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Pulsed Radiofrequency Relieves 
Neuropathic Pain by Repairing 
the Ultrastructural Damage of 
Chronically Compressed Dorsal 
Root Ganglion
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Abstract
Pulsed radiofrequency (PRF) has demonstrated therapeutic potential for neuropathic pain, yet its efficacy in 
alleviating pain induced by chronic dorsal root ganglion (DRG) compression remains unclear. This study evaluated 
the analgesic effects of DRG-targeted PRF in a chronic compression of DRG (CCD) rat model. Adult male Sprague 
Dawley rats were divided into four groups: sham, CCD, CCD+PRF, and CCD+freePRF. CCD was induced by 
inserting stainless-steel rods into the intervertebral foramen to compress L4/L5 DRGs. Pain behaviors, including 
spontaneous pain, mechanical/cold allodynia, and heat hypersensitivity, were assessed pre- and post-PRF treatment. 
On day 14 post-CCD, DRG ultrastructural changes and myelin basic protein (MBP) expression were analyzed 
via transmission electron microscopy and immunofluorescence. Compared to sham rats, CCD animals exhibited 
significant pain behaviors (P < .0001). PRF treatment in CCD+PRF rats significantly attenuated these behaviors 
(P < .01). Ultrastructural analysis revealed intact myelin sheaths in sham DRGs, whereas CCD DRGs showed myelin 
damage and reduced MBP expression (P < .01). Notably, PRF repaired myelin structural integrity and restored 
MBP levels. These findings demonstrate that DRG PRF alleviates neuropathic pain by reversing ultrastructural 
damage caused by chronic compression, providing mechanistic insights into PRF's analgesic effects and supporting 
its therapeutic value for neuropathic pain management.
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Introduction

According to the International Association for the Study of 
Pain (IASP), neuropathic pain (NeP) is described as pain 
caused by a lesion or disease of the somatosensory system.1 
The estimate of the prevalence of pain with neuropathic 
characteristics is about 6.9% to 10% of the population.2-4 
Doth et al. reported that patients with NeP (painful radicu-
lopathy, failed back surgery) have a higher health burden 
compared to some major diseases (diabetes, heart failure 
and Parkinson’s disease).5 Although many treatment 
modalities have been reported for NeP, the available evi-
dence is insufficient to allow recommendations about the 
optimal therapy. Pharmacologic treatment remains the first 
choice for the management of lumbosacral radicular pain, 
including antidepressants (tricyclic agents and serotonin-
norepinephrine reuptake inhibitors) and anticonvulsants 
(gabapentin and pregabalin). Patients with NeP may not 
respond adequately to pharmacologic treatments. It is 

necessary to consider interventional strategies before 
patients continue endless pharmacological rotation that 
does not produce satisfactory pain relief or induce intoler-
able adverse effects.6,7 Techniques of interventional pain 
management include nerve block, intrathecal medication, 
pulsed radiofrequency (PRF), spinal cord stimulation and 
neurosurgical interventions. Recently, PRF has been 
increasingly recommended in the management of different 
neuropathic conditions, including postherpetic neuralgia, 
radicular pain and trigeminal neuralgia.8-10

PRF aims to modulate a nerve to provide pain relief. It 
creates an electrical circuit and generates heat with the tar-
get tissue, then delivers in an intermittent fashion and 
induces changes in the neuronal cells.11 PRF may has an 
effect on the synaptic transmission or excitability of nerve 
fibers, especially small-diameter Aδ and C-fibers. PRF pre-
sents an anti-inflammatory effect, which may impact 
immune cells and proinflammatory cytokines.12,13 An elec-
troporation-mediated calcium influx is also involved in the 
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pathophysiology of PRF.14 Due to the critical role played by 
dorsal root ganglion (DRG) neurons in the induction and 
maintenance of chronic pain, it has been a new pharmaco-
logical and neurostimulator technological target for pain 
management.15,16 Jiang et al. showed that PRF treatment 
either to DRG or to the sciatic nerve can reduce neuropathic 
pain behavior in CCI (chronic constriction injury) rats, but 
PRF to DRG had a better analgesic effect than PRF to the 
nerve.17 Although DRG PRF is becoming an alternative 
option, its underlying neurophysiological mechanism is 
still limited.

