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Abstract
Four new [2]rotaxanes (1–4) comprising β-cyclodextrin (β-CD) threaded on different aliphatic chains have been synthe-
sized and characterized. [2]Rotaxane 1 was formed by threading hexamethylenediamine through β-CD and capping with 
1,4,5,6,7,7-hexachloro-5-norbornene-2,3-dicarboxylic anhydride. [2]Rotaxane 2 was synthesized by threading succinic 
dihydrazide through β-CD then capping with (11S,15R)-9,10,11,15-tetrahydro-9,10-[3,4]furanoanthracene-12,14-dione. 
[2]Rotaxane 3 was obtained by threading tetramethylenediamine through β-CD and capping with 2,3-diphenylma-
leic anhydride. [2]Rotaxane 4 was formed by threading sebacoyl chloride through β-CD then capping with (11R,15S)-
13-amino-9,10-dihydro-9,10-[3,4]epipyrroloanthracene-12,14-dione. The obtained [2]rotaxanes were characterized in 
detail by Fourier-transform infrared (FTIR) spectroscopy and 1H, 13C, and 2D correlation spectroscopy (COSY) nuclear 
magnetic resonance (NMR). Also the morphology of the obtained interlocked compounds was investigated by scanning 
electron microscopy.
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1 Introduction

Cyclodextrins are natural products with supramolecular 
structure. The most widely utilized CDs contain six, seven, 
or eight glucopyranose units. The unique properties of 
CDs [1] enhance their applications in everyday life. Various 
cyclodextrin derivatives have been synthesized [2–5], usu-
ally by reaction of primary and secondary hydroxyl groups 
in the CD moiety with various reagents such as ethers, 
amines, and acids. CDs play a chief role as the host mol-
ecule in the formation of inclusion complexes [6–8] with 
numerous organic molecules via hydrophobic–hydrophilic 
interaction to form essential interlocked compounds such 
as rotaxanes, polyrotaxanes, and catenanes [9–11]. CDs 
have many applications, including in drugs [12–15] and 
the food industry [16, 17]. Supramolecular complexes of 
CDs have been built based on their ability to link together 
via either covalent or noncovalent bonds. The aim of such 
derivatizations of cyclodextrins [18, 19] is to improve the 
solubility of CDs and their inclusion complexes and achieve 
a connection between the CDs and a guest by reducing the 
reactivity and movement of the latter. In this way, many of 

the physical and chemical properties of hydrophobic guest 
molecules, e.g., solubility, stability, ultraviolet (UV) light 
resistance, volatility, taste, and toxicity, can be adjusted. 
Consequently, CDs have many applications in the food [20], 
pharmaceutical [21], cosmetic [22], environmental protec-
tion [23], and textile [24] industries. Three factors must 
be considered regarding the creation of such inclusion 
complexes: the size of the CD relative to that of the guest 
molecule, the functional groups inside the guest, and the 
thermodynamics between the CD, guest molecule, and the 
solvent used. Rotaxanes are supramolecular interlocked 
molecules with stable properties due to the high activa-
tion energy that prevents slippage of the CD ring along 
the axis. Synthesis of axial inclusion complexes depends 
on the presence of an axis to insert into a CD ring and the 
thickness of the guest compared with the interior diameter 
of the CD ring [25]. The stability of this type of rotaxane is 
due to intermolecular hydrogen bonds between hydroxyl 
groups of CDs. The essentially forces that enable the crea-
tion of a CD inclusion complex are hydrophobic and van 
der Waals linkages between the center of the CD ring and 
hydrophobic sites on the guest [26]. Pseudorotaxanes are 
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interlocked molecules that may dissociate under different 
conditions, such as temperature, competitive guests, and 
change in solvent. Therefore, they should be fixed by cap-
ping or macrocyclization [10, 27–29]. The significance of 
CDs for the preparation of rotaxane compounds is due to 
their shielding effect on the guest molecule [30] and the 
effect of light, magnetic field, and pH changes during the 
synthesis of rotaxanes [31]. Recently, rotaxanes have found 
vital applications in different fields, e.g., as sensory poly-
mers [32], molecular switches [33], crossbar devices [34], 
and bioelectronics [35]. Continuing our previous work on 
synthesis and characterization of [2]rotaxanes [27–29] and 
inspired by the importance of rotaxane compounds, new 
[2]rotaxane compounds incorporating β-CD with different 
caps and threads were synthesized and characterized in 
this work.

The biological applications of these unique interlocked 
molecules are under study.

2  Experimental

2.1  Chemicals and reagents

The chemicals and reagents used in this work were 
obtained from Sigma Aldrich with 95  % purity, while 
β-cyclodextrin with 99 % purity was obtained from Acros 
Organics. The chemicals were used as obtained without 
any further purification.

2.2  Characterization

Melting points were determined using a Stuart SMP11 and 
are uncorrected. The chemical structure of the obtained 
compounds was established by 1H and 13C NMR spec-
troscopy, 2D COSY NMR, and Fourier-transform infrared 
(FTIR) spectroscopy. 1H, 13C, and COSY NMR spectra were 
recorded at 25 °C using a Bruker AM-400 NMR (Germany) 
spectrometer at 400 MHz. The functional groups of the 
obtained compounds were investigated using a Jasco 
model 4100 (Japan) infrared spectrometer at room tem-
perature in the wavenumber range from 4000 to 400 cm−1. 
Analytical data were obtained from the Microanalytical 
Data Unit at Cairo University, Giza, Egypt. Scanning elec-
tron microscopy (SEM, model JSM 5500; JEOL, Japan) was 
used to examine the morphology of the obtained [2]rotax-
anes at accelerating voltage of 10 kV.

