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Abstract: New types of contactless luminescence nanothermometers, namely, LiAl5O8:Fe3+ and
LiAl5O8:Fe3+, Nd3+ are presented for the first time, revealing the potential for applications in
biological systems. The temperature-sensing capability of the nanocrystals was analyzed in wide
range of temperature (−150 to 300 ◦C). The emission intensity of the Fe3+ ions is affected by the
change in temperature, which induces quenching of the 4T1 (4G)→ 6A1 (6S) Fe3+ transition situated
in the 1st biological window. The highest relative sensitivity in the temperature range (0 to 50 ◦C)
was found to be 0.82% ◦C (at 26 ◦C) for LiAl5O8: 0.05% Fe3+ nanoparticles that are characterized
by long luminescent lifetime of 5.64 ms. In the range of low and high temperatures the Smax was
calculated for LiAl5O8:0.5% Fe3+ to be 0.92% ◦C at −100 ◦C and for LiAl5O8:0.01% Fe3+ to be 0.79% ◦C
at 150 ◦C. The cytotoxicity assessment carried out on the LiAl5O8:Fe3+ nanocrystals, demonstrated
that they are biocompatible and may be utilized for in vivo temperature sensing. The ratiometric
luminescent nanothermometer, LiAl5O8:Fe3+, Nd3+, which was used as a reference, possesses an
Smax = 0.56%/◦C at −80 ◦C, upon separate excitation of Fe3+ and Nd3+ ions using 266 nm and 808 nm
light, respectively.
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1. Introduction

Temperature measurement and accurate control of its value play a key role in many different
fields of science, medicine and technology. In the case of bio-application, the implementation of
temperature sensing may provide important information concerning metabolic processes, cell division
rate and presence of inflammation. The difference in temperature of only a few degrees Celsius
between healthy and cancer cells may be used as a diagnostic parameter. Additionally, during the
light induced hyperthermia treatment, precise control of a specific temperature in real time enables to
minimize the side effects associated with the overheating of the healthy cells. Therefore, accurate and
reliable real time temperature measurement with submicron-scale spatial resolution during in vitro and
in vivo experiments is of paramount importance. All these requirements are provided by luminescent
thermometry, an experimental technique that enables temperature determination based on the analysis
of the luminescent properties of the phosphor [1–5]. However, for thermometric biological applications,
the phosphor employed must fulfil several requirements such as low cytotoxicity, high thermal, chemical
and mechanical stability, fast response and high sensitivity to temperature changes [6–8]. Inorganic
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nanocrystals doped with optically active ions meet all these demands and thus are excellent candidates
for non-contact temperature sensors. Several approaches have focused on the enhancement of the
relative sensitivity of luminescent thermometers, which includes the optimization of the stoichiometry
of the host material as well as the appropriate selection of the optically active ions. A current
approach that is being investigated intensively relies on the utilization of the strong temperature
dependent luminescence intensity of transition metal ions (TM) in comparison to the luminescence of
the lanthanide ions (Ln3+) [9–12]. This is attributed to the considerable difference in their electronic
configuration and interactions with the surrounding ligands; thus the spectroscopic features of the
TM and Ln3+ ions differ. Because of the shielding of the 4f electrons by the 5s2 and 5p6 electrons,
their interaction with the crystal field of ligands (102 cm−1) is much less than the interaction of the d
electrons with the surrounding ligands (104 cm−1) [6,13,14]. This produces the strong electron-phonon
coupling for TM ions (3dn configuration) inducing a relatively large displacement (∆R) between the
ground and excited states potential parabolas resulting in the intersection of the two parabolas, which
facilitates nonradiative decay to the ground state. In the case of the lanthanide ions (4fn), the two
parabolas do not intersect due to the weak electron–phonon interaction (shielding of the 4f orbitals),
which results in a very small displacement (∆R ~ 0). As a consequence, nonradiative decay can only
occur via multiphonon relaxation, which has a much lower probability to take place. The spectroscopic
properties of some transition metal ions, Cr3+, Mn2+/3+/4+, V3+/4+/5+, Co2+, Ti3+/4+ [6,13–20] have been
already considered for non-contact temperature sensing. However, Fe3+ has not been considered for
this purpose.

Herein, we present for the first time the synthesis and characterization of LiAl5O8:Fe3+ and
LiAl5O8:Fe3+/Nd3+ for application as nanocrystalline luminescent thermometers based on intensity
and bandshape. The high susceptibility of Fe3+ ions emission intensity to temperature changes enables
to develop highly sensitive nanocrystalline luminescent thermometers (LT) that can be applied in the
1st biological transparency window spectral range. The optimization process, which includes the size
of the nanoparticles as well as Fe3+ dopant concentration, was used in order to enhance the relative
sensitivity of LT in the physiological temperature range.