To improve existing treatments for neuropathic pain, it 
is of pivotal importance to explore the cellular and molecu-
lar changes induced by PRF. There are several animal mod-
els for studying pain paradigms and related mechanisms. 
The surgical approach of sciatic or peripheral nerve liga-
tion/transection represents well-validated models to repro-
duce neuropathic pain following PNS damage, while 
injuries to herniated discs and spinal or foraminal stenosis 
can cause radicular pain.18 The efficacy of DRG PRF has 
been identified in models of peripheral nerve injury, such as 
the CCI and SNI (spared nerve injury) models, but it has 
not been used in the animal model of lumbosacral radicular 
pain caused by DRG injury.17-19 The typical animal model 
of low-back and lumbosacral radicular pain is the CCD 
model. It is a key to solve the position relationship between 
the tip of the electrode and compressed rods during PRF 
treatment. Thus, one purpose of this study was to explore 
the efficacy of DRG PRF in CCD rats. In addition, in order 
to provide basic evidence for its neurophysiological mecha-
nism, we also explored the DRG PRF effect on the ultras-
tructural change in the DRG.

Materials and Methods

Animals

The study was conducted under the approval of the 
Laboratory Animal Ethics Committee of Central South 
University (NO. 2022-0042). Twenty-eight healthy male 
adult Sprague Dawley rats (aged 8-10 weeks, 200-250 g) 
were reared under standard conditions, namely 12 h: 12 h 
circadian cycle, room temperature 23 ± 2 ºC, humidity 
50%-60% and free access to food and clean water. The 
experiment started after one week of adaptive feeding. 
Rats were randomized into sham, CCD, CCD+PRF and 
CCD+freePRF groups, with 7 rats in each group.

Chronic Compression of DRG (CCD)

The rats were anesthetized with a combination of pentobar-
bital (40 mg/kg, i.p.) and sevoflurane (1%, inhalation). Hair 
was removed from the surgical area. The incision was 
defined according to the bony marks of the iliac crest. 
Referring to the method of Song et al20, stainless-steel rods 
were inserted into the intervertebral foramens. In brief, 
guided by the anatomical position of the transverse and 
articular processes, L-shaped stainless-steel rods 4 mm in 

length and 0.8 mm in diameter were inserted into interver-
tebral foramens to compress the L4 and L5 DRGs at a ros-
tral direction at an angle of 30-40° to the dorsal middle line 
and −10 to −15 below the vertebral lateral horizontal line. 
When the rod was inserted, the rat's right hind limb could 
be seen to twitch slightly 1-2 times. After confirming the 
position of the rods, the muscle and skin were sutured 
layer-by-layer. Figure 1 shows the anatomy (Figure 1a) and 
X-ray (Figure 1b and c) of the placed stainless-steel rods. In 
the sham group, the procedure was the same as above, but 
only the foramina were exposed and no rod was placed.

Pain Behavior Tests

Order of Tests. On each test day, the rats were brought into 
the behavioral chamber 1 hour earlier to allow for acclima-
tization, and the room temperature was maintained at 22 
-24 ºC. Each test was performed by the same tester, who 
was blinded to the grouping of rats. The order of tests was 
uniform for each rat, with behavioral tests performed start-
ing from the test with minimal stimulation so as to mini-
mize the effect that one test caused on the next, in the order 
of (1) withdrawal of hind paw ipsilateral to chronic com-
pression DRG in normal condition; (2) 50% mechanical 
paw withdrawal threshold (MPWT); (3) acetone response 
score; and (4) thermal paw withdrawal threshold (TPWT). 
The interval between each behavior test was more than 
30 minutes.

Spontaneous Pain. The rats were habituated in a transparent 
box (25*30*25 cm) for at least 20 minutes before testing. 
The plantar behavior of each rat was recorded with a high-
resolution camera (Qianshiyan Technology Company, 
Shenzhen, China) at 30 frames per second for 30 minutes. 
The frequency of spontaneous pain of the right hind paw 
(lifting, licking, flinching or biting) was analyzed before 
the modeling and 2 weeks after the surgery.21

