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Abstract: Conventional plasma jets for biomedical applications tend to have several drawbacks,
such as high voltages, high gas delivery, large plasma probe volume, and the formation of discharge
within the organ. Therefore, it is challenging to employ these jets inside a living organism’s body.
Thus, we developed a single-electrode tiny plasma jet and evaluated its use for clinical biomedical
applications. We investigated the effect of voltage input and flow rate on the jet length and studied
the physical parameters of the plasma jet, including discharge voltage, average gas and subject
temperature, and optical emissions via spectroscopy (OES). The interactions between the tiny plasma
jet and five subjects (de-ionized (DI) water, metal, cardboard, pork belly, and pork muscle) were
studied at distances of 10 mm and 15 mm from the jet nozzle. The results showed that the tiny plasma
jet caused no damage or burning of tissues, and the ROS/RNS (reactive oxygen/nitrogen species)
intensity increased when the distance was lowered from 15 mm to 10 mm. These initial observations
establish the tiny plasma jet device as a potentially useful tool in clinical biomedical applications.

Keywords: cold atmospheric plasma; tiny plasma jet; biomedical applications

1. Introduction

Plasma is the fourth state of matter (solid, liquid, gas, and plasma), which is the most
energetic and abundant state of matter, comprising over 99% of the universe’s matter [1].
What makes the plasma unique is its gaseous combination of electrons, ions, and neutral
species in both fundamental and excited states [2]. The properties of plasma change depend-
ing on the source and amount of energy supplied, and plasma is divided into thermal and
non-thermal plasma according to the Maxwell–Boltzmann thermodynamic equilibrium [3].
Depending on the required application, there are a wide variety of plasmas generated
under different conditions. Recently, cold atmospheric plasma devices (CAP) operating at
atmospheric pressure and room temperature have exhibited great potential for biomedical
applications [4–6]. Laroussi demonstrated that plasma generated at atmospheric pressure
is a very effective sterilization agent in 1996 [7]. Isbary et al. proposed a first prospective
randomized controlled trial to decrease bacterial load using CAP on chronic wounds in pa-
tients [8]. Pan et al. developed a novel method of tooth whitening employing CAP driven
by direct current in atmospheric pressure air [9]. Chen et al. demonstrated a synergism
between CAP and ICB (immune checkpoint blockade) integrated with microneedles to
provide a platform technique for the treatment of cancer and other diseases in a minimally
invasive manner [10]. More and more manuscripts have been published about CAP on
sterilization/disinfection, wound healing, blood coagulation, oral health, cancer therapy,
and other applications [11–17]. The efficiency of CAP for biomedical applications mainly
relies on its many components, such as reactive nitrogen species (RNS) and reactive oxygen
species (ROS) [18–20].

One of the aims of plasma biomedicine is to utilize CAP inside a living organism’s body.
The conventional form of CAP is not applicable for such in vivo biomedical applications,
especially cancer therapy, due to major drawbacks, including high voltages, plasma jet
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volume, reactive species delivery, and the discharge formation within the organ [21].
To mitigate these problems, we developed a single-electrode tiny plasma jet device for
biomedical applications. We then examined how different subjects, including deionized
(DI) water, metal, cardboard, and tissue, affected the tiny plasma jet during jet-subject
interaction processes.

2. Experimental Section

The single-electrode tiny plasma jet device (Figure 1) was developed at UCLA. It
consisted of a powered needle electrode connected to a high voltage transformer, all
contained within a 3D-printed polylactic acid (PLA) housing (TAZ 6 from LulzBot, Fargo,
ND, USA). The electrode was powered by a tabletop DC power supply (1901B, B&K
Precision, Yorba Linda, CA, USA) at 8, 10, and 12 V. The DC-to-AC converter was built
at UCLA, and a Chirk Industry transformer (RU3222, Chirk Industry, Taiwan) was used
to step-up the voltage by 25× at a nominal frequency of 30 kHz. The input power of the
tiny plasma jet was between 6 and 12 W. The plastic (polycarbonate) nozzle had an inner
diameter of 1.5 mm and a wall thickness of 0.5 mm. Helium (He, ultra-high purity) was
employed as feeding gas. The discharge voltage for the plasma jet was measured using a
high voltage probe and oscilloscope.
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Figure 1. Schematic representation of the single electrode plasma jet device.