2.3  Synthesis of [2]rotaxane interlocked 
compounds

2.3.1  Synthesis of [2][hexamethylenediamino]‑rota‑[β‑cyc
lodextrin] (1)

β-Cyclodextrin (3 g, 2.64 mmol) was dissolved in dime-
thyl sulfoxide (DMSO, 15 ml) until complete solubility. 
Hexamethylenediamine (0.3 g, 1.6 mol) was added with 
stirring for 2  h. 1,4,5,6,7,7-Hexachloro-5-norbornene-
2,3-dicarboxylic anhydride (0.98 g, 2.63 mol) was added 
with continuous stirring for 30 h at 80 °C. The precipitate 
formed was filtered off and dried to give 1 as white crystals 
(3.92 g, 2.00 mol) in 76 % yield; m.p. above 350 °C; Anal. 
Calculated for  C66H86N2O39Cl12 (1956.11): C, 40.53; H, 4.40; 
N, 1.43; Cl, 21.75. Found: C, 40.50; H, 4.42; N, 1.45; Cl, 21.72; 
FTIR (KBr,  cm−1): ν(OH) at 3426 cm−1, ν(C=O) in the region 
1780–1750 cm−1, and glucosydic ν(C–O–C) at 1159 cm−1; 
1H-NMR (400 MHz/DMSO-d6): δ 1.34 (m, 8H,  4CH2), 2.55 
(t, 4H,  2CH2), 3.31–4.02 (CH-protons of β-CD + 4H, CH sp3), 
4.84 (H-1 of β-CD), 5.60 (broad s, –OH, OH secondary); 13C 
NMR (DMSO-d6): δ 18.85, 25.07, 27.17, 54.62, 56.57, 60.49, 
72.53, 72.89, 73.55, 80.01, 82.06, 102.41, 103.60, 131.88, 
168.02 ppm.

2.3.2  Synthesis of [2][succinic dihydrazide]‑rota‑[β‑cyclod
extrin] (2)

β-Cyclodextrin (4 g, 3.53 mmol) was dissolved in DMSO 
(20 ml). Succinic dihydrazide (0.52 g, 3.52 mol) was added 
with stirring for 1 h. After that, (11S,15R)-9,10,11,15-tet-
rahydro-9,10-[3,4]furanoanthracene-12,14-dione (1.94 g, 
7.04 mol) was added with stirring for 26 h at 80 °C. The 
product was filtered off and dried to give 2 as white crys-
tals (4.55 g, 2.53 mol) in 72 % yield; m.p. above 360 °C; 
Anal. Calculated for  C82H100N4O41 (1796.9): C, 54.81; H, 
5.57; N, 3.12. Found: C, 54.78; H, 5.60; N, 3.22; FTIR (KBr, 
 cm−1): bands due to ν(OH) at 3401 cm−1, ν(CH-aromatic) at 
3012 cm−1, ν(C=O) in the region 1862–1727 cm−1, and glu-
cosydic ν(C–O–C) at 1158 cm−1; 1H-NMR (400 MHz/DMSO-
d6): δ 2.30 (4H,  2CH2), 3.28–3.67 (CH-protons of β-CD + 4H, 
CH sp3), 4.81 (H-1 of β-CD), 4.87 (4H, CH sp3), 5.62 (broad 
s, –OH, OH secondary), 7.20–7.48 (m, 16H, arom. H), 10.08 
(s, 2H, NH); 13C NMR (DMSO-d6): δ 18.86, 27.88, 44.81, 
46.48, 47.44, 48.36, 60.51, 72.54, 72.90, 73.56, 82.08, 102.43, 
123.94, 124.69, 124.88, 125.20, 125.47, 125.76, 126.35, 
126.83 127.05, 127.24, 127.55, 141.47, 142.18, 143.75, 
172.81, 173.69 ppm.
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2.3.3  Synthesis of [2][tetramethylenediamino]‑rota‑[β‑cyc
lodextrin] (3)

β-Cyclodextrin (3 g, 2.64 mmol) was dissolved in DMSO 
(15 ml). Tetramethylenediamine (0.47 ml, 2.64 mol) was 
added for 1 h, then 2,3-diphenylmaleic anhydride (1.32 g, 
5.28 mol) was added with stirring for 45 h at 80 °C. The 
solid formed was filtered off and dried to give 3 as yel-
low crystals (3.25 g, 1.93 mol) in 73 % yield; m.p. above 
350 °C; Anal. Calculated for  C78H98N2O39 (1686.8): C, 55.54; 
H, 5.81; N, 1.66. Found: C, 55.50; H, 5.83; N, 1.69; FTIR (KBr, 
 cm−1): presence of bands due to ν(OH) at 3407  cm−1, 
ν(CH-aromatic) at 2924  cm−1, ν(C=O) in the region 
1823–1758 cm−1, and glucosydic ν(C–O–C) at 1159 cm−1; 
1H-NMR (400 MHz/DMSO-d6): δ 1.51 (4H,  2CH2), 3.15 (4H, 
 2CH2), 3.32–3.67 (CH-protons of β-CD), 4.31 (broad s, –OH, 
OH primary), 4.85 (H-1 of β-CD), 5.61 (broad s, –OH, OH 
secondary), 7.41–7.47 (20H, arom. H); 13C NMR (DMSO-d6): 
δ 18.81, 60.49, 72.52, 72.87, 73.55, 82.05, 102.41, 127.95, 
128.23, 128.89, 129.15, 129.85, 130.02, 131.11, 136.55, 
138.98, 165.53 ppm.

