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Abstract
Purpose To investigate the efficacy of percutaneous
chemonucleolysis using ethanol gel (PCEG) in alleviating ra-
dicular pain due to disc herniation after failure of conservative
treatment.
Materials and methods After failure of conservative treat-
ment, PCEG was performed under fluoroscopic guidance in
42 patients with sciatica >4/10 on a Visual Analog Scale
(VAS) for at least 6 weeks and consistent disc herniation on
MRI or CT <3months. The VAS pain score was determined at
baseline, then after 1 and 3 months. We assessed the influence
of patient-related factors (age, gender, pain duration) and disc
herniation-related factors (level, migration pattern, disc
herniation-related spinal stenosis) on outcome of PCEG.
Results Mean pain duration was 6.7 months. Pain intensity
decreased by 44 % and 62.6 % after 1 and 3 months, respec-
tively, versus baseline (P=0.007). A mild improvement was
noted by the rheumatologist in 30/42 (71.4 %) and 36/42
(85.7 %) patients after 1 and 3 months, respectively, and in
31/42 (73.8%) and 33/42 (78.6 %) patients by self-evaluation.
Patients who failed PCEG were significantly older (49.8 vs.

37.3 years, P=0.03). None of the other variables studied were
significantly associated with pain relief.
Conclusion PCEG may significantly improve disc-related ra-
dicular pain refractory to conservative treatment.
Key Points
• Percutaneous chemonucleolysis using ethanol gel (PCEG) is
feasible on an outpatient basis.

• PCEG improves disc-related radicular pain refractory to
conservative treatment.

• PCEG is feasible on an outpatient basis.
• Failure of PCEG does not interfere with subsequent spinal
surgery.

Keywords Radicular pain . Sciatica . Percutaneous
chemonucleolysis . Ethanol gel . Disc herniation

Introduction

Nerve root pain due to disc herniation is a common symptom
responsible for functional disability, an impaired ability to
work and engage in social activities and quality-of-life alter-
ations. Conservative treatment is the first-line strategy and is
associated with improvements in pain and function in 95 % of
patients within 1 to 12 months [1, 2]. Open surgery is consid-
ered in patients with persistent pain and functional disability
despite appropriate conservative care. Open surgery, although
rapidly effective in most patients [3], is costly, exposes the
patient to the risks inherent in general anaesthesia, and can
be followed by post-operative complications, chronic pain,
and persistent disability. In several studies, outcomes after 1-
2 years were not significantly better after open surgery than
after conservative treatment [4, 5]. A broad array of minimally
invasive procedures for treating disc-related radiculopathy has
been evaluated as al ternat ives to open surgery.
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Chemonucleolysis using chymopapain proved effective [6]
but was banned in the early 2000s due to unacceptable adverse
effects. Since then, many other percutaneous intradiscal pro-
cedures have been tested, including disc decompression using
laser energy (laser discectomy) [7, 8], nucleoplasty based on
Coblation® technology [9], automated percutaneous lumbar
discectomy [10] and intradiscal oxygen-ozone injection
[10–12]. None of these procedures seemed as effective as
open surgery. Chemonucleolysis using pure ethanol is a po-
tentially attractive method but has raised concern about the
risk of direct nerve damage in the event of ethanol leakage
into the epidural space or foramen [13]. An ethanol gel has
been developed to limit ethanol diffusion, thereby preventing
direct nerve toxicity.

Percutaneous chemonucleolysis using ethanol gel (PCEG)
does not aim to be more effective than open surgery but aims
to be either as good or sufficiently effective to reduce the pain
to an acceptable level by the patient, with less complications
and risks than surgery. Our objective was then to evaluate
whether PCEG was a valid option in patients with sciatica
due to lumbar disc herniation and refractory to conservative
treatment. We prospectively studied 42 patients managed at a
single institution and evaluated by a physician who was not
involved in the percutaneous procedure.

Materials and methods

Institutional review board approval and written informed con-
sent of the patients were obtained.

