remains
challenging with the yields generally staying at a modest level.
In this report, we present a green and atom-economical syn-
thesis of N-acetylcolchinol 3 both in racemic and enantio-
selective variants, where the redox processes are accomplished
electrochemically.

Results and discussion
Racemic synthesis

The reinvigorated interest in electrochemical methodology for
organic synthesis,**>® and our own recent experience in this
field,””>° prompted us to design a retrosynthetic sequence for
N-acetylcolchinol 3, where two out of four steps are carried out
electrochemically (Scheme 2). The first disconnection relies on
the C-H/C-H coupling of electron-reach aromatic compound
7. The acetamide 7 can be obtained either from ketone 10 or
from alcohol 11 through the Ritter reaction following the
method reported by Doyle.*® Ketone 10 is included in this ret-

This journal is © The Royal Society of Chemistry 2022
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Scheme 2 Proposed retrosynthetic scheme for N-acetylcolchinol.

rosynthetic scheme because it enables an enantioselective
variant of the synthesis. Based on the previous reports®'*> and
the work from our laboratories,””>° we envisaged that both
ketone 10 and alcohol 11 can be obtained chemoselectivity by
electrochemical reduction of chalcone 12. The retrosynthetic
sequence is completed by the retro aldol disconnection of 12
to the commercially available 3,4,5-trimethoxybenzaldehyde 13
and 3-hydroxyacetophone 14 (Scheme 2).

The synthesis commenced with the aldol condensation of
the inexpensive, commercially available ketone 14 and alde-
hyde 13 using ethanolic alkoxide. The resulting chalcone 12
was isolated in 92% yield on a 10 mmol scale; it contains all
the carbons of the target molecule skeleton.

Next, attention turned to the reduction of a,f-unsaturated
ketone 12 to either ketone 10 or alcohol 11. Electrochemical
reduction of the C-C double bond in unsaturated ketones has
been reported recently by us*® and others,*"*> though there
were no examples of the complete reduction to the saturated
alcohol. Mechanistic probes by Xia®" into the electrochemical
hydrogenation of the C-C double bond in chalcones carried out
in a 4:1 mixture of DMSO/MeOH using Pt plate electrodes and
NH,CI as an electrolyte revealed that both ammonium cation
and methanol can act as proton sources at the cathode whereas
DMSO and MeOH?” are likely to serve as sacrificial reductants
at the anode. Therefore, it is reasonable to assume that the
double bond is reduced first followed by the reduction of the
carbonyl. Taking this into account, we aimed to delineate con-
ditions influencing the relative rates of the two processes.

Some representative optimisation experiments are collected
in Table 1. For the full set of the data, see ESI.{ First, we
focused on the complete reduction of chalcone 12 to alcohol
11. After some experimentation, it was found that electrolysis
of chalcone 12 for 5 hours at RT in a 4:1 mixture of DMSO
and MeOH containing 5 equiv. of ammonium thiocyanate
under the constant current of 10 mA with two carbon plate

Green Chem., 2022, 24, 7220-7226 | 7221
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Table 1 Optimisation of the reduction of chalcone 12°

=

o C (+)IC(-) o HO
DMSO: MeOH (4:1)
/ NH,SCN (5 equiv.) +
10mA,5h
I S o

OMe MeO OMe MeO
12 10 1

MeO OMe

Variation from the standard Yield of 10?  Yield of 11°

Entry  condition (%) (%)

1 None Traces® (92)

2 nBuyNI instead of NH,SCN 52 42

3 nBu,NF instead of NH,SCN 54 40

4 Et,NBF, instead of NH,SCN 80 12

5 NH,OAc instead of NH,SCN 56 41

6 NH,CI instead of NH,SCN 60 38

7 DMSO as solvent 60 30

8 MeOH as solvent NR? NR?

9 CH;CN as solvent 95 (92) Traces®
10 DMF as solvent 98 Traces®
11 Ni(+)/Ni(-) instead of C(+)/C(-) 89 (82) Traces®
12 C(+)/Ni(-) instead of C(+)/C(-) 50 Traces®
13 C(+)/Fe(-) instead of C(+)/C(-) 68 Traces®

“Reaction conditions: Carbon plate anode, carbon plate cathode, undi-
vided cell; substrate 0.2 mmol, electrolyte 5 equiv. in 10 mL of solvent
DMSO/MeOH (4 : 1), constant current (10 mA), reaction time 5 hours.
b Conversions by LCMS (isolated yields given in parentheses).
° Detected by LCMS but not isolated. “ NR = no reaction.

electrodes led selectively to the desired alcohol 11, which was
isolated in a 92% yield; only minor quantities of 10 were
detected by LCMS (Table 1, entry 1).