2.3.4  Synthesis of [2][sebacoyl 
amino]‑rota‑[β‑cyclodextrin] (4)

β-Cyclodextrin (4 g, 3.53 mmol) was dissolved in DMSO 
(20  ml). Sebacoyl chloride (0.84  ml, 3.53  mol) was 
added with stirring for 2 h. (11R,15S)-13-amino-9,10-di-
hydro-9,10-[3,4]epipyrroloanthracene-12,14-dione 
(2.04 g, 7.06 mol) was added with continuous stirring 
for 24 h at 80 °C. The precipitate formed was filtered off 
and dried to give 4 as white crystals (4.56 g, 2.42 mol) 
in 67 % yield; m.p. above 360 °C; Anal. Calculated for 
 C88H112N4O41 (1880.96): C, 56.19; H, 5.95; N, 2.98. Found: 
C, 56.22; H, 5.91; N, 2.96; FTIR (KBr,  cm−1): presence of 
bands due to ν(OH) at 3336 cm−1, ν(NH) at 3260 cm−1, 
ν(CH-aliphatic) at 2964  cm−1, ν(C=O) in the region 
1771–1688 cm−1, and glucosydic ν(C–O–C) at 1157 cm−1; 
1H-NMR (400 MHz/DMSO-d6) δ 1.27 (8H,  4CH2), δ 1.50 
(4H,  2CH2), δ 2.19 (4H,  2CH2), 2.55 (4H, CH sp3), 3.16–3.67 
(CH-protons of β-CD), 4.58 (broad s, –OH, OH primary), 
4.76 (H-1 of β-CD), 4.85 (4H, CH sp3); 5.60 (broad s, –OH, 
OH secondary), 7.11–7.46 (m, 16H, arom. H); 13C NMR 
(DMSO-d6): δ 25.43, 29.02, 43.81, 44.81, 46.48, 47.44, 
48.36, 60.51, 72.69, 72.90, 73.36, 82.75, 102.05, 123.43, 
124.69, 124.88, 125.20, 125.47, 125.94, 126.35, 126.82, 
127.05, 127.41, 127.76, 141.47, 142.18, 143.54, 172.90, 
173.81 ppm.

3  Results and discussion

3.1  Synthesis and spectral analysis

[2][Hexamethylenediamino]-rota-[β-cyclodextrin] (1) was 
obtained by threading hexamethylenediamine (axis) into 
β-CD (host) to give [2]pseudorotaxane. 1,4,5,6,7,7-Hex-
achloro-5-norbornene-2,3-dicarboxylic anhydride was 
added as cap to prevent slippage of the β-CD ring to form 
[2]rotaxane 1 (Scheme 1). The FTIR spectrum of [2]rotax-
ane 1 afforded remarkable confirmation of the structure 
with the appearance of distinctive absorption bands due 

Scheme 1  Synthetic route for the preparation of [2]rotaxane 1 

Fig. 1  FTIR spectra of pure β-CD and [2]rotaxanes 1–4 
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to stretching of hydroxyl groups ν(OH) at 3426 cm−1 and 
characteristic band for glucosydic ν(C–O–C) at 1159 cm−1 
(Fig. 1). The 1H NMR spectrum elucidated the chemical 
structure of [2]rotaxane 1, since β-CD protons appeared 
in the region 3.31–5.60 ppm, in addition to signals due to 
12 aliphatic protons  (6CH2) at 1.34 and 2.55 ppm (Fig. 2). 
Also, 2D COSY NMR gave a good indication of the forma-
tion of compound 1 (Fig. 3). The stoichiometry ratio for 
the preparation of the inclusion complex is 1:1. Table 1 

Fig. 2  1H NMR spectrum of [2]
rotaxane 1 in DMSO-d6

Fig. 3  1H NMR spectrum of β-CD and 2D COSY NMR spectrum of [2]rotaxane 1 in DMSO-d6

Table 1  Interpretation of signal intensities of pure β-CD and [2]
rotaxane 1 

Functional group Wavenumber  (cm−1) Change

β-CD 1 Δδ

ν(OH) stretching 3389.28 3426.88 37.6
ν(CH2) aliphatic 2925.48 2929.06 3.58
ν(C–O–C) 1158.55 1159.97 1.42
ν(O–H) bending vibration 1027.87 1028.83 0.96



Vol:.(1234567890)

Research Article SN Applied Sciences (2019) 1:363 | https://doi.org/10.1007/s42452-019-0350-6

presents the shift in the absorption bands of pure β-CD 
before complexation and after formation of [2]rotaxane 1 
(inclusion complex). This change in the absorption bands 
results from hydrophobic–hydrophilic and van der Waals 
interactions between the interior surface of the β-CD 
and hydrophobic positions on hexamethylenediamine 
(guest) [26, 27]. The 13C NMR spectrum of [2]rotaxane 1 
provided good evidence for the formation of the inclu-
sion complex 1, showing three peaks due to aliphatic 
methylene carbons at 18.85, 25.07, and 27.17 ppm, as 
well as two signals due to 4CH sp3 at shifts of 54.62 and 
56.57 ppm and six different carbon atoms due to β-CD at 
60.49, 72.53, 72.89, 73.55, 82.06, and 102.41 ppm, in addi-
tion to the appearance of a signal due to two carbons 
(C=C) at 80.01 ppm, a peak for two C–Cl at 103.60 ppm, 
a signal due to [C–(Cl)2] at 131.88 ppm, and a signal due 
to (C=O) groups at 168.02 ppm (Fig. 4). Regarding the 
formation of amic acid, literature search did not show 
any sign of opening of the anhydride ring to give the free 
amic acid [36–40].     