Mechanical Paw Withdrawal Threshold (MPWT) of 50%. After 
the rats were acclimated to a transparent box with metal 
meshes at the bottom, a von Frey hair (North Coast, US) 
was used in a gradient from small to large (0.4, 0.6, 1.0, 1.4, 
2.0, 4.0, 6.0, 8.0, 10.0, 15.0 gram) according to the up-and-
down method described by Dixon.22 Through the metal 
mesh, the right midplantar region of the rat was carefully 
stimulated manually using von Frey hair. The hair was kept 
bent for 5 seconds to observe the paw withdrawal response 
of the rats. After the first paw retraction, the rats were con-
tinuously measured 6 times, with more than 30 seconds 
between each stimulus, and the sequence of the 6 stimuli 
and the value of the von Frey hair at the last time were 
recorded. The 50% MPWT was calculated from the test 
results using the method of Chaplan et al.23 The tests were 
performed 1 day before stainless-steel rod implantation and 
5, 7, 8, 11, 14, 18, 23 and 28 days after surgery.

Acetone Evaporation Test. The rats were placed in a trans-
parent box with metal meshes at the bottom. After the rats 
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were acclimated, quantitative acetone was gently applied to 
the right plantar of the rats as described by Silva-Cardoso 
et al24 and Yoon et al.25 The rats’ responses were observed 
and graded according to the following scores: 0 (no 
response); 1 (brisk withdrawal or flick of the paw); 2 
(repeated flicking of the paw); 3 (repeated flicking of the 
hind paw and licking of the paw). A high score represents 
cold allodynia. Five experiments were performed for each 
rat with an interval of more than 5 minutes. The average 
score of the five measurements was used as the result of the 
cold pain measurement. The tests were performed 1 day 
before stainless-steel rod implantation and 5, 7, 8, 11, 14, 
18, 23, and 28 days after surgery.

Hot-plate Test. According to the established methods,26 the 
temperature of the hot plate (Shanghai Yuyan, BME-480, 
Shanghai, China) was controlled at 50 ± 0.2ºC, and a 

transparent box was placed on the hot plate to restrict the 
rats to moving only on the hot plate. The time from the right 
plantar contact with the hot plate to the first response (lick-
ing, jumping and rapid paw withdrawal) was recorded. The 
cut-off time was set at 20 seconds to avoid tissue damage. A 
total of 5 measurements were taken with an interval of 
more than 20 minutes. The average time of the five mea-
surements was taken as the thermal paw withdrawal thresh-
old (TPWL). The tests were performed 1 day before 
stainless-steel rod implantation and 5, 7, 8, 11, 14, 18, 23, 
and 28 days after surgery.

PRF on DRG

For the CCD+PRF group, PRF was applied to the L4 and 
L5 dorsal root segments of the operated side through the 
intervertebral foramen 7 days after the establishment of the 

Figure 1. Anatomy and X-ray shows the position of the stainless-steel rods in the intervertebral foramens and the position of 
electrode during PRF treatment: (a) Anatomy of the lumbar vertebras with stainless-steel rods.  Transverse processes of L4 
and L5; ★ Facet joints; ↘ Stainless-steel rods, (b) Anterior–posterior radiograph of the implanted stainless-steel rods, (c) Lateral 
radiograph of the implanted stainless-steel rods, (d) Anatomy of the position of electrode during PRF treatment. The white arrow 
indicates the tip of the electrode, (e) Anterior–posterior radiograph of the position of electrode during PRF treatment, and (f) 
Lateral radiograph of the position of electrode during PRF treatment.
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CCD model. After the rats were anesthetized, the L4 and L5 
foramina where the stainless-steel rods were placed were 
surgically exposed. A 50 mm, 20 G catheter needle with 
active tip electrode was placed at the intervertebral fora-
men, avoiding direct contact with the rod, and then tested to 
have a tissue impedance of less than 200 Ω. Muscle con-
tractions were tested using electrical stimulation at 4 Hz 
with a maximum output voltage of 1.0 V. When muscle 
contractions were observed at a voltage of less than 0.8 V, 
the needle was withdrawn for 1 mm. When the voltage was 
greater than 1.0 V and no muscle contraction was observed, 
the needle was inserted for 1 mm. The above steps were 
repeated until muscle contractions could be observed at 
output voltages of 0.8 to 1.0 V. This criterion can ensure 
that the electrodes are close to the DRG but do not damage 
it during treatment. According to treatment parameters used 
by our team for lumbosacral radicular pain, pulsed radiof-
requency was performed at 2 Hz, 20 ms pulse width, a volt-
age of 70 V and a maximum temperature of 48ºC, with each 
DRG treated 3 times for 240 seconds each time, using 
standard clinical-specification radiofrequency generator 
(Beiqi, R-2000BA1, Beijing, China).9 The position of the 
electrode tip was kept fixed during treatment. After PRF 
treatment, the electrodes were removed, and the muscle and 
skin were sutured. Figure 1 shows the anatomy (Figure 1d) 
and X-ray (Figure 1e and f) of the position of the electrode 
during PRF treatment. The CCD+freePRF group under-
went the same procedure as above but without pulse electri-
cal stimulation.

