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iosensor based on no-core fibers
for label-free DNA biomolecule measurements

Lina Wang *ab and Chong Lia

An erbium-doped fiber ring laser based on a single-mode fiber–no-core fiber–single-mode fiber (SMF-NCF-

SMF) structure was constructed and experimentally demonstrated for label-free DNA hybridization

measurement. The SMF-NCF-SMF structure acts as a sensing element and a filter to select the laser

wavelength. The proposed fiber ring laser sensor exhibits a high optical signal-to-noise ratio (SNR, >50 dB)

and narrow full width at half maximum (FWHM, <0.05 nm). Its refractive index sensitivity is 116.8 nm per RIU

in the range of 1.3406–1.3705, and its detection limit is 1.79 × 10−4 RIU. By continuously monitoring the

laser wavelength, we successfully achieved label-free measurement of complementary DNA (cDNA) at

concentrations as low as 1 mM. Subsequently, the specificity of the sensor was detected by

non-complementary DNA (N-cDNA). Experimental results show that the fiber ring laser biosensor has the

advantages of simple operation, label-free measurement, and high specificity. Furthermore, it shows a broad

application prospect in several fields, especially in key areas such as medical diagnosis and cancer screening.
1. Introduction

Among various biosensors, DNA biosensors are important tools
for detecting DNA variation and gene expression, which are of
great signicance in the elds of genetics, pathology, pharma-
cogenetics, food safety and criminology.1,2 Currently, the poly-
merase chain reaction (PCR),3 loop-mediated isothermal
amplication (LAMP),4 denaturing high-performance liquid
chromatography (DHPLC)5 and uorescent labelling6 have been
widely used for DNA detection. However, these techniques have
disadvantages such as high reagent consumption and depen-
dence on highly specialized operations, which leads to high
cost, increased complexity and signicant time-consumption.
In contrast, ber-optic label-free DNA sensors have unique
advantages in biomedical detection owing to their compact
structure, high sensitivity, anti-electromagnetic interference, in
situ detection, multi-parameter sensing and low cost.7 Various
optical ber sensing schemes have been proposed for label-free
DNA detection. On the basis of their sensing mechanisms, they
can be classied as optical ber grating (OFG),8,9 surface plas-
mon resonance (SPR),10 Mach-Zehnder interferometry (MZI),11,12

Michelson interferometry (MI),13,14 Fabry-Perot interferometry
(FPI)15 and Sagnac interferometry (SI).16

However, sensing systems with broadband light sources
(BLSs) or amplied spontaneous emission (ASE) may have poor
resolution and low detection accuracy. To solve the problems of
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low output spectral intensity and a large full width at half
maximum of traditional sensing systems, tunable erbium-doped
ber (EDF) ring lasers have been widely studied.17–19 In 2017, Fen
Yu et al. fabricated a ber ring laser based on the SMF-TCF-SMF
structure for refractive index measurement.20 Its refractive index
sensitivity was 44.88 nm per RIU. A high optical signal-to-noise
ratio of >50 dB and a narrow full width half maximum of
<0.11 nm were obtained. In the same year, Lu Cai et al. designed
a ber ring laser based on a core-offset Mach-Zehnder interfer-
ometer.21 Its refractive index sensitivity was 38.1 nm per RIU and
detection limit was 4.54 × 10−4. However, to date, there have
been fewer studies on ber ring laser sensors for the detection of
DNA hybridization, which forms the purpose of this paper.