Scheme  2 indicates the mechanism for synthe-
sis of [2][succinic dihydrazide]-rota-[β-cyclodextrin] 
(2). The succinic dihydrazide (rod) is inserted into the 
β-CD macromolecule to form [2]pseudorotaxane, then 
(11S,15R)-9,10,11,15-tetrahydro-9,10-[3,4]furanoanthra-
cene-12,14-dione was added as bulky blocking group 
to attach to the ends of the axis. The FTIR spectrum 

Fig. 4  13C NMR spectrum of [2]
rotaxane 1 in DMSO-d6

Scheme 2  Synthetic route for the preparation of [2]rotaxane 2 

Table 2  Interpretation of signal intensities of pure β-CD and [2]
rotaxane 2 

Functional group Wavenumber  (cm−1) Change

β-CD 2 Δδ

ν(OH) stretching 3389.28 3401.81 12.53
ν(CH2) aliphatic 2925.48 2927.37 1.89
ν(C–O–C) 1158.55 1158.04 –0.51
ν(O–H) bending vibration 1027.87 1029.80 1.93
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of [2]rotaxane 2 afforded excellent confirmation of 
the formation of the inclusion complex between the 
β-CD ring (host) and succinic dihydrazide (guest). Fig-
ure 1 shows the characteristic absorption band due to 
hydroxyl groups of [2]rotaxane 2, being sharper than 

observed for pure β-CD [41]. The FTIR spectrum of [2]
rotaxane 2 presented characteristic absorption bands 
due to aromatic CH at 3012 cm−1 and carbonyl groups 
in the region 1862–1727 cm−1. Table 2 describes the shift 
in the absorption bands after complexation, owing to 

Fig. 5  1H NMR spectrum of [2]
rotaxane 2 in DMSOd-6

Fig. 6  1H NMR spectrum of β-CD and 2D COSY NMR spectrum of [2]rotaxane 2 in DMSO-d6
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intermolecular hydrogen bonding between the NH 
group of the guest molecule and the hydroxyl groups of 
the β-CD ring [27, 41, 42]. The 1H NMR spectrum in DMSO 
indicates a triplet at 2.55 ppm for two methylene pro-
tons, a singlet due to 4CHsp3 at 3.60 ppm, a signal due 
to aliphatic protons of β-CD in the region 3.28–3.76 ppm, 
a signal due to 4CHsp3 at 4.87 ppm, a multiplet due to 
aromatic protons at 7.20–7.48 ppm, and a singlet for NH 
protons at 10.08 ppm (Fig. 5). COSY NMR of compound 
2 provided excellent indication of the formation of [2]

rotaxane 2 (Fig. 6). The 13C NMR spectrum of [2]rotax-
ane 2 provided great evidence of the suggested struc-
ture 2, showing two peaks due to two carbons  (CH2) at 
18.86 and 27.88 ppm and the appearance of four signals 
due to 8CH sp3 at chemical shifts of 44.81, 46.48, 47.44, 
and 48.36 ppm. Also, six signals due to different carbon 
atoms of β-CD appeared at 60.51, 72.54, 72.90, 73.56, 
82.08, and 102.43 ppm, in addition to signals for differ-
ent aromatic carbons and due to two amidic carbonyl 
(CO–NH) at 142.18 and 143.75 ppm. Finally, signals due 
to C=O groups at 172.81 and 173.69 ppm were observed 
(Fig. 7).

[2][Tetramethylenediamino]-rota-[β-cyclodextrin] (3) 
was synthesized in two steps according to Scheme 3. The 

Fig. 7  13C NMR spectrum of [2]
rotaxane 2 in DMSOd-6

Scheme 3  Synthetic route for the preparation of [2]rotaxane 3 

Table 3  Interpretation of signal intensities of pure β-CD and [2]
rotaxane 3 

Functional group Wavenumber  (cm−1) Change

β-CD 3 Δδ

ν(OH) stretching 3389.28 3407.60 18.32
ν(CH2) aliphatic 2925.48 2930.30 4.82
ν(C–O–C) 1158.55 1159.79 1.24
ν(O–H) bending vibration 1027.87 1030.76 2.89
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aliphatic chain (tetramethylenediamine) was threaded 
into β-CD to give the [2]pseudorotaxane, then capped 
using 2,3-diphenylmaleic anhydride to afford the [2]
rotaxane 3. The FTIR spectrum revealed the presence of 
characteristic absorption bands due to hydroxyl groups at 

3407 cm−1, CH-aromatic at 2924 cm−1, absorption bands 
due to carbonyl groups in the region 1823–1758 cm−1, 
and glucosydic group at 1159 cm−1 (Fig. 1; Table 3). Fig-
ure 8 shows the 1H NMR spectrum of β-CD and the 2D 
COSY NMR spectrum of [2]rotaxane 3 in DMSO. The 1H 

Fig. 8  1H NMR spectrum of β-CD and 2D COSY NMR spectrum of [2]rotaxane 3 in DMSO-d6