Patients

Between January 2009 and May 2013, consecutive patients
seen at the outpatient clinic for sciatica were included by a
single rheumatologist (JD). Inclusion criteria were age be-
tween 18 and 70 years; continuous radicular pain radiating
to the lower limb, with a duration ≥6 weeks and an intensity
>4/10 as rated by the patient on a visual analog scale (VAS);
failure of conservative treatment combining analgesics,
anti-inflammatory drugs, and at least two epidural steroid
injections including at least one performed under fluoro-
scopic or computed tomography (CT) guidance; and evi-
dence by CT or MRI within the past three months of a
herniated disc putting pressure on a nerve root at a single
lumbar level consistent with the clinical pain. We excluded
patients with any of the following: contraindication to per-
cutaneous chemonucleolysis (coagulopathy or infection),
history of lumbar spine surgery, disagreement between the
clinical and imaging findings, muscle strength ≤3/5 or im-
paired sphincter function, degenerative or developmental
lumbar spinal stenosis (anteroposterior spinal canal diame-
ter <12 mm by CT or MRI), calcified or excluded disc

herniation, disc space narrowing ≥60 % (see the
BBaseline Image analysis^ section), spondylolisthesis or
degenerative disease (intervertebral or lumbar facet joint
osteoarthritis) as a possible contributor to the nerve root
pain, or any medical condition or treatment that might in-
terfere with pain evaluation.

Data collection

Each patient was evaluated at baseline then one month (M1)
and three months (M3) after PCEG. A research assistant (OT)
interviewed each patient by telephone at least eight months
after PCEG. The interview collected information on return to
work and current occupation, need for spinal surgery after
PCEG, and percentage of residual pain intensity relative to
pain intensity at M3.

Adverse events during and after PCEG were recorded.

Pain evaluations

Pain duration before chemonucleolysis and occupational sta-
tus were recorded. A single rheumatologist (JD, with a 16-
year experience in rheumatology consultation) used a VAS
to assess pain intensity at baseline then at M1 andM3. Chang-
es in pain intensity were computed as percentages for the
following time intervals: baseline to M1, baseline to M3,
and M1 to M3. We categorized the patients based on VAS
pain score changes as described by Farrar JT et al. [14]:
<20 %, failure; ≥20 % to <30 %, limited improvement;
≥30 % to <50 %, moderate improvement; and ≥50 %, sub-
stantial improvement.We computed the percentage of patients
reporting a minimal clinically important improvement (MCII)
defined as an at least 15 % decrease in absolute pain intensity
or 20 % decrease in relative pain intensity versus baseline
[15], at M1 and M3.

Pain relief at M1 andM3was self-evaluated by the patients
as none, mild, substantial, or complete. The percentage of
patients in the patient acceptable symptom state (PASS) at
M1 and M3 was determined. The PASS is a state of stable
symptom intensity in which the patient reports feeling good
(not necessarily better). For our study, a VAS score ≤4/10 was
required for the PASS, in accordance with previous work [16].

Baseline image analysis

CT or MR images were read in random order by a single
radiologist (ST) who had four years of experience in muscu-
loskeletal imaging and was blind to the clinical data. A single
workstation was used (CarestreamVue PACS 11.3,
Carestream Health Inc., NY, USA). The time from CT or
MRI to PCEG was recorded.

To verify patient eligibility for the study, the radiologist
confirmed the presence of a single lumbar disc herniation
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putting pressure on a nerve root at a level consistent
with the clinical findings, as well as the absence of disc
calcification or complete disc extrusion (loss of all con-
tact with the disc of origin). The following features of
the herniated disc were then recorded: shape, recorded
as protrusion (focal or asymmetric extension of the disk
beyond the intervertebral space) or extrusion (marked
extension of the disc beyond the intervertebral space)
[17]; location within the spinal canal, recorded as cen-
tral, paracentral, or foraminal; and disc migration, re-
corded as none, cephalad, or caudad.

Relative disc herniation size was estimated as the per-
centage of spinal-canal cross-section occupied by herniat-
ed disc material. The boundaries of the spinal canal and
disc herniation were delineated using the computer mouse
on an axial T2-weighted MRI image or on a CT image
with soft tissue settings, at the level where the disc herni-
ation was largest. Disc space narrowing was measured
comparatively with the next cephalad-normal interverte-
bral disc space, as a ratio: disc space narrowing=1 -
[height of abnormal disc space/height of normal disc
space]. Height was measured at the centre of the disc
space on a midline sagittal MRI T1-weighted image or
CT image with bone window settings. A ratio >0.6 was
an exclusion criterion.