Transmission Electron Microscopy Analysis

On the 14th day post-surgery, the DRGs were removed to 
observe their myelinated nerve fibers using transmission 
electron microscopy after all the behavioral tests. 
Specifically, in order to obtain relatively objective and 
standardized results, DRG specimens from all animals 
were given to the same pathologist, who was blind to the 
study groups. The specimens were fixed, dehydrated, 
embedded and sectioned by the pathologist, and the ultras-
tructure of the specimens was observed and scored accord-
ing to the myelin ultrastructure evaluation method: 0 
(Normal myelin layers); 1 (Vesiculated myelin); 2 (Cracked 
myelin layers); 3 (honeycomb & extruded vesicles).27 
Higher scores indicated more severe ultrastructural dam-
age.10 images were randomly captured by the pathologist 
from each group, with each image magnified 10,000 times. 
From these images, twenty myelin sheaths were randomly 
selected for assessment of structural damage scoring. When 
more than one grade of damage was presented in the same 
myelin sheath at the same time, the score corresponding to 
the most severe injury was taken.

Immunofluorescence

Following deep anesthesia with pentobarbital (40 mg/kg, 
i.p.) and sevoflurane (1%, inhalation), rats underwent 

transcardial perfusion with 0.9% saline followed by 4% 
paraformaldehyde (PFA) in 0.1 M phosphate buffer (PB, 
pH 7.4). L4 and L5 DRG were dissected and post-fixed in 
4% PFA for 24 hours at 4°C, then cryoprotected in 30% 
sucrose solution until tissue saturation. Cryosections 
(30 μm thickness) were obtained using a Leica CM1950 
cryostat (−20°C chamber temperature) and collected in 
0.01 M phosphate-buffered saline (PBS, pH 7.4) for free-
floating Immunofluorescence. Followed by permeabiliza-
tion with 0.3% Triton X-100 in PBS. Non-specific binding 
was blocked using 5% bovine serum (Servicebio, 
GC305010) in PBS for 1 hour at room temperature(RT). 
Sections were incubated with primary antibody against 
myelin basic protein (MBP, mouse monoclonal, GeneTex, 
GTX634292, 1:200 in PBS ) for 12hrs at 4ºC. After 
3*10 minutes PBS washes, sections were treated with Alexa 
Fluor 594-conjugated donkey anti-mouse IgG (1:200, 
Servicebio,GB28303) for 1hr at RT. After 3*10 minutes 
PBS washes, nuclei were counterstained with DAPI 
(Sigma-Aldrich D9542). Sections were mounted on 
Superfrost Plus slides (Thermo Fisher) using ProLong 
Diamond antifade mountant (Invitrogen P36961). Images 
were acquired using fluorescence microscopy (Zeiss). MBP 
immunoreactivity was quantified as a percentage positive 
area using ImageJ 1.53t with consistent thresholding across 
all samples.

Statistical Analysis

Two-way ANOVA with repeated measures and Bonferroni’s 
post-test were used to compare the statistical differences of 
50% MPWT, acetone response score and TPWT over time 
in each group. Chi-square was used to compare differences 
in the distribution rates of myelin sheath scores. The differ-
ence in immunofluorescence positive staining area was 
compared using an unpaired T test. Graphpad Prism 8 (US) 
was used for statistical analysis, and the significance level 
was P < .05.

Results

The CCD Model Induced Neuropathic Pain

After establishing the CCD model and performing pain 
behavior tests, we found that compared with the sham 
group, the rats in the CCD group showed significant spon-
taneous pain (Figure 2a, P < .0001), mechanical allodynia 
(Figure 2b, P < .0001), cold allodynia (Figure 2c, 
P < .0001) and heat hyperalgesia (Figure 2d, P < .0001).