Fig. 9  1H NMR spectrum of [2]
rotaxane 3 in DMSO-d6
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NMR spectrum of [2]rotaxane 3 confirms its chemical 
structure (Fig. 9), showing a triplet due to two methyl-
ene protons at δ 1.51 ppm, a triplet due to two meth-
ylene protons at 3.15 ppm, and C–H protons of β-CD at 
3.32–3.67 ppm. Furthermore, the hydroxyl groups appear 
at δ 4.31 (OH primary) and δ 5.61 (OH secondary), and 
20 aromatic protons at chemical shifts of 7.41–7.47 ppm. 
The 13C NMR spectrum of [2]rotaxane 3 in DMSO estab-
lished its chemical structure, showing a signal due to four 
 CH2 carbons at 18.81 ppm and peaks for six different car-
bon atoms of β-CD at 60.49, 72.52, 72.87, 73.55, 82.05, 
and 102.41 ppm. Also, signals due to different aromatic 
carbons appeared, plus a signal due to C=O groups at 
165.53 ppm (Fig. 10).

[2][Sebacoyl amino]-rota-[β-cyclodextrin] (4) was 
formed by insertion of sebacoyl chloride (thread) 
through β-CD to afford the [2]pseudorotaxane, which 
was capped by adding (11R,15S)-13-amino-9,10-di-
hydro-9,10-[3,4]epipyrroloanthracene-12,14-dione 
to form [2]rotaxane 4 (Scheme 4). The chemical struc-
ture of 4 was rigorously confirmed by microanalytical, 
FTIR, 1H, 13C, and 2D COSY NMR spectral analyses. The 

Fig. 10  13C NMR spectrum of 
[2]rotaxane 3 in DMSO-d6

Scheme 4  Synthetic route for the preparation of [2]rotaxane 4 

Table 4  Interpretation of signal intensities of pure β-CD and [2]
rotaxane 4 

Functional group Wavenumber  (cm−1) Change

β-CD 4 Δδ

ν(OH) stretching 3389.28 3336.24 –53.04
ν(CH2) aliphatic 2925.48 2928.37 2.89
ν(C–O–C) 1158.55 1159.9 1.35
ν(O–H) bending vibration 1027.87 1029.8 1.93



Vol.:(0123456789)

SN Applied Sciences (2019) 1:363 | https://doi.org/10.1007/s42452-019-0350-6 Research Article

FTIR spectrum revealed typical absorption bands at 
3336 cm−1 for hydroxyl groups, 3260 cm−1 for NH groups, 
2964 cm−1 due to aliphatic protons, absorption peaks 
due to carbonyl groups in the region of 1771–1688 cm−1, 
and glucosydic group at 1157  cm−1 (Fig.  1). Table  4 

presents the difference in the absorption bands after 
formation of the inclusion complex. The 1H NMR spec-
trum established the presence of β-CD protons at chemi-
cal shifts of 3.16–3.67 ppm, in addition to signals due 
to eight CH sp3 at 2.55 and 4.85 ppm and signals for 16 
aromatic protons at 7.11–7.46 ppm (Fig. 11). The COSY 
NMR spectrum provided additional confirmation of the 
formation of [2]rotaxane 4 (Fig. 12). The 13C NMR spec-
trum of [2]rotaxane 4 in DMSO demonstrated formation 
of the interlocked compound, showing three signals 
due to aliphatic carbons  (8CH2) at 25.43, 29.02, and 
43.81 ppm, four signals due to eight CH sp3, six signals 
due to different carbon atoms of β-CD at 60.51, 72.69, 
72.90, 73.36, 82.75, and 102.05 ppm, and signals due 
to different aromatic carbons. In addition to the peaks 
due to amidic carbonyl at 142.18 and 143.54 ppm, sig-
nals due to C=O carbons were observed at 172.90 and 
173.81 ppm (Fig. 13).    

3.2  Surface morphology

The surface morphology of the obtained [2]rotaxanes 
1–4 was examined by SEM. Figure 14 shows SEM images 
of pure β-CD and the [2]rotaxanes 1–4, revealing a clear 
change in surface morphology. [2]Rotaxane 1 showed reg-
ular shape looking like crusts, [2]rotaxane 2 showed small 
circular shape, [2]rotaxane 3 had characteristic polygonal 

Fig. 11  1H NMR spectrum of [2]
rotaxane 4 in DMSO-d6

Fig. 12  2D COSY NMR spectrum of [2]rotaxane 3 in DMSO-d6
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shape, while the surface morphology of [2]rotaxane 4 was 
similar to cut glass. These differences in the morphology 
of the prepared [2]rotaxanes compared with β-CD afford 

additional evidence for the formation of the inclusion 
complexes.

Fig. 13  13C NMR spectrum of 
[2]rotaxane 4 in DMSO-d6

Fig. 14  SEM images of β-CD and [2]rotaxanes 1–4 
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4  Conclusions

Four new [2]rotaxanes 1–4 including β-cyclodextrin 
(β-CD) were synthesized and characterized. The main 
contribution of this study is the identification of a new 
end-capping reaction exploiting imidation reaction 
between the terminal amines of the axle and succinic 
anhydride derivatives as capping agents. The formation 
of these compounds depends on host–guest interaction, 
hydrogen bonding, and van der Waals forces. This type 
of compounds are well known for their unique struc-
ture consisting of mechanically interlocked threads and 
macrocycles. The chemical structures of the prepared 
[2]rotaxanes were confirmed by spectroscopic analysis, 
FTIR spectroscopy, and 1H, 13C, and 2D COSY NMR spec-
tra. The stoichiometry for the formation of the inclusion 
complexes is 1:1 molar ratio. The morphology of the 
obtained [2]rotaxanes 1–4 was investigated to further 
elucidate their synthesis.

