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ABSTRACT This paper proposes the light-induced dielectrophoresis (DEP) biochip prepared by 40.68-MHz
very high-frequency plasma-enhanced chemical vapor deposition (VHFPECVD) and post- microwave
annealing treatment. The biochip can screen circulating tumor cells without using any antibodies and
biomarkers. Therefore, the biochip’s high efficiency and high purity are goals for effectively conducting the
whole genome sequencing (WGS) analysis. The quality, uniformity, and electrical properties of the prepared
silicon thin films affect the performance parameters of the biochip. High-quality nanocrystalline silicon
(nc-Si:H) thin film is the core technology in the biochip. High-density nc-Si:H thin films can bewell prepared
using 40.68 MHz VHFPECVD and post-treatment microwave annealing. Microwave annealing improves
the crystallinity and reduces the defects in the nc-Si:H thin films discovered by Fourier-transform infrared
spectroscopy (FTIR). The prepared thin film with a crystallinity of 5% enhanced 38.3%, surface roughness
of 10.93 nm, and a photo/dark current of 7.1 × 103 with a power density of 60mW/cm2 was obtained. The
biochip showed a recovery rate of 81.3%, purity of 78.6%, and survival rate of 91% for applying to the
circulating tumor cells (CTCs).

INDEX TERMS LIDEP biochip, light-induced dielectrophoresis, nano-crystallite silicon thin film.

I. INTRODUCTION
Cancer topic has always been one topic that needs to be
discussed worldwide. When cancer cells are detached from
the original tumor, they will metastasize, and when metasta-
sis occurs, they will be transmitted to other tissues through
the blood [1]. Cancer cells found in the blood circulation
are called CTCs. Non-invasive examination of biopsy is
now a popular research method in which the metastasis and
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occurrence of circulating tumor cells (CTC) are related to the
detection results [2], [3]. The CTCs include prostate, lung,
breast, and colorectal cancers [4], [5]. CTCs as real-time liq-
uid biopsies have recently attracted significantly [6]. During
bacterial detection, it is also necessary to purify and control it
at a specific concentration ratio [7]. Therefore, the discovery
andmonitoring of living cancer cells after isolation is also sig-
nificant for cancer patients. At present, there are two standard
methods for CTC separation. The first is to use the biological
characteristics of cells on the label to achieve chemical iden-
tification. The other is to use the physical features of cells
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FIGURE 1. Configuration of the VHFPECVD equipment with a 40.68 MHz
and plasma diagnostic tool of OES on the middle.

(such as size, charge, density, etc.). The separation method
used by the physical properties of dielectrophoresis (DEP)
can have a high specificity [8].

DEPmanipulation of particles and cells has become essen-
tial in many biotechnologies recently. Pohl first used DEP
chip techniques to manipulate particles in 1951 [9]. The
DEP force is a better choice for controlling cells and par-
ticles [10], [11], [12] and has the advantages of high cell
activity, non-contact and high flow. However, DEP tech-
nology usually requires high design requirements and com-
plex electrode procedures. Therefore, DEP-based extension
techniques used light-induced DEP (LIDEP) to manipulate
particles in 2005 [13]. LIDEP is a low-cost development
technique in which optics are formed into virtual electrodes
and projected onto biomedical wafers.

The LIDEP technology has been applied to manipulate
different particles and cells in recent years, such as cells [7],
plastic particles [14], bacteria [15], and even antibody mag-
netic beads [16]. However, most of them are for batch
purification and separation of biological particles, and few
references suggest that it is related to the properties of
optoelectronic thin films. In [17], it is pointed out that the
photoelectric film quality of biomedical chips is associated
with the efficiency, purity, and survival rate. This study pro-
poses exploring the optimization effect of the optoelectronic
thin film properties on the biomedical wafer under different
annealing methods. Some studies have pointed out that the
crystalline properties of the annealed silicon film can be con-
trolled [18], and the annealing temperature is higher than the

FIGURE 2. Fabrication process flow of the proposed biochip, where the
main microfluidic channel with a length of 54 mm and width of 1.5 mm,
and the alternative microfluidic channel with a length of 25 mm and
width of 0.6 mm. The height of the microfluidic channels is defined as
50 µm for all cases.

