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ABSTRACT: The synthesis of a series of interlocked profra-
grances and the study of the controlled release of the
corresponding scents are reported. The structures of the
profragrances are based on a [2]pseudorotaxane scaffold with a
fumaramate thread derived from perfumery alcohols and a
tetrabenzylamido ring. The delivery of the scents was accom-
plished by sequential thermal dethreading and further enzymatic
hydrolysis. Alternatively, the dethreading can be achieved by
increasing the polarity of the solvent or photochemical isomer-
ization. The temperature of dethreading can be modulated by the
steric demand of the ends of the thread, which allows the selection
of different precursor structures depending on the desired rates of
delivery. The inputs and outputs for the controlled release of the
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interlocked profragrances correspond to those of YES or AND logic gates.

B INTRODUCTION

The pleasantness of the smell of many natural and synthetic
scents is subtly integrated into our daily lives. Hence, natural
and synthetic scents have found wide use in fine perfumery and
body care and household products. These volatile compounds
are characterized by their relatively low molecular weights,
which allow for efficient evaporation." However, the volatility
of the scents constrains the longevity of the molecule’s
diffusion into air. The design of selective and efficient delivery
systems to control the slow release of highly volatile odorants
and to increase their stability has become a paramount
endeavor in the fragrance industry.” Fragrances can be
stabilized by entrapment in polymeric matrices or micro-
capsules.” Nevertheless, certain microcapsules present draw-
backs such as low material stability or low perfume
encapsulation capacity, especially for polar and hydrophilic
perfumes with low molecular weights."”” Profragrances,
nonvolatile derivatives of scents, represent a valuable
alternative because they can release the active compound
throu§h a suitable stimulus by selective cleavage of a covalent
bond.”*’

The design of functional interlocked molecules programmed
to perform specific tasks in response to an external stimulus has
become a focus of today’s nanoscience.'”'' Stimulus-
responsive rotaxanes are ideal candidates for achieving
different functions such as switching properties, catalysis, or
transport of cargo.'”"’ Biocompatible squaraine rotaxanes
constitute effective imaging probes for medical applica-
tions.'*”"” Notably, Leigh et al. have developed an
autonomous interlocked system capable of transporting an
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anticancer compound and launching its activity once placed
inside the cancer cell.'® More recently, Lewis and Vilar have
designed a rotaxane-based delivery system that can act as a
triggerable cage for G4 DNA binders."

Despite a substantial amount of applications of interlocked
molecules as stimulus-responsive systems, the uses of MIMs
(mechanically interlocked molecules) in perfumery chemistry
have been greatly neglected. Therefore, we envisioned that an
interlocked structure might be suitable as a protective shield
for selected perfumery alcohols and act as a novel and efficient
delivery system to control the slow release. Thus, we designed
scent delivery vectors based on the hydrogen-bonded [2]-
rotaxanes E-1 having a fumaramate thread and a benzylic
amide macrocycle (Scheme 1).

Esterification of volatile alcohols 2a—f (Chart 1) and further
encapsulation into a polyamide ring would provide lower
volatility and additional stability to the fragrance by
mechanically interlocking encapsulation.””™** We envisaged
two external inputs that would lead to the delivery of the scent:
dethreading of the mechanically interlocked system and further
enzymatic hydrolysis. The dethreading of rotaxanes E-1 could
be carried out by thermal and photochemical treatment, two
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Scheme 1. Release of the Volatile Alcohol by Dethreading of
E-1 and Further Hydrolysis of the Ester Functionality”
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Chart 1. Perfumery Alcohols Used in the Design of the
Interlocked Profragrances E-1
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orthogonal methods of activation.”® Likewise, changes in the
polarity of the environment could also drive the deslipping of
E-1.** Finally, enzymatic hydrolysis of the fumaramate ester
would then release the volatile alcohol. Alternatively, hydro-
Iytic treatment of rotaxanes E-1 could remove its mechanical
protection, furnishing the disassembly and direct delivery of
the scent. Notably, the proximity of the macrocycle to the ester
bond is expected to inhibit the enzyme activity when acting on
the interlocked species, before its disassembly. Hence,
entwined structures E-1 would modulate the aroma volatiliza-
tion responding to heat, light, polarity, or a chemical stimulus
for the controlled delivery of the volatile alcohol-derived scents
described in Chart 1.

Herein, we report the synthesis of the mechanically
interlocked profragrances E-1 (Scheme 1). The study of the
controlled released of the corresponding volatile alcohol by
sequential thermal or photochemical dethreading and further
hydrolytic treatment shows that the delivery rate is
dramatically affected by the structure of the scent, which acts
as a kinetic barrier for the disassembly of the interlocked
molecule. Additionally, we investigated if the input and output
features of the mechanized profragrances E-1 correspond to
those of a logic gate.

B RESULTS AND DISCUSSION

Synthesis of the Profragrance-Based [2]Rotaxanes E-
la—d. Threads E-3a—g were prepared by esterification of
odorants 2a—f (Chart 1) with the corresponding (E)-4-
(dibutyl or dibenzylamino)-4-oxobut-2-enoic acids E-4a and E-
4b in yields ranging from 43% to 85% (Scheme 2a). As

Scheme 2. Synthesis of (a) Threads E-3a—g from Carboxylic
Acids E-4a and E-4b and (b) [2]Rotaxanes E-1a—d by Using
the Clipping Methodology
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expected, threads E-3a—g are odorless solid compounds.
Polyamide-based [2]rotaxanes E-1a—d were obtained by a five-
component clipping reaction with p-xylylenediamine and
isophthaloyl chloride in the presence of Et;N (Scheme 2b).
The obtained yields (8—14%) are reasonable by considering
the moderate templating ability of amido esters.”> In all cases,
the identity was confirmed by 'H and “C{'H} NMR
spectroscopy and high-resolution mass spectrometry, whereas
2D NMR was used to further prove that the mechanically
interlocked scents were formed (Supporting Information). We
did not succeed in preparing [2]rotaxanes derived from threads
E-3e—g, probably because the terpenoid backbone is not bulky
enough for stabilizing the mechanical bond, thus allowing the
deslipping of the ring from the potential mechanically
interlocked species. Thermogravimetric analysis showed that
profragrances E-la—d are stable and retain their structural
integrity at the solid state up to 200 °C (Supporting
Information).

Next, dethreading experiments were carried out to evaluate
the effect of temperature, solvent polarity, or UV light on the
stability and release time of the thread out of the macrocycle
(Scheme 3 and Table 1). At first glance, the steric size of the
stoppers seems to be the key element controlling the
deslipping process. Nevertheless, additional factors, both
enthalpic and entropic in nature, need to be considered.”®
Changes in the temperature or polarity of the environment also
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Scheme 3. Dethreading of [2]Rotaxanes E-la—d under
Three Different Reaction Conditions A—C”

Reaction Conditions

A,BorC M
O?Q\F E-3ad
NH HN
<§ §> " A: C,D,Cly, 100 °C
NH  HNT | B:1:1 CDCl3/MeOD, 50 °C

°4\©/§° | C:1:1 CDCI3/MeOD, 25 °C

5
“Identities of R and R’ listed in Table 1.

dramatically influence the stability and internal dynamics of the
interlocked structures.”*>%*’ Dethreading processes of rotax-
anes E-la—d were studied under thermal conditions. Thus, we
dissolved E-1a—d in C,D,Cl, and monitored the evolution of
the deslipping at 100 °C by "H NMR spectroscopy (reaction
conditions A in Scheme 3). Kinetic parameters for these
transformations are included in Table 1 (entries 1—4).*® The
rates of dethreading for dibutylcarboxamides E-1la—c correlate
to the bulkiness of the stopper coming from the scent moiety,
that of cedanol-derived end (E-1c) being the most sterically
demanding and, hence, featuring the longer half-life time
(Table 1, entry 3).

Notably, the dethreading of dibenzylcarboxamide inter-
locked scent E-1d, with the bulkiest stoppers, did not take
place under the tested reaction conditions. This observation
apparently proves that the dethreading should take place by
sliding the dibutylcarboxamide edge out of the macrocycle.
The presence of polar solvent CD;0D, with a keen avidity to
hydrogen bonding, clearly interferes with the mechanical
stability. Hence, the ring deslipping from pseudorotaxanes E-
la and E-1b could be expedited at 50 °C in a 1:1 CDCl;/
CD;0D mixture to half-times of approximately 0.5 h (Table 1,
entries S and 6). However, the dethreading of E-1c and that of

E-1d, the latter with the most sterically demanding stoppers,
were energetically unsurmountable under these conditions.
Finally, the dethreading of E-l1a and E-1b in a 1:1 CDCl;/
CD;OD mixture at 25 °C is instantaneous with percentages of
10% and 9%, respectively (reaction conditions C in Scheme 3).
Again, rotaxanes E-1c and E-1d do not experience dethreading
in this medium.

Because ambient daylight is an omnipresent and green
energy source, photorelease of scents constitutes a suitable
mechanism for delivery control.””*® In particular, its
orthogonality to other reaction conditions makes it a useful
trigger for photoresponsive delivery systems. In fact, light
irradiation is a highly harnessed stimulus for the control of
molecular machinery.”"** For pseudorotaxanes E-la—c, the E/
Z isomerization of the fumaramate to a maleamate
functionality would decrease the number of hydrogen bond
interactions between the axle and macrocycle from four to two,
thus facilitating the dethreading process (Scheme 4).