Acknowledgements The author is grateful to her father and her 
family.

Compliance with ethical standards 

Conflicts of interest The author declares that she has no conflicts of 
interest.

References

 1. Szejtli J (1998) Introduction and general overview of cyclo-
dextrin chemistry. Chem Rev 98:1743–1753. https ://doi.
org/10.1016/S0009 -2665(97)00022 -8

 2. Pitha J, Rao T, Lindberg B, Seffers P (1990) Distribution of sub-
stituents in 2-hydroxypropyl ethers of cyclomaltoheptaose. 
Carbohydr Res 200:429–435. https ://doi.org/10.1016/0008-
6215(90)84208 -C

 3. Hashimoto H (2002) Present status of industrial application of 
cyclodextrins in Japan. J Incl Phenom Macrocycl Chem 44:57–
62. https ://doi.org/10.1023/A:10230 36406 829

 4. Pitha J, Milecki J, Fales H, Pannell L, Uekama K (1986) 
Hydroxypropyl-β-cyclodextrin in preparation and characteriza-
tion: effects on solubility of drugs. Int J Pharm 29:73–82. https 
://doi.org/10.1016/0378-5173(86)90201 -2

 5. Loftsson T, Fridriksdottir H, Gudmundsdottir TK (1996) The 
effect of water soluble polymers on aqueous solubility of 
drugs. Int J Pharm 127:293–296. https ://doi.org/10.1016/0378-
5173(95)04207 -5

 6. Loftsson T, Brewster ME (2007) Cyclodextrins as pharmaceu-
tic solubilizers. Adv Drug Deliv Rev 59:645–666. https ://doi.
org/10.1016/j.addr.2007.05.012

 7. Piotr T, Christopher HS (2010) Complexes of starch with organic 
guests. ChemInform. https ://doi.org/10.1002/chin.19992 2273

 8. Aoyama Y, Otsuki J, Nagai Y, Kobayashi K, Toi H (1992) Host–
guest complexation of oligosaccharides: interaction of malto-
dextrins with hydrophobic fluorescence probes in water. 
Tetrahedron Lett 33:3775–3778. https ://doi.org/10.1016/0040-
4039(92)80022 -C

 9. Mayumi K, Ito K (2010) Erratum to “Structure and dynamics of 
polyrotaxane and slide-ring materials”. Polymer 51:959–967. 
https ://doi.org/10.1016/j.polym er.2009.12.019

 10. Kato K, Inoue K, Kudo M, Ito K (2014) Synthesis of graft polyro-
taxane by simultaneous capping of backbone and grafting from 
rings of pseudo-polyrotaxane. Beilstein J Org Chem 10:2573–
2579. https ://doi.org/10.3762/bjoc.10.269

 11. Nepogodiev SA, Stoddart JF (1998) Cyclodextrin-based cat-
enanes and rotaxanes. Chem Rev 98:1959–1976. https ://doi.
org/10.1021/cr970 049w

 12. József S (1997) Utilization of cyclodextrins in industrial prod-
ucts and processes. J Mater Chem 7:575–587. https ://doi.
org/10.1039/A6052 35E

 13. Ivanna HG, Ana Paula OVT, Andersson B, Caroline WPSG, Hum-
berto GF, Rodrigues NCL (2011) Binary and ternary inclusion 
complexes of dapsone in cyclodextrins and polymers: prepara-
tion, characterization and evaluation. J Incl Phenom Macrocycl 
Chem 73:1–4. https ://doi.org/10.1007/s1084 7-011-0034-3

 14. Antonino P, Yusuf Y (2018) Cyclodextrin-based macromo-
lecular systems as cholesterol-mopping therapeutic agents 
in Niemann–Pick disease type C. Macromol Rapid Commun 
40:1800557. https ://doi.org/10.1002/marc.20180 0557

 15. Enrico R, Lajos S, József S (2000) Drug/cyclodextrin/hydroxy acid 
multicomponent systems. Properties and pharmaceutical appli-
cations. J Pharm Sci 89:1–8. https ://doi.org/10.1002/(SICI)1520-
6017(20000 1)89:1%3C1:AIDJP S1%3E3.0.CO;2-W

 16. Stella Valentino J, Quanren H (2008) Cyclodextrins. Toxicol 
Pathol 36:30–42. https ://doi.org/10.1177/01926 23307 31094 5

 17. Gould S, Scott RC (2005) 2-Hydroxypropyl-β-cyclodextrin 
(HP-β-CD): toxicology review. Food Chem Toxicol 43:1451–
1459. https ://doi.org/10.1016/j.fct.2005.03.007

 18. Szente I, Szejtli J, Gl Kis (1998) Spontaneous opalescence of 
aqueous 1-cyclodextrin solutions: complex formation or self-
aggregation. J Pharm Sci 87:778–781. https ://doi.org/10.1021/
js970 4341

 19. Schmid G (1989) Cyclodextrin glucanotransferse produc-
tion: yield enhancement by overexpression of cloned genes. 
Trends Biotechnol 7:244–248. https ://doi.org/10.1016/0167-
7799(89)90015 -2

 20. Bhardwaj R, Dorr RT, Blanchard J (2000) Approaches to reducing 
toxicity of parenteral anticancer drug formulations using cyclo-
dextrins. J Pharm Sci Technol 54:233–239

 21. Mamata S, Rohit S, Banerjee UC (2002) Biotechnological applica-
tions of cyclodextrins. Biotechnol Adv 20:341–359. https ://doi.
org/10.1016/S0734 -9750(02)00020 -4