A fiber-coupled optical spectrometer (LR1, ASEQ Instruments, Vancouver, BC, Canada),
with a range of wavelength 300–1000 nm, was employed to detect CAP-generated ROS and
RNS (such as nitric oxide (NO), nitrogen cation (N2

+), atomic oxygen (O), and hydroxyl
radicals (•OH)). The optical probe was placed at a radial distance of 10 mm from the center
of the nozzle. Data were collected with an integration time of 600 ms. All subjects but DI
water were placed on non-conductive medical-grade plastic for treatment. DI water was
placed within a standard plastic 6-cell culture plate.

Thermal measurements of the plasma jet alone and interacting with subjects were
made with a long-wavelength infrared camera A655sc, FLIR Systems, Wilsonville, OR, USA)
from a distance of approximately 15 cm diagonally above the subject; the relative position
of the camera to the jet and subject remained consistent for all tests. Frame sequences for
each time point consisted of a multi-second exposure recorded using Research IR 4.40 with
individual frames extracted as needed after recording. A linear scale manually configured
from 10 ◦C to 40 ◦C was selected for all images to allow for a sufficient dynamic range.
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Low-magnification optical images of tissue surfaces were made using a BW500 Digital
Microscope. Other optical images were taken via digital SLR (D850, Nikon Corporation,
Tokyo, Japan) using constant shutter speed, aperture, film speed, and relative position for
all images.

3. Results and Discussion

Figure 2a shows the image of the single-electrode tiny plasma jet with a length of
approximately 2.5 cm well collimated along the entire length. The thermal effects of the tiny
plasma jet on its environment and subjects were measured via thermal camera (Figure 2b).
The average gas temperature of the tiny plasma jet is around 25 ◦C, which is approximately
equal to that of the local environment. Figure 2c shows the discharge voltage of the tiny
plasma jet at 10 V input voltage and 3.02 L/min He flow rate. The peak-peak discharge
voltage is approximately 6.88 kV with a frequency near 20 kHz. The electrode operates with
sufficiently high frequency and voltage power to generate a strong electric field, resulting in
the formation of the elongated plasma streamer by ionizing the surrounding gas atoms [22].
The magnitude of the current is in milliamperes. Figure 2d shows the optical emission
spectra of the tiny plasma jet. The identification of emission lines and bands was performed
according to reference [23]. •OH (hydroxyl radical) is present at 309 nm. The He bands
are assigned at 588, 668, and 705 nm. The wavelength of 337, 376, and 381 nm could be
indicative of the low-intensity N2 second-positive system (C3Πu-B3Πg). Moreover, their
magnitudes are at most a few thousandths of the highest peak N2

+ (391 nm), while 358 and
428 nm are also N2

+. The composition of the tiny plasma jet is thus similar to conventional
plasma jets [24,25].
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Figure 2. (a) Image of the tiny plasma jet and (b) thermal measurement of the vicinity of the tiny plasma jet. (c,d) represent
the discharge voltage and optical emission spectrum of tiny plasma jet with input voltage at 10 V and He flow rate at
3.02 L/min, respectively.

Figure 3 shows the effect of input voltage and flow rate on the tiny plasma jet. In
Figure 3a, the length of the plasma jet decreases when the flow rate increases at constant
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input voltage, while the length of the tiny plasma jet increases when the input voltage
increases at a constant flow rate. We investigated the longest tiny plasma jet for each input
voltage and found that the flow rate for the longest jet is 3.21 L/min for 8 V, 3.02 L/min for
10 V, and 2.51 L/min for 12 V, respectively. Comparing the three longest plasma jets, input
voltage plays a major role in affecting the length of the tiny plasma jet. As expected, the
flow rate has almost no effect on the peak-peak discharge voltage in Figure 3c; the longest
jets for each input have been marked in an ellipse. The authors also pointed out that input
voltage plays a significant effect on the length of the plasma plume, among other factors,
including flow rate and the diameter of the nozzle exit [26]. The upstream region discharge
affects the stability and length of the downstream plasma jet [27]. We used the tiny plasma
jet at 10 V input voltage and 3.02 L/min for the following measurements.
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Figure 3. (a) The effect of flow rate (1.21 L/min, 4.39 L/min, and 8.54 L/min) and input voltage (8 V, 10 V, and 12 V) on
the length of the tiny plasma jet. (b) The longest tiny plasma jet for 8 V, 10 V, and 12 V input. (c) The peak-peak discharge
voltage for the tiny plasma jet at a different He flow rate. Scale bar: 5 mm.