Percutaneous chemonucleolysis with ethanol gel (PCEG)

Fluoroscopic guidance (C-arm X-ray system, Siemens
Healthcare, Germany) was used to inject ethanol gel
(Discogel®, Gelscom, France) into the nucleus pulposus. An-
algesia was achieved by inhalation of an equimolar nitrous
oxide/oxygen mixture (Kalinox™, AirLiquide Healthcare,
France) and local injection of lidocaine into the subcutaneous
tissue then liberally during needle advancement. A posterolat-
eral approach to the intervertebral disc was used as described
by Laredo et al. [18]. A spinal needle (18G, 15 cm) was posi-
tioned at the disc surface and a Chiba needle (22G, 22 cm,
Optimed®, Germany) was introduced through the spinal nee-
dle and advanced to the centre of the disc space. Contrast
material (0.5-1 mL) (Visipaque™ 320, GE Healthcare,
France) was injected under fluoroscopic guidance in order to
check needle tip position and to observe the pattern of contrast
distribution within the disc space. The volume of contrast
agent had to be sufficient to dye the disc space but was limited
in order not to increase the intradiscal pressure and, therefore,
the patient’s pain and to allow, secondarily, the injection of a
sufficient volume of ethanol gel. A large disc rupture with
rapid epidural leakage was ruled out by fluoroscopy and
discograms taken at the end of contrast material injection
(Fig. 1). A volume of 0.5 to 1 mL of ethanol gel was injected

Fig. 1 Male patient of 37-years-
old with a 6-month history of
sciatica refractory to conservative
treatment. MR T2 weighted
sagittal (a) and axial (b) images
immediately prior to PCEG show
a paracentral extrusion of the disc
at L5-S1 level putting pressure on
the left S1 nerve root consistent
with the radicular pain. Standard
lateral (c) and anteroposterior (d)
radiographs taken during PCEG
show L5-S1 discograms after
injection of the contrast agent and
before injection of ethanol gel
into the disc
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slowly (0.1 mL /min), depending on disc resistance to injec-
tion and the pain intensity described by the patient during the
procedure. Total radiation exposure during the procedure was
recorded. The patient was monitored for six hours after the
procedure before hospital discharge.

Statistical analysis

Differences between pain intensities at the three time points
(baseline, M1, and M3) and between M3 and residual pain
were assessed using the Kruskal-Wallis or the Mann-Whitney
test. We used the Cochran-Armitage test to evaluate the dif-
ference betweenM1 andM3 in the proportion of patients with
failed PCEG according to the rheumatologist and the patient
self-evaluation.

We evaluated the potential influence of several variables on
pain relief at M3 versus baseline. The influence of categorical
variables (gender, disc level, location of the herniation, and
migration patter) was assessed using the t test, Mann-Whitney
test or, in case of multiple comparisons, the Kruskal-Wallis
test followed by Dunn’s multiple comparisons test if the
Kruskal-Wallis test was globally significant. The influence
of continuous variables (age, pain duration at PCEG, relative
disc herniation size, and disc space narrowing ratio) was eval-
uated by computing Spearman’s correlation coefficient. Dif-
ferences in pain intensity changes across groups defined by
the abovementioned variables were assessed using the
Kruskal-Wallis test followed, in the event of a significant dif-
ference, by Dunn’s multiple comparisons test.

P values <0.05 were considered significant. We computed
95 % confidence intervals (95%CIs). The statistical analyses
were performed using SAS/STAT 9.3 software (SAS Institute,
Cary, NC, USA).

Results

Patients: baseline characteristics

The study included 42 patients, 25 (59.5 %) males and 17
(40.5 %) females (male/female ratio, 1.5) with a mean age of
39.1±10.8 years (range, 18-66). Of the 37 (88.1 %) employed
patients, 22 (59.5 %) were on sick leave because of their nerve
root pain at baseline. Pain duration at PCEG was 6.7±
4 months (range, 2.5-20).