Chronic Compression of DRG Results in 
Ultrastructural Damage

Transmission electron microscopy analysis revealed distinct 
ultrastructural alterations in compressed DRG. In the sham 
group, myelinated nerve fibers predominantly exhibited 
structural integrity with continuous lamellar arrangements, 
though focal vesicular alterations were occasionally 



6 Neuroscience Insights  

Figure 2. The CCD model induced persistent neuropathic pain. (a) CCD rats showed significant spontaneous pain. P < .0001; 
N = 7/7; unpaired t-test, (b) Rats displayed mechanical allodynia after establishment of CCD. F (8, 96) = 31.02; P < .0001; N = 7/7, 
Two-way ANOVA with repeated measures and Bonferroni’s post-test, (c) The acetone response scores of CCD rats were 
significantly increased. F (8, 96) = 34.84; P < .0001; N = 7/7, Two-way ANOVA with repeated measures and Bonferroni’s post-test, 
(d) The CCD model resulted in a significant decrease in the thermal paw withdrawal latency of rats F (8, 96) = 25.07; P < .0001; 
N = 7/7, Two-way ANOVA with repeated measures and Bonferroni’s post-test. ***P < .001, ****P < .0001. MPWT, mechanical paw 
withdrawal latency; TPWL, thermal paw withdrawal latency.

observed in localized myelin regions (Figure 3a and b). In 
contrast, CCD group specimens demonstrated significant 
myelin derangements characterized by three predominant 
pathological features: (1) widespread vesiculation disrupt-
ing lamellar continuity, (2) segmental myelin fragmentation 
with lamellar separation, and (3) honeycomb-like decom-
paction patterns accompanied by axoplasmic extrusion 
(Figure 3c and d). Quantitative assessment using a standard-
ized myelin injury grading system confirmed substantially 
greater structural compromise in the CCD group compared 
to sham controls (Figure 4, P < .0001). Immunofluorescence 
analysis provided complementary molecular evidence for 

myelin pathology. Analysis of the MBP positive area in 
DRG sections revealed a significantly lower expression 
level in the CCD group compared with the sham group 
(Figure 5, P < .01).

DRG PRF Relieves Neuropathic Pain in CCD 
Rats

We performed PRF on the DRGs of rats with neuropathic 
pain. The results of pain behavior tests after PRF treatment 
showed that PRF attenuates spontaneous pain (Figure 6a, 
P < .05), mechanical allodynia (Figure 6b, P < .01), cold 
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allodynia (Figure 6c, P < .001), and heat hyperalgesia 
(Figure 6d, P < .01) in CCD rats.

Repair Effect of PRF on Ultrastructural 
Damage of DRGs in CCD Rats

We further observed the effect of PRF on the ultrastruc-
ture of DRGs in CCD rats, and the results showed that 
compared with the CCD+freePRF group, the myelin 
damage in the CCD+PRF group was repaired to a cer-
tain extent, including reduced vesicles and layered mye-
lin repair (Figure 7). In addition, the comparison results 
of myelin damage grading also showed that PRF had a 
significant improvement effect on the ultrastructural 

damage of DRG in CCD rats, and the scores of the PRF 
group were significantly reduced (Figure 8, P < .05). 
Immunofluorescence results also showed that MBP 
expression in DRG of CCD+PRF group was up-regu-
lated after PRF treatment compared with CCD+free-
PRF group (Figure 9, P < .05).

Discussion

As a general medical therapy, pulse radiofrequency is 
used for various painful states in clinical practice. Many 
studies have demonstrated the effectiveness of applying 
PRF to DRGs in neuropathic pain.15,28,29 In the present 
study, we investigated the effects of DRG PRF treatment 

Figure 3. Ultrastructural changes of DRG in the sham and CCD groups. In the sham group, the myelin sheath of myelinated nerve 
fibers was basically intact (a). Only a few vesicles appeared (b). In contrast, the myelin sheath of the CCD group showed vesicles, 
stratification, fracture or collapse into a honeycomb (c, d). Scale bar = 2 μm; magnification *10,000.
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on neuropathic pain induced by the CCD model. To our 
knowledge, this is the first animal study to show that DRG 
PRF relieves neuropathic pain even though the DRG suf-
fering from persistent chronic compression, and it seems 
that PRF can repair the ultrastructural damage of chroni-
cally compressed DRGs.