 22. Lezcano M, Ai-Soufi W, Novo M, Rodriguez-Nunez E, Tato JV 
(2003) Complexation of several benzimidazole-type fungicides 
with alpha and beta-cyclodextrins. J Agric Food Chem 51:5036–
5040. https ://doi.org/10.1021/jf034 3682

 23. Dufosse L, Souchon I, Feron G, Latrasse A, Spinnler HE (1998) 
In  situ detoxification of the fermentation medium during 
γ-decalactone production with the yeast Sporidiobolus sal-
monicolor. Biotechnol Prog 15:135–139. https ://doi.org/10.1021/
bp980 113a

 24. Hedges RA (1998) Industrial applications of cyclodextrins. Chem 
Rev 98:2035–2044. https ://doi.org/10.1021/cr970 014w

 25. Wenz G (2009) Cyclodextrin polyrotaxanes assembled from a 
molecular construction kit in aqueous solution. J Polym Sci A 
Polym Chem 47:6333–6341. https ://doi.org/10.1002/pola.23610 

 26. Immel S, Fujita K, Lichtenthaler FW (1999) Molecular modeling 
of saccharides, 21. Solution geometries and lipophilicity pat-
terns of α-cycloaltrin. Chem Eur J 5:3185–3192. https ://doi.
org/10.1002/(SICI)15213 765(19991 105)5:11%3c318 5:AID-
CHEM3 185%3e3.0.CO;2-W

https://doi.org/10.1016/S0009-2665(97)00022-8
https://doi.org/10.1016/S0009-2665(97)00022-8
https://doi.org/10.1016/0008-6215(90)84208-C
https://doi.org/10.1016/0008-6215(90)84208-C
https://doi.org/10.1023/A:1023036406829
https://doi.org/10.1016/0378-5173(86)90201-2
https://doi.org/10.1016/0378-5173(86)90201-2
https://doi.org/10.1016/0378-5173(95)04207-5
https://doi.org/10.1016/0378-5173(95)04207-5
https://doi.org/10.1016/j.addr.2007.05.012
https://doi.org/10.1016/j.addr.2007.05.012
https://doi.org/10.1002/chin.199922273
https://doi.org/10.1016/0040-4039(92)80022-C
https://doi.org/10.1016/0040-4039(92)80022-C
https://doi.org/10.1016/j.polymer.2009.12.019
https://doi.org/10.3762/bjoc.10.269
https://doi.org/10.1021/cr970049w
https://doi.org/10.1021/cr970049w
https://doi.org/10.1039/A605235E
https://doi.org/10.1039/A605235E
https://doi.org/10.1007/s10847-011-0034-3
https://doi.org/10.1002/marc.201800557
https://doi.org/10.1002/(SICI)1520-6017(200001)89:1%3C1:AIDJPS1%3E3.0.CO;2-W
https://doi.org/10.1002/(SICI)1520-6017(200001)89:1%3C1:AIDJPS1%3E3.0.CO;2-W
https://doi.org/10.1177/0192623307310945
https://doi.org/10.1016/j.fct.2005.03.007
https://doi.org/10.1021/js9704341
https://doi.org/10.1021/js9704341
https://doi.org/10.1016/0167-7799(89)90015-2
https://doi.org/10.1016/0167-7799(89)90015-2
https://doi.org/10.1016/S0734-9750(02)00020-4
https://doi.org/10.1016/S0734-9750(02)00020-4
https://doi.org/10.1021/jf0343682
https://doi.org/10.1021/bp980113a
https://doi.org/10.1021/bp980113a
https://doi.org/10.1021/cr970014w
https://doi.org/10.1002/pola.23610
https://doi.org/10.1002/(SICI)15213765(19991105)5:11%3c3185:AID-CHEM3185%3e3.0.CO;2-W
https://doi.org/10.1002/(SICI)15213765(19991105)5:11%3c3185:AID-CHEM3185%3e3.0.CO;2-W
https://doi.org/10.1002/(SICI)15213765(19991105)5:11%3c3185:AID-CHEM3185%3e3.0.CO;2-W


Vol:.(1234567890)

Research Article SN Applied Sciences (2019) 1:363 | https://doi.org/10.1007/s42452-019-0350-6

 27. Dardeer HM (2018) Synthesis, characterization of novel rotax-
anes depend on cyclodextrins. J Incl Phenom Macrocycl Chem 
91:105. https ://doi.org/10.1007/s1084 7-018-0805-1

 28. Dardeer HM, Hassan MA (2015) Synthesis of [2]rotaxanes derived 
from host-gust interaction. Int J Chem 7(1):161–167

 29. Dardeer HM (2015) Formation of new inclusion complexes 
depend on cyclodextrin. Chem J 5(1):14–19

 30. Anderson S, Aplin RT, Claridge TDW, Goodson T, Maciel AC, Rum-
bles G, Ryan JF, Anderson HL (1998) An approach to insulated 
molecular wires: synthesis of water-soluble conjugated rotax-
anes. J Chem Soc Perkin Trans 1:2383. https ://doi.org/10.1039/
a8026 80g

 31. Willner I, Rubin S (1996) Control of the structure and functions 
of biomaterials by light. Angew Chem Int Ed Engl 35:367. https 
://doi.org/10.1002/anie.19960 3671

 32. Kwan PH, MacLachlan MJ, Swager TM (2004) Rotaxanated conju-
gated sensory polymers. J Am Chem Soc 126:8638–8639. https 
://doi.org/10.1021/ja048 506v