MRI was performed before PCEG in 30 (71.4 %) of pa-
tients and CT in 12 of the patients (28.6 %). Mean time from
MRI or CT to PCEG was 29.2±34.7 days (range, 0-111). The
disc herniation was at L3-L4 in one (2.4 %) patient, L4-L5 in
14 (33.3 %) patients, and L5-S1 in 27 (64.3 %) patients. The
disc was protruded in 39 (92.9 %) patients and extruded in
three patients (7.1 %). The disc herniation was located cen-
trally in the spinal canal in ten (23.8 %) patients, in the right
paracentral region in 13 patients (31 %), and in the left
paracentral region in 19 patients (45.2 %). Migration relative
to the disc space was absent in 19 (45.2 %) patients, cephalad
in four patients (9.6 %) and caudad in 19 patients (45.2 %).
Mean relative disc herniation size was 37 %±13 % (range, 7-
65), and mean disc space narrowing ratio was 17 %±11 %
(range, -3 to +41).

Chemonucleolysis

The mean ethanol gel volume injected was 0.85±0.18 mL
(range, 0.5-1). Total radiation exposure was 2.2±1.3 mGy·
m2 (range, 0.63-6.2). Mean duration of PCEG was 60±
20 minutes.

Adverse events

Two adverse events in two different patients were recorded.
One patient experienced transient pain exacerbation starting
one week after PCEG and followed by complete pain resolu-
tion. The other had transient episodes of urinary incontinence
triggered by coughing during the month following PCEG,
which also resolved completely. Both patients underwent
postoperative MRI of the lumbar spine and spinal cord, which
showed no change in the appearance of the herniated disc and
no new abnormalities.

Variation of pain

Preoperative and postoperative VAS pain values are provided
in Table 1 and Fig. 2. Variation in pain VAS is shown in
Table 2. Categorization of pain variation according to the
rheumatologist and patient self-evaluation are shown in
Fig. 3a and b, respectively.

According to the rheumatologist, a Bmild^ or greater im-
provement was observed in 30/42 (71.4 %) patients at M1 and
36/42 (85.7 %) at M3.

Table 1 Visual analog scale pain
scores before and one and three
months after percutaneous
chemonucleolysis with ethanol
gel

Baseline Month 1 Month 3 P value Post hoc analysis

Values %±sd 7±1.4 3.8±2.2 2.6±2.6 <.0001 Month 1<baseline***
Range 4; 10 0; 8 0; 10

Median 7 4 1.6

***P<0.0001
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According to the self-patient evaluation, a Bmild^ or great-
er improvement was reported at M1 by 31/42 (73.8 %) pa-
tients and at M3 by 33/42 (78.6 %) patients.

The percentage of patients with aMCII was 30/42 (71.4 %)
at M1 and 36/42 (85.7 %) at M3, and the percentage of pa-
tients with PASS was 23/42 (54.8 %) at M1 and 31/42
(73.8 %) at M3.

Effect of PCEG on pain intensity

Table 1 and Fig. 2 report the absolute VAS pain score values
before and after PCEG and Table 2 the changes in VAS pain
scores. Figure 3a and b, reports the categorization of the pa-
tients according to the evaluations by the rheumatologist and
patient, respectively. The analysis of changes in absolute and
relative VAS pain scores is reported in Tables 1 and 2, respec-
tively. Significant pain relief versus baseline was noted at M3
and at the telephone interview (P=0.01).

According to the rheumatologist, the improvement was
limited or greater in 30 (71.4 %) patients at M1 and 36
(85.7 %) atM3. Patients self-evaluated their pain relief as mild
or greater in 31 (73.8 %) cases as M1 and 33 (78.6 %) cases at

M3. The minimal clinically important improvement was
achieved by 30 (71.4 %) patients at M1 and 36 (85.7 %) at
M3 and the PASS by 23 (54.8 %) patients at M1 and 31
(73.8 %) at M3. The difference in PCEG failure rates between
M1 and M3 according to the rheumatologist was significant
(P=0.02), whereas the difference in the same variable accord-
ing to the patient self-evaluation was not significant (P=0.35).

All patients were interviewed by telephone. Mean time
from PCEG to interview was 23.5±10.9 months (range, 8-
48; median, 21). Residual pain was assessed in 40 (95.2 %)
patients (Fig. 2). Spinal surgery was required because of per-
sistent pain in nine (21.4 %) patients, four males and five
females, a mean of 6.1±3.9 months (range, 3-15; median, 4)
after PCEG. No pathological damage possibly related to eth-
anol gel injection was found intraoperatively. Of the 22 pa-
tients on sick leave at baseline, 14 (63.6%) returned to work, a
mean of 8.7±8 months (range, 1-27; median, 7) after PCEG.
Return to work occurred within six months after PCEG in 8/
14 (57.1 %) patients and within three months in 4/14 (28.6 %)
patients.