In this paper, a ber ring laser biosensor based on an SMF-
NCF-SMF structure for label-free DNA detection is proposed.
The sensing head is fabricated by splicing a section of no-core
bers between two single-mode bers, which has the advan-
tages of offering a simple structure and easy fabrication.
Compared with the traditional sensing system, the output spec-
tral line width of the ber ring laser is much narrower, thereby
improving spectral resolution. In addition, the SMF-NCF-SMF
structure can be used not only as a band-pass lter for the
laser, but also as a sensing head. The functionalized sensing
head enables specic recognition of low concentrations of cDNA.
2. Materials and methods
2.1 Sensor structure and fabrication

Fig. 1 shows the schematic of the multimode interference
sensor based on SMF-NCF-SMF. The effective refractive index,
diameter and length of the NCF are 1.457, 125 mm and 59 mm,
RSC Adv., 2025, 15, 1831–1837 | 1831
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Fig. 1 Schematic of the sensor head based on the SMF-NCF-SMF
structure.
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respectively. This sensor head is simple to fabricate by fusing
a section of the NCF between two SMFs. The optical ber
waveguide presents different propagation constants and mode
eld distributions due to variations in the RI of the external
environment. From the MMI principle, the output interference
spectrum is shied. Therefore, the measurement of the external
environment RI can be achieved by calculating the relationship
between the RI and the characteristic wavelength.22
2.2 Theoretical simulation

Fig. 2(a) shows beam propagation along the NCF at 1550 nm,
and the focusing will occur periodically at specic positions of
the NCF. The simulations are performed based on a beam
propagation method (BPM). The simulated transmission spec-
trum based on the SMF-NCF-SMF structure with a wide band-
width is shown in Fig. 2(b). The transmission peak wavelength
lk can be expressed as follows:

lk ¼ k
nD2

L
(1)

where k is the self-imaging number (k= 0, 1, 2,.), and n, D and
L are the effective refractive index, diameter and length of the
NCF, respectively. The length of the NCF is chosen to be 59 mm
and the fourth self-image is used to obtain the narrowest
spectral bandwidth and the smallest insertion loss.
2.3 Experimental materials

Poly-L-lysine (PLL), phosphate buffer solution (1 × PBS, pH =

7.2–7.4) and DNA synthesis sequences for the experiment were
Fig. 2 (a) Simulated beam propagation along the NCF at 1550 nm. (b) Sim

1832 | RSC Adv., 2025, 15, 1831–1837
purchased from Sangon Biotech engineering Co., Ltd
(Shanghai, China). The DNA sequences were kept frozen in
a refrigerator, and the test experiments were performed at room
temperature (26 °C ± 0.1 °C). All the DNA sequences are shown
in Table 1.

N-cDNA is used to explore the specicity of DNA molecular
hybridization. The FAM uorophore is a uorescein derivative,
also known as carboxy-uorescein. With the help of FAM
uorescent-labeled DNA, the binding of DNA molecules to the
ber surface can be veried. The solution required for the
experiment is congured as follows:

(a) PLL solution: 25 mg of PLL powder is added to 2.5 mL of
ultrapure water and shaken well. The congured PLL stock
solution with a concentration of 10 mg mL−1 is divided into
centrifuge tubes and stored in the refrigerator. In the experi-
ment, the stock solution is diluted to a coating solution with
a concentration of 0.1 mg mL−1.

(b) DNA solution: pDNA solution (10 mM), cDNA solution (1
mM, 3 mM, 5 mM, and 10 mM) and N-cDNA solution (5 mM) are
prepared by pipetting PBS into centrifuge tubes containing the
DNA sequence. All the DNA solutions are stored in a refrigerator
at 4 °C and protected from light.
2.4 Measurement system

The sensing system of the ber ring laser based on the NCF is
shown in Fig. 3. The ber ring cavity laser consists of a 980 nm
pump, a wavelength division multiplexer (1550 nm/980 nm,
WDM), a section of erbium-doped bers (EDFs) with a length of
2 m, an isolator (ISO), a sensing head, a 10 : 90 coupler and an
optical spectrum analyzer. The EDF is used as the gain medium,
and the ISO is used to maintain the unidirectionality of the
laser. When transmitted light reaches the sensing head, the
formed interference spectrum acts as a wavelength selector.
Only one peak is amplied into a laser line, and the laser is
nally outputted from the 10% port of the coupler to the OSA
aer multiple cycles in the cavity. As the interference spectrum
of the sensing head varies with external environmental
parameters (e.g., temperature, strain and refractive index), the
ulated transmission spectrum based on the SMF-NCF-SMF structure.