Rotaxane E-1d was excluded from this study because its
more sterically demanding stoppers prevent the deslipping of
the ring. Thus, we submitted rotaxanes E-la—c to light
irradiation (312 nm) in CH,Cl, for a period of 90 min
(Scheme 4). Rotaxanes E-1a and E-1b, derived from Hindinol
(2a) and Levosandol (2b), respectively, disassembled in situ,
leading to the corresponding maleamate threads Z-3a and Z-
3b, respectively. However, we were capable of isolating
rotaxane Z-1c with dibutylcarboxamido and Cedanol-derived
ends. The thermal dethreading of Z-1¢ at 100 °C in C,D,Cl,
was monitored by 'H NMR (Supporting Information),
affording a half-life of 7.7 h, which turned out to be
approximately half of that for its E-1c isomer (Table 1, entry
10). The difference between the free energies of activation for
the dethreading of E-1c and Z-1c amounts to 2.6 k] mol™!, a
value that gives an approximate measurement of the difference
in stability between both interlocked configurational iso-
mers.”** Finally, the shifts to lower frequencies of selected
"H NMR resonances of the OR fragment in Z-1c with respect
to those of E-1c support the movement of macrocycle § along
the thread and the weaker interactions with the maleamate
station (Figure 1, protons g—i; for lettering, see Scheme 2b). It
is also worth noting that the macrocyclic methylene protons of
Z-1c (Figure la, protons E) resonate as a broad singlet at 4.58

Table 1. Half-Life Times, Rate Constants, and Free Energies of Activation for the Dethreading of Rotaxanes E-1a—c and Z-1a—

c under Different Conditions

entry rotaxane ROH R’ solvent
1 E-1a Hindinol (2a) Bu C,D,Cl,
2 E-1b Levosandol (2b) Bu C,D,Cl,
3 E-1c Cedanol (2c) Bu C,D,Cl,
4 E-1d Cedanol (2c) Bn C,D,Cl,
S E-la Hindinol (2a) Bu 1:1 CDCl;/MeOD
6 E-1b Levosandol (2b) Bu 1:1 CDCl;/MeOD
7 E-1c Cedanol (2c) Bu 1:1 CDCl;/MeOD
8 Z-1a Hindinol (2a) Bu CH,Cl,
9 Z-1b Levosandol (2b) Bu CH,Cl,
10 Z-1c Cedanol (2¢) Bu C,D,Cl,

T (°C) t1/, (h)* k (x10° s71)” AG* (K mol™)b<
100 2.0 9.7 120.7
100 2.7 7.2 121.6
100 17.5 1.1 127.5
100 _d _d _d

50 0.4 47.0 99.9
50 0.6 30.8 101.0
50 _d _d _d
2 e e e
55 e e e
100 7.7 2.5 124.9

“Dethreading monitored by 'H NMR spectroscopy as a function of time and concentration of rotaxane and thread calculated from direct
integration (Supporting Information). ®Obtained from the Eyring equation. “Gibbs free energy of activation calculated at 100 or 50 °C (see T).
“The rotaxane is stable at this temperature, and no dethreading was observed. “The dethreading takes places immediately after the
photoisomerization; therefore, the corresponding Z-isomerized rotaxane could not be isolated, nor could the rate constant of dethreading be

measured (see Scheme 4).
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Scheme 4. Photoisomerization of [2]Rotaxanes E-la—c
under UV Light and Further Dethreading of the Resulting
[2]Rotaxanes Z-la—c”

312 nm
—_—
CH,Cl,
90 min
E-la<c
CH,Clp, T
(see Table 1) R 00
/N—/<_>~0R
D) F =
5 Z-3a-c

“Identities of R and R’ listed in Table 1.

a) E

I ppm EIS I 5 ‘ 4 I 3
Figure 1. Selected region of the '"H NMR (600 MHz, CDCl,, 25 °C)
spectra of (a) Z-1c and (b) E-1c. Lettering in Scheme 2b.

ppm while the corresponding signals of E-1c (Figure 1b) are
non-equivalent (4.58 and 4.38 ppm) as a result of the different
magnetic environments ascribed to its axial and equatorial
positions of the macrocycle adopting a symmetrical chairlike
conformation. This difference is associated with the rotational
motion of the ring of single-binding site amide-based
[2]rotaxanes,”* which happens at a higher speed in interlocked
profragrance Z-1c¢ than in its isomer, E-1c.

Lipases represent an important class of enzymes that are
found in human skin, allowing the bond cleavage of an ester
functionality under neutral and mild conditions.” In a first
proof of concept, we tested the release of scent from non-
interlocked profragrances E-3a—d through enzymatic hydrol-
ysis by using Candida rugosa and Candida antarctica lipases
(not shown). Because no conversion was observed in any case,
the hydrolysis of E-3a—d was conducted by employing pig liver
esterase (PLE) in a 4:1 water/acetone mixture, solvents
compatible with perfumery applications® (Scheme 5 and
Table 2).

Additionally, potassium dihydrogen phosphate and Arquad
were added as the buffer and surfactant, respectively.

Scheme 5. Hydrolysis of Profragrances E-3a—d in the
Presence of PLE”

ROH < Levosandol

(0] (o]
Cedanol o
Z OR s =
RyN )W _ > RyN )k/\ﬂ/
o] ) o]

PLE (10%
E-3a-d H,0:Acetone 4:1, T E-4a,b

{ Hindinol

Surfactant, Ko;HPO,4

“Temperature and reaction times listed in Table 2.

Surfactants are included in most perfumery aqueous
formulations to solubilize hydrophobic compounds.”*™** At
selected reaction times, an aliquot was taken from the reaction
mixture and CHCI; was added. The organic phase was washed
with aqueous HCI and brine, and the solvent removed under
reduced pressure. Conversion of E-3a—d into E-4a and E-4b
was determined by 'H NMR spectroscopy from the crude
product by integration of the olefinic protons (Table 2).
Control experiments for the lack of an enzyme, a surfactant, or
a base demonstrated that the presence of both the enzyme and
the base is mandatory for the reaction to take place
(Supporting Information).

The hydrolysis of E-3a—d worked smoothly with con-
versions of 20—33% at 25 °C after 24 h (Table 2, entries 1, 4,
7, and 10, respectively). As the temperature increased to 40 °C,
conversions increased to 46—72% (Table 2, entries 2, 5, 8, and
11, respectively). Apparently, complete conversions were
obtained at 60 °C and shorter times (Table 2, entries 3, 6,
9, and 12, respectively). Curiously, the hydrolysis of threads Z-
3a—c under the same conditions was much slower than that of
their E isomers at 20, 40, or 60 °C (Table 2). On the contrary,
the delivery of the scents was also slower from rotaxanes E-la—
d (Scheme 6 and Table 2). Thus, the enzymatic hydrolysis of
E-1a and E-1b derived from Hindinol and Levosandol needed
48 h to achieve <50% conversion (Table 2, entries 1 and 4,
respectively). At this time, 'H NMR spectra showed
resonances that could be assigned to fumaramic acid E-4a
and free axle E-3 as the only reaction products.

The lack of rotaxane E-1 in the reaction mixture indicates
that the ester hydrolysis takes place after the dethreading event.
This fact brings to light the mechanical protecting role of the
macrocycle in profragrances E-la—d. This hypothesis agrees
well with the fact that the bulkiness of the stopping terpenoid
decisively influences the rate of formation of hydrolytic
product E-4 and, by extension, the delivery of the scent.
According to this assumption, the hydrolysis of the ester
functionality in rotaxanes E-lc and E-1d, derived from the
more sterically demanding Cedanol, is slower than that of E-1a
and E-1b. Thus, the delivery of Cedanol from E-1c needs 32
days (768 h) at 25 °C to achieve 54% conversion (Table 2,
entry 7). No hydrolysis was observed for rotaxane E-1d with a
dibenzylcarboxamide stopper after 7 days at this temperature
or 40 °C (Table 2, entries 10 and 11). The hydrolysis could be
boosted by increasing the temperature to 60 °C. At this
temperature, conversions of 70% and 95% were observed for
rotaxanes E-1c and E-1d, respectively, although with reaction
times ranging from 8 h to 7 days (168 h) (Table 2, entries 9
and 12, respectively). Direct hydrolysis without previous
dethreading cannot be discarded for E-1d.

https://doi.org/10.1021/acs.joc.1c01725
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Table 2. Hydrolytlc Release of Scents from Threads E-3a—d and Z-3a—c and Rotaxanes E-la—d in the Presence of PLE,”
Arquad and K,HPO,“ at 25, 40, and 60 °C and Reaction Times and Conversions

entry ROH R’ T (°C) E-3t(h) E-3 (% conversion)™ Z3t(h) Z-3 (% conversion)”® E-1¢(h) E-1 (% conversion)®
1 Hindinol (2a) Bu 25 24 33 24 s 48 507
2 Hindinol (2a) Bu 40 24 S1 24 13 - -
3 Hindinol (2a) Bu 60 16 >95 24 42 - -
4 Levosandol (2b)  Bu 25 24 20 24 5 48 234/
S Levosandol (2b) Bu 40 24 46 24 8 - -
6 Levosandol (2b) Bu 60 16 87 24 33 - -
7 Cedanol (2¢) Bu 25 24 22 24 S 768 54%
8 Cedanol (2¢) Bu 40 24 56 24 16 48 458
9 Cedanol (2¢) Bu 60 16 >95 24 50 8 95/
10 Cedanol (2¢) Bn 25 24 31" - - 168 o
11 Cedanol (2c) Bn 40 24 72" - — 168 o’
12 Cedanol (2¢) Bn 60 24 >95 - - 168 70"

“Ten percent with respect to the substrate. “Ten percent in water. ‘At 50 mM. “Determined by '"H NMR from the crude product by integration of
the olefinic protons (error of 5%). “An aliquot was taken from the reaction Imxture, and CHCl; (5 mL) was added. The organic phase was washed
with 1 M HCl and brine, and the solvent removed under reduced pressure.”Fumaramic acid E-4 and free axle E-3 were the only reaction products.
No rotaxane was observed. Fumaramic acid E-4, free axle E-3, and free macrocycle § were the only reaction products. The conversion was
determined from the integration of the olefinic signals of axle and fumaramic acid E-4. "Determined by 'H NMR from the crude product by
integration of the benzylic protons. ‘Resonances corresponding to axle E-3d were not observed.

Scheme 6. Hydrolysis of Profragrances E-la—d in the
Presence of PLE”

Hindinol
ROH < Levosandol

/ Cedanol o
R’ OH
— WSy

5
PLE (10%)
H,O:Acetone 4:1, T

E-1a-d Surfactant, K;HPO4

“Temperature and reaction times listed in Table 2.

Controlled delivery of fragrance molecules is the fulcrum of
digital scent technology, which may add another dimension to
electronics. Molecular logic gates are molecules that perform
logical operations based on chemical or physical inputs and
produce a defined output.*”~*" Since the first molecular gate
was synthesized by de Silva and co-workers,"* a variety of
molecular systems capable of realizing Boolean logic gates have
been des1§ned some of them employing stimulus-responsive
rotaxanes. ~*° A set of ion-driven molecular logic gates have
been already implemented in detergent micelles by arrangin
the association between available lumophores and receptors.”
A YES single-input gate is one of the simplest logic devices,
passing the input bits to the output without changes. From this
point of view, rotaxanes E-la and E-1b working with PLE at
room temperature could be considered as YES gates, the input
being the enzymatic hydrolysis and the output being the
release of Hindinol, Levosandol, or Cedanol. When the
number of inputs increases from 1 to 2, more complex logic
gates emerge. For instance, an AND gate gives an output of 1
only if both inputs are held at 1 each. Considering both heat
and the enzyme as inputs, rotaxanes E-1c and E-1d could be

considered as an AND gate working at 60 °C, because the
release of Cedanol (output) takes place only when both stimuli
are present. The truth table featured by rotaxanes E-1c and E-
1d is represented in Scheme 7.