Hu et al. were the first to establish the CCD model in 
which L-shaped stainless steel-rods were inserted into the 
L5 intervertebral foramen, producing steady compression 
against the DRG.30 Song et al. improved the model by com-
pressing two DRGs (L4 and L5) instead of one, and the 
purpose of compressing two DRGs was to increase the 
number of compressed neurons innervating the plantar sur-
face of the hind paw.16 Similarly to their results, the rats in 
our CCD group showed mechanical allodynia and heat 
hyperalgesia (Figure 2b and d). In addition, we found that 
the CCD model had cold allodynia assessed by the acetone 

evaporation test lasting for 4 weeks (Figure 2c), while their 
results showed that the foot ipsilateral to the chronic com-
pression elicited a reflex withdrawal to a cotton wisp within 
2 weeks. Song XJ et al. observed the signs of spontaneous 
pain in the CCD model, such as licking of the hind paw on 
the surgical side, which was accompanied by gentle biting 
or pulling on the nails with the mouth. We found similar 
behavior in our CCD group during the experiment (Figure 
2a). Our histopathological analysis revealed that chronic 
DRG compression triggered significant demyelination 
pathology, characterized by both structural myelin sheath 
disintegration and molecular-level downregulation of mye-
lin basic protein (MBP) expression - a key marker of mye-
lin structure (Figures 3–5). Hu et al. also demonstrated that 
the CCD model produced behavioral and electrophysiolog-
ical changes closely related to low-back pain and radicular 
pain.30 Therefore, this model may pathophysiologically 

Figure 4. Ultrastructural scores of the sham group (a) and CCD group (b). N = 20; P < .0001, Chi-square.

Figure 5. MBP expression in DRG was significantly reduced after the establishment of CCD model: (a) A representative 
micrograph of MBP immunofluorescence in sham and CCD group and (b) Quantification of MBP positive areas in sham and CCD 
group. MBP: Myelin basic protein (red); DAPI: nuclear staining (blue); Scale bar = 100 μm; Unpaired T test. **P < .01.
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Figure 6. DRG PRF relieves neuropathic pain in CCD rats: (a) PRF alleviates spontaneous pain in CCD rats. P < .05; N = 7/7; 
unpaired t-test, (b) Mechanical allodynia relief after PRF treatment. F (5, 60) = 14.41; P < .0001; N = 7/7;Two-way ANOVA with 
repeated measures and Bonferroni’s post-test, (c) Decreased acetone response scores after PRF treatment. F (5,60) = 16.27; 
P < .0001; N = 7/7; Two-way ANOVA with repeated measures and Bonferroni’s post-test, (d) The thermal paw withdrawal latency 
increased after PRF treatment. F (5, 55) = 34.18; P < .0001; N = 7/7; Two-way ANOVA with repeated measures and Bonferroni’s 
post-test. *p < .05, **p < .01, ***p < .001, ****p < .0001, MPWT, mechanical paw withdrawal latency; TPWL, thermal paw 
withdrawal latency.

Figure 7. Ultrastructural changes of DRG in CCD+freePRF and CCD+PRF groups: (a) The CCD+freePRF group still had 
significant myelin damage, such as fracture, stratification, honeycomb and (b) The myelin structure was improved in the CCD+PRF 
group. Scale bar = 2 μm; magnification *10000.
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parallel clinical radicular pain syndromes induced by 
mechanical nerve compression, exemplified by Yang 
et al.’s characterization of lumbosacral radicular pain sec-
ondary to Battered Sensory Nerve Syndrome (BSNS) in 
patients with foraminal stenosis and post-lumbar instru-
mented fusion complications.9,31

In clinical practice, many studies confirmed the thera-
peutic effects of DRG PRF in low-back pain and radicular 
pain.32-35 Tsou et al. showed that the long-term rate of pain 
relief in chronic low-back pain with or without lower-limb 
pain exceeds 50% after applying PRF on the L2 DRG.36 
Yang et al. also found that DRG-PRF was effective in 
relieving lumbosacral radicular pain caused by BSNS.9 The 
previous animal study of PRF on neuropathic pain mainly 
focused on peripheral nerve injury. Jiang et al. found that 
the 50% MPWT and TPWL values of the hind paws of CCI 
rats rose after PRF treatment. However, our research con-
firms the treatment efficiency of PRF from other insights. 
Firstly, we provide direct evidence that even under the con-
dition of DRG injury, DRG PRF treatment still had a rapid 
and satisfying therapeutic effect. Secondly, despite the 