2. Materials and Methods

2.1. Synthesis of Fe3+-Doped LiAl5O8

The LiAl5O8 nanocrystals doped with Fe3+ ions (LiAl5O8:x% Fe3+) with 0.01%, 0.05%, 0.1%,
0.5%, 1% and 2% dopant concentration have been successfully synthesized by the use of the Pechini
method [21]. Stoichiometric amounts of lithium carbonate (Li2CO3 of 99.999% purity from Alfa Aesar),
aluminum nitrate nonahydrate (Al(NO3)3

.9H2O of 99.999% purity from Alfa Aesar) and iron (III)
nitrate nonahydrate (Fe(NO3)3

.9H2O of 99.999% purity from Alfa Aesar) were diluted with small
volume of distilled water. The mixture was heated up to 90 ◦C and magnetically stirred in a beaker for
2 h in an aqueous solution of citric acid (CA). The molar ratio of CA to total amount of metal was set to
2:1. This step is similar for the formation of all the metal complexes, consisting of Cit3− ligands and Li+,
Al3+ and Fe3+ central metal ions. Subsequently, an adequate volume of PEG-200 was added to the clear
solution under stirring and the reaction for 1 h (PEG-200 to Cit3− was 1:1). Afterwards, the mixture
was transferred to a porcelain crucible and heated up to 250 ◦C in air to complete evaporation of water
and formation of the resin. Finally, the nanocrystals were produced by annealing the resin in air for
12 h at 850 ◦C. Additionally, the LiAl5O8 nanocrystals doped with 0.05% of Fe3+ were also calcinated at
900 ◦C, 1000 ◦C and 1100 ◦C.

2.2. Synthesis of Fe3+, Nd3+ -Co-Doped LiAl5O8

LiAl5O8: Fe3+, Nd3+ nanocrystals were synthesized using the same method as presented above.
The neodymium nitrate (Nd(NO3)3) was synthesized using neodymium oxide (Nd2O3 of 99.999%
purity from Stanford Materials Corporation) via the dissolution of an appropriate amounts of Nd2O3
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in distilled water and ultrapure nitric acid (96%) and, subsequently, triple recrystallization by the use
of small volume of distilled water. The mixture of all substrates, including neodymium nitrate, was
heated to produce the resin. The nanopowders were obtained by annealing in air at 850 ◦C for 12 h.
The nominal concentration of Fe3+ and Nd3+ was 0.05% and 1% with respect to Al3+ and Li+ ions.

2.3. Characterization

Powder diffraction studies were carried out on PANalytical X’Pert Pro diffractometer equipped
with an Anton Paar TCU 1000 N Temperature Control Unit and using Ni-filtered Cu Kα radiation
(V = 40 kV, I = 30 mA).

Transmission electron microscope images were obtained using a TEM Philips CM-20 SuperTwin
operating at 160 kV with an optical resolution of 0.25 nm.

The emission spectra were measured using the 266 nm excitation line from a laser diode (LD) and a
Silver-Nova Super Range TEC Spectrometer form Stellarnet (1 nm spectral resolution). The temperature
of the sample was controlled using a heating stage from Linkam (0.1 ◦C temperature stability and
0.1 ◦C set point resolution).

Luminescence decay profiles were recorded using FLS980 Fluorescence Spectrometer from
Edinburgh Instruments with µFlash lamp as an excitation source and the signal was detected using a
R928P side window photomultiplier tube from Hamamatsu.

2.4. Cytotoxicity Assessment

Cytotoxicity assessment was carried out on murine macrophage (J774.E) and fibroblast (3T3/Swiss
Albino) cell lines. The choice of the in vitro model was based on the fact that under in vivo conditions,
macrophages form the primary line of response to particulate matter [22,23] Thus, they are responsible
for the distribution and clearance of nanoparticles and their agglomerates. On the other hand, 3T3
cells are a standard model to screen for cytotoxicity of biomaterials as fibroblasts are the main cellular
component of connective tissues [24,25]. Cells were cultured in RPMI-1640 medium (Institute of
Immunology and Experimental Therapy, Wroclaw, Poland) supplemented with 10% fetal bovine serum
(FBS, Sigma, St. Louis, MO, USA), L-glutamine (Sigma, Welwyn Garden City, UK) and antibiotic
(streptomycin and penicillin, Sigma, Munich, Germany). For the cytotoxicity assessment, cells were
seeded in 96-well-plates (TTP, Basel, Switzerland) at a density of 3 × 103 (3T3) or 10 × 103 (J774.E)
cells per well and pre-incubated at 37 ◦C for 24 h in a humidified atmosphere of 5% CO2. Afterwards,
nanoparticle dispersions were added. Stock dispersions were prepared based on a simplified version of
the NANOGENOTOX dispersion protocol. Nanoparticles were suspended in 0.05% BSA water solution
and bath-sonicated at room temperature for up to 5 min. The stock solutions were further diluted
in 0.05% BSA and dispersions in complete culture medium were prepared. In parallel, the highest
nanoparticle concentrations were centrifuged at 30,000× g for 3 h, and the particle-free supernatants
were used as a diluent control (to exclude any possible particle-unrelated effects due to the presence of
soluble compounds). Cells were exposed to the dispersions for 48 h (5% CO2, 37 ◦C). Subsequently,
the MTT assay was carried out. The test is based on the enzymatic reduction of the tetrazolium salt
MTT [3-(4,5-dimethylthiazol-2-yl)-2,5-diphenyl-tetrazoliumbromide] in living, metabolically active
cells. The metabolite, purple-colored formazan is measured colorimetrically, using a multiwell plate
reader. Preliminary experiment showed no interference of the nanoparticles with MTT or formazan in
a cell-free system at concentrations of 50 µg/mL and lower. Thus, 50 µg/mL was chosen as the highest
concentration in this study. After 4 h of incubation, cells were lysed and the optical density (OD) was
measured after 24 h using a spectrophotometric microplate reader (Tecan Spark 10M, Männedorf,
Switzerland) at a wavelength of 570 nm (reference 630 nm). The OD of control cells was taken as 100%.
Cell viability was determined as follows: % viability = (mean OD in the test wells/mean OD for control
wells) × 100. The results were obtained from at least 3 independent experiments.
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3. Results