A brief screening of commercially available ammonium
salts identified ammonium thiocyanate as optimal for the
complete reduction of 12 to 11. Reduction of ketone 10 to
alcohol 11 was distinctly slower when other common electro-
lytes were employed (Table 1, entries 2-6). Solvent composition
proved to be an important factor in achieving high chemo-
selectivity in the reaction. In pure DMSO, a 2:1 mixture of
ketone 10 and alcohol 11 was formed, whereas in methanol
the reduction was completely suppressed (entries 7 and 8,
respectively). The reduction also failed to proceed in DCM.
Interestingly, in acetonitrile and DMF, only ketone 10 was
obtained, with only traces of the overreduction observed
(entries 9 and 10). The same level of selectivity can be attained
by employing Ni electrodes instead of carbon (entry 11). A
similar effect was achieved by swapping only cathode for Ni or
Fe, though at the expense of the overall conversion (entries 11
and 12). In the absence of DMSO and MeOH, only thiocyanate
was left to perform the role of the sacrificial reductant,
which likely affected the rate of the reduction of 10 to 11.

Next, the conversion of alcohol 11 to acetamide 7 was inves-
tigated. Doyle and co-workers®® reported a reductive Ritter
reaction where a ketone was treated with triethylsilane in
aqueous acetonitrile in the presence of concentrated sulfuric
acid to give the respective N-acetamide. In this process, the
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ketone is reduced to the alcohol first, which then undergoes
Ritter substitution with acetonitrile. Following this protocol,
both ketone 10, and its mixtures with alcohol 11 (see Table 1),
can be converted to acetamide 7 with yields ranging from 56 to
64%. Naturally, pure alcohol 11 does not require the use of tri-
ethylsilane. Under the otherwise identical conditions, it was
converted to acetamide 7 in a 73% yield.

With acetamide 7 in hand, we embarked on optimising
electrochemical conditions for the intramolecular oxidative
coupling to furnish the desired colchinol 3 (Table 2). The
electrochemical aryl-aryl coupling has been the subject of
several investigations in the last two decades,*’**® though
the conditions were found to be highly dependent on the
nature of the substrates. In the set of electrochemical experi-
ments using racemic 7 to trigger the formation of the 7-mem-
bered ring of the target (+)-3, the highest yield of 68% has
been achieved in a non-divided cell equipped with two carbon
electrodes using 10 mol% of nBuy;NBF,, in MeCN as the
solvent, with 1 equiv. each of TFFA and TFA (Table 2, entry 1).
A CV curve for 7 showed one irreversible anodic oxidation peak
at 0.45 V vs. Ag/AgNO;, whereas product 3 did not contain any
redox peaks in the range —0.4 to 0.8 V (see ESI} for details).
Other electrolytes showed inferior results (entries 2-5).

According to the previous reports,**° the solvent plays a
significant role in the process by stabilising reactive intermedi-
ates and tuning nucleophilicity to favour the cross-coupling as
opposed to the homo-coupling of two phenols. In our screen-
ing experiments, apart from MeCN, only dichloromethane
showed some cyclisation, whereas THF and alcohols, including
HFIP, appeared to shut down the reaction (entry 6).