DRG suffering consistent compression, the efficiency of 
one-time DRG PRF lasted for at least 1 week (Figure 6). 
Thus, it may mean that for DRGs injured by foraminal ste-
nosis or lumbar spine fusion with metal hardware, DRG 
PRF remains a choice, especially when the compression 
cannot be solved immediately.

Unlike the classical continuous radiofrequency (CRF) 
technique, which may cause tissue heating and lead to 
localized destruction of the neural signaling, pulse radiofre-
quency can produce analgesic effects under the irreversible 
tissue destruction threshold.37 A study showed that com-
pared with PRF, CRF induced more fiber destruction, 
axonal damage and swelling of the mitochondria, meaning 
that CRF may cause irreversible ultrastructural changes in 
sciatic nerve fibers.38 However, in our study, we found that 
PRF can upregulate MBP expression levels, facilitate mye-
lin sheath regeneration and ameliorate the ultrastructural 
changes in injured ganglia, even under conditions of 
chronic compression (Figures 7–9). Similar results were 
found by Li D-Y et al.39 The electron microscope observa-
tions revealed that PRF did appear to partially ameliorate 

Figure 9. MBP expression increased in DRG after PRF treatment: (a) A representative micrograph of MBP immunofluorescence in 
CCD+freePRF and CCD+PRF group and (b) Quantification of MBP-positive areas in CCD+freePRF and CCD+PRF group. MBP: 
Myelin basic protein (red); DAPI: nuclear staining (blue); Scale bar = 100 μm;Unpaired T test. *P < .05.

Figure 8. Ultrastructural scores of the CCD+freePRF group (a) and CCD+PRF group (b). N = 20; P < .05. Chi-square.
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the severe damage induced by CCI. Chen et al. also found 
that PRF could improve DRG ultrastructure in SNI rats.40 A 
study found that applying PRF to the sciatic nerve not only 
repaired the myelinated and nonmyelinated nerve fiber 
structures but could also promote the proliferation of mito-
chondria.41 Crucially, mitochondrial dynamics have been 
implicated as a fundamental determinant of axonal regen-
eration, given the substantial metabolic demands inherent 
to neural repair processes.42,43 In addition, it has been 
shown that mitochondrial fission is an acute and adaptive 
response in injured nerves.44 Thus, the efficiency of DRG 
PRF on unmyelinated C-fibers and nerve fiber mitochon-
dria fission in the CCD model can be explored in the future. 
Few studies of DRG PRF explore the change in the number 
of DRG neurons. Shi et al. used stereological methods to 
find that 54% of DRG neurons were lost in mice after sci-
atic nerve axotomy, while another study found that the loss 
of axotomized neurons in rats occurs at a rate of only about 
8% per 100 postoperative days.45,46 The potential mecha-
nisms of CCD and PRF treatment to the DRG neuron num-
ber remain to be studied in the future.

Our research has several limitations that warrant sys-
tematic exploration. Firstly, given the well-documented 
age-dependent decline in remyelination capacity, the exclu-
sion of aged rodent models in the current experimental 
paradigm necessitates subsequent validation studies to 
determine whether PRF retains its therapeutic efficacy in 
senescent microenvironments characterized by compro-
mised myelin repair mechanisms. Secondly, due to the 
complexity of the mechanisms governing DRG PRF, fur-
ther research is urgently required to comprehensively 
investigate its effects on the count and ultrastructural integ-
rity of DRG neurons, as well as other associated cellular 
components. Finally, addressing the electrophysiological 
aspects can help understand the role of PRF in repairing 
DRG ultrastructural damage in the future.

Conclusions

The results of this study revealed that DRG PRF had an 
analgesic effect on neuropathic pain, even for DRGs suffer-
ing persistent compression. The ultrastructural damage of 
DRGs ameliorated after direct PRF treatment, which may 
be involved in the mechanism of analgesia.
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