X-ray powder diffraction (XRPD) was used to establish the crystalline structure and phase
purity of the LiAl5O8:Fe3+ nanocrystals with different dopant concentration and annealed at different
temperatures (Figure S1). In Figure 1a, the XRPD experimental pattern of LiAl5O8:Fe3+ nanocrystals is
shown. The presence of the principal diffraction peaks as well as the other diffraction peaks are in
agreement with the reported pattern for LiAl5O8 (ICSD File No. 10480). This confirms the presence
of cubic LiAl5O8 crystallizing with space group P4332. The Li+ and Al3+ ions are 6-fold coordinated
(LiO6)11− and (AlO6)9− (B-site) while the other Al3+ ions are four coordinated tetrahedra (AlO4)5−

(A-site) [26–28]. The ratio of the octahedral sites occupied by Li+ and Al3+ ions is 1:3 (Figure 1b) [26,29].
It is worth noting that above 1295 ◦C the ordered LiAl5O8 structure is transformed into disordered
form [26,27,30]. The broadening of XRPD peaks results from the small size of the nanoparticles.
The shift of the XRPD peaks with respect to the reference pattern observed for higher concentration is
related with the increase of the unit cell caused by the difference in the ionic radii between Fe3+ and
Al3+, which is reflected in the increase of cell parameters from 7.9103 Å for 0.1% Fe3+ to 7.9177 Å for 2%
Fe3+. Moreover, slight enlargement of the average grain size from 16.21 nm up to 20.39 nm with dopant
concentration was found, which results from the difference in the ionic radii between dopant and the
substituted ions (Fe(III) = 63 pm and Al (III) = 53 pm) (Figure S2). The Nd3+ ions occupy the Li+ site,
whereas Fe3+ ions may substitute both in the A-sites and B-sites for Al3+ ions due to the similarities
of ionic radii (0.69 Å, 0.675 Å for 6-fold and 0.63 Å, 0.53 Å for 4-fold coordinated Fe3+ and Al3+ ions,
respectively). However, as it has been previously shown, the Fe3+ ions occupy mainly A-sites, forming
the FeO4

5− clusters in the LiAl5O8 structure [26–29,31,32]. The representative TEM images (Figure 1c–j)
depict that LiAl5O8:Fe3+ material comprise well-crystalized and agglomerated grains. The analysis
of the impact of the annealing temperature on the structure of LiAl5O8 nanocrystals shows that the
average grain size increases from 16.5 nm to 40 nm as the temperature increases from 850 ◦C to 1100 ◦C.
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Figure 1. (a) XRPD patterns of LiAl5O8:Fe3+ nanocrystals of different dopant concentration; (b) the
visualization of LiAl5O8 structure; respective TEM images for LiAl5O8 nanocrystals annealed at (c,d),
850 ◦C, (e,f) 900 ◦C, (g,h) 1000 ◦C and (i,j) 1100 ◦C, respectively.

In order to verify the potential use of LiAl5O8:Fe3+ nanoparticles for biomedical applications,
cytotoxicity assessment was carried out using J774.E and 3T3 cell lines. The effects of LiAl5O8:Fe3+
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on cell viability are summarized in Figure 2. The LiAl5O8:Fe3+ nanoparticles exhibit no significant
effect on cell viability, at the highest concentration of 50 µg/mL. In our experiment, J774.E macrophages
appeared to be slightly less viable when exposed to the highest concentration, whereas the response of
fibroblasts was found to be much more variable. This may be related to the instability of the dispersion.
Lower stability translates into higher dose delivered directly to cells over time, and the actual exposure
is quite complicated to predict [33]. Notwithstanding this lack of stability, LiAl5O8:Fe3+ appears to
be non-toxic in both cellular models. Due to negligible toxicity, it was not possible to calculate the
half maximal inhibitory concentration, the typical parameter used to characterize the toxic potency of
substances. Figure 3 shows the effects on cell morphology and partial cellular uptake of LiAl5O8:Fe3+

by both cell types as determined by light microscopy. Although J774.E (in contrast to 3T3) are known
to be efficient phagocytes [34], the uptake of LiAl5O8:Fe3+ was low in both cell lines. In conclusion,
LiAl5O8:Fe3+ were found to be biocompatible in the applied in vitro model and may be considered for
further biological investigation.
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Figure 3. (a) Tanabe–Sugano diagram of d5 electronic configuration of Fe3+ ions; (b) the emission
spectra of LiAl5O8:Fe3+ nanocrystals measured upon λexc = 266 nm; (c) excitation spectra of Fe3+ ions
for λem = 720 nm; (d) decay profile of the 4T1 (4G)→ 6A1 (6S) emission for 720 nm.