Water is the main component of many living things, exemplified by blood being
primarily composed of water [28]. Therefore, it is necessary to study the effect of water
on the tiny plasma jet for future biomedical applications. In addition, the conductivity
of subjects cannot be controlled during the use of the tiny plasma jet for the treatment of
diseases. Here, we selected an aluminum cutout and length of cardboard as conductive
and non-conductive subjects, respectively. Figure 4a shows images of the tiny plasma jet
interacting with DI water, metal, and cardboard at 10 mm and 15 mm distances. Compared
with the tiny plasma alone, the peak-peak discharge voltages of the jet interacting with DI
water, metal, and cardboard decrease slightly at the 15 mm distance, while the peak-peak
discharge voltage decreases more for each one at 10 mm distance compared with 15 mm.
From a 15 mm distance to 10 mm, plasma intensity increases, especially for DI water and
metal, becoming visibly brighter. Figure 4b shows the optical emission spectra of the tiny
plasma jet interacting with DI water, metal, and cardboard at 10 mm and 15 mm distances.
At a 15 mm distance, the ROS/RNS intensity of the tiny plasma jet interacting with DI water,
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metal, and cardboard only varies slightly when compared with the tiny plasma jet operating
without a subject. From 15 mm to 10 mm, the ROS/RNS intensity increases slightly for
jet-cardboard interaction, around 50% for jet-metal interaction, and approximately 200%
for jet-DI water interaction, respectively. This change in optical emissions spectrometry
(OES) intensity for DI water and metal, but not cardboard, implies a change in the plasma
plume characteristics when certain subjects are placed nearer to the nozzle opening, likely
related to the electrical conductivity of the subjects. While DI water is non-conductive itself,
it becomes conductive after plasma treatment [29]. Thus, DI water and metal as conductive
subjects result in higher plasma intensity than the cardboard as a non-conductive subject.
Plasma interacting with DI water will generate ROS/RNS, such as hydrogen peroxide,
nitrite, and other species, in the water to form a plasma solution. In our previous papers,
we indicated that the concentration of ROS/RNS depends on the discharge voltage/current,
types of feeding gas, feeding gas flow rate, water volume, and other parameters [3,19,25,29].
For the same parameters, the concentration of ROS/RNS in water exhibits time-dependent
behavior. In addition, the pH of the plasma solution will increase with the increasing
time of plasma-water interaction [14]. Interaction between the tiny plasma jet and the
metal surface may bias the surface positively and, in addition to standard fluid motion,
cause the discharge to spread out horizontally along the metal’s surface further than with
other materials. At the interaction between the plasma jet and DI water, the pressure from
the plasma flow creates a small pocket in the water’s surface, potentially modifying the
local airflow to reduce the dispersion of reactive species along the surface; along with the
tendency of jet/water interactions to increase reactive species generation, this discharge
counterflow may help to increase species density near the emission tip. This may explain
why the OES intensity of the jet interacting with DI water is measured as higher than when
interacting with metal. Gerling et al. indicated that the distance between the electrode
and the ground is significant in generating different plasma behaviors, with a “pre-bullet”
being generated at a 15 mm gap but no “pre-bullet” at 10 mm [30]. Since we’re using a
single electrode in this situation, the subject might be considered a floating electrode and,
for the 15 mm gap, what we might be seeing is the incomplete discharge for the pre-bullet,
resulting in the decreased OES intensities. Nastuta et al. tested atmospheric pressure at the
plasma jet-living tissue interface at 5 mm and 15 mm and found similar drops in intensity
for subjects [31].