temperature during deposition of the film, which can improve
the film quality (reduce film defects) [19]. Typical LIDEP
wafer photoelectric thin films are prepared from amor-
phous silicon films, which will produce photodegradation
(S-W effect) [20] after being irradiated, thereby reducing the
electrical properties of biomedical wafers. This study used the
LIDEP force to cancer cells from leukocytes based on their
surface area difference and electric properties [1]. The surface
area of the cancer cells is always more significant than the
leukocytes [2]; therefore, the amount of accumulated charges
on the surface of the cells based on the optoelectronic effects
depends on the surface area of the cells. When the light is
projected on the nc-Si:H thin film, the nc-Si:H thin film is
changed to being a low-resistivity semiconductor material,
and then the cancer cells (many surface charges) and leuko-
cytes (fewer surface charges) can be separated by moving the
projected patterns to achieve the works of screening the can-
cer cells. Therefore, if the surface area between the two types
of cells is close to approximately 5-10%, the cell screening
efficiency decays significantly.

We investigated how the post-annealing process changed
the properties of the photoelectric thin films and observed
the differences in the properties of the photoelectric wafers.
In this paper, the prepared nanocrystalline silicon thin films
have the amorphous and nanocrystalline combination phase
(mixed-phase). The optoelectronic characteristics of the pre-
pared thin films are analyzed using FITR Raman, AFM,
and IV measurement and discussed. It then uses the thin
film repair technology (annealing process). As a result, the
nanocrystalline silicon thin film’s photo-dark current ratio
(near 104) increases. The photo-dark current ratio will affect
the projected pattern’s electric field strength and the biomed-
ical chip’s non-projected pattern area. The crystallinity was
also improved to 38.3% after annealing, and the surface
roughness (RMS) was 10.93 nm. Therefore, by adjust-
ing the photoelectric films with different power densities
(40 to 70 mW/cm2), the photoelectric films with the best
photo-dark current ratio are proposed through other annealing
methods. Therefore, the prepared thin filmwith a crystallinity
of 5% enhanced 38.3%, surface roughness of 10.93 nm, and
a photo/dark current of 7.1 × 103 with a power density
of 60mW/cm2 was obtained. The surface area between the
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TABLE 1. The fabrication process recipe of the proposed biochip.

TABLE 2. Process parameters of the proposed biochip.

two types of cells is far away, with a diameter of 20 – 60 um
cancer cells and a diameter of 7 – 12 um leukocytes, which
means the surface area between the two types of cells is dif-
ferent from about 816% to 2500%. Finally, the photoelectric
films are used to prepare biomedical wafers with a purity
of 78.6%, efficiency of 81.3%, and a survival rate of 91%.

II. METHODS
A. THIN FILM PREPARATION
Fig. 1 shows the VHFPECVD equipment with a 40.68 MHz
and plasma diagnostic tool of OES in the middle. Including
the upper and lower electrode plates and matching boxes,
the electrode area is 1681 cm2. The optical emission spec-
troscopy (OES) equipment is the SEMICON MC series of
PLASUS, the spectrometer units of the complete UV-VIS-
NIR range of 200-1000 nm, spectral resolution: 1.5 nm, time
resolution: approx. 20 ms to minutes, and the Hα and SiH∗

characteristic lines in the plasma, at 656 and 412 nm [21],
respectively, have been analyzed. Table 1 summarizes the
fabrication process recipe of the proposed biochip. By tun-
ing different power densities and different annealing meth-
ods (as shown in Table 2), after observing, the optical,
electrical, and parameters are used for the biochip. The
PYRO 260 Microwave System is a microwave annealing
device purchased from Milestone Inc. in Italy. The vacuum
annealing device is made of MIRDC, and the vacuum pres-
sure is kept at 1 × 10−2. Structural properties of the nc-Si:H
thin films, the optimal atmosphere annealing device is
DF202 DENG YNG. The FTIR spectra were recorded using
an Agilent 660 spectrometer. Wavenumbers were scanned
from 670 to 4000 cm−1 at a scan rate of 0.4 cm s−1. A Ren-
ishaw Invia Raman microscope was used to study the crys-
tallinity of the film (with a 514 nm laser). The variations of

FIGURE 3. The experimental platform of the proposed biochip. The
platform comprised a charge-coupled device (CCD) camera, personal
computer, microscope tube, and LCD monitor.

surface morphology and root mean square (RMS) roughness
as a function of before and after annealing was evaluated
using an atomic force microscope (AFM, NT-MDT Solver
P47 system). For the measurement of dark current (Idark)
and photocurrent (Iphoto), the nc-Si:H films deposited on
ITO/glass substrate were taken, and Al electrodes 2 mm apart
were deposited on it by e-bean evaporation in a vacuum.
The measurements were carried out at room temperature and
atmospheric pressure. A voltage (0 to 3V) was applied to the
Al/ITO electrodes, and an Agilent B1500 measured the cur-
rent flowing through the film. A LED lamp then illuminated
the film with a maximum brightness of 1500 lm.