In order to understand the luminescent properties of the Fe3+ ions, the Tanabe–Sugano diagram
for d5 electronic configuration should be considered (Figure 3a). According to the previously reported
studies, the crystal field strength for LiAl5O8:Fe3+ is Dq = 800 cm−1, which corresponds to a ∆/B ~ 18.1.
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In this case, the luminescence of the Fe3+ ions should be due to the 4T1 (4G)→ 6A1 (6S) electronic
transition [35]. In agreement with our prediction upon 266 nm excitation at −150 ◦C, the LiAl5O8:Fe3+

nanocrystals reveal deep red emission centered at 660 nm (Figure 3b). The observed sharp peak
in the emission band is attributed to the zero-phonon line (ZPL) 4T1 (4G)→ 6A1 (6S) d-d electronic
transition of Fe3+ ion (Figure 3b). It should be noted that the intensity of the ZPL decreases with dopant
concentration, which may be attributed to the interionic Fe3+-Fe3+ interaction. At a Fe3+ concentration
of 2%, the ZPL is barely observable. The excitation spectrum of LiAl5O8:Fe3+, recorded at 650 nm
(6A1 (6S)→ 4T1 (4G) transition), consists of the broad band in UV spectral region (200–300 nm), which
is related to the O2−

→ Fe3+ charge transfer (CT) transition and two less intensive absorption bands at
390 nm and 440 nm attributed to the 6A1 (6S)→4A1 (4G), 4E (4G) and 6A1 (6S)→4T2 (4G) d-d electronic
transitions, respectively (Figure 3d; see also Figure S3). No significant difference is observed in the
excitation spectra for different Fe3+ concentration. However, slight increase in the intensity of the d-d
absorption bands with respect to the CT band was observed as a function of Fe3+ concentration. Due to
its significantly higher absorption cross section with respect to the d-d bands, the CT absorption band
was used for excitation. Additionally, with the increase of the nanoparticle size, a gradual enhancement
of the absorption band, attributed to the 6A1 (6S) → 4T1 (4G) electronic transition, was observed
(see Figure S6). Therefore, considering the information obtained from the analysis of the excitation
spectra, the following mechanism of the Fe3+ luminescence from the A-site can be proposed: Upon
266 nm excitation, the electron transfer from O2− to the Fe3+ takes place reducing it to Fe2+ followed
by the transfer of the energy to the excited states of Fe3+ ions. The radiative depopulation of 4T1 (4G)
excited state to 6A1 (6S) ground state leads to the generation of the emission band at 660 nm. It was
found that dopant concentration influenced both the luminescent lifetimes of Fe3+ excited state and the
shape of the decay profile (Figure 3d). Nanocrystals doped with 0.05% Fe3+ showed exponential decay
profiles and lifetime as long as 5.64 ms. However, when the concentration of the dopant was increased,
the decay profiles were non-exponential and the lifetimes were significantly shorter, 1.96 ms for 2%
Fe3+ (average lifetime). On the other hand, no significant influence of the size of the nanoparticle on
the lifetime was found, which confirms that surface-related nonradiative depopulation processes have
a minor impact on the kinetics of the 4T1 (4G) state (see Figure S5).

Spectroscopic properties of Fe3+ ions in LiAl5O8 nanocrystals were analyzed in terms of their
potential use for non-contact temperature sensing applications, and therefore, their emission spectra
were analyzed in a wide range of temperatures, −150 ◦C to 300 ◦C (Figure 4a; see also Figure S4).
It was observed that the emission from the Fe3+ ion is highly susceptible to luminescence thermal
quenching, and the increase in temperature causes the reduction of the intensity of 660 nm emission
band in the temperature range studied. At 300 ◦C, the emission from the 4T1 (4G)→ 6A1 (6S) transition
was very weak, and the shape of the emission bands was affected by temperature. The intensity
of ZPL is quenched at low temperatures, and above −50 ◦C, only a broad emission band was
observed. Figure 4b shows the configuration coordinate diagram, which can be used to explain the
mechanism of the luminescence thermal quenching of the Fe3+ ions. The displacement of the excited
4T1 (4G) state parabola with respect to the ground 6A1 (6S) state results in the intersection of the
two parabolas (Figure 4b). The energy difference ∆E between the lowest point of the excited state
parabola and the intersection point represents the energy barrier for the electron to overcome such that
nonradiative decay occurs. The energy difference for the LiAl5O8:Fe3+ nanocrystals was calculated,
and a value of 585 cm−1 was obtained. This barrier can be overcome by relatively small thermal
energy resulting in nonradiative decay. The rate of thermal quenching of the Fe3+ luminescence
is dependent on dopant concentration, and it decreases at higher Fe3+ concentration. Because the
spectral positions of both the absorption and emission bands are independent of dopant concentration,
this difference is not related with the change of the activation energy, ∆E (see Figure S7). Therefore,
the dominant process responsible for the concentration effect on luminescence thermal quenching
is energy diffusion to the defects. The probability of energy diffusion among excited states of Fe3+

enhances with shortening of the average distance between interacting ions, resulting from the higher



Nanomaterials 2020, 10, 189 7 of 12

dopant concentration. In the case of the nanosized phosphor, distance between emitting center and
the nanoparticle surface defects is relatively low facilitating this kind of interaction. Additionally,
the difference in the ionic radii between dopant ions and substituted host ions may lead to the
formation of local point defects at high dopant concentration, which increases the probability of energy
transfer to the defects. The same effect is responsible for luminescence concentration quenching in
TM doped phosphors. Similar observation has been reported for Mn3+ doped YAG nanocrystals [18].
This concentration quenching leads to the lowering of the overall emission intensity observed for
higher dopant concentration. Therefore, the efficiency of the additional quenching of luminescence
induced by the increase of temperature is minimized. It is worth noting here that at a temperature up to
300 ◦C the complete luminescence quenching is not observed for the LiAl5O8:Fe3+ nanocrystals, which
improves the accuracy of non-contact temperature readout due to high signal-to-noise ratio even at high
temperatures (Figure 4a and Figure S4). To quantify observed luminescent response of the Fe3+ doped
nanocrystals on temperature changes, the relative sensitivity of luminescence nanothermometers was
calculated according to the following equation:

S1 =
1
x

∆x
∆T
·100% (1)

where x refers to the temperature dependent parameter, which in this case is represented by emission
intensity, and ∆x represents the change of x for ∆T change of temperature. The results of S1 as a
function of temperature for different dopant concentrations are presented in Figure 4d. As it can be
noted, thermal evolution of S1 strongly depends on dopant concentration. Based on the value obtained,
S1 = 0.82%/◦C, for the LiAl5O8:0.05% Fe3+ nanocrystals, it can be concluded that the most promising
performance for non-contact temperature sensing is in the range 20–50 ◦C. At low temperature, a value
of 0.92%/◦C for S1 was obtained at −100◦C.
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Figure 4. (a) Thermal evolution of emission spectra of LiAl5O8:0.05%Fe3+ nanocrystals upon
λexc = 266 nm; (b) the schematic configurational coordinates diagram of Fe3+ ions energy levels;
(c) the temperature impact on the emission intensity of Fe3+ ions annealed at 850 ◦C; (d) corresponding
relative sensitivities based on their thermally-affected luminescence.

Taking into account the excellent performance for temperature sensing at a concentration of
0.05% Fe3+ doped nanocrystals, this concentration was chosen for further investigations of the size
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of the nanoparticles and its correlation to the relative sensitivity of nanothermometer. The rate of
luminescence thermal quenching decreases with the increase in size of the nanoparticle’s (Figure 5a).
As it has already been shown in the case of the nanoparticles with an average grain size 16.5 nm,
the integrated emission intensity decreases by one order of magnitude in −150 to 300 ◦C temperature
range, while for nanoparticles of 18, 30 and 40 nm size, the emission intensity decreases to 29%, 32% and
36% of its initial (at −150 ◦C) value, respectively. This phenomenon is probably due to the number of
the ions located on the surface of the nanocrystals, which are more susceptible to luminescence thermal
quenching with respect to those located in the bulk part of the nanoparticle. By increasing the grain
size, the number of surface ions reduces with respect to the total number of Fe3+ ions, and hence, their
impact on the luminescent properties of the nanocrystals is less evident. Similar observation has been
already reported for the NaYF4:Yb3+,Er3+ nanocrystals [36]. This behavior is reflected in the values of
the relative sensitivities presented in Figure 5b, which reveal a single maxima for each of the sizes of
the nanoparticles in the temperature range under investigation. The value of the maximal relative
sensitivity and the temperature at which this Smax occurs depend on the size of the nanoparticles as
follows: Smax = 0.82%/◦C (at 26 ◦C) for nanoparticles of 16.5 nm size, 0.57%/◦C (at −83 ◦C) for 18 nm,
0.44%/◦C (at −60 ◦C) for 30 nm and 0.53%/◦C (at −83 ◦C) for 40 nm (Figure 5b).
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The maximum emission intensity of Fe3+ in LiAl5O8, centered at 660 nm, overlaps with the 1st
biological optical window, which is beneficial in terms of temperature sensing of both living human
and animal cells, significantly increasing its applicability in biological and medicinal field. Taking
advantage of the fact, that the emission intensity of lanthanide ions (Ln3+) is influenced much less
by changes in the environment in comparison to transition metal ions (TM), we designed a new
LiAl5O8:Fe3+, Nd3+ luminescence nanothermometers, based on the thermal susceptibility of the Fe3+

emission and using Nd3+ as the reference signal. The Nd3+ ions were introduced as a co-dopant,
because the ions do not show spectral overlap (emission) with Nd3+. It was found that 266 nm
excitation does not provide the simultaneous emission of Fe3+ and Nd3+ ions. The investigation on
the susceptibility of Fe3+, Nd3+- based thermometer to the temperature changes were carried out
in the range of −150 to 300 ◦C (Figure 6a). The 4T1 (4G) → 6A1 (6S) emission of Fe3+, centered at
660 nm, was recorded using 266 nm irradiation, enabling the observation of ZPL transition. In turn, the
emission spectrum of Nd3+ ions was measured upon 808 nm excitation, providing emission with the
maximum at 880 nm, which is attributed to the 4F3/2→

4I9/2 transition. What is more, this excitation
wavelength does not induce the population of Fe3+ energy states, from which the emission occurs.
The temperature enhancement leads to the reduction of emission intensity of both d-d and f-f ; however,
the Fe3+ luminescence is affected to a greater extent (Figure 6b). In the case of the Nd3+ ions, this
phenomenon is observed above −50 ◦C. Since the emission intensities of Fe3+ and Nd3+ ions are
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thermally dependent, their potential performance to temperature non-contact readout was taken into
account. To this aim, the luminescent intensity ratio (LIR) was defined, using the below equitation:

LIR =
Fe3+

(
4T1
(

4G
)
→

6A1
(

6S
))

Nd3+( 4F3/2 →
4I9/2)

=
SI660nm
SI880nm

(2)

As the temperature increases, the LIR value rises; however, the most evident growth was found
for low temperatures, namely from −150 to 0 ◦C (Figure 6b). The relationship between luminescent
intensity and temperature changes allows the calculation of the relative sensitivity, quantitatively
showing the predisposition of LiAl5O8:Fe3+, Nd3+ nanocrystals for temperature sensing, and is
calculated as follows:

S2 =
1

LIR
∆LIR
∆T
·100% (3)

The maximum value of the S2 was found to be 0.56 %/◦C at −80 ◦C, and it decreases along with
the temperature increase up to 0.013%/◦C at 100 ◦C. It rises and reaches the value of 0.15%/◦C at 185 ◦C.
In terms of potential biological application of LiAl5O8:Fe3+, Nd3+ luminescence nanothermometers,
the maximum S2 was calculated to be 0.18%/◦C at 0 ◦C (Figure 6c).
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based luminescence nanothermometers.