Scheme 7. Physical Electronic Symbols of the Two-Input
AND Logic Gate and Truth Table Featuring Interlocked
Profragrances E-1c and E-1d

AND logic gate

Heat Enzyme Scent
Input 1 0 : 0
(Heat)
(Enzyme (scent) 1 ‘, 0
\l 1 1
e

B CONCLUSIONS

The controlled delivery of sandalwood scents Hindinol,
Levosandol, and Cedanol can be achieved by means of
interlocked profragrances based on a [2]pseudorotaxane
structure with a tetrabenzylamido macrocycle and a fumar-
amate thread derived from the perfumery alcohols. The
macrocycle provides extra stability to the scent, an important
factor to be considered during storage. The release of the
scents can be conducted by sequential dethreading and further
enzymatic hydrolysis by employing PLE. The temperature of
dethreading is dependent on the steric demand of the ends of
the thread (dibutyl or dibenzylcarboxamido), a fact that would
allow the selection of different precursor structures depending
on the desired rates of delivery. Alternatively, the dethreading
can also be achieved by increasing the polarity of the solvent or
by photochemical isomerization. The inputs and output for the
controlled release of the scents featured by the synthesized
interlocked profragrances correspond to those of YES or AND
logic gates.

The significance of a new field always depends on how it is
useful for real life applications. On the basis of the results of
this proof of concept, this novel category of a smart scent
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dispenser paves the way for the development of interlocked
profragrances as suitable delivery systems of volatile scents.

B EXPERIMENTAL SECTION

General Information. All reagents were purchased from
commercial sources and used without further purification. HPLC
grade solvents were nitrogen-saturated, dried, and deoxygenated using
an Innovative Technology Inc. Pure-Solv 400 Solvent Purification
System. Column chromatography was carried out using silica gel (60
A, 70-200 pm, SDS) as the stationary phase, and TLC was
performed on precoated silica gel on aluminum cards (0.25 mm thick,
with a fluorescent indicator at 254 nm) and observed under UV light.
All melting points were determined on a Kofler hot-plate melting
point apparatus and are uncorrected. 'H and *C{'H} NMR spectra
were recorded on Bruker Avance 300, 400, and 600 MHz instruments.
'"H NMR chemical shifts are reported relative to Me,Si and were
referenced via residual proton resonances of the corresponding
deuterated solvent, whereas *C{'H} NMR spectra are reported
relative to Me,Si using the carbon signals of the deuterated solvent.
Signals in the 'H and "C{'H} NMR spectra of the synthesized
compounds were assigned with the aid of DEPT-135 and two-
dimensional NMR experiments (COSY, HMQC, and HMBC).
Abbreviations of coupling patterns are as follows: br, broad; s,
singlet; d, doublet; t, triplet; q, quadruplet; m, multiplet. Coupling
constants (J) are expressed in hertz. High-resolution mass spectra
(HRMS) were recorded on a HPLC/MS TOF 6220 mass
spectrometer. TGA analyses were conducted in a SDT 2960 TA
Instruments instrument by heating at a rate of 10 °C/min up to 600
°C under a nitrogen gas atmosphere (120 mL/min). Takasago Int.
Chemicals Europe in Murcia provided the scents depicted in Chart 1:
Hindinol [@]} +1.6° (¢ 0.0013, CHCL;), Levosandol [a]Z —0.5° (¢
0.0012, CHCly), Cedanol [a]F +1.2° (¢ 0.0010, CHCl), and Nopol
(@)} —43.3° (¢ 0.0016, CHCL,).*® The synthesis of carboxylic acids
E-4a and E-4b was conducted following previously reported
procedures.”’

General Procedure for the Synthesis of Threads E-3a—g. To
a solution of the corresponding fragrance (1.0 equiv) in anhydrous
CH,Cl, (40 mL) under a N, atmosphere were added carboxylic acid
E-4a or E-4b (1.2 equiv) and DMAP (0.2 equiv) at 0 °C. After the
mixture had been stirred for 10 min, EDCI (1.1 equiv) was added.
The reaction mixture was stirred at room temperature overnight. After
this time, the reaction mixture was subsequently washed with water (2
X 50 mL), 1 M HCI (2 X 50 mL), saturated NaHCO; (2 X 50 mL),
and brine (2 X 50 mL). The organic phase was dried over anhydrous
MgSO,, and the solvent removed under reduced pressure. The crude
product was purified by column chromatography on silica gel, to give
the corresponding thread.

Thread E-3a. Thread E-3a was prepared following the described
procedure from Hindinol (427 mg, 2.2 mmol) and carboxylic acid E-
4a (549 mg, 2.42 mmol). The resulting residue was purified by silica
gel chromatography eluting with hexanes/AcOEt (100:0 to 80:20).
The solvent was removed under reduced pressure to give the title
product as a yellow oil (599 mg, 68%): [aly —6.6° (¢ 0.0129,
CHCL,); 'H NMR (600 MHz, CDCl,, 298 K) & 7.36 (d, J = 15.2 Hz,
1H), 6.83 (d, J = 15.2 Hz, 1H), 5.53 (tq, J = 7.2, 1.2 Hz, 1H), 5.21—
5.20 (m, 1H), 4.58 (s, 2H), 3.40—3.37 (m, 2H), 3.33—3.31 (m, 2H),
2.28-2.21 (m, 1H), 2.20—2.15 (m, 1H), 2.04—1.98 (m, 1H), 1.84—
1.76 (m, 2H), 1.68 (s, 3H), 1.60—1.59 (m, 3H), 1.57—1.51 (m, 4H),
1.35—1.29 (m, 4H), 0.98 (s, 3H), 0.95—0.91 (m, 6H), 0.79 (s, 3H);
BC{'H} NMR (150 MHz, CDCl,, 298 K) § 165.9 (C), 164.2 (C),
148.6 (C), 134.3 (CH), 131.0 (CH), 130.1 (CH), 129.6 (C), 121.7
(CH), 71.0 (CH,), 50.2 (CH), 48.1 (CH,), 46.8 (C), 46.5 (CH,),
35.6 (CH,), 31.9 (CH,), 29.9 (CH,), 28.4 (CH,), 25.9 (CH,), 20.3
(CH,), 20.0 (CH,), 19.8 (CH;), 14.1 (CH,), 13.9 (CH,), 13.8
(CH,), 12.7 (CH,); HRMS (ESI) caled for C,sH,,NO; [M + HJ*
404.3165, found 404.3149.

Thread E-3b. Thread E-3b was prepared following the described
procedure from Levosandol (420 mg, 2 mmol) and carboxylic acid E-
4a (549 mg, 2.4 mmol). The resulting residue was purified by column

chromatography (silica gel) eluting with hexanes/AcOEt (100:0 to
80:20). The solvent was removed under reduced pressure to give the
title product as a yellow oil (661 mg, 79%): [a]y —4.9° (c 0.0131,
CHCL,); 'H NMR (600 MHz, CDCl,, 298 K) 6 7.36 (d, J = 15.2 Hz,
1H), 6.83 (d, ] = 15.2 Hz, 1H), 5.50 (t, ] = 7.2 Hz, 1H), 5.22—5.21
(m, 1H), 4.65—4.60 (m, 2H), 3.40—3.37 (m, 2H), 3.33—3.31 (m,
2H), 2.28-2.22 (m, 1H), 2.21-2.17 (m, 1H), 2.13 (q, J = 7.6 Hg,
2H), 2.04—1.99 (m, 1H), 1.85—-1.75 (m, 2H), 1.59—1.60 (m, 3H),
1.59—1.52 (m, 4H), 1.35—1.29 (m, 4H), 1.01 (t, J = 7.6 Hz, 3H),
0.99 (s, 3H), 0.95—0.91 (m, 6H), 0.79 (s, 3H); *C{'H} NMR (150
MHz, CDCl,;, 298 K) 6 165.9 (C), 164.2 (C), 148.6 (C), 135.4 (C),
134.3 (CH), 131.1 (CH), 130.2 (CH), 121.7 (CH), 69.2 (CH,), 50.4
(CH), 48.2 (CH,), 46.9 (C), 46.6 (CH,), 35.6 (CH,), 32.0 (CH,),
29.9 (CH,), 28.1 (CH,), 25.9 (CH,), 21.5 (CH,), 20.3 (CH,), 20.1
(CH,), 19.8 (CH,), 139 (CH,), 13.8 (CH,), 13.0 (CH,), 12.7
(CH,); HRMS (ESI) caled for C,,H,,NO, [M + H]" 418.3321,
found 418.3302.

Thread E-3c. Thread E-3¢ was prepared following the described
procedure from Cedanol (463 mg, 2.3 mmol) and carboxylic acid E-
4a (549 mg, 2.42 mmol). The resulting residue was purified by
column chromatography (silica gel) eluting with hexanes/AcOEt
(100:0 to 80:20). The solvent was removed under reduced pressure
to give the title product as a yellow oil (755 mg, 81%): [a]}’ +2.4° (¢
0.0155, CHCL); '"H NMR (600 MHz, CDCl,, 298 K) 6 7.35 (d, ] =
15.3 Hz, 1H), 6.81 (d, J = 15.2 Hz, 1H), 4.31-4.25 (m, 2H), 3.64
(ddd, J = 10.8, 6.3, 4.3 Hz, 1H), 3.53 (ddd, ] = 11.0, 5.5, 4.0 Hz, 1H),
3.40—3.37 (m, 2H), 3.33—3.31 (m, 2H), 3.21 (dd, ] = 7.6, 3.5 Hz,
1H), 1.75—1.71 (m, 1H), 1.68—1.62 (m, 2H), 1.59—1.51 (m, SH),
1.50—1.46 (m, 1H), 1.35—-1.29 (m, 4H), 0.98—0.92 (m, 11H), 0.86
(s, 3H), 0.78 (s, 3H); *C{'H} NMR (150 MHz, CDCl,, 298 K) &
165.9 (C), 164.2 (C), 134.3 (CH), 130.9 (CH), 87.6 (CH), 66.9
(CH,), 64.5 (CH,), 49.3 (C), 48.1 (CH,), 46.6 (CH,), 46.5 (C),
45.1 (CH), 38.6 (CH,), 34.5 (CH,), 31.9 (CH,), 29.9 (CH,), 274
(CH,), 20.34 (CH,), 20.30 (CH,), 20.2 (CH,;), 20.0 (CH,), 13.9
(CH,;), 13.8 (CH;), 11.9 (CH,); HRMS (ESI) calcd for C,,H,,NO,
[M + H]* 408.3114, found 408.3103.