Evaluation of factors potentially associated
with the treatment response

The VAS pain score change from baseline to M3 was not
significantly influenced by gender (P=0.37), disc level (P=
0.36), location of disc herniation (P=0.43), migration pat-
tern (P=0.58), age (P=0.40), pain duration (P=0.12), rel-
ative disc herniation size (P=0.30), or disc space narrowing
ratio (P=0.30). Patients with PCEG failure at M3 were sig-
nificantly older compared to the other patients (mean age,
49.8±12.2 years versus 37.3±9.9 years, respectively; P=
0.03). These two groups were not significantly different for
gender (P=0.98), pain duration (P=0.11), relative disc her-
niation size (P=0.10), disc space narrowing ratio (P=0.46),
or migration pattern (P=0.96).

Patients who underwent spinal surgery following
PCEG were not significantly different from the other
patients for gender (P=0.35), age (P=0.65), pain dura-
tion at PCEG (P=0.63), disc space narrowing ratio (P=
0.56), or migration pattern (P=0.23). A trend was found
towards an association between spinal surgery and larg-
er disc herniation (mean relative disc herniation size,
44 %±12.6 % in the group with surgery versus
35.1 %±12.6 % in the group without surgery; P=0.06).

Table 2 Changes in visual
analog scale pain scores before
and one and three months after
percutaneous chemonucleolysis
with ethanol gel

M1 - Baseline M3 - Baseline M3 - M1 P value Post hoc analysis

Mean±SD −44±35.5 −62.6±35.7 −26.2±71.5 0.007 M3-Baseline>M3-M1 **
Range −100; +27.3 −100; +40 −100; +300
Median −43.7 −73.9 −25

M, Month. **P<0.001

Fig. 2 Evolution of pain intensity values on the Visual Analog Scale
(VAS) at the initial consultation (M0) and at one month (M1) and three
months (M3) after chemonucleolysis. A telephone interview evaluated
the Residual Pain (RP) from eight months after the nucleolysis. Note−.
M, Month; RP, residual pain as assessed during the telephone interview
eight to 48months after percutaneous chemonucleolysis with ethanol gel.
The whiskers show the range of values and the horizontal line within each
box the median
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Discussion

In our study, nerve root pain related to disc herniation and
refractory to conservative treatment improved significantly
after PCEG. At M3, most patients were improved and had
achieved the PASS. Only one fifth of patients required spinal
surgery because of persistent pain. Among patients on sick
leave, two thirds had returned to work by the time of the
telephone interview. Only two patients experienced adverse
events, which were mild and resolved spontaneously in both
cases.

To our knowledge, four studies have investigated the effi-
cacy of PCEG in alleviating disc-related nerve root pain re-
fractory to conservative treatment [19–22]. Success rates were
higher than in our study. Differences in study design may
contribute to explain this discrepancy. In the study by De Sèze
et al. ([21], the pain was evaluated by a nurse immediately and
eight days after PCEG then by the physician who performed
the procedure eight weeks after PCEG. Immediate

postoperative pain reflects the patient’s experience of the pro-
cedure but is heavily influenced by the operating conditions
(analgesics, environment, placebo effect, and physician-
patient interaction) and does not provide information on clin-
ical efficacy. In addition, evaluation by the physician who
performed the procedure can introduce evaluation and attrition
bias. In our study, pain was evaluated by a rheumatologist
who was not involved in the PCEG procedure. In the study
by Theron et al. [19], nearly 90% of patients were improved at
M1 but a facet-joint steroid injection was given at the time of
PCEG andmay have contributed to the pain relief. Stagni et al.
[20] reported a 75 % success rate of PCEG after six months in
patients who had failed oxygen-ozone chemonucleolysis.
Thus, the study population was not representative of the gen-
eral population of patients with refractory nerve root pain.
Finally, the study by Bellini et al. [22] showed a high rate of
success but inclusion criteria are less strict: cervical and lum-
bar disc herniations are pooled together, some patients have
multiple herniations, one patient had a previous history of

Fig. 3 Pain relief as evaluated by
the rheumatologist (a) and patient
(b) 1 month (M1) and 3 months
(M3) after percutaneous
chemonucleolysis with ethanol
gel
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spine surgery. Moreover, the conservative treatment did not
include epidural steroid injections. Our lower success rate may
be explained by the differences in inclusion criteria and study
design.

