EPIDURALS (SHOTS):
Temporary Relief From Cortisone Injections

RISKS / SIDE EFFECTS INCLUDE:
» Bleeding

¢ Nerve damage
» Transient decrease in immunity
High blood sugar
Stomach ulcers
Cataracts
Increased risk of fracture
(promotes deterioration of skeletal quality)

In a recent meta-analysis of 23 randomized trials involv-
ing more than 2000 patients, epidural steroid injections
were compared with placebo for sciatica. Injections pro-
duced small, statistically insignificant short-term im-
provement in leg pain and disability (but not less back
pain) compared to the placebo. This improvement was
only over a short period - two weeks to three months,
and beyond 12 months, there was no significant differ-
ence between groups. '

This last complication is certainly not emphasized in
clinical circles. Therapeutic steroids may reduce pain.
However, using steroid injections seems to promote de-
terioration of skeletal quality, which is not surprising
since other forms of steroid medication have long been
associated with osteoporosis.

When the incidence of vertebral fractures was assessed,
researchers discovered that an increasing number of in-
jections was associated with an increased likelihood of
fractures. Each successive injection increased the risk of
spinal fracture by 21%.

This evidence exacerbates skeletal fragility and promotes
deterioration of skeletal quality, similar to exogenous
steroids, which is the leading cause of secondary osteo-
porosis. The rate of vertebral fracture following epidural
steroid injections may be underestimated.

Based on systemic reviews, European and American
guidelines conclude that epidural corticosteroid injec-
tions may temporarily relieve sciatica but do not reduce
the rate of subsequent surgery.




FDA Drug Safety Communication

FDA requires label changes to warn of rare but serious neurologic
problems after epidural corticosteroid injections for pain

The FDA reviewed a sampling of cases from the FDA Adverse Event Reporting System (FAERS) database, as well as
cases in the medical literature of serious neurologic adverse events associated with epidural corticosteroid injections.
Serious adverse events included death, spinal cord infarction, paraplegia, quadriplegia, cortical blindness, stroke, sei-
zures, nerve injury, and brain edema. Many cases were temporally associated with the corticosteroid injections, with
adverse events occurring within minutes to 48 hours after the corticosteroid injections. In some cases, diagnoses of
neurologic  adverse  events were confirmed through  magnetic  resonance imaging  or
computed tomography scan. Many patients did not recover from these reported adverse events

Rare but serious problems and neurologic events have occurred after injection of corticosteroids into the epidural
space of the spine to treat neck and back pain, and radiating pain in the arms and legs.

These serious problems include loss of vision, paralysis, spinal cord infarction,
paraplegia, quadriplegia, cortical blindness, stroke, and death.

These serious neurologic events have been reported with and without the use of fluoroscopy. The effectiveness and
safety of injection of corticosteroids into the epidural space of the spine have not been established, and FDA has not
approved corticosteroids for this use. Discuss the benefits and risks of epidural corticosteroid injections with your
health care professional, along with the benefits and risks associated with other possible treatments.,

Seek Emergency Medical Attention Immediately If You Experience

Loss of vision or vision changes; tingling in your arms or legs; sudden
weakness or numbness of your face, arm, or leg on one or both sides of the
body; dizziness; severe headache; or seizures.
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EDITORIAL

Critically Evaluating the Evidence for Epidural
Injections for Failed Back Surgery Syndrome:
Should Pain Physicians Be Bracing for Impact?

Pain physicians and payers are on & collision course,
and patients with chronic pain are along for the ride. As
a confiuence of factors makes treating chronic pain
more challenging than ever, doctors and insurers are
findings themselves at odds over the pay-for-service
mortel. Reimbursement for commonly performed pain
procedures has been decreasing [1], whereas the num-
Der of procedures performed per year has been steadily
increasing [2]. Whether this is a cause-effect relation-
ship, and iIf so, which phenomenon is the “cause,” is
unclear.

Unfortunately, the conflicting literature on injactions
doss litle to avert this collision. ¥ is estimated that more
than 9 million epidural steroid injections (ESIs) are per-
formed annually in the United States [3], yet controversy
st fingers regarding their afficacy. Evidence from ran-
domized trials and recommendations from systematic
reviews are disparate, with those performed by interven-
tional pain practitioners being more likely to yield posi-
tive findings [4-7]; thus, many insurers have seizod
upon these negative studies as the rationale to de-
crease reimbursement, which may lead 1o even greatsr
discrepancies in the interpretation of evidence. Some
state legistatures have gone even further by limiting or
eliminating coverage for ESIs in their state's Medicare
and Medicaid programs [8]. The faderal government has
in some cases also followed suit, with the 2017
Veterans Administration/Department of Defense Clinical
Practice Guideline for Diagnosis and Treatment of Low
Back Pain providing a strong recommendation against
the use of ESls for chronic lumbar radicuiopathy [9).
Consequently, the quest continues to find reatments
that demonstrate superior beneft to ESI in well-
designed studies, which would hopefully enable patients
to continue 1o receive the treatments that many of them
need to live happy and productive lives.