In turn, for other Fe3+ ions concentrations, the highest relative sensitivities, despite being
considerable, fall on different temperature regions, and none of them overlap with the physiological
temperature range (Figure 5b). Moreover, in case of higher temperature sensing, which is important
primarily for other application such as controlling of local overheating of parts of mechanical and
electronic devices, the LiAl5O8:0.01%Fe3+ nanothermometer (S1max = 0.79%/◦C at 150 ◦C) (Figure 4d)
would be the most appropriate.

4. Conclusions

The LiAl5O8:Fe3+, LiAl5O8:Fe3+: Nd3+ nanomaterials were successfully synthesized via modified
Pechini method, taking advantage of resin formation within few hours, in which Fe3+ occupy the
octahedral sites of Al3+. The emission spectrum of LiAl5O8:Fe3+ nanocrystals consists of a strong
emission band, centered at 660 nm, overlapping with the 1st biological optical window, which
significantly increases their biomedical applicability. The emission band can be attributed to the
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4T1 (4G)→ 6A1 (6S) d-d electronic transition, while the sharp peak is attributed to the zero-phonon
line (ZPL), which deceases in intensity as the concentration of Fe3+increases. Above −50 ◦C the
ZPL is quenched and only a broad emission band is observed. The increase in concentration of Fe3+

leads also to the shortening of luminescent lifetime from 5.64 ms (0.05% of Fe3+) to 1.96 ms (2% of
Fe3+), which is related to the Fe3+-Fe3+ interaction, causing the non-exponential decay and the slight
enlargement of the average grain size form 16.21 nm to 20.39 nm, respectively. In turn, the increase of
the annealing temperature causes the grain size to grow up to 40 nm at a calcination temperature of
1100 ◦C. The emission intensity of Fe3+ ions is steadily quenched in the temperature range investigated
(−150 to 300 ◦C). However, at 300 ◦C, the Fe3+ luminescence is not totally reduced, which provides
the lowering of signal-to-noise ratio and thus improvement of sensing accuracy even at very high
temperatures, where Smax value was calculated to be 0.79%/◦C at 150 ◦C for LiAl5O8:0.01% Fe3+.
It was found that in the range of biological temperatures, the most susceptible emission intensity
to the environment changes was for a nanoparticle size of 16.5 nm (LiAl5O8:0.05% Fe3+), reaching
the maximal value of relative sensitivity of 0.82%/◦C at 26 ◦C, thus being promising for biological
applications. The biocompatibility of Fe3+- doped luminescent thermometers for in-vitro sensing
was confirmed by cytotoxicity investigations. Possible applications in in vivo conditions require
further investigations. Since the emission intensity of the Nd3+ ion is affected to a lesser extent by
temperature in comparison to the Fe3+, ion, the ratiometric nanothermometer was developed, using
Nd3+ luminescence as reference signal, which has a Smax value of 0.56%/◦C at −80 ◦C. However, to
detect the thermally influenced luminescence of LiAl5O8:Fe3+: Nd3+ thermometer, nanocrystals must
be exposed to two excitation wavelengths, namely 266 nm and 808 nm, consequently enabling the
emission transitions of Fe3+ and Nd3+ ions. To sum up, the luminescent thermometer based on the
Fe3+ emission intensity can be considered as a promising material for non-contact temperature readout
in a wide range of applications.

Supplementary Materials: The following are available online at http://www.mdpi.com/2079-4991/10/2/189/s1.
Figure S1, XRD patterns of LiAl5O8:0.05% Fe3+ nanocrystals annealed at different temperatures; Figure S2, the
influence of Fe3+ dopant concentration of a cell parameter and grain size; Figure S3, excitation spectrum for
LiAl5O8:0.05%Fe3+ nanocrystals annealed at different temperatures, for λem = 720 nm; Figure S4, luminescence life
time for 660 nm and 720 nm emission intensity, corresponding to the 4T1→

6A1 transition at λem = 266 nm; Figure
S5, luminescence lifetime for LiAl5O8:0.05%Fe3+ nanocrystals annealed at different temperatures, for λem = 720 nm;
Figure S6, the emission intensity of LiAl5O8:Fe3+ nanocrystals with different dopant concentration, annealed at
850 ◦C and recorded under 266 nm excitation; Figure S7, activation energy defined for LiAl5O8 nanocrystals,
annealed at 850 ◦C, doped with different Fe3+ concentration.

Author Contributions: Formal analysis, K.K. and L.M.; investigation, K.K. and L.M.; methodology, K.K. and K.L.;
cytotoxicity assessment, B.P. and M.T.; writing—original draft, K.K. and L.M.; writing—review and editing, L.M.
All authors have read and agreed to the published version of the manuscript.

Funding: The “Highly-sensitive thermal imaging for biomedical and microelectronic application project” is
carried out within the First Team Program of the Foundation for Polish Science cofinanced by the European Union
under the European Regional Development Fund.

Acknowledgments: We would like to acknowledge John A. Capobianco from Concordia University for critical
reading of the manuscript and fruitful discussion. The “Highly-sensitive thermal imaging for biomedical and
microelectronic application project” is carried out within the First Team Program of the Foundation for Polish
Science cofinanced by the European Union under the European Regional Development Fund.