B. BIOCHIP DESIGN
This biochip fabrication steps include step 1: the ITO glass
substrate was cleaned using a standard RCA technique [22]
with a 7.5 × 2.5 cm chip size. Step 2: Define two circular
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FIGURE 4. The deposition rate and the Hα/SiH∗ emission intensity of the
prepared nc-Si:H thin film under different power densities of 40, 50, 60,
and 70 mW/cm2 of the VHFPECVD. (The thin films thickness is 750 ±

3% nm, the process substrate temperature is 150 ◦C, and the chamber
pressure is 0.6 Torr for all cases).

channels in the ITO glass by laser drilling, then use the RCA
second process. Step 3: VHFPECVD deposition nc-Si:H thin
filmwith 750± 3%nm. Step 4: define the polydimethylsilox-
ane (PDMS) microfluidic channel by O2 plasma treatment.
Step 5: The PDMS film was bonded on the intermediate layer
between the top and bottom ITO substrate. The dimensions of
the microfluidic channels are the main microfluidic channel
with a length of 54 mm and width of 1.5 mm and the alterna-
tive microfluidic channel with a length of 25 mm and a width
of 0.6 mm. The fabrication process flow of the proposed
biochip is shown in Fig. 2.

C. CELLS PREPARATION
The preparation of the cells is defined as follows. We use
the human monocytic leukemia cell line (THP-1) and human
breast cancer cell line (MCF-7) in the culture media of
RPMI-1640 and DMEM, respectively. The media contains
10% fetal bovine serum (FBS), 100 µg/mL streptomycin,
and 100 units/mL penicillin. A cell suspension containing
0.1 × 105/ml MCF-7 cancer cells and 1.9 × 105/ml THP-1
leukocytes in 240 mM sucrose solution was prepared and
followed by adding 0.25% BSA to minimize the adhesion
between the cells and the inner surface of the microfluidic
channel. The data were expressed as the means ± SEM.
Differences were considered statistically significant when
indicated by asterisks. (∗ = p ≤ 0.05, ∗∗ = p ≤ 0.01,
∗∗∗ = p≤ 0.001). The experimental platform of the proposed
biochip is shown in Fig. 3.

III. RESULTS AND DISCUSSIONS
A. CHARACTERISTICS OF THE PREPARED NC-SI:H THIN
FILM
Fig. 4 displays the deposition rate and the Hα/SiH∗ emission
intensity of the prepared nc-Si:H thin filmwith 40, 50, 60, and
70 mW/cm2 in the VHFPECVD process. Optical emission
spectra (OES) have been widely used in plasma processes

FIGURE 5. FTIR spectra of the prepared nc-Si:H thin films after
post-treatment of (a) as-deposited, (b) atmosphere annealing, (c) vacuum
annealing, and (d) microwave annealing as a function of the deposition
power density of VHFPECVD. (The thin films thickness is 750 ± 3% nm,
the process substrate temperature is 150 ◦C, and the chamber pressure
is 0.6 Torr for all cases).

FIGURE 6. Raman spectrum of the prepared nc-Si:H thin film under
different power densities of 40, 50, 60, and 70 mW/cm2 of the VHFPECVD
and having post-treatment of atmosphere annealing, vacuum annealing,
and microwave annealing. (The thin films thickness is 750 ± 3% nm, the
process substrate temperature is 150 ◦C, and the chamber pressure
is 0.6 Torr for all cases).