© 2025 The Author(s). Published by the Royal Society of Chemistry
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Table 1 Information of DNA synthesis sequences used in the experiment

Biomolecules Sequence (50–30)

Probe DNA (pDNA) 50-AGGAGGAGACTTAAGTAAAA-30

Complementary DNA (cDNA) 50-TTTTACTTAAGTCTCCTCCT-30

Non-complementary DNA (N-cDNA) 50-CTCACGTTAATGCATTTTGGTC-30

FAM uorescent labeled pDNA 50-FAM-AGGAGGAGACTTAAGTAAAA-30

Fig. 3 Schematic of the fiber ring laser sensing system.
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laser wavelength also changes. Therefore, the detection of DNA
hybridization can be achieved using OSA to monitor the laser
wavelength.
2.5 Functionalization of the biosensor

Fig. 4 shows the ber surface functionalization and biological
bonding process. The details of the process are as follows:

(a) The ber sensing head is cleaned with ultrapure water
and dried in air for 5 minutes. To prevent damage, the sensing
head is xed on a slide.

(b) The cleaned ber is placed in a plasma cleaner for surface
treatment. This method is less time-consuming and more
Fig. 4 The schematic of the fiber surface functionalization and biologic

© 2025 The Author(s). Published by the Royal Society of Chemistry
efficient than chemical etching and avoids the harmful effects
of chemicals.

(c) The prepared PLL solution is injected into the ow cell
and le to stand for 1 hour. The sensing element is then dried
in air for 5 minutes. PLL attached to the ber surface forms
a thin molecular layer with uniform thickness and enhanced
stability.

(d) The pDNA strand has a negatively charged phosphate
group that binds to the +NH2 groups on PLL via electrostatic
attraction. Using this method, pDNA can be immobilized on the
surface of the optical ber.

(e) cDNA hybridization experiments were performed to
evaluate the sensing performance of the prepared sensor. When
cDNA molecules are present in the solution, pDNA and cDNA
combine to become a double helix structure at room tempera-
ture. The attachment of a larger number of biomolecules leads
to an increase in RI on the ber surface, resulting in a shi in
the laser wavelength.
3. Results and discussion
3.1 RI sensing performance

Firstly, the response sensitivity of the sensor to different
concentrations of sodium chloride (NaCl) solution was experi-
mentally investigated, and the results are shown in Fig. 5(a and
b). The RI of NaCl solution ranges from 1.3406 to 1.3705, which
was determined using a digital Abbe refractometer. The
al bonding process.

RSC Adv., 2025, 15, 1831–1837 | 1833
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Fig. 5 The shift in the laser wavelength with the RI. (b) The relationship between wavelength shift and the RI.
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variation in the laser wavelength with the RI is shown in
Fig. 5(a). As the RI increases, the peak shis towards longer
wavelengths. The peak intensity remains almost constant, and
the SNR is higher than 50 dB. As shown in Fig. 5(b), the RI
sensitivity of the ber ring laser based on the SMF-NCF-SMF
structure is 116.8 nm per RIU. There is a good linear relation-
ship between the wavelength shi and RI, and the R2 value is
0.991. The detection limit (DL) of the experimental system can
be expressed as follows:

DL ¼ R

S
(2)

where S is the measurement sensitivity of the ber ring laser
and R is the resolution of the system, which can be expressed as
follows:

R ¼ 3s ¼ 3
ffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffi
sampl-noise

2 þ stemp-induced
2 þ sspect-tes

2

q
(3)

where sampl-noise is the amplitude noise of the sensing system
and can be approximated as follows:

sampl-noise z (FWHM)/(4.5 × (SNR)0.25) (4)

where stemp-induced is temperature stability, which is generally
small and negligible. sspect-tes is spectral resolution, which can
be expressed as follows:

sspect-tes ¼ Rw

.
2

ffiffiffi
3

p
(5)

where Rw is the wavelength scanning resolution of the spec-
trometer, which is 0.02 nm. As shown in Fig. 5(a), the FWHM is
Table 2 The performance of our proposed sensor compared with that