Conflicts of Interest: The authors declare no conflict of interest.

References

1. Wang, S.; Westcott, S.; Chen, W. Nanoparticle luminescence thermometry. J. Phys. Chem. B 2002, 106,
11203–11209. [CrossRef]

2. Jaque, D.; Jacinto, C. Luminescent nanoprobes for thermal bio-sensing: Towards controlled photo-thermal
therapies. J. Lumin. 2016, 169, 394–399. [CrossRef]

3. Jaque, D.; Vetrone, F. Luminescence nanothermometry. Nanoscale 2012, 4, 4301. [CrossRef] [PubMed]

http://www.mdpi.com/2079-4991/10/2/189/s1
http://dx.doi.org/10.1021/jp026445m
http://dx.doi.org/10.1016/j.jlumin.2015.03.037
http://dx.doi.org/10.1039/c2nr30764b
http://www.ncbi.nlm.nih.gov/pubmed/22751683


Nanomaterials 2020, 10, 189 11 of 12

4. Rocha, U.; Jacinto Da Silva, C.; Ferreira Silva, W.; Guedes, I.; Benayas, A.; Martínez Maestro, L.; Acosta Elias, M.;
Bovero, E.; Van Veggel, F.C.J.M.; García Solé, J.A.; et al. Subtissue thermal sensing based on neodymium-doped
LaF3 nanoparticles. ACS Nano 2013, 7, 1188–1199. [CrossRef] [PubMed]

5. Marciniak, L.; Bednarkiewicz, A. Nanocrystalline NIR-to-NIR luminescent thermometer based on Cr3+,Yb3+

emission. Sens. Actuators B Chem. 2017, 243, 388–393. [CrossRef]
6. Kniec, K.; Marciniak, L. Spectroscopic properties of LaGaO3:V, Nd3+ nanocrystals as a potential luminescent

thermometer. Phys. Chem. Chem. Phys. 2018, 20, 21598–21606. [CrossRef]
7. Marciniak, L.; Bednarkiewicz, A.; Kowalska, D.; Strek, W. A new generation of highly sensitive luminescent

thermometers operating in the optical window of biological tissues. J. Mater. Chem. C 2016, 4, 5559–5563.
[CrossRef]

8. Li, F.; Cai, J.; Chi, F.F.; Chen, Y.; Duan, C.; Yin, M. Investigation of luminescence from LuAG: Mn4+for
physiological temperature sensing. Opt. Mater. (Amst.) 2017, 66, 447–452. [CrossRef]

9. Kobylinska, A.; Kniec, K.; Maciejewska, K.; Marciniak, L. The influence of dopant concentration and grain size
on the ability for temperature sensing using nanocrystalline MgAl2O4:Co2+, Nd3+ luminescent thermometers.
New J. Chem. 2019. [CrossRef]

10. Matuszewska, C.; Elzbieciak-Piecka, K.; Marciniak, L. Transition Metal Ion-Based Nanocrystalline
Luminescent Thermometry in SrTiO3:Ni2+,Er3+ Nanocrystals Operating in the Second Optical Window of
Biological Tissues. J. Phys. Chem. C 2019. [CrossRef]

11. Chen, D.; Liu, S.; Xu, W.; Li, X. Yb3+/Ln3+/Cr3+ (Ln = Er, Ho) doped transparent glass ceramics: Crystallization,
Ln3+ sensitized Cr3+ upconverting emission and multi-modal temperature sensing. J. Mater. Chem. C 2017,
5, 11769–11780. [CrossRef]

12. Chen, D.; Xu, W.; Yuan, S.; Li, X.; Zhong, J. Ln3+ -Sensitized Mn4+ near-infrared upconverting luminescence
and dual-modal temperature sensing. J. Mater. Chem. C 2017, 5, 9619–9628. [CrossRef]

13. Kniec, K.; Marciniak, L. The influence of grain size and vanadium concentration on the spectroscopic
properties of YAG:V3+,V5+ and YAG: V, Ln3+ (Ln3+ = Eu3+, Dy3+, Nd3+) nanocrystalline luminescent
thermometers. Sens. Actuators B Chem. 2018. [CrossRef]

14. Drabik, J.; Cichy, B.; Marciniak, L. New Type of Nanocrystalline Luminescent Thermometers Based on
Ti3+/Ti4+and Ti4+/Ln3+(Ln3+ = Nd3+, Eu3+, Dy3+) Luminescence Intensity Ratio. J. Phys. Chem. C 2018, 122,
14928–14936. [CrossRef]

15. Marciniak, L.; Bednarkiewicz, A.; Drabik, J.; Trejgis, K.; Strek, W. Optimization of highly sensitive YAG:Cr3+,
Nd3+ nanocrystal-based luminescent thermometer operating in an optical window of biological tissues.
Phys. Chem. Chem. Phys. 2017, 19, 7343–7351. [CrossRef]

16. Trejgis, K.; Marciniak, L. The influence of manganese concentration on the sensitivity of bandshape and
lifetime luminescent thermometers based on Y3Al5O12:Mn3+, Mn4+, Nd3+ nanocrystals. Phys. Chem.
Chem. Phys. 2018, 20, 9574–9581. [CrossRef]

17. Elzbieciak, K.; Bednarkiewicz, A.; Marciniak, L. Temperature sensitivity modulation through crystal field
engineering in Ga3+ co-doped Gd3Al5-xGaxO12:Cr3+, Nd3+ nanothermometers. Sens. Actuators B Chem.
2018. [CrossRef]