for diagnostics and monitoring [23]. In this study, the OES
spectra concentrating part that adopts a honeycomb structure,
and the honeycomb structure has improved light collection
stability and shielding dust particles. The plasma light is
optically coupled via fiber into equipment. The tendency of
the obtained intensity ratios Hα / SiH∗ is proportional to the
deposition rate. This is primarily attributed to the power den-
sity increases as the dissociation and ionization of silane rad-
icals and, thus, a resulting increase in the deposition rate [24],
[25], [26]. Fig. 5 shows the Fourier transform infrared
spectroscopy (FTIR) spectra of the prepared nc-Si:H thin
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FIGURE 7. AFM images of the prepared nc-Si:H thin film under power
density of 40 to 70 mW/cm2 of the VHFPECVD and having post-treatment
of atmosphere annealing, vacuum annealing, and microwave annealing
(MWA). Measured and simulated 2D radiation pattern of the dual-band
transparent MIMO antenna (a) at 2.1 GHz and (b) at 3.6GHz; using the
frame structure (solid line) and without using the frame structure
(dash line).

FIGURE 8. The ratio of Iphoto/Idark of the prepared nc-Si:H thin film
under post-treatment of atmosphere annealing, vacuum annealing, and
microwave annealing (MWA). (The thin films thickness is 750 ± 3% nm,
the process substrate temperature is 150 ◦C and the chamber pressure is
0.6 Torr for all cases).

films after post-treatment of as-annealing of the deposition
power density of VHFPECVD. The FTIR intensity increased
from Si-H to Si-H2 when the power density was increased
from 40 to 70 mW/cm2. The increase in the Hα/SiH∗ ratio
during the deposition process causes the increase in the
hydrogen bond energies of the nc-Si:H thin film to have
the peak shifts from Si–H to Si–H2 and (Si–H2)n bonds

FIGURE 9. Microscopy image of the velocity of a dynamic light image for
manipulating the cells. (i) the cells loaded into the microchamber of the
biochip started 1 second, (ii) a moving rectangular light bar with a wide
velocity range (from high to low velocity; maximum velocity: 150µm/s, set
decrement: 25µm/s, minimal velocity: 20µm/s) was used to ‘‘screening’’
the cells within the defined cell manipulation zone from 5 to 20 seconds.
(iii) The cell recovery efficiency achieved over 80% by a moving light
image in 30 seconds, the maximum velocity of a dynamic light image can
be defined.

species. The Si–H2 and (Si–H2)n bonds species is about
2100 cm−1, stretching vibrations [27]. All the Si-H2 intensity
reduced after annealing shows the nc-Si:H thin film hydrogen
content of the nc-Si:H thin film has decreased [28], and
the nanocrystalline of the mixed-phase has increased [29].
Therefore, the recrystallization of nc-Si:H thin film can be
achieved quickly through annealing [30]. Fig. 6 shows the
Raman spectrum of the prepared nc-Si:H thin film under
different power densities of 40, 50, 60, and 70 mW/cm2 of
the VHFPECVD and having post-treatment of atmosphere
annealing, vacuum annealing, and microwave annealing. The
cause of absorption between silicon and microwave energy
is ohmic conduction loss and dielectric polarization loss. The
critical factor in absorbing microwaves is the high density
of dipoles (high density of defects) and proper substrate
temperature [31]. After annealing post-recrystallization, all
the film’s Raman Shift a blue shift [32], namely the Raman
peak shift to the higher wavenumber side, the crystallinity
from 5% enhances to 38.3% after microwave annealing. The
nc-Si:H thin film hydrogen content has decreased, as shown
in Fig. 5, resulting in increased crystallinity. The degree of
crystallinity also affects the nc-Si:H thin film [17]. Due to
these two factors, the thin film has low defect density. It thus
has high quality [33] Fig. 7 shows the AFM images of the
prepared nc-Si:H thin film under a power density of 40 to
70 mW/cm2 of the VHFPECVD and having post-treatment
of atmosphere annealing, vacuum annealing, and microwave
annealing (MWA). To analyze the effect of the MWA process
on the surface morphology, the use of different annealing in
the nc- Si:H film is observed by the formation of grains whose
nanocrystalline size increases. The annealing temperature
was 200 ◦C, the power was 400W, and the annealing was
held for 40 minutes. The formation of nanocrystalline-size
grains increases with the annealing time [34]. Fig. 8 shows
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FIGURE 10. The manipulated cell efficiency of the prepared biochip 3
under the different maximum velocities after microwave annealing.