Sensing conguration SNR (dB) FWHM (nm

Tapered photonic crystal ber
interferometer

15 15

Cladding-etched thin-core ber 15 18
Single mode tapered ber-optic
interferometer

10 30

Fiber ring laser sensor >50 <0.05

1834 | RSC Adv., 2025, 15, 1831–1837
0.05 nm and the SNR is about 50 dB. According to eqn (2)–(5),
the R of the sensing system can be theoretically calculated as
0.021 nm, and the DL of the RI is 1.79× 10−4 RIU. The proposed
ber ring laser has the advantages of high intensity, a narrow
FWHM and a high SNR, which can improve the spectral quality
and detection limit of the sensing system.

Table 2 lists the performance of our proposed sensor
compared with that of other sensors. As shown in Table 2,
although the proposed sensor does not stand out in terms of RI
sensitivity, its detection accuracy is much more superior and
improves by an order of magnitude compared to other that of
types of sensors.
3.2 Immobilization of PLL and pDNA

The wavelength acquisition function is used to monitor the
functionalization and biomolecule binding on the surface of the
optical ber in real time, as shown in Fig. 6(a and b). The
wavelength response induced by PLL binding on the ber
surface is shown in Fig. 6(a). It can be seen that the peak shis
towards the longer wavelength and stabilizes at about 60
minutes, with a maximum shi of 50 pm. This is mainly due to
the fact that PLL is deposited on the surface, which increases
the RI of the ber surface, resulting in the shi of the laser
wavelength.

The results of the continuous wavelength acquisition of 10
mM pDNA by the functionalized ber ring laser are shown in
Fig. 6(b). The experiment was repeated at least three times to
ensure the accuracy of detection results. The laser wavelength
shis towards a longer wavelength and tends to be stable at
of other sensors

) Sensitivity DL Ref.

750 nm per RIU 4.52 × 10−3 RIU 23

493.9 nm per RIU 4.14 × 10−3 RIU 24
1.5 × 10−3 nm per RIU 6.24 × 10−3 RIU 25

116.8 nm per RIU 1.79 × 10−4 RIU This work

© 2025 The Author(s). Published by the Royal Society of Chemistry
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Fig. 6 (a) Wavelength shift of the sensor after PLL functional modification. (b) Wavelength response of 10 mM pDNA.
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around 30 minutes. The total wavelength shis are 65 pm, 62
pm and 64 pm, respectively. The maximum difference in
wavelength shi is as low as 3 pm. The good consistency of the
three tests shows that the sensor has good repeatability.

Using a FAM uorescent labeled pDNA molecule, we veried
that the laser wavelength shi is due to the binding of DNA
biomolecules on the ber surface. The excitation and emission
wavelengths of FAM uorescent dye are close to those of FITC
uorescein at 492 nm and 518 nm, respectively. The obtained
images using the FITC module of a uorescence microscope are
shown in Fig. 7(a and b). As shown in Fig. 7(a), no uorescence
appeared on the sensor surface of unlabeled pDNA. In contrast,
the surface of the sensor uorescent labeled with FAM is excited
with a very bright green uorescence, as shown in Fig. 7(b). This
result conrms that the functionalization process described
above can successfully immobilize DNA on the optical ber,
thus inducing a wavelength shi in the spectrum.
3.3 Label free detection of cDNA

To explore the application of the ber ring laser sensor in
biochemical detection, cDNA samples at concentrations of 1
mM, 3 mM, and 5 mM are tested. Each concentration is tested at
least three times, and the results are shown in Fig. 8(a–c). The
peak wavelength tends to be stable at around 30 minutes, and
the maximum wavelength shis for each concentration are 25
pm, 50 pm and 85 pm, respectively. The proposed sensor can be
reused by simply cleaning the ber with a plasma cleaner to
remove the DNA adsorbed on the ber surface. The wavelength
shi difference between the three tests is small, which indicates
that the sensor has good repeatability.
Fig. 7 (a) Fluorescence microscopy images of the sensor with the pDN
pDNA molecule.