At the same time, the addition of a 1:1 mixture of TFAA/
TFA played an important role as in their absence the yield

Table 2 Optimisation of the oxidative coupling of 7

C (HIC()
NHAc nBuyNBF, (20 mol%)
e O O TEA (L equ)
CH4CN
OMe OH 15mA.4h
(®)-7

Entry Variation from the standard condition Yield” of 3 (%)
1 None 68
2 nBuyNI instead of nBu,NBF, Trace
3 nBu,NBr instead of nBu,NBF, Trace
4 nBu,NHSO, instead of nBu,NBF, NR
5 nBu,NF instead of nBu,NBF, 28
6 DCM as solvent® 32
7 Without TFAA/TFA 46
8 Without TFAA 22
9 Without TFA 59
10 H,O0 instead of TFAA/TFA NR
11 Glassy carbon plate anode and cathode 54

“Reaction conditions: Carbon plate anode, carbon plate cathode, undi-
vided cell; substrate 0.1 mmol, 20 mol% electrolyte in 7 mL of solvent,
constant current (15 mA), additives 1 equiv. each, reaction time
4 hours. ?Isolated yield. “In other solvents, such as MeOH, iPrOH,
THF and HFIP, only product traces were detected by LCMS. HFIP =
(CF;),CHOH.

This journal is © The Royal Society of Chemistry 2022
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decreased (entries 7-9). No cyclisation took place in the pres-
ence of water (entry 10). Glassy carbon electrodes exhibited a
slightly lower yield compared to the standard carbon plate
electrodes (entry 11).

With the optimised conditions for each step, the overall
4-step synthesis of racemic colchinol 3 is presented in
Scheme 3. The target compound (+)-3 was obtained in the
overall yield of 41% as a single diastereoisomer confirming
that the stereoselectivity of the aromatic coupling is controlled
by the benzylic stereogenic centre, similar to the oxidative
coupling instigated by stoichiometric oxidants."*?**® Next, the
attention turned to the enantioselective variant of the
synthesis.

Asymmetric variant

We envisaged that ketone 10 can be converted to imine 15 by
condensation with 4-methoxyaniline followed by organocataly-
tic asymmetric reduction to amine 16 using the method devel-
oped in our laboratories.*’ ™ Reduction of a TBS-protected
imine 15b with trichlorosilane in the presence of catalyst 17b
was reported by us previously;'** catalyst 17a synthesised
from unnatural p-valine performed equally well (Scheme 4). To
avoid the extra silylation step of converting 15a to 15b, we
investigated the reduction of the unprotected 15a. At room
temperature, the enantioselectivity was modest, but it
improved dramatically by lowering the reaction temperature to
—30 °C. Amine 16a was obtained in a 91% yield and 99.5:0.5
er. We also attempted this reaction as a one-pot reductive
amination,*>*® but combining prolonged heating required to
convert ketone 10 to amine 15a with a low-temperature
reduction proved challenging, therefore we settled for a two-
step protocol.

With the enantiopure 16a in hand, we next turned to
electrochemical oxidative removal of the 4-methoxyphenyl
group (PMP) in 16a. Mioskowski and Royer” reported electro-
chemical deprotection of the PMP employing Pt electrodes in a
divided cell. However, under their conditions, a low conversion
in the formation of 18 was observed (Table 3, entry 5).
Additional experiments were carried out to identify the

View Article Online
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PMR PMR
N ClsSiH HN
Cat*17 (5 mol%)
toluene, T
Q ove O oMe
MeO OmMe 15 MeO OMe 16
15a,16a: R=H
cat R 15b, 16b: R = TBS

(-)-16b: R = TBS, 17b, r.t, yield 69%, er 2:98%*
}_§ (+)-16a: R = TBS, 17a, r.t, yield 72%, er 99:1
(+)-16a: R = H, 17a, r.t, yield 73%, er 85.5:14.5
(+)-16a: R = H, 17a, -30°C, yield 91%, er 99.5:0.5
(R)-17a, R’ = Me Kenamide
(S)-17b, R’ = tBu Sigamide

Scheme 4 Asymmetric synthesis of chiral amines 16 and 17. (PMP =
4-MeOCgHg4, TBS = tBuMe,Si).

Table 3 Optimisation of the oxidative deprotection of 16a?