The efficacy of PCEG and its interest as a therapeutic op-
tion could be best assessed in comparison with surgery. Spinal
surgery provides rapid and lasting improvements in over 80%
of carefully selected patients with predominant nerve root
pain. The improvements are sustained after one year in more
than two thirds of cases [23]. We found a nonlinear increase in
pain relief over time, with the greatest changes occurring over
the first month. Although pain relief is delayed after PCEG
compared to surgery, our results are encouraging since the
patients had failed to respond to conservative treatment given
for a mean of 6.7 months.

Only two patients experienced adverse events, whose rela-
tionship with the ethanol gel injection is unclear. We found no
plausible explanation to the transient episodes of urinary in-
continence experienced by one of these patients. MRI showed
no displacement of the herniated disc material or evidence of
inflammation of the disc, bone, or nervous tissue, and neither
did the laboratory tests show any evidence of inflammation.

We looked for associations linking clinical and imaging-
study features to PCEG outcomes. Most of the features stud-
ied had no significant associations with the treatment re-
sponse, in keeping with previous studies comparing conserva-
tive treatment and surgery for disc herniation [4]. That pain
duration at PCEG had no influence on pain relief is consistent
with the results of surgical case-series studies [24, 25]. How-
ever, we found a nonsignificant trend (P=0.06) toward an
association between a larger relative size of the disc herniation
and PCEG failure defined as both absence of pain relief and
need for spinal surgery. Finally, patients with PCEG failure at
M3 were significantly older compared to the other patients.
Further studies of PCEG should seek to confirm that patient
age and disc herniation size should be taken into account when
choosing between PCEG and surgery.

Since the withdrawal of chymopapain from the market in
the early 2000s, no other percutaneous agent has been proven
effective in relieving disc-related nerve root pain refractory to
conservative treatment. Ethanol gel may act by inducing both
immediate necrosis of the nucleus pulposus and delayed scar-
ring and sealing of the annulus fibrosus [19, 21]. We suggest
that percutaneous chemonucleolysis using ethanol gel is a safe
outpatient procedure that may obviate the need for spinal sur-
gery in many patients with disc-related sciatica refractory to
conservative treatment.

Our study has several limitations. We used an open design
with no comparison to a placebo or spinal surgery. However,
this design was appropriate for a pilot study performed as a
preliminary to randomized trials. Also, we applied stringent
criteria for patient selection, the PCEG procedure, and the
assessment of outcomes. The patient recruitment at a single

center may have introduced selection bias. More specifically,
the occupational profile of our patients may not be represen-
tative of all patients with refractory disc-related nerve root
pain. The time from PCEG to the telephone interview varied
from eight to 48 months. However, no patient was lost-to-
follow-up and all patients who finally required surgery were
identified. Moreover, mid-term and long-term pain assess-
ments may be less relevant than the assessment within the first
six months for evaluating the efficacy of chemonucleolysis: in
studies comparing prolonged conservative therapy to surgery,
the difference in pain improvement decreased over time due to
the spontaneously favorable course of nerve root pain. Thus,
in a comparison of surgical and conservative treatments, the
differences in outcomes decreased significantly after six
months [26]. In another study, the initial difference between
surgery and prolonged conservative treatment was no longer
apparent after one year [3]. Therefore, the first six months
probably constitute the optimal time window for evaluating
the efficacy of the percutaneous treatments of disc-related
nerve root pain.

In conclusion, our findings suggest that PCEG may hold
promise in patients with disc-related nerve root pain refractory
to conservative treatment. The pain improves gradually, with
the largest gains being achieved during the first month. Failure
of the procedure is more common in older patients. Other
features such as pain duration, patient gender, morphology
of the herniated disc, and intervertebral disc height have no
significant influence on the treatment response. PCEG is an
outpatient percutaneous procedure that does not interfere with
subsequent spinal surgery.
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