© 2025 The Author(s). Published by the Royal Society of Chemistry
The uctuation of the sensor in solution greatly affects its
biosensing results, especially for low concentration detection.
The sensor is immersed in PBS buffer solution, and the laser
peak wavelength was collected continuously for 60 min, and the
results are shown in Fig. 8(d). It can be seen that the sensor has
good wavelength stability. The total wavelength shi
throughout the test is 7.75 pm with a standard deviation of 1.19
pm.

The relationship between wavelength shi and cDNA
concentration is shown in Fig. 9(a). When the detection
concentration increases from 1 mM to 10 mM, the sensor grad-
ually reaches saturation. As shown in the illustration, the linear
sensitivity is 15.33 pm mM−1 in the concentration range of 1 mM
to 5 mM. The small relative standard deviation (RSD) indicates
that the measurement error of the sensor is small and its
repeatability is good. Considering the triple standard deviation,
the LOD of the sensor can be calculated as 0.23 mM.

To evaluate the specicity of the ber ring laser sensor for
DNA hybridization, we performed controlled experiments using
1 mM, 3 mM, 5 mM and 10 mM cDNA and N-cDNA, and the results
are shown in Fig. 9(b). The sensor exhibited different wave-
length shis for the same concentration of cDNA and N-cDNA.
For sample solutions with concentrations of 1 mM, 3 mM, 5 mM
and 10 mM cDNA, the wavelength shis observed within 60 min
are 24.5 pm, 50.9 pm, 85.6 pm and 89.8 pm, respectively. In
contrast, for 1 mM, 3 mM, 5 mM and 10 mM N-cDNA, the sensor
showed wavelength shis of 3.5 pm, 11 pm, 23.6 pm and 23.8
pm, which are mainly due to the electrostatic adsorption of N-
cDNA by a very small number of PLL molecules that were not
bound to the probe. Within 60 min, the wavelength shi of 1
mM cDNA (24.5 pm) is seven times that of 1 mM N-cDNA (3.5
A molecule. (b) Microscopy images with the FAM fluorescent labeled

RSC Adv., 2025, 15, 1831–1837 | 1835
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Fig. 8 Response curves for specific binding of different concentrations of target solutions: (a) 1 mM cDNA; (b) 3 mM cDNA; (c) 5 mM cDNA. (d)
Wavelength fluctuation test of the sensor.

Fig. 9 (a) Wavelength shift and error of different concentrations of cDNA hybridization. (b) Comparison of the wavelength shift of comple-
mentary and non-complementary cDNA.
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pm). Even for high concentration of 10 mM biomolecules, the
wavelength shi of cDNA (89.8 pm) is 3.77 times that of N-cDNA
(23.8 pm). These results conrm that the biosensor exhibits
good specicity for cDNA detection even in the presence of high
concentrations of non-specic biomolecules, ensuring high
detection accuracy.
1836 | RSC Adv., 2025, 15, 1831–1837
4. Conclusion

In summary, a novel method for label-free DNA hybridization
detection based on the SMF-NCF-SMF structure of an erbium-
doped ber ring laser is proposed. Experimental and simula-
tion results show that the ber ring laser exhibits a high optical
© 2025 The Author(s). Published by the Royal Society of Chemistry
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SNR and narrow FWHM, which signicantly improves the
detection accuracy of the sensing system. In the RI range of
1.3406–1.3705, the sensitivity reaches 116.8 nm per RIU, and
the detection limit is 1.7 × 10−4 RIU. The gradual modication
and functionalization process of the sensing ber is monitored
in real time by continuously detecting the laser wavelength, and
label-free measurements of cDNA with concentration as low as 1
mM are achieved. In addition, the specicity and repeatability of
the ber ring laser functionalized by PLL and pDNA are tested.
The sensing system demonstrates high specicity and good
repeatability, which opens up a promising platform for label-
free DNA detection.
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