Thread E-3d. Thread E-3d was prepared following the described
procedure from Cedanol (303 mg, 1.53 mmol) and carboxylic acid E-
4b (500 mg, 1.69 mmol). The resulting residue was purified by
column chromatography (silica gel) eluting with hexanes/AcOEt
(100:0 to 80:20). The solvent was removed under reduced pressure
to give the title product as a yellow oil (311 mg, 43%): [a]¥’ —3.1° (¢
0.0113, CHCL,); '"H NMR (401 MHz, CDCl;, 298 K) 6 7.45 (d, ] =
15.3 Hz, 1H), 7.39-7.28 (m, 6H), 7.25—7.23 (m, 2H), 7.17-7.14
(m, 2H), 6.97 (d, ] = 15.3 Hz, 1H), 4.64 (s, 2H), 4.52 (s, 2H), 4.25—
4.28 (m, 2H), 3.62 (ddd, J = 11.0, 5.8, 4.3 Hz, 1H), 3.51 (ddd, ] =
11.0, 5.2, 42 Hz, 1H), 3.19 (dd, ] = 7.6, 3.4 Hz, 1H), 1.72—1.61 (m,
3H), 1.58—1.52 (m, 1H), 1.51—1.43 (m, 1H), 0.99—0.91 (m, 2H),
0.90 (s, 3H), 0.83 (s, 3H), 0.77 (s, 3H); *C{'H} NMR (101 MHz,
CDCl,;, 298 K) 6 165.6 (C), 165.4 (C), 136.7 (C), 135.9 (C), 133.9
(CH), 132.3 (CH), 129.1 (CH), 128.8 (CH), 128.5 (CH), 128.1
(CH), 127.8 (CH), 126.8 (CH), 87.6 (CH), 66.9 (CH,), 64.6
(CH,), 50.2 (CH,), 49.3 (C), 48.5 (CH,), 46.5 (C), 45.1 (CH), 38.6
(CH,), 344 (CH,), 274 (CH,), 20.3 (CH,), 20.2 (CH;), 11.8
(CH,); HRMS (ESI) caled for C,Hy;NO, [M + HJ* 476.2801,
found 476.2788.

Thread E-3e. Thread E-3e was prepared following the general
procedure from Nerol (308 mg, 2 mmol) and carboxylic acid E-4a
(500 mg, 2.2 mmol). The crude product was purified by column
chromatography (silica gel) eluting with hexanes/AcOEt (99:1 to
96:4). The solvent was removed under reduced pressure to give the
title product as a yellow oil (499 mg, 69%): [a]y —1.6° (c 0.0117,
CHCL,); 'H NMR (401 MHz, CDCl,, 298 K) 6 7.35 (d, J = 15.2 Hz,
1H), 6.80 (d, J = 15.2 Hz, 1H), 5.38 (tm, J = 7.2 Hz, 1H), 5.10-5.06
(m, 1H), 4.67 (dd, ] = 7.3, 0.8 Hz, 2H), 3.39—3.30 (m, 4H), 2.15—
2.07 (m, 4H), 1.76 (m, 3H), 1.67 (m, 3H), 1.59 (s, 3H), 1.57—1.49
(m, 4H), 1.36—1.27 (m, 4H), 0.95—0.90 (m, 6H); *C{'H} NMR
(101 MHz, CDCl,, 298 K) 6 166.0 (C), 164.2 (C), 143.1 (C), 134.2
(CH), 132.3 (C), 131.1 (CH), 123.5 (CH), 118.8 (CH), 61.8 (CH,),
48.1 (CH,), 46.5 (CH,), 32.3 (CH,), 31.9 (CH,), 29.8 (CH,), 26.7
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(CH,), 25.8 (CHy), 23.6 (CH;), 203 (CH,), 200 (CH,), 177
(CH,), 13.9 (CH,), 13.8 (CH,); HRMS (ESI) caled for Cp,HyNO,4
[M + H]* 364.2852, found 364.2842.

Thread E-3f. Thread E-3f was prepared following the previously
described procedure from Geraniol (308 mg, 2 mmol) and carboxylic
acid E-4a (500 mg, 2.2 mmol). The resulting residue was purified by
column chromatography (silica gel) eluting with hexanes/AcOEt
(100:0 to 90:10). The solvent was removed under reduced pressure
to give the title product as a yellow oil (601 mg, 83%): [a]¥ +0.5° (¢
0.0149, CHCL;); 'H NMR (401 MHz, CDCl;, 298 K) 6 7.36 (d, J =
15.2 Hz, 1H), 6.81 (d, J = 15.2 Hz, 1H), 5.37 (tm, J = 7.1 Hz, 1H),
5.10—-5.06 (m, 1H), 4.71 (d, ] = 7.1 Hz, 2H), 3.41-3.31 (m, 4H),
2.13—2.03 (m, 4H), 1.72 (s, 3H), 1.68 (s, 3H), 1.60 (s, 3H), 1.59—
1.51 (m, 4H), 1.38—1.28 (m, 4H), 0.97-091 (m, 6H); BC{'H}
NMR (101 MHz, CDCl,, 298 K) § 166.1 (C), 164.3 (C), 142.9 (C),
134.3 (CH), 132.0 (C), 131.1 (CH), 123.8 (CH), 118.0 (CH), 62.1
(CH,), 48.1 (CH,), 46.5 (CH,), 39.6 (CH,), 32.0 (CH,), 29.9
(CH,), 264 (CH,), 25.8 (CH,), 20.4 (CH,), 20.1 (CH,), 17.8
(CH,), 16.6 (CH,), 13.9 (CH,), 13.8 (CH,); HRMS (ESI) calcd for
CpHygNO, [M + H]* 3642852, found 364.2843.

Thread E-3g. Thread E-3g was prepared following the described
procedure from Nopol (333 mg, 2 mmol) and carboxylic acid E-4a
(500 mg, 2.2 mmol). The resulting residue was purified by column
chromatography (silica gel) eluting with hexanes/AcOEt (S:1 to 3:1).
The solvent was removed under reduced pressure to give the title
product as a yellow oil (639 mg, 85%): [a]y —20.3° (c 0.01S5,
CHCL,); 'H NMR (401 MHz, CDCl,, 298 K) § 7.33 (d, J = 15.2 H,
1H), 6.79 (d, ] = 15.2 Hz, 1H), 5.30—5.29 (m, 1H), 4.24—4.13 (m,
2H), 3.40—3.29 (m, 4H), 2.38—2.30 (m, 3H), 2.27-2.15 (m, 2H),
2.07—2.03 (m, 2H), 1.59—1.50 (m, 4H), 1.36—1.29 (m, 4H), 1.26 (s,
3H), 1.13 (d, J = 8.6 Hz, 1H), 0.95—0.90 (m, 6H), 0.80 (s, 3H);
BC{'H} NMR (101 MHz, CDCl,;, 298 K) § 165.9 (C), 164.2 (C),
144.0 (C), 134.1 (CH), 131.1 (CH), 119.1 (CH), 63.3 (CH,), 48.1
(CH,), 46.6 (CH,), 45.6 (CH), 40.7 (CH), 38.1 (C), 35.9 (CH,),
319 (CH,), 31.7 (CH,), 31.4 (CH,), 29.9 (CH,), 26.3 (CH;), 21.2
(CH,), 203 (CH,), 20.0 (CH,), 13.9 (CH,), 13.8 (CH,); HRMS
(ESI) calcd for C,3H;sNO; [M + H]* 376.2852, found 376.2838.

General Procedure for the Preparation of [2]Rotaxanes E-
Ta—d. A solution of the thread (1 equiv) and Et;N (12 equiv) in
CHCI; (400 mL) was stirred vigorously, while two solutions of (i) p-
xylylene diamine (8 equiv) and Et;N (12 equiv) in CHCl; (20 mL)
and (ii) isophthaloyl chloride (8 equiv) in CHCly (20 mL) were
simultaneously added over a period of 4 h using a motor-driven
syringe pump. After being stirred at room temperature for 4 h, the
resulting suspension was filtered through a Celite pad and
subsequently washed with water (400 mL), an aqueous solution of
1 M HCI (2 X 300 mL), a saturated solution of NaHCO; (2 X 300
mL), and brine (200 mL). The organic phase was dried over MgSO,,
and the solvent removed under reduced pressure. The resulting solid
was purified by column chromatography (silica gel) to yield
unconsumed thread and [2]rotaxane.

Rotaxane E-1a. Rotaxane E-la was obtained from thread E-3a
(460 mg, 1.14 mmol) by using the general procedure described above.
The crude product was purified by column chromatography on silica
gel eluting with 7:3 CHCl;/AcOEt to give the title product as a white
solid (149 mg, 14%): mp 99—101 °C; [a]} —1.5° (c 0.0103, CHCl,);
'"H NMR (600 MHz, CDCl,, 298 K) 6 8.53 (s, 2H), 8.29 (dd, J = 7.8,
1.6 Hz, 4H), 7.66 (t, ] = 7.8 Hz, 2H), 7.40 (s, 4H), 7.04 (s, 8H), 5.97
(d, ] = 149 Hz, 1H), 5.71 (d, ] = 14.9 Hz, 1H), 5.66 (tm, ] = 7.2 Hz,
1H), 5.20—-5.19 (m, 1H), 4.68—4.52 (m, 6H), 4.35 (s, 4H), 3.11—
3.09 (m, 2H), 2.84—2.81 (m, 2H), 2.26—2.21 (m, 2H), 2.09—2.05
(m, 1H), 1.85—1.77 (m, SH), 1.59—1.58 (m, 3H), 1.40—1.35 (m,
2H), 1.12—1.06 (m, 4H), 0.98 (s, 3H), 0.80—0.78 (m, 6H), 0.57—
0.54 (m, 3H), 0.52—0.47 (m, 2H); *C{"H} NMR (150 MHz, CDCl,,
298 K) & 168.7 (C), 165.8 (C), 163.5 (C), 148.6 (C), 137.6 (C),
133.4 (C), 132.9 (CH), 132.1 (CH), 129.8 (CH), 129.6 (CH), 129.2
(CH), 129.0 (CH), 128.5 (C), 122.8 (CH), 121.5 (CH), 73.0 (CH,),
50.1 (CH), 48.9 (CH,), 47.9 (CH,), 46.8 (C), 43.8 (CH,), 35.6
(CH,), 32.3 (CH,), 29.7 (CH,), 28.6 (CH,), 25.9 (CH,), 20.1
(CH,), 19.8 (CH;), 19.7 (CH,), 14.6 (CH,), 13.8 (CH,), 13.7

15051

(CH,), 12.8 (CH;); HRMS (ESI) caled for Cg,H,oN;O, [M + H]*
936.5275, found 936.5279.