C (+)IC()
PMR NaClO,4 (10 equiv)
HN Triflic acid (3 equiv) ~ H2N
CHZCN/H,0 (9:1)
Divided cell
0.85V,20 h
o o
MeO OMe  (+)-16a MeO OMe 18
Entry Variation from the standard condition Yield” of 18 (%)
1 None 76 (629)
2 TFA instead of triflic acid Trace
3 H,S0, instead of triflic acid Trace
4 Without triflic acid or H,O Trace
5 Pt(+)/Pt(-) instead of C(+)/C(-) 30

“Reaction conditions: Carbon plate anode, carbon plate cathode,
divided cell; substrate 0.1 mmol, 10 equiv. of electrolyte in 20 mL of
solvent, constant voltage (0.85 V), additive 0.5 equiv., reaction time
20 hours. ” Conversion by LC-MS. ®Isolated yield of (+)-7 after the treat-
ment of 18 with acetic anhydride in DCM.

© i i c ()IcH) oH
Me +)IC(-
o g‘gg'}f]eEtOH MeO X DMSO: MeOH (4:1) ~ MeO
. ° NH,SCN (5 equiv.) O O
MeO 48 h, 92% MeO MeO
OMe oM 10 mA, 5 h, 92%
13 OH ,, e 12 OMe » OH
H,SO,4 conc
CH3CN/H,0
C(+)IC(-), 15 mA 3%
TFAA/TFA (1:1) NHAc
Bu,NBF, (20 mol%)
CHaCN MeO ‘ O
15mA, 4 h, 68 % MeO
OMe OH
7
Scheme 3 Synthesis of (+)-N-acetylcolchinol.

This journal is © The Royal Society of Chemistry 2022
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optimal conditions as follows: amine 16a (0.1 mmol) was elec-
trolysed under the constant potential of 0.85 V for 20 h at RT
in a divided cell equipped with carbon plate electrodes, in a
9:1 mixture of MeCN and H,O (20 mL) containing 10 equiv.
of NaClO, and 3 equiv. of triflic acid. This led to a free amine
18, which after a standard workup (for details, see ESIt) was
acylated to furnish pure (+)-7 in a 62% yield (Table 3, entry 1).

Triflic acid proved to be an important component of the
mixture, as attempts to remove it or replace it with other acids
failed to give any product (entries 2-4).

It was noted that among the competing side reactions of
the removal of the PMP group in 16a was its oxidative cyclisa-
tion into 19, which represents an attractive alternative route to
the target colchinol (+)-3. Therefore, this reaction was investi-
gated next (Table 4).

Table 4 Optimisation of the oxidative coupling of 16a?

PMP_
NH C (+)IC-)
MeO___~ '\lCau:SOO(f ?1 ";gh/f\’/))
| MeO
MeOo” CHoCN/H,0 (9:1)
OMe 7mA,5h MeO OMe
(+)-16a (+)-19

Entry Variation from the standard condition Yield” of 19 (%)
1 None 82 (749
2 CuS0O, instead of Cu,O 50
3 CuCl instead of Cu,O 56
4 CuBr instead of Cu,O 60
5 Cu(MeCN),BF, instead of Cu,O 53
6 With triflic acid 70 (569)
7 Without H,O 20
8 K,SO, instead of Na,SO, 76 (639)
9 Pt(+)/Pt(—) instead of C(+)/C(-) 48
10 Cu(+)/Cu(-) instead of C(+)/C(-) Trace

“Reaction conditions: Carbon plate anode, carbon plate cathode, undi-
vided cell; substrate 0.1 mmol, 20 mol% electrolyte in 7 mL of solvent,
constant current (7 mA), additives 1 equiv. each, reaction time 4 hours.
b Conversion by LC-MS. ‘Isolated yield.

(0]
veo = (e e
O O RHLSCN (20 mal% O
MeO MeO
OMe 12 OH 5h, 92% OMe
NHAc 1) C (+)IC(-)
NaClO, (10 equiv)
MeO Triflic acid (3 equiv)
e A
O CHiCNHO (1)
OH Divided cell, 0.7 V, 15 h
MeO OMe MeG
e
)3 2) Ac,0, CH,Cl,