FIGURE 11. Comparison of maximum cell velocity between THP-1 cells
and MCF-7 cells of the biochip.

the ratio of Iphoto/Idark of the prepared nc-Si:H thin film under
post-treatment of atmosphere annealing, vacuum annealing,
and microwave annealing. One of the ways to judge the
electrical of the photoelectric thin film is to measure the
photocurrent and dark current [35]. The Iphoto/Idark elec-
trical properties depend on the crystallinity and grain size
of the mixed-phase [36]. Appropriately increasing the crys-
tallinity will increase the stability of the nc-Si:H thin film and
reduce the occurrence of light-induced degradation [20]. The
crystallinity and grain size of thin films are affected by
annealing temperature [37]. Therefore, we use the metal-
insulator-metal (MIM) [38] structure method to measure the
nc-Si:H thin film of photo/dark current before and after
annealing. As seen in the figure, In the non-annealing state,
Iphoto/Idark is about 101, which indicates that there are still
many thin film defects in the nc-Si:H thin film, although there
is generated nanocrystalline.

The decrease in thin film defects observed from crys-
tallinity, FTIR, and AFM increased 102-103 in Iphoto/Idark
after microwave annealing of nc-Si:H thin film. The reduced
thin film defects will also increase carrier mobility (affect-
ing electrical characteristics) [39]. The photo/dark current

depends on the crystallite size and volume fraction [40].
This can be attributed to the high defect density (dipoles)
of the nc-Si:H thin film itself under high power density, the
dielectric polarization loss of microwave annealing more sig-
nificant (microwave energy absorption stronger) [31]. Based
on the Iphoto/Idark results in Fig. 8, these measured Iphoto/Idark
(i.e., after atmosphere annealing and vacuum annealing for
40, 50, 60, and 70 mW/cm2 power density, respectively) have
no greater than 103. The phenomena described above could
indicate the difference of significance after microwave and
vacuum annealing in this work. This phenomenon might lead
to a more substantial bias uneven of an electric field [i.e., the
∇E2 of Eq. (2)] for the electrically polarized cells in the light
illuminated area. It could thus contribute to a higher LIDEP
manipulation force than the cases after microwave annealing
(i.e., The Iphoto/Idark with a power density of 60mW/cm2 was
near 104).

B. PERFORMANCE OF THE BIOCHIP
Fig. 9 shows the microscopy image of the velocity of a
dynamic light image for manipulating the cells. The moving
time of the rectangular light bar is increased. The manip-
ulation forces that drag the cells were increased because
the hydrodynamic drag force of a moving cell was used to
assess the DEP manipulation force of a cell based on Stokes’
law [41], [42], [43]

F = 6πrηv (1)

where r, η, and v represent the radius of a cell, the viscosity
of the fluid, and the terminal velocity of a cell, respectively.
The moving time affects the viscosity of the liquid and cells.
Impose to the AC electric voltage biochip was 13 Vpp and
frequency of 30kHz, and rectangle light image (L: 2.7 mm,
W: 125 µm) projected onto the biochip manipulation zone
(rectangle light imagemoving distance was 1.1mm, as shown
in Fig. 9). After attracting theMCF-7 cells from the upper part
of the manipulation zone to the 1.1mm distance, obtaining the
manipulate cell efficiency ((attracted cell/ all cell) × 100%),
and the manipulate cell effectiveness value exceeding 80% is
defined as the maximum velocity of the biochip. To achieve
screening objectives, a biochip must meet the MCF-7 cell
and THP-1 cell essential difference requirements. Fig. 11
shows the comparison of maximum cell velocity between
THP-1 cells and MCF-7 cells of the biochip. The experiment
conditions were fixed of that THP-1 cell, and MCF-7 cell
suspension was 1.5 × 105/ml, frequency: 30 kHz, voltage:
13 Vpp, solution conductivity: 31 µScm−1, and calculate the
cell maximum velocity of the biochip. It can be observed that
biochip 3 (Iphoto/Idark of 103, as summarized in Table 1) is a
very significant difference (p ≤ 0.001), and the reason is that
the LIDEP formula.