Rotaxane E-1b. Rotaxane E-1b was obtained from thread E-3b
(661 mg, 1.57 mmol) by using the general procedure described above.
The solid crude was purified by column chromatography on silica gel
by eluting with 7:3 CHCl;/AcOEt to give the title product as a white
solid (185 mg, 12%): mp 71—73 °C; [a]y —9.7° (¢ 0.0099, CHCL,);
"H NMR (600 MHz, CDCl,, 298 K) & 8.53 (s, 2H), 8.30 (dd, J = 7.8,
1.6 Hz, 4H), 7.65 (t, ] = 7.8 Hz, 2H), 7.37 (t, ] = 4.6 Hz, 4H), 7.04 (s,
8H), 5.98 (d, J = 15.0 Hz, 1H), 5.72 (d, ] = 15.0 Hz, 1H), 5.62 (t, ] =
7.2 Hz, 1H), 5.21-5.19 (m, 1H), 4.69 (s, 2H), 4.65—4.55 (m, 4H),
4.38 (d, ] = 11.8 Hz, 4H), 3.15-3.13 (m, 2H), 2.85—2.83 (m, 2H),
2.28-2.20 (m, 4H), 2.09-2.05 (m, 1H), 1.86—1.76 (m, 2H), 1.60
(dt, J = 2.5, 1.3 Hz, 3H), 1.44—1.39 (m, 2H), 1.15—1.10 (m, 4H),
1.06 (t, ] = 7.6 Hz, 3H), 0.99 (s, 3H), 0.83—0.80 (m, 6H), 0.59—0.51
(m, 5H); BC{*H} NMR (150 MHz, CDCI,, 298 K) 6 168.7 (C),
165.8 (C), 163.7 (C), 148.6 (C), 137.8 (C), 134.5 (C), 133.6 (C),
132.8 (CH), 132.2 (CH), 129.9 (CH), 129.7 (CH), 129.3 (CH),
129.2 (CH), 122.8 (CH), 121.5 (CH), 70.7 (CH,), 50.3 (CH), 49.0
(CH,), 47.9 (CH,), 46.9 (C), 43.8 (CH,), 35.7 (CH,), 32.3 (CH,),
29.9 (CH,), 28.3 (CH,), 25.9 (CH,), 21.5 (CH,), 20.2 (CH,), 19.8
(CH,), 19.7 (CH,), 13.7 (CH,), 13.6 (CH,), 13.0 (CH,), 12.7
(CH,); HRMS (ESI) caled for CisH,,N;O, [M + H]* 950.5432,
found 950.5428.

Rotaxane E-1c. Rotaxane E-lc was obtained from thread E-3c
(599 mg, 1.48 mmol) by using the general procedure described above.
The solid crude was purified by column chromatography on silica gel
eluting with CHCl,/acetone (9:1 to 7:3) to give the title product as a
white solid (150 mg, 11%): mp 184—186 °C; [a]y —3.1° (c 0.0132,
CHCL); 'H NMR (600 MHz, CDCl,, 298 K) & 8.51 (s, 2H), 8.30
(dd, J = 7.8, 1.5 Hz, 4H), 7.65 (t, ] = 7.8 Hz, 2H), 7.35 (s, 4H), 7.0S
(s, 8H), 5.96 (d, ] = 15.0 Hz, 1H), 5.75 (d, J = 15.0 Hz, 1H), 4.58
(dd, J = 13.7, 4.7 Hz, 4H), 4.38 (dd, ] = 14.0, 4.0 Hz, 4H), 4.33—4.27
(m, 2H), 3.76 (ddd, J = 11.3, 5.9, 3.6 Hz, 1H), 3.65 (ddd, J = 11.3,
5.7, 3.6 Hz, 1H), 3.28 (dd, ] = 7.7, 3.5 Hz, 1H), 3.14—3.12 (m, 2H),
2.84—2.81 (m, 2H), 1.78—1.74 (m, 1H), 1.66—1.60 (m, 3H), 1.50—
1.46 (m, 1H), 1.43—1.38 (m, 2H), 1.15—1.08 (m, 4H), 0.97—0.94
(m, 5H), 0.89 (s, 3H), 0.81 (t, ] = 7.4 Hz, 3H), 0.76 (s, 3H), 0.57—
0.50 (m, SH); BC{'H} NMR (150 MHz, CDCl,, 298 K) § 169.0
(C), 165.7 (C), 163.7 (C), 137.8 (C), 133.6 (C), 132.1 (CH), 129.9
(CH), 129.7 (CH), 129.3 (CH), 129.0 (CH), 122.7 (CH), 88.2
(CH), 66.7 (CH,), 66.4 (CH,), 49.5 (C), 48.9 (CH,), 47.9 (CH,),
46.6 (C), 45.0 (CH), 43.8 (CH,), 38.5 (CH,), 34.5 (CH,), 32.2
(CH,), 29.9 (CH,), 27.3 (CH,), 20.20 (CHj,), 20.16 (CHj,), 20.1
(CH,), 19.7 (CH,), 13.7 (CHj), 13.6 (CH,), 12.0 (CH,); HRMS
(ESI) calcd for CsH,oN3Og [M + H]* 940.5224, found 940.5220.

Rotaxane E-1d. Rotaxane E-1d was obtained from thread E-3d
(311 mg, 0.65 mmol) by using the general procedure described above.
The solid crude was purified by column chromatography on silica gel
by eluting with 7:3 CHCl;/AcOEt to give the title product as a white
solid (50 mg, 8%): mp 288—290 °C; [a]y —3.6° (c 0.0010, CHCL,);
'"H NMR (401 MHz, CDCl,, 298 K) § 8.26—8.24 (m, 6H), 7.61 (t, ]
= 7.9 Hz, 2H), 7.39-7.31 (m, 3H), 7.22—7.20 (m, 2H), 7.15—7.08
(m, SH), 7.02 (t, ] = 7.6 Hz, 2H), 6.93 (s, 8H), 6.65 (d, ] = 6.9 Hz,
2H), 5.92 (d, J = 15.0 Hz, 1H), 5.82 (d, J = 15.1 Hz, 1H), 4.40—4.38
(m, 10H), 4.25—4.22 (m, 4H), 3.72 (ddd, J = 11.2, 5.6, 3.8 Hz, 1H),
3.62 (ddd, J = 11.3, 5.4, 3.9 Hz, 1H), 3.25 (dd, ] = 7.6, 3.5 Hz, 1H),
1.73 (dq, J = 12.8, 3.6 Hz, 1H), 1.63—1.56 (m, 3H), 1.48—1.43 (m,
1H), 0.98—0.93 (m, 2H), 0.90 (s, 3H), 0.85 (s, 3H), 0.73 (s, 3H);
BC{'H} NMR (101 MHz, CDCl,, 298 K) & 168.4 (C), 165.8 (C),
165.0 (C), 137.8 (C), 135.5 (C), 134.1 (C), 133.6 (C), 132.2 (CH),
130.5 (CH), 130.0 (CH), 129.7 (CH), 129.6 (CH), 129.3 (CH),
129.2 (CH), 129.1 (CH), 128.9 (CH), 128.5 (CH), 125.5 (CH),
122.5 (CH), 88.3 (CH), 66.8 (CH,), 66.4 (CH,), 51.5 (CH,), 51.4
(CH,), 49.5 (C), 46.6 (C), 45.0 (CH), 43.8 (CH,), 38.6 (CH,), 34.5
(CH,), 27.3 (CH,), 20.2 (2 X CH,), 12.0 (CH,); HRMS (ESI) calcd
for Ce;HeeNOg [M + H]* 1008.4911, found 1008.4896.

Isolation of Threads Z-3a—c and [2]Rotaxane Z-1c by
Irradiation under UV Light. The corresponding threads E-3a—c
(0.1 mmol) or [2]rotaxane E-1 (0.025 mmol) was placed in a quartz
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tube, dissolved in dichloromethane (40 mL) under a nitrogen gas
atmosphere, and irradiated under UV light (312 nm) for 90 min.

Thread Z-3a. Z-3a was obtained from thread E-3a (40 mg, 0.098
mmol) by using the previously described method. After irradiation at
312 nm for 90 min, the solvent was removed under reduced pressure.
The crude product was purified by silica gel chromatography eluting
with 4:1 hexanes/AcOEt. The title product was isolated as a yellow oil
(9.9 mg, 25%): [a]y +1.8° (c 0.0099, CHCL); 'H NMR (401 MHe,
CDCl,, 298 K) § 6.54 (d, J = 11.9 Hz, 1H), 5.99 (d, ] = 12.0 Hz, 1H),
5.50 (t, ] = 7.2 Hz, 1H), 5.21 (d, ] = 1.5 Hz, 1H), 4.52 (s, 2H), 3.39—
3.35 (m, 2H), 3.23-3.19 (m, 2H), 2.28—2.14 (m, 2H), 2.03—1.95
(m, 1H), 1.85—-1.74 (m, 2H), 1.66 (s, 3H), 1.63—1.53 (m, 5H),
1.53—1.45 (m, 2H), 1.39—1.27 (m, 4H), 0.98 (s, 3H), 0.96—0.88 (m,
6H), 0.79 (s, 3H); 3C{'H} NMR (101 MHz, CDCl,, 298 K) § 166.6
(C), 164.7 (C), 148.6 (C), 138.4 (CH), 130.2 (CH), 129.8 (C),
122.8 (CH), 121.8 (CH), 71.0 (CH,), 50.3 (CH), 48.2 (CH,), 46.9
(C), 44.6 (CH,), 35.6 (CH,), 30.7 (CH,), 29.4 (CH,), 28.5 (CH,),
26.0 (CH,), 20.4 (CH,), 20.1 (CH,), 19.8 (CH,), 14.2 (CH,), 14.0
(CH,), 13.9 (CH;), 12.7 (CH;); HRMS (ESI) caled for C,sH,,NO;
[M + H]* 404.3165, found 404.3145.