This issue ot Pain Medicine contains a randomized con-
trolled trial by Rapcan et al. {10} evalualing two different
types of epidural lysis of adhesions (LOA): mechanical
disruption vs mechanical disruption in addition to hyal-
uronidase and stercids. Adhesions and fibrosis in the
epidural space are associated with a history of prior
spine surgery or spinal stenosis and are thought tc be a
contributing factor to persistent pain related to those
conditions [11,12]. The mechanism{s) by which epidural
adhesions cause pain remaing unclear, but likely

involves both inflammatory and mechanical processes.
However, the precise relationship between adhesions
and pain is unknown. For example, three out of six
studies that examired the relationship between pain
and adhesicns found no significant correlation [13).
Moreover, pain is the primary indication for sping sur-
gery, and few patients experience complete eradication
of pain after an operation. Because scarring is an inexo-
rable consequence of surgery, nearly everyone who
undergoes spine surgery will have both scar tissue and
persistent pain. Therefore, determining whether scar tis-
sue is a contributing factor to the pain, or whether per-
sistent pain represents either residual pain or pain
stemming from ancther eticlogy (e.9.. nerve root injury,
arachnoidilis, adjacent segment disease, recurrent her-
nigtion) that would not be amenable to adhesiolysis is
paramount when selecting patients for a study that
seeks to defermine the effectiveness of epidural LOA,
All of the randomized studies that evaluated LOA dem-
onstrated improvement compared with conventional
ESI, sham LOA, and alternative care, but only one was
blinded, and all were underpowersd and associated
with other serious methadological shortcomings [13].

in the present trial, RapCan and colleagues compared
the effects of purely mechanical LOA with combinad
mechanical-chemical LOA in patients with falled back
surgery syndrome (FBSS). The authors reviewed the the-
ory and history of epidural LOA, the mechanismis) by
which adhesions likely cause pain, and the rationale for
performance of LOA. Both of the treatment groups
underwent epiduroscopy, injection of Incal anesthetic,
and mechanical LOA via either laser, balioon inflation, or
radiofrequency, but the second group also recelved tar-
geled injections of corlicostercid and hyaluronidass,
Statistically significant improvements were shown in both
groups in terms of function, back pain, and leg pain at
sie-month follow-up. The major betwesn-group differ-
ence was the statistically significant persistence of back
pain relief at 12months in the group that received steroid

and hyaluronidase, with the difference for leg pain falling

shy of statistical significance. Overall, these results are
encouraging given the improvemenis in all outcome
measures among both groups through six months, but
they raise more questions than they answer.

Just how reliable are these findings? Studies that
compare two different therapeutic treatments should
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thearetically require many more patients to datect a dif-
ference between groups than those comparing a treat-
ment with placebo. Both the US Food and Drug
Administration and the Department of Health and
Human Services have determined that a sample size of
about 400 patients is necessary to detect a difference
between epidural steroids and placebo injections in
well-selected palients [4,14]. In a study evaluating a
treatment for falled back surgery syndrome, which
tends to respond more poorly to epidural injections
than herniated discs [8], the number would be even
higher. Yet, Rapcan et al. enrolled only 45 paople in
both groups. For a P value greater than 0.01 in the con-
text of wide confiderice intervals in a study that enrolis
fewer than 50 individuals, the chances of these results be-
ing reproducible are exporentially less than in a more
methodologically sound study. A second question sur-
rounds the phammacological basis for persistent relief last-
ing one year, when the effects of steroids—the main
differance between the groups, as the added value of hy-
aluronidase is at best confroversial [15}—do not last longer
than three months [8]. Last, the authors found a significant
difference for back pain. bul not leg pain, which tends to
respond better to epidural injections. These issues raise
the question of whether the small difference delected is
real and replicable or a statistical anomaly.

So how do we proceed from here? The search for effec-
tive and appropriately researched pain interventions must
continue. As reguletory and legislative bodies increasingly
exert their influence on the practice of pain management,
it is incumbent on pain physicians to advocate for our
patients via the promotion and propagation of sound re-
search. However, as with almost everything in medicine,
this is easier said than done. In addition te the technical
and practical challenges of rigorously evaluating chronic
pain interventions, such as the difficulties in blinding end
othics of sham procedures for high-risk interventions
(e.g., stopping anticoagulation, penetrating and injecting
inerl substances into the neuraxis), an additional barrier
to conducting these trals is the substantial costs, which
are unlikely to be borne by a pharmaceutical or device
company with no proprietary interest, or if history is any
indicator of future behavior, the federal government.

Concomitant to the conduct of relevant and methocio-
logically sound research is the need to "police” our spe-
clalty, This includes both instituling and supporting
regulatory measures such as limiting the overuse of pro-
cedures, which attracts soruting and adversely affects
the riskcbenefit ratio, and critically evaluating the pub-
lishad literature. The study by Rapcan asks an important
question, and though the findings are intriguing, they
are by no means definitive. Future research should em-
ploy large-scale, well-designed studies to determine effi-
cacy, identify which patients are most likely to benelit
from epidural LOA. and establish what the optimum
treatment regimen is. f we are not able to regulate our
own specialty, then we must be prepared for outsiders
to step in and fill the gap.
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