 33. Moonen NN, Flood AH, Fernández JM, Stoddart J (2005) Towards 
a rational design of molecular switches and sensors from their 
basic building blocks. Mol Mach 262:99–132

 34. Jang YH, Jang SS, William A, Goddard III (2005) Molecular 
dynamics simulation study on a monolayer of half [2]rotaxane 
self-assembled on Au(111). J Am Chem Soc 127:4959–4964. 
https ://doi.org/10.1021/ja044 762wC CC

 35. Willner I, Katz E (2000) Integration of layered redox proteins 
and conductive supports for bioelectronic applications. Angew 
Chem Int Ed 39:1180–1218. https ://doi.org/10.1002/(SICI)1521-
3773(20000 403)39:7%3c118 0:AID-ANIE1 180%3e3.0.CO;2-E

 36. Hassan MA, Younes AM, Dardeer HM (2012) Synthesis of 
the pyrrol and pyrimidine derivatives from 9,10-dihydro-
9,10-ethanoanthracene-11,12-dicarboxylic anhydride. Chem J 
02(06):185–193

 37. Gebers J, Rolland D, Marty R, Phane S, Rez S, Cervini L, Scopelliti 
R, Brauer JC, Frauenrath H (2014) Solubility and crystallizability: 
facile access to functionalized p-conjugated compounds with 
chlorendylimide protecting groups. Chem Eur J 20:1–13. https 
://doi.org/10.1002/chem.20140 3623

 38. Abdel-Aziz A-M, Angeli A, El-Azab AS, Abu El-Enin MA, Supuran 
CT (2017) Synthesis and biological evaluation of cyclic imides 
incorporating benzenesulfonamide moieties as carbonic anhy-
drase I, II, IV and IX inhibitors. Bioorg Med Chem 25:1666–1671. 
https ://doi.org/10.1016/j.bmc.2017.01.032

 39. Abdel-Aziz Alaa A-M, El-Azab Adel S, Attia Sabry M, Al-Obaid 
Abdulrahman M, Al-Omar Mohamed A, El-Subbagh Hussein 
I (2011) Synthesis and biological evaluation of some novel 
cyclic-imides as hypoglycaemic, anti-hyperlipidemic agents. 
Eur J Med Chem 46:4324–4329. https ://doi.org/10.1016/j.ejmec 
h.2011.07.002

 40. Abdel-Aziz Alaa A-M, ElTahir Kamal EH, Asiri Yousif A (2011) Syn-
thesis, anti-inflammatory activity and COX-1/COX-2 inhibition of 
novel substituted cyclic imides. Part 1: molecular docking study. 
Eur J Med Chem 46:1648–1655. https ://doi.org/10.1016/j.ejmec 
h.2011.02.013

 41. Dardeer HM, El-sisi AA, Emam AA, Hilal Nora M (2017) Synthesis, 
application of a novel azo dye and its inclusion complex with 
beta-cyclodextrin onto polyester fabric. Int J Text Sci 6(3):79–87

 42. Dardeer HM, Ebnalwaled AA (2019) On improving the spectral 
response of organic dyes sensitizer based on β-cyclodextrin 
inclusion complex. Optik Int J Light Electron Opt 178:197–209. 
https ://doi.org/10.1016/j.ijleo .2018.10.012

Publisher’s Note Springer Nature remains neutral with regard to 
jurisdictional claims in published maps and institutional affiliations.

https://doi.org/10.1007/s10847-018-0805-1
https://doi.org/10.1039/a802680g
https://doi.org/10.1039/a802680g
https://doi.org/10.1002/anie.199603671
https://doi.org/10.1002/anie.199603671
https://doi.org/10.1021/ja048506v
https://doi.org/10.1021/ja048506v
https://doi.org/10.1021/ja044762wCCC
https://doi.org/10.1002/(SICI)1521-3773(20000403)39:7%3c1180:AID-ANIE1180%3e3.0.CO;2-E
https://doi.org/10.1002/(SICI)1521-3773(20000403)39:7%3c1180:AID-ANIE1180%3e3.0.CO;2-E
https://doi.org/10.1002/chem.201403623
https://doi.org/10.1002/chem.201403623
https://doi.org/10.1016/j.bmc.2017.01.032
https://doi.org/10.1016/j.ejmech.2011.07.002
https://doi.org/10.1016/j.ejmech.2011.07.002
https://doi.org/10.1016/j.ejmech.2011.02.013
https://doi.org/10.1016/j.ejmech.2011.02.013
https://doi.org/10.1016/j.ijleo.2018.10.012

	Synthesis and characterization of original [2]rotaxanes including cyclodextrin
	Abstract
	Graphical abstract 
	1 Introduction
	2 Experimental
	2.1 Chemicals and reagents
	2.2 Characterization
	2.3 Synthesis of [2]rotaxane interlocked compounds
	2.3.1 Synthesis of [2][hexamethylenediamino]-rota-[β-cyclodextrin] (1)
	2.3.2 Synthesis of [2][succinic dihydrazide]-rota-[β-cyclodextrin] (2)
	2.3.3 Synthesis of [2][tetramethylenediamino]-rota-[β-cyclodextrin] (3)
	2.3.4 Synthesis of [2][sebacoyl amino]-rota-[β-cyclodextrin] (4)


	3 Results and discussion
	3.1 Synthesis and spectral analysis
	3.2 Surface morphology

	4 Conclusions
	Acknowledgements 
	References