Thread Z-3b. Z-3b was obtained from thread E-3b (40 mg, 0.095
mmol) by using the previously described method. After irradiation at
312 nm for 90 min, the solvent was removed under reduced pressure.
The crude product was purified by silica gel chromatography eluting
with 4:1 hexane/AcOEt. The title product was isolated as a yellow oil
(9.1 mg, 23%): [a]f —2.2° (c 0.0091, CHCL;); '"H NMR (401 MHzg,
CDCl,, 298 K) 6 6.54 (d, J = 12.1 Hz, 1H), 5.98 (d, ] = 12.0 Hz, 1H),
547 (t, ] = 7.2 Hz, 1H), 5.21 (dt, J = 3.2, 1.5 Hz, 1H), 4.56 (s, 2H),
3.39-3.35 (m, 2H), 3.23-3.19 (m, 2H), 2.29—2.23 (m, 1H), 2.22—
2.14 (m, 1H), 2.11 (q, J = 7.6 Hz, 2H), 2.00 (ddd, ] = 14.2, 10.3, 7.4
Hz, 1H), 1.85-1.76 (m, 2H), 1.63—1.56 (m, 5H), 1.53—1.45 (m,
2H), 141-124 (m, 4H), 1.01-0.88 (m, 12H), 0.79 (s, 3H);
BC{'H} NMR (101 MHz, CDCl;, 298 K) § 166.6 (C), 164.7 (C),
148.6 (C), 138.4 (CH), 135.6 (C), 130.2 (CH), 122.8 (CH), 121.8
(CH), 68.8 (CH,), 50.5 (CH), 48.2 (CH,), 46.9 (C), 44.5 (CH,),
35.6 (CH,), 30.7 (CH,), 29.4 (CH,), 28.1 (CH,), 25.9 (CH,), 21.3
(CH,), 20.4 (CH,), 20.0 (CH,), 19.8 (CH,), 140 (CH,), 13.8
(CH,;), 12,9 (CH;), 12.7 (CH;); HRMS (ESI) calcd for
C,cH,sNNaO, [M + Na] 440.3141, found 440.3135.

Thread Z-3c. Z-3c was obtained from thread E-3c (40 mg, 0.099
mmol) by using the previously described method. After irradiation at
312 nm for 90 min, the solvent was removed under reduced pressure.
The crude product was purified by silica gel chromatography eluting
with 4:1 hexane/AcOEt. The title product was isolated as a yellow oil
(10.0 mg, 25%): [a]y —2.7° (¢ 0.0100, CHCL); 'H NMR (401
MHz, CDCl,, 298 K) 6 6.53 (d, ] = 12.0 Hz, 1H), 5.98 (d, J = 11.9
Hz, 1H), 424—4.21 (m, 2H), 3.61 (ddd, ] = 10.7, 5.8, 4.8 Hz, 1H),
3.50 (dt, J = 11.0, 4.9 Hz, 1H), 3.39—3.35 (m, 2H), 3.23—3.18 (m,
3H), 1.76—1.69 (m, 1H), 1.67—1.45 (m, 8H), 1.41-1.32 (m, 2H),
1.31-1.22 (m, 2H), 0.98—0.89 (m, 11H), 0.86 (s, 3H), 0.79 (s, 3H);
BC{'H} NMR (101 MHz, CDCl,, 298 K) § 166.6 (C), 164.7 (C),
138.6 (CH), 122.7 (CH), 87.6 (CH), 66.9 (CH,), 64.1 (CH,), 49.4
(C), 48.2 (CH,), 46.5 (C), 45.2 (CH), 44.6 (CH,), 38.6 (CH,), 34.5
(CH,), 30.8 (CH,), 294 (CH,), 27.4 (CH,), 204 (CH,), 20.3
(CH,), 202 (CH,), 20.1 (CH,), 140 (CH,), 13.8 (CH,), 11.9
(CH,); HRMS (ESI) caled for Cp,H4NNaO, [M + Na] 430.2933,
found 430.2934.

Rotaxane Z-1c. Z-1c was obtained from [2]rotaxane E-1c (40 mg,
0.043 mmol) by using the previously described method. After
irradiation at 312 nm for 90 min, the solvent was removed under
reduced pressure. The crude product was purified by silica gel
chromatography eluting with 4:1 CHCl;/acetone. The title product
was isolated as a white solid (19.6 mg, 49%): mp >300 °C; [a]¥
—3.3° (¢ 0.0113, CHCl,;); '"H NMR (600 MHz, CDCl,, 298 K) 6 8.22
(dd, J = 7.8, 1.6 Hz, 4H), 7.89 (s, 2H), 7.60 (t, ] = 7.8 Hz, 2H), 7.20—
7.17 (m, 10H), 7.13 (t, ] = 5.3 Hz, 2H), 6.28 (d, ] = 12.0 Hz, 1H),
521 (d, J = 12.0 Hz, 1H), 4.62—4.53 (m, 8H), 3.15—3.12 (m, 4H),
3.03—2.98 (m, SH), 1.59—1.54 (m, 1H), 1.52—1.45 (m, 3H), 1.41—
1.35 (m, SH), 1.31-1.27 (m, 2H), 1.08—1.02 (m, 2H), 0.93 (t, ] =
7.3 Hz, 3H), 0.89—0.81 (m, 2H), 0.74 (s, 3H), 0.71—0.66 (m, 9H);
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BC{'H} NMR (150 MHz, CDCl,, 298 K) 6 166.41 (C), 166.39 (C),
165.2 (C), 164.2 (C), 138.8 (CH), 137.7 (C), 137.5 (C), 134.44 (C),
134.38 (C), 132.04 (CH), 132.01 (CH), 129.5 (CH), 129.06 (CH),
129.05 (CH), 122.9 (CH), 122.7 (CH), 89.1 (CH), 67.5 (CH,), 64.1
(CH,), 49.6 (C), 48.8 (CH,), 46.4 (C), 45.3 (CH,), 44.7 (CH), 44.4
(CH,), 443 (CH,), 384 (CH,), 34.5 (CH,), 31.0 (CH,), 29.6
(CH,), 26.9 (CH,), 20.3 (CH,), 20.2 (CH,), 20.12 (CH,), 20.10
(CH,), 13.9 (CH,), 13.5 (CH,), 12.3 (CH,); HRMS (ESI) calcd for
CoH,oNOg [M + HJ* 940.5224, found 940.5236.

Enzyme-Catalyzed Hydrolysis of Threads E-3, Z-3, and
[2]Rotaxane E-1. A solution of the corresponding threads E-3a—d
and Z-3a—c or [2]rotaxanes E-la—d (10 mg) in acetone (0.5 mL)
was added to a vial containing a solution of porcine liver esterase (1
mg, 10% by weight with respect to the substrate), Arquad (200 mg,
10% by weight in water), and an aqueous solution of K,HPO, (50
mM, 2 mL). Aliquots were extracted from the reaction mixture,
dissolved in CHCl; (S mL), and subsequently washed with 1 M HCl
(2 x 2 mL) and brine (2 X 2 mL). The organic phase was dried over
anhydrous MgSO, and concentrated under reduced pressure. The
resulting crude product was analyzed by TLC and 'H NMR
spectroscopy. The conversion of corresponding threads E-3a—d and
Z-3a—c or [2]rotaxanes E-la—d into the corresponding carboxylic
acids E-4b and E-4b was determined by integration of the olefinic/
benzylic protons from both the starting ester and the resulting
carboxylic acid in the '"H NMR spectra of their respective crude
products. We observed the shielding of the olefinic protons in the
spectra of carboxylic acids E-4 when compared to the values of the
pure compounds. These shifts were attributed to the unavoidable
presence of the surfactant. The amount of scents in the crude product
could not be accurately measured due to their high volatility. Control
experiments without an enzyme, a surfactant, or a base are described
in the Supporting Information.

B ASSOCIATED CONTENT

@ Supporting Information
The Supporting Information is available free of charge at
https://pubs.acs.org/doi/10.1021/acs.joc.1c01725.

Kinetic measurements for the determination of the
deslipping rate constants by thermal dethreading in
C,D,Cl, or a 1:1 CDCl;/MeOD mixture, thermogravi-
metric analysis of [2]rotaxanes E-la—d, control experi-
ments for the enzyme-catalyzed hydrolysis of threads E-
3b and E-3¢, 'H and *C{'H} NMR spectra of all newly
synthesized compounds, and 'H-'"H COSY, HSQC,
and 'H-'H NOESY spectra of E-3a—c, E-la—c, and Z-
1c (PDF)

FAIR data, including the primary NMR FID files,
compound E-la (ZIP)

FAIR data, including the primary NMR FID
compound E-1b (ZIP)

FAIR data, including the primary NMR FID
compound E-1c (ZIP)

FAIR data, including the primary NMR FID
compound E-1d (ZIP)

FAIR data, including the primary NMR FID
compound Z-1c (ZIP)

FAIR data, including the primary NMR FID
compound E-3a (ZIP)

FAIR data, including the primary NMR FID
compound E-3b (ZIP)

FAIR data, including the primary NMR FID
compound E-3c (ZIP)

FAIR data, including the primary NMR FID
compound E-3d (ZIP)

FAIR data, including the primary NMR FID files,
compound E-3e (ZIP)

for
files, for
files, for
files, for
files, for
files, for
files, for
files, for
files, for

for

https://doi.org/10.1021/acs.joc.1c01725
J. Org. Chem. 2021, 86, 15045—15054


https://pubs.acs.org/doi/10.1021/acs.joc.1c01725?goto=supporting-info
https://pubs.acs.org/doi/suppl/10.1021/acs.joc.1c01725/suppl_file/jo1c01725_si_001.pdf
https://pubs.acs.org/doi/suppl/10.1021/acs.joc.1c01725/suppl_file/jo1c01725_si_002.zip
https://pubs.acs.org/doi/suppl/10.1021/acs.joc.1c01725/suppl_file/jo1c01725_si_003.zip
https://pubs.acs.org/doi/suppl/10.1021/acs.joc.1c01725/suppl_file/jo1c01725_si_004.zip
https://pubs.acs.org/doi/suppl/10.1021/acs.joc.1c01725/suppl_file/jo1c01725_si_005.zip
https://pubs.acs.org/doi/suppl/10.1021/acs.joc.1c01725/suppl_file/jo1c01725_si_006.zip
https://pubs.acs.org/doi/suppl/10.1021/acs.joc.1c01725/suppl_file/jo1c01725_si_007.zip
https://pubs.acs.org/doi/suppl/10.1021/acs.joc.1c01725/suppl_file/jo1c01725_si_008.zip
https://pubs.acs.org/doi/suppl/10.1021/acs.joc.1c01725/suppl_file/jo1c01725_si_009.zip
https://pubs.acs.org/doi/suppl/10.1021/acs.joc.1c01725/suppl_file/jo1c01725_si_010.zip
https://pubs.acs.org/doi/suppl/10.1021/acs.joc.1c01725/suppl_file/jo1c01725_si_011.zip
pubs.acs.org/joc?ref=pdf
https://doi.org/10.1021/acs.joc.1c01725?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as

The Journal of Organic Chemistry

pubs.acs.org/joc

FAIR data, including the primary NMR FID files, for
compound E-3f (ZIP)

FAIR data, including the primary NMR FID files, for
compound E-3g (ZIP)

FAIR data, including the primary NMR FID files, for
compound Z-3a (ZIP)

FAIR data, including the primary NMR FID files, for
compound Z-3b (ZIP)

FAIR data, including the primary NMR FID files, for
compound Z-3c (ZIP)

B AUTHOR INFORMATION

Corresponding Authors
Aurelia Pastor — Department of Organic Chemistry, Faculty of
Chemistry, University of Murcia, 30100 Murcia, Spain;
orcid.org/0000-0003-0437-2605; Email: aureliap@
um.es
Jose Berna — Department of Organic Chemistry, Faculty of
Chemistry, University of Murcia, 30100 Murcia, Spain;
orcid.org/0000-0001-7775-3703; Email: ppberna@

um.es

Authors
Jorge Lopez-Sanchez — Department of Organic Chemistry,
Faculty of Chemistry, University of Murcia, 30100 Murcia,
Spain
Mateo Alajarin — Department of Organic Chemistry, Faculty
of Chemistry, University of Murcia, 30100 Murcia, Spain;
orcid.org/0000-0002-7112-5578

Complete contact information is available at:
https://pubs.acs.org/10.1021/acs.joc.1c01725

Notes
The authors declare no competing financial interest.