70%

Scheme 5 Synthesis of (+)-N-acetylcolchinol 3.
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The conditions employed for the cyclisation of acetamide 7
(Table 2) have undergone some modifications. First, it was
found that the addition of Cu,O played a crucial role in pro-
moting oxidative aromatic coupling (Table 4, entry 1). Other
Cu(r) and Cu(u) salts also gave the desired product but were
slightly less efficient (entries 2-5). The beneficial effect of Cu
is not surprising as for a long time Cu salts have been used,
both stoichiometrically and catalytically, to effect biaryl cross-
coupling.*®*® Switching to an aqueous solvent was another
important change to the original protocol as a poor conversion
was observed in anhydrous acetonitrile (entry 7). At the same
time, the addition of acid was found no longer necessary
(entry 6). In the aqueous reaction medium, simple inorganic
salt can be used as supporting electrolytes (entries 1 and 8).
The reaction is best carried out in an undivided cell equipped
with carbon plate electrodes. Using other electrode materials
gave inferior results (entries 9 and 10). It is worth noting that
when the optimal conditions for the oxidative coupling of 16a
were applied to acetamide 7, low conversion was observed (see
ESI, Table S27), suggesting that the substituents on the nitro-
gen play a significant role.

For the overall enantioselective synthesis of (+)-N-acetylcol-
chinol 3 we opted for the route involving cyclisation of (+)-16a
into (+)-19. The synthetic sequence that commences with the
unsaturated ketone 12 is presented in Scheme 5.
Chemoselective electrochemical hydrogenation of 12 (Table 1,
entries 9 and 10) furnished ketone 10 in 92% yield, which was
converted to imine 15a (82%) by heating in toluene with
4-methoxyaniline in the presence of molecular sieves 5A.
Catalytic asymmetric reduction of 15a with trichlorosilane in
the presence of 17a gave rise to a highly enantioenriched
amine (+)-16a (91%, er 99.5:0.5), which was subjected to
electrochemical cyclisation (Table 4, entry 1) to afford tricyclic
(+)19 (76%). Finally, electrochemical deprotection of the
N-PMP group (a slightly lower voltage and a shorter time were
used compared to those shown in Table 3) followed by acyla-
tion furnished the target (+)-N-acetylcolchinol 3 in a 70% yield
over the two steps. The complete synthetic route from the com-

o _PMP
4-MeOCgH,NH, NI
HMS 5A MeO
toluene, A O O
—_—_—
MeO
10 OH 82% OMe  15a  OH

ClySiH J Cat* 17a (5 mol%)

toluene, —=30°C y 91%, e.r. 99.5:0.5
y PMP
N ~
TPMP 0 80 moi%) V
Us mol%;
O Na,SO, (1 equiv) MeO O O
OH  cH,CNH,0 (9:1)  MeO
e 7mA,5h OMe OH
(+)-19 76% (+)-16a

This journal is © The Royal Society of Chemistry 2022


http://creativecommons.org/licenses/by-nc/3.0/
http://creativecommons.org/licenses/by-nc/3.0/
https://doi.org/10.1039/d2gc02321k

Open Access Article. Published on 01 September 2022. Downloaded on 3/26/2026 9:15:47 AM.

Thisarticleislicensed under a Creative Commons Attribution-NonCommercial 3.0 Unported Licence.

(cc)

Green Chemistry

mercial starting reagents 13 and 14 was accomplished in 7
steps with a 33% overall yield.

Conclusions

In summary, we have developed two variants of stereoselective
synthesis of N-acetylcolchinol where the reagent-based redox
steps were replaced with mild electrochemical protocols. In a
4-step racemic variant, we first developed an efficient electro-
chemical procedure for the reduction of o,p-unsaturated
ketone chemoselectively either to saturated alcohol or ketone.
Then, the electrochemical conditions were optimised to
achieve phenolic oxidative cyclisation of N-acetamide into
N-acetylcolchinol. In the entire sequence, all the reactions
were completed at room temperature with an overall yield of
41%.

In a 7-step enantioselective version, the saturated ketone
was converted to the imine by the reaction with 4-methoxyani-
line. The imine was reduced to the respective enantioenriched
amine by organocatalytic reduction with trichlorosilane with
er 99.5:0.5. The next two redox steps, oxidative phenolic coup-
ling and removal of the N-PMP group, were carried out electro-
chemically followed by acylation of the free amine to furnish
the dextrorotatory enantiomer of N-acetylcolchinol in a 33%
overall yield. Overall, this work showcases the enabling power
of electrochemical redox methods in application to the stereo-
selective synthesis of complex molecules.
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