Figure 5a shows images of the tiny plasma jet interacting with pork belly and muscle
at 10 mm and 15 mm distance. From 15 mm to 10 mm, the plasma intensity at both subjects
increase, and the OES results in Figure 5b also confirm this. Comparing OES results for
belly and muscle at 15 mm distance with the tiny plasma jet alone, there is minimal change
in ROS/RNS intensity, while ROS/RNS intensity largely increases when the distance is
reduced from 15 mm to 10 mm. In addition, ROS/RNS intensity of jet-muscle interaction
increases more than jet-belly interaction at the 10 mm distance. Figure 5c shows high-
resolution images of pork belly and muscle before and after 2 min tiny plasma treatment at
10 mm and 15 mm distance. There is no damage or burning on belly and muscle surfaces
after 2 min treatment at 10 mm and 15 mm. We tried to reduce the distance and increase
other inputs to see the effect on biological tissues. The results show no damage to tissues.
The reason might be that lower input power is too low to damage tissues. Figure 6 exhibits
thermal images of the tiny plasma jet interacting with five subjects after 2 min at 10 mm
and 15 mm. For cardboard and DI water, the center temperatures of the interacting area
decrease from 15 mm to 10 mm; however, the variations are small (0.6 ◦C and 0.5 ◦C,
respectively) and may be considered noise. Due to jet flow, indentations form on the water
surface at both distances, which may partly explain why ROS/RNS intensities are higher
than with other subjects. For metal, belly, and muscle, the center temperature after 2 min
interaction increases when the distance is changed from 15 mm to 10 mm (increases of
2.2 ◦C, 3.0 ◦C, and 6.6 ◦C, respectively), but it still remains at a comfortable temperature for
human beings. The belly and muscle samples, in particular, begin at significantly cooler
temperatures, and the interaction with the gas alone from the jet would be expected to
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increase the temperature of the target area to room temperature, as can be seen in the
larger outer thermal “rings” in Figure 6, which are near-universal in size and temperature
between non-liquid subjects; the more relevant interaction with the plasma discharge for
the belly and muscle samples can be identified by the central thermal hotspots. Thus, the
tiny plasma jet should be an ideal and safe tool for in vivo biomedical applications.
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Cold plasma has received considerable attention for its potential biomedical appli-
cations, including blood coagulation, wound healing, sterilization/inactivation, skin re-
generation, oral health, and cancer therapy [4,32,33]. The efficiency of plasma for biomed-
ical applications mainly relies on the ROS/RNS generated in it [34,35]. As shown in
Figures 2d, 4b and 5b, the tiny plasma jet is an ideal ROS/RNS source, and ROS/RNS
intensity increases when the plasma jet is used nearer to tissues and conductive materials.
This single-electrode tiny plasma jet without the major drawbacks of conventional plasma
jet (high voltage, high flow rate, reactive species delivery, plasma jet volume, and discharge
formation in the organ) will have more potential biomedical applications, especially for
in vivo clinical applications. For example, plasma disinfects bacteria in the oral cavity, such
as Enterococcus faecalis and Candida albicans [36,37]. This reliable and user-friendly tiny
plasma jet could be directed manually to target a root canal for disinfection. A tiny plasma
jet is also an ideal tool when applied inside a living body, especially for cancer therapy.
We take a glioblastoma, for example, which is a highly malignant aggressive neoplasm
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with rapid growth and resistance to all current therapies [38,39]. Our previous results have
shown that plasma is effective at preventing glioblastoma growth in the mouse brain [40].
The tiny plasma jet, with a low flow rate and limited discharge voltage, can be generated
in closer proximity to the organ, safely delivering ROS/RNS across the blood-brain barrier
to the tumor. Overall, the tiny plasma jet is useful and should be considered in clinical
medical applications. A further understanding of the precise underlying mechanisms will
provide the ‘best’ combination when employed as a treatment strategy.
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Tissue surface measurements were made using a BW500 Digital Microscope to examine the surface of each sample. Scale
bar: 1 mm.
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4. Conclusions

In summary, we developed a single-electrode tiny plasma device and investigated its
physics and interactions with five subjects (DI water, metal, cardboard, belly, and muscle)
at 10 mm and 15 mm. For non-conductive subjects, ROS/RNS intensity shows very little
change when the distance is decreased from 15 mm to 10 mm, while ROS/RNS intensity
increases for conductive subjects with distance decreasing from 15 mm to 10 mm, especially
for the muscle. For five subjects, the center temperature of jet-subjects interaction still
remains in the comfortable temperature range for human beings after 2 min interaction for
both 10 mm and 15 mm distances. High-resolution images of belly and pork after 2 min
tiny plasma treatment show no damage or burning on tissues’ surfaces. The results of this
study are preliminary research for employing the tiny plasma jet in clinical biomedical
applications in the future.
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