B ACKNOWLEDGMENTS

This work was supported by the Spanish Ministry of Science
and Innovation (Project CTQ2017-87231-P, financed jointly
by FEDER-UE and PID2020-113686GB-100/AEI/10.13039/
501100011033) and the Fundacion Seneca-CARM (Project
20811/P1/18). J.L.-S. also thanks the MICIU for his
predoctoral contract (PRE2018-084314, financed together by
FSE-UE). The authors also acknowledge the division of
Takasago Int. Chemicals Europe in Murcia for providing us the
terpenoids shown in Chart 1.

B REFERENCES

(1) Herrmann, A. The Chemistry and Biology of Volatiles; John Wiley
& Sons: Chichester, UK., 2010.

(2) Herrmann, A. Controlled Release of Volatiles under Mild
Reaction Conditions: From Nature to Everyday Products. Angew.
Chem., Int. Ed. 2007, 46, 5836—5863.

(3) Kaur, R; Kukkar, D.; Bhardwaj, S. K; Kim, K.-H.; Deep, A.
Potential Use of Polymers and their Complexes as Media for Storage
and Delivery of Fragrances. J. Controlled Release 2018, 285, 81—95.

(4) Rodrigues, S. N.; Martins, I. M.; Fernandes, L. P.; Gomes, P. B,;
Mata, V. G,; Barreiro, M. F.; Rodrigues, A. E. Scentfashion®:
Microencapsulated Perfumes for Textile Application. Chem. Eng. J.
2009, 149, 463—472.

(5) Martins, I. M.; Barreiro, M. F.; Coelho, M.; Rodrigues, A. E.
Microencapsulation of Essential Oils with Biodegradable Polymeric
Carriers for Cosmetic Applications. Chem. Eng. ]. 2014, 245, 191—
200.

(6) Hofmeister, 1.; Landfester, K.; Taden, A. Controlled Formation
of Polymer Nanocapsules with High Diffusion-Barrier Properties and
Prediction of Encapsulation Efficiency. Angew. Chem., Int. Ed. 2015,
54, 327-330.

(7) Ciriminna, R; Pagliaro, M. Sol-gel Microencapsulation of
Odorants and Flavors: Opening the Route to Sustainable Fragrances
and Aromas. Chem. Soc. Rev. 2013, 42, 9243—9250.

(8) Herrmann, A. Using Photolabile Protecting Groups for the
Controlled Release of Bioactive Volatiles. Photochem. Photobiol. Sci.
2012, 11, 446—459.

(9) Indradas, B.; Hansen, C.; Palmer, M.; Womack, G. B.
Autoxidation as a Trigger for the Slow Release of Volatile Perfumery
Chemicals. Flavour Fragrance J. 2014, 29, 313—323.

(10) Kay, E. R;; Leigh, D. A. Rise of the Molecular Machines. Angew.
Chem., Int. Ed. 2015, 54, 10080—10088.

(11) Sluysmans, D.; Stoddart, J. F. The Burgeoning of Mechanically
Interlocked Molecules in Chemistry. Trends Chem. 2019, 1, 185—197.

(12) Heard, A. W.; Goldup, S. M. Simplicity in the Design,
Operation, and Applications of Mechanically Interlocked Molecular
Machines. ACS Cent. Sci. 2020, 6, 117—128.

(13) Waeles, P.; Gauthier, M.; Coutrot, F. Challenges and
Opportunities in the Post-Synthetic Modification of Interlocked
Molecules. Angew. Chem., Int. Ed. 2021, 60, 16778—16799.

(14) White, A. G.; Fu, N.; Leevy, W. M,; Lee, J.-J.; Blasco, M. A;
Smith, B. D. Optical Imaging of Bacterial Infection in Living Mice
Using Deep-Red Fluorescent Squaraine Rotaxane Probes. Bioconjugate
Chem. 2010, 21, 1297—1304.

(15) Harmatys, K. M.; Cole, E. L.; Smith, B. D. In Vivo Imaging of
Bone Using a Deep-Red Fluorescent Molecular Probe Bearing
Multiple Iminodiacetate Groups. Mol. Pharmaceutics 2013, 10,
4263—4271.

(16) Smith, B. A.; Xie, B.-W.; van Beek, E. R.; Que, ; Blankevoort,
V,; Xiao, S.; Cole, E. L.; Hoehn, M.; Kaijzel, E. L.; Léwik, C. W. G.
M.; Smith, B. D. Multicolor Fluorescence Imaging of Traumatic Brain
Injury in a Cryolesion Mouse Model. ACS Chem. Neurosci. 2012, 3,
530-537.

(17) Smith, B. A,; Harmatys, K. M.; Xiao, S.; Cole, E. L.; Plaunt, A.
J.; Wolter, W.; Suckow, M. A.; Smith, B. D. Enhanced Cell Death
Imaging Using Multivalent Zinc(II)-bis(dipicolylamine) Fluorescent
Probes. Mol. Pharmaceutics 2013, 10, 3296—3303.

(18) Barat, R; Legigan, T.; Tranoy-Opalinski, I; Renoux, B;
Péraudeau, E.; Clarhaut, J.; Poinot, P.; Fernandes, A. E.; Aucagne, V,;
Leigh, D. A,; Papot, S. A Mechanically Interlocked Molecular System
Programmed for the Delivery of an Anticancer Drug. Chem. Sci. 2015,
6, 2608—2613.

(19) Kench, T.; Summers, P. A.; Kuimova, M. K; Lewis, J. E. M,;
Vilar, R. Rotaxanes as Cages to Control DNA Binding, Cytotoxicity,
and Cellular Uptake of a Small Molecule. Angew. Chem., Int. Ed. 2021,
60, 10928—10934.

(20) Arunkumar, E.; Forbes, C. C; Noll, B. C; Smith, B. D.
Squaraine-Derived Rotaxanes: Sterically Protected Fluorescent Near-
IR Dyes. J. Am. Chem. Soc. 2008, 127, 3288—3289.

(21) Arunkumar, E; Fu, N, Smith, B. D. Squaraine-Derived
Rotaxanes: Highly Stable, Fluorescent Near-IR Dyes. Chem. - Eur. J.
2006, 12, 4684—4690.

(22) Neal, E. A; Goldup, S. M. Chemical Consequences of
Mechanical Bonding in Catenanes and Rotaxanes: Isomerism,
Modification, Catalysis and Molecular Machines for Synthesis.
Chem. Commun. 2014, 50, 5128—5142.

(23) Martinez-Cuezva, A.; Morales, F.; Marley, G. R.; Lopez-Lopez,
A.,; Martinez-Costa, J. C.; Bautista, D.; Alajarin, M.; Berna, ]J.
Thermally and Photochemically Induced Dethreading of Fumar-
amide-Based Kinetically Stable Pseudo[2]rotaxanes. Eur. J. Org. Chem.
2019, 2019, 3480—3488.

(24) Martinez-Cuezva, A.; Rodrigues, L. V.; Navarro, C.; Carro-
Guillen, F.; Buriol, L.; Frizzo, C. P.; Martins, M. A. P.; Alajarin, M.;
Berna, J. Dethreading of Tetraalkylsuccinamide-Based [2]rotaxanes
for Preparing Benzylic Amide Macrocycles. J. Org. Chem. 20185, 80,
10049—10059.

https://doi.org/10.1021/acs.joc.1c01725
J. Org. Chem. 2021, 86, 15045—15054


https://pubs.acs.org/doi/suppl/10.1021/acs.joc.1c01725/suppl_file/jo1c01725_si_012.zip
https://pubs.acs.org/doi/suppl/10.1021/acs.joc.1c01725/suppl_file/jo1c01725_si_013.zip
https://pubs.acs.org/doi/suppl/10.1021/acs.joc.1c01725/suppl_file/jo1c01725_si_014.zip
https://pubs.acs.org/doi/suppl/10.1021/acs.joc.1c01725/suppl_file/jo1c01725_si_015.zip
https://pubs.acs.org/doi/suppl/10.1021/acs.joc.1c01725/suppl_file/jo1c01725_si_016.zip
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Aurelia+Pastor"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://orcid.org/0000-0003-0437-2605
https://orcid.org/0000-0003-0437-2605
mailto:aureliap@um.es
mailto:aureliap@um.es
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Jose+Berna"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://orcid.org/0000-0001-7775-3703
https://orcid.org/0000-0001-7775-3703
mailto:ppberna@um.es
mailto:ppberna@um.es
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Jorge+Lopez-Sanchez"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Mateo+Alajarin"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://orcid.org/0000-0002-7112-5578
https://orcid.org/0000-0002-7112-5578
https://pubs.acs.org/doi/10.1021/acs.joc.1c01725?ref=pdf
https://doi.org/10.1002/anie.200700264
https://doi.org/10.1002/anie.200700264
https://doi.org/10.1016/j.jconrel.2018.07.008
https://doi.org/10.1016/j.jconrel.2018.07.008
https://doi.org/10.1016/j.cej.2009.02.021
https://doi.org/10.1016/j.cej.2009.02.021
https://doi.org/10.1016/j.cej.2014.02.024
https://doi.org/10.1016/j.cej.2014.02.024
https://doi.org/10.1002/anie.201408393
https://doi.org/10.1002/anie.201408393
https://doi.org/10.1002/anie.201408393
https://doi.org/10.1039/c3cs60286a
https://doi.org/10.1039/c3cs60286a
https://doi.org/10.1039/c3cs60286a
https://doi.org/10.1039/C1PP05231D
https://doi.org/10.1039/C1PP05231D
https://doi.org/10.1002/ffj.3207
https://doi.org/10.1002/ffj.3207
https://doi.org/10.1002/anie.201503375
https://doi.org/10.1016/j.trechm.2019.02.013
https://doi.org/10.1016/j.trechm.2019.02.013
https://doi.org/10.1021/acscentsci.9b01185?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acscentsci.9b01185?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acscentsci.9b01185?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1002/anie.202007496
https://doi.org/10.1002/anie.202007496
https://doi.org/10.1002/anie.202007496
https://doi.org/10.1021/bc1000998?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/bc1000998?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/mp400357v?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/mp400357v?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/mp400357v?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/cn3000197?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/cn3000197?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/mp300720k?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/mp300720k?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/mp300720k?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1039/C5SC00648A
https://doi.org/10.1039/C5SC00648A
https://doi.org/10.1002/anie.202100151
https://doi.org/10.1002/anie.202100151
https://doi.org/10.1021/ja042404n?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/ja042404n?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1002/chem.200501541
https://doi.org/10.1002/chem.200501541
https://doi.org/10.1039/C3CC47842D
https://doi.org/10.1039/C3CC47842D
https://doi.org/10.1039/C3CC47842D
https://doi.org/10.1002/ejoc.201900073
https://doi.org/10.1002/ejoc.201900073
https://doi.org/10.1021/acs.joc.5b01651?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.joc.5b01651?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
pubs.acs.org/joc?ref=pdf
https://doi.org/10.1021/acs.joc.1c01725?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as

The Journal of Organic Chemistry

pubs.acs.org/joc

(25) Gatti, F. G.; Leigh, D. A,; Nepogodiev, S. A.; Slawin, A. M. Z,;
Teat, S. J; Wong, J. K. Y. Stiff, Sticky in the Right Places: the
Dramatic Influence of Preorganizing Guest Binding Sites on the
Hydrogen Bond-Directed Assembly of Rotaxanes. J. Am. Chem. Soc.
2001, 123, 5983—5989.