18. Marciniak, L.; Trejgis, K. Luminescence lifetime thermometry with Mn3+–Mn4+co-doped nanocrystals.
J. Mater. Chem. C 2018, 6, 7092–7100. [CrossRef]

19. Elzbieciak, K.; Marciniak, L. The Impact of Cr3+ Doping on Temperature Sensitivity Modulation in Cr3+

Doped and Cr3+, Nd3+ Co-doped Y3Al5O12, Y3Al2Ga3O12, and Y3Ga5O12 Nanothermometers. Front. Chem.
2018, 6. [CrossRef]

20. Drabik, J.; Marciniak, L. The influence of Eu3+ concentration on the spectroscopic properties of YAG:Ti, Eu3+

nanocrystalline luminescent thermometer. J. Lumin. 2019, 208, 213–217. [CrossRef]
21. Huízar-Félix, A.M.; Hernández, T.; de la Parra, S.; Ibarra, J.; Kharisov, B. Sol-gel based Pechini method

synthesis and characterization of Sm1−xCaxFeO3 perovskite 0.1 ≤ x ≤ 0.5. Powder Technol. 2012, 229, 290–293.
22. Miyata, R.; van Eeden, S.F. The innate and adaptive immune response induced by alveolar macrophages

exposed to ambient particulate matter. Toxicol. Appl. Pharmacol. 2011, 257, 209–226. [CrossRef]
23. Fischer, H.C.; Hauck, T.S.; Gómez-Aristizábal, A.; Chan, W.C.W. Exploring Primary Liver Macrophages for

Studying Quantum Dot Interactions with Biological Systems. Adv. Mater. 2010, 22, 2520–2524. [CrossRef]

http://dx.doi.org/10.1021/nn304373q
http://www.ncbi.nlm.nih.gov/pubmed/23311347
http://dx.doi.org/10.1016/j.snb.2016.12.006
http://dx.doi.org/10.1039/C8CP04080J
http://dx.doi.org/10.1039/C6TC01484D
http://dx.doi.org/10.1016/j.optmat.2017.02.054
http://dx.doi.org/10.1039/C9NJ00368A
http://dx.doi.org/10.1021/acs.jpcc.9b04002
http://dx.doi.org/10.1039/C7TC04410K
http://dx.doi.org/10.1039/C7TC02182H
http://dx.doi.org/10.1016/j.snb.2018.02.189
http://dx.doi.org/10.1021/acs.jpcc.8b02328
http://dx.doi.org/10.1039/C6CP07213E
http://dx.doi.org/10.1039/C8CP00558C
http://dx.doi.org/10.1016/j.snb.2018.04.157
http://dx.doi.org/10.1039/C8TC01981A
http://dx.doi.org/10.3389/fchem.2018.00424
http://dx.doi.org/10.1016/j.jlumin.2018.12.054
http://dx.doi.org/10.1016/j.taap.2011.09.007
http://dx.doi.org/10.1002/adma.200904231


Nanomaterials 2020, 10, 189 12 of 12

24. Geurtsen, W.; Lehmann, F.; Spahl, W.; Leyhausen, G. Cytotoxicity of 35 dental resin composite
monomers/additives in permanent 3T3 and three human primary fibroblast cultures. J. Biomed. Mater. Res.
1998, 41, 474–480. [CrossRef]

25. Bhatia, S.K.; Yetter, A.B. Correlation of visual in vitro cytotoxicity ratings of biomaterials with quantitative
in vitro cell viability measurements. Cell Biol. Toxicol. 2008, 24, 315–319. [CrossRef]

26. Pott, G.T.; McNicol, B.D. Zero-Phonon Transition and Fine Structure in the Phosphorescence of Fe3+ Ions in
Ordered and Disordered LiAl5O8. J. Chem. Phys. 1972, 56, 5246–5254. [CrossRef]

27. Vaida, M.; Avram, C.N. Exchange Charge Model for Fe3+:LiAl5O8. Acta Phys. Pol. Ser. A 2009, 116, 541–543.
[CrossRef]

28. Kobayashi, R.; Tamura, H.; Kamada, Y.; Kakihana, M.; Matsushima, Y. A New Host Compound of Aluminum
Lithium Fluoride Oxide for Deep Red Phosphors based on Mn4+, Fe3+ and Cr3+. ECS Trans. 2019, 88,
225–236. [CrossRef]

29. Melamed, N.T.; Viccaro, P.J.; There, K. The fluorescence of Fe3+ in ordered and disordered phases of LiAl5O8.
J. Lumin. 1970, 2, 348–367. [CrossRef]

30. Jeffe, P.M. The Cathodoluminescence Spectra and Coordination of Mn2+, Fe3+, and Cr3+ in βLiAI5O8.
J. Electrochem. Soc. 1969, 115, 1203–1205. [CrossRef]

31. Palumbo, D.T.; Division, M. Electronic States of Fe3+ In LiAlO2 and LiAl5O8 phosphors. J. Lumin. 1971, 4,
89–97. [CrossRef]

32. Abritta, T.; de Souza Barros, F.; Melamed, N.T. Luminescence of Fe3+ in single crystals of LiAl5O8. J. Lumin.
1985, 33, 141–146. [CrossRef]

33. Teeguarden, J.G.; Hinderliter, P.M.; Orr, G.; Thrall, B.D.; Pounds, J.G. Particokinetics in vitro: Dosimetry
considerations for in vitro nanoparticle toxicity assessments. Toxicol. Sci. 2007. [CrossRef]
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