FDEP = 2πγ 3εmRe [fCM ]∇E2 (2)

where r, εm, and ∇E2 represent the radius of the micropar-
ticle, the permittivity of the medium, and the square of
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FIGURE 12. Schematic of the MCF-7 cells screening steps. (i) the cells applied DEP force by static rectangle light patterns while it flowed
through the static light pattern array, and the light pattern did not influence the THP-1 cells. (ii) the MCF-7 cells were trapped, manipulated by
rotating patterns, and dragged to the below microchannel. (iii) The caught MCF-7 cells were transferred into the side microchannel by a
dynamic rectangle light pattern to avoid cell blockage.

FIGURE 13. Relations of performance and Iphoto/Idark of the proposed
biochips (1, 2, 3, and 4) prepared by different power densities (40, 50, 60,
and 70 mW/cm2). All experiments were repeated at least three times.

the gradient of the electrical field, respectively [44], [45].
The Re

[
f CM

]
factor (related to the internal permittivity

and conductivity). Most importantly, the Iphoto/Idark current
increased closely related to Re

[
f CM

]
factor. Fig. 12 shows

the schematic of the MCF-7 cells screening process. Screen-
ing is divided into three stages: (i) the width and height
were 27 um and 675 um static rectangle light pattern as
a DEP force buffer in front of the main microchannel.
(ii) The width and height were 0.18mm of each dynamic light
pattern and simultaneously rotated in a clockwise direction at
8.5 rpm across the main microchannel in a suspension flow
zone. (iii) Avoid cell blockage above the side microchannel
through the rectangle light pattern. Fig. 13 shows the rela-
tions of performance and Iphoto/Idark of the proposed biochips

FIGURE 14. Biochips (1, 2, 3, and 4) effect of different power density
(40, 50, 60, and 70 mW/cm2) on MCF-7 cells purity analysis. To identify
MCF-7 cell, the lentivirus containing pcDNA3-EGFP was used to infect
MCF-7 cells. After the MCF-7 cell isolation, (i) fluorescent microscopy is to
observe the MCF-7 cells (green dots), and (ii) bright-field microscopy is to
observe the cell suspension with both of THP-1 cells and MCF-7 cells.

(1, 2, 3, and 4) prepared by different power densities of
40, 50, 60, and 70 mW/cm2, respectively. The prepared
cell suspension was loaded into the biochip at a flow rate
of 1µl min-1, followed by the MCF-7 cells isolation process.
Cells suspension containing 0.5 × 105/ml MCF-7 cells and
2.1 × 105/ml THP-1 cells were prepared. Biochip 3 with
a power density of 60 mW/cm2 performs better screening
the MCF-7 cells. However, these thin film defects make the
two mechanisms of microwave annealing (ohmic conduction
loss and dielectric polarization loss), causing the annealing
effect to be more significant, and the hydrogen content of the
photoelectric thin film will be reduced to produce low defect
nanocrystalline. Therefore, we can conclude that the quality
of the photoelectric thin film (crystallinity and Iphoto/Idark)
affects biochip 1 (39.9%) and biochip 3 (78.6%); the purity
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TABLE 3. Comparison of cited references and our method.

(microscopic observations is shown in Fig. 14) of the biochip
can be increased. Improving purity cell isolation is crucial
for the subsequent gene expression and biochemistry analy-
ses. The comparison of cited references and our method are
summarized in Table 3.

IV. CONCLUSION
In this paper, the light-induced dielectrophoresis biochip pre-
pared by 40.68-MHz very high-frequency plasma-enhanced
chemical vapor deposition and having post microwave
annealing treatment has been successfully proposed. The
screening performance of the biochip is highly associated
with the quality of the deposited nc-Si:H thin films; therefore,
an appropriate deposition technique is crucial for applica-
tions in a clinical trial. Furthermore, the post-treatment of
microwave annealing can effectively improve the crystallinity
and reduce the defects in the nc-Si:H thin films. The prepared
high-quality nc-Si:H thin film with a crystallinity of 5%
enhanced to 38.3%, surface roughness of 10.93 nm, and a
photo/dark current of 7.1 × 103 with a power density with
a power density of 60mW/cm2 was obtained. The biochip
exhibited a recovery rate of 81.3%, purity of 78.6%, and
survival rate of 91% for applying on the circulating tumor
cells (CTCs). The deposition process steps and post-treatment
of the prepared nc-Si:H thin films provide an effectivemethod
for a high-performance biochip. This paper offers a potential
application for the antibody-free light-induced DEP biochip
for circulating tumor cells screening, particularly for clinical
trials.
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