(26) Panman, M. R; Bakker, B. H,; den Uyl, D.; Kay, E. R; Leigh,
D. A;; Buma, W. J.; Brouwer, A. M.; Geenevasen, J. A. J.; Woutersen,
S. Water Lubricates Hydrogen-Bonded Molecular Machines. Nat.
Chem. 2013, §, 929—934.

(27) Rijs, A. M; Sindig, N.; Blom, M. N.; Oomens, J.; Hannam, J.
S.; Leigh, D. A,; Zerbetto, F.; Buma, W. J. Controlled Hydrogen-Bond
Breaking in a Rotaxane by Discrete Solvation. Angew. Chem., Int. Ed.
2010, 49, 3896—3900.

(28) For more details, see also the Supporting Information.

(29) Wang, Z.; Johns, V. K; Liao, Y. Controlled Release of Fragrant
Molecules with Visible Light. Chem. - Eur. . 2014, 20, 14637—14640.

(30) Choi, W.; Kang, S.; Mok, Y.; Park, E.; Song, Y.; Choi, S. J.; Lee,
Y. Unlocking the pH-Responsive Degradability of Fumaramic Acid
Derivatives Using Photoisomerization. Chem. - Eur. J. 2014, 20,
15715—15718.

(31) Saha, S.; Stoddart, J. F. Photo-driven Molecular Devices. Chem.
Soc. Rev. 2007, 36, 77—92.

(32) Wang, L.; Li, Q. Photochromism Into Nanosystems: Towards
Lighting Up the Future Nanoworld. Chem. Soc. Rev. 2018, 47, 1044—
1097.

(33) Altieri, A; Bottari, G.; Dehez, F.; Leigh, D. A.; Wong, J. K. Y,;
Zerbetto, F. Remarkable Positional Discrimination in Bistable Light-
and Heat-Switchable Hydrogen-Bonded Molecular Shuttles. Angew.
Chem., Int. Ed. 2003, 42, 2296—2300.

(34) Gatti, F. G; Leén, S.; Wong, J. K. Y.; Bottari, G.; Altieri, A;
Farran Morales, M. A,; Teat, S. J; Frochot, C.; Leigh, D. A.; Brouwer,
A. M.; Zerbetto, F. Photoisomerization of a Rotaxane Hydrogen
Bonding Template: Light-Induced Acceleration of a Large Amplitude
Rotational Motion. Proc. Natl. Acad. Sci. U. S. A. 2003, 100, 10—14.

(35) Buchs, B.; Fieber, W.; Drahonovsky, D.; Lehn, J.-M,;
Herrmann, A. Stabilized Hemiacetal Complexes as Precursors for
the Controlled Release of Bioactive Volatile Alcohols. Chem.
Biodiversity 2012, 9, 689—701.

(36) Godin, G.; Levrand, B.; Trachsel, A.; Lehn, J.-M.; Herrmann, A.
Reversible Formation of Aminals: a New Strategy to Control the
Release of Bioactive Volatiles from Dynamic Mixtures. Chem.
Commun. 2010, 46, 3125—3127.

(37) Mishra, S.; Tyagi, V. K. Ester Quats: The Novel Class of
Cationic Fabric Softeners. J. Oleo Sci. 2007, 56, 269—276.

(38) Levinson, M. I. Rinse-added Fabric Softener Technology at the
Close of the Twentieth Century. J. Surfactants Deterg. 1999, 2, 223—
238S.

(39) de Silva, A. P.; McClenaghan, N. D. Molecular-Scale Logic
Gates. Chem. - Eur. ]. 2004, 10, 574—586.

(40) Ling, J.; Daly, B.; Silverson, V. A. D.; de Silva, A. P. Taking
Baby Steps in Molecular Logic-based Computation. Chem. Commun.
2015, 51, 8403—8409.

(41) de Silva, A. P.; Vance, T. P.; West, M. E. S.; Wright, G. D.
Bright Molecules with Sense, Logic, Numeracy and Utility. Org.
Biomol. Chem. 2008, 6, 2468—2480.

(42) de Silva, P. A;; Gunaratne, N. H. Q.; McCoy, C. P. A Molecular
Photoionic AND Gate Based on Fluorescent Signalling. Nature 1993,
364, 42—44. )

(43) Leigh, D. A.; Morales, M. A. F; Pérez, E. M.; Wong, J. K. Y,;
Saiz, C. G.; Slawin, A. M. Z.; Carmichael, A. J.; Haddleton, D. M,;
Brouwer, A. M.; Buma, W. J.; Wurpel, G. W. H,; Leén, S.; Zerbetto, F.
Patterning through Controlled Submolecular Motion: Rotaxane-
Based Switches and Logic Gates that Function in Solution and
Polymer Films. Angew. Chem., Int. Ed. 2005, 44, 3062—3067.

(44) Jia, C; Li, H; Jiang, J.; Wang, J.; Chen, H.; Cao, D.; Stoddart, J.
F; Guo, X. Interface-Engineered Bistable [2]Rotaxane-Graphene
Hybrids with Logic Capabilities. Adv. Mater. 2013, 25, 6752—6759.

(45) Wolf, A.; Moulin, E.; Cid, J.-J.; Goujon, A,; Du, G.; Busseron,
E.; Fuks, G.; Giuseppone, N. pH and Light-Controlled Self-Assembly

15054

of Bistable [c2]Daisy Chain Rotaxanes. Chem. Commun. 2015, S1,
4212—4218S.

(46) Cao, J.; Ma, X; Min, M.; Cao, T.; Wy, S.; Tian, H. INHIBIT
Logic Operations Based on Light-Driven f-Cyclodextrin Pseudo[1]-
rotaxane with Room Temperature Phosphorescence Addresses. Chem.
Commun. 2014, 50, 3224—3226.

(47) de Silva, A. P.; Dobbin, C. M.; Vance, T. P.; Wannalerse, B.
Multiply Reconfigurable ‘Plug and Play’ Molecular Logic via Self-
Assembly. Chem. Commun. 2009, 1386—1388.

(48) Aida, T.; Harada, M.; Iwai, H; Amano, A.; Yamasaki, T.;
Yamamoto, T. (E)-(R)-2-Alkyl-4-(2,2,3-trimethylcyclopent-3-en-1-
yl)-2-buten-1-ol, Process for Preparing the Same, and Use Thereof
in Perfume Compositions. EP 829463A2, 1998.

(49) Gétz, M. G.; James, K. E.; Hansell, E.; Dvorék, J.; Seshaadri, A.;
Sojka, D.; Kopécek, P.; McKerrow, J. H.; Caffrey, C. R.; Powers, J. C.
Aza-peptidyl Michael Acceptors. A New Class of Potent and Selective
Inhibitors of Asparaginyl Endopeptidases (Legumains) from
Evolutionarily Diverse Pathogens. J. Med. Chem. 2008, 51, 2816—
2832.

https://doi.org/10.1021/acs.joc.1c01725
J. Org. Chem. 2021, 86, 15045—15054


https://doi.org/10.1021/ja001697r?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/ja001697r?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/ja001697r?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1038/nchem.1744
https://doi.org/10.1002/anie.201001231
https://doi.org/10.1002/anie.201001231
https://doi.org/10.1002/chem.201404203
https://doi.org/10.1002/chem.201404203
https://doi.org/10.1002/chem.201405205
https://doi.org/10.1002/chem.201405205
https://doi.org/10.1039/B607187B
https://doi.org/10.1039/C7CS00630F
https://doi.org/10.1039/C7CS00630F
https://doi.org/10.1002/anie.200250745
https://doi.org/10.1002/anie.200250745
https://doi.org/10.1073/pnas.0134757100
https://doi.org/10.1073/pnas.0134757100
https://doi.org/10.1073/pnas.0134757100
https://doi.org/10.1002/cbdv.201100383
https://doi.org/10.1002/cbdv.201100383
https://doi.org/10.1039/c002302g
https://doi.org/10.1039/c002302g
https://doi.org/10.5650/jos.56.269
https://doi.org/10.5650/jos.56.269
https://doi.org/10.1007/s11743-999-0077-4
https://doi.org/10.1007/s11743-999-0077-4
https://doi.org/10.1002/chem.200305054
https://doi.org/10.1002/chem.200305054
https://doi.org/10.1039/C4CC10000J
https://doi.org/10.1039/C4CC10000J
https://doi.org/10.1039/b802963f
https://doi.org/10.1038/364042a0
https://doi.org/10.1038/364042a0
https://doi.org/10.1002/anie.200500101
https://doi.org/10.1002/anie.200500101
https://doi.org/10.1002/anie.200500101
https://doi.org/10.1002/adma.201302393
https://doi.org/10.1002/adma.201302393
https://doi.org/10.1039/C4CC10331A
https://doi.org/10.1039/C4CC10331A
https://doi.org/10.1039/C3CC49820D
https://doi.org/10.1039/C3CC49820D
https://doi.org/10.1039/C3CC49820D
https://doi.org/10.1039/b822181b
https://doi.org/10.1039/b822181b
https://doi.org/10.1021/jm701311r?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jm701311r?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jm701311r?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
pubs.acs.org/joc?ref=pdf
https://doi.org/10.1021/acs.joc.1c01725?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as

