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When response to pharmacologic therapy is sub-par, consider combination or rotational
regimens. Asking the right questions will guide your management decisions.
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harmacologic therapy can be
an essential part of long-term
management of patients with
back pain. Though drug selec-
tion is often straightforward,

some patients do not respond to certain
agents, while others will have diminished
response over time. In such cases, neurol-
ogists must carefully assess the patient in
order to properly adjust the regimen.
Two case examples presented here illus-
trate the importance of assessing the
diagnosis and the history of the present
complaint in order to make the best man-
agement decisions for patients.

A Diagnosis of Exclusion
A 45-year-old female has been diagnosed
with reflex sympathetic dystrophy after two
back surgeries and continues to have symp-
toms. She had a stimulator placed in her
back and is taking Lyrica, but her pain is
not well controlled. What other treatment
options would you consider?

First, start by confirming that the
patient does in fact have complex regional
pain syndrome type 1 (CRPS 1), a condi-
tion for which the term “reflex sympathet-
ic dystrophy” has also been used. There are
in fact published diagnostic criteria for
CRPS 1 and 2 (see Table 1). Perhaps the
most important criterion is that other
sources of the patient’s apparent chronic
neuropathic pain have been considered
and ruled out following an appropriate
diagnostic evaluation. In other words, the
diagnosis of CRPS Type 1 is a diagnosis of
exclusion. I cannot overstate the impor-
tance of evaluating other possible sources
of pain; identifying and managing a syn-
drome with a more directly treatable cause

for the patient’s pain may result in a better
outcome for her.  

Let us assume, however, that CRPS
Type 1 is an accurate diagnosis. It is
important to determine if there are coex-
istent musculoskeletal aspects to her pain
syndrome. Many patients with CRPS
Type 1 have co-existent myofascial
pain/painful muscle spasm. Additionally,
many patients with post-laminectomy
pain have similar complaints as well. 

To further evaluate the accuracy of the
diagnosis, and in order to develop a bet-
ter sense of the patient’s current pain pro-
file, be sure to ask all relevant questions
regarding the medical, personal and
social history. Is the pain axial low back
pain, radicular or both? What, if any,
benefit has the stimulator provided? Was
it initially helpful and now less helpful? Is
the patient being treated for other painful
conditions? Is Lyrica the only medication
that you have tried, and is it the only
medication that the patient is taking for
her pain? Has she responded to physical
therapy and/or other non-medical thera-
pies? Is she sleeping? Is she working? Is
she depressed and, if so, is she being
treated for it? How good is her social sup-
port system? Is her condition the result of
a work-related or other traumatic injury
(other than surgery)? 

In order to meaningfully consider
other treatment options, you must evalu-
ate the options in the context of the
answers to these questions. If you believe
that myofascial pain/dysfunction plays an
important role in her ongoing pain, then
consider physical therapy. If this has been
unsuccessful, consider use of trigger point
injection therapy and possibly botulinum

toxin injection therapy. Published evi-
dence supports the role of botulinum
toxin in the treatment of this kind of
chronic low back pain. Consider other
injection therapies, as well, depending
upon three elements: (1) the presence of
radicular or non-radicular complaints/
findings; (2) the patient’s response to sim-
ilar therapy in the past; and (3) of course,
the results of her neuroimaging and/or
electrophysiologic test results. Perhaps the
stimulator leads need to be repositioned,
the stimulator reprogrammed and/or dif-
ferent types of leads used.  Some patients
may require intrathecal analgesic treat-
ment, as well.

From a pharmacotherapeutic view-
point, numerous options exist. Many evi-
dence-based treatments are available for
the management of neuropathic pain syn-
dromes. While the FDA has given
approval for only three conditions—
trigeminal neuralgia, post-herpetic neural-
gia and painful diabetic neuropathy—it is
certainly potentially worthwhile to consid-
er these agents for patient with CRPS
Type 1, a presumed (at least partially) neu-
ropathic pain state. Agents to consider
include gabapentin, pregabalin, the lido-
caine 5%  patch, duloxetine, tramadol, tri-
cyclic antidepressants and opioids. 

If your current treatment focus is on
pharmacotherapy, keep in mind that one
agent alone may not provide sufficient
relief. In fact, a recently-published study
found for example that the combination
of gabapentin and morphine for the treat-
ment of patients with different neuropath-
ic pain states was superior to either med-
ication alone. In addition, lower doses of
each agent (on average) were required
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when they were used together than when
they are used alone. This reminds neurol-
ogists of the potential need for multi-drug
therapy as well as integrated treatment,
combining both interventional and non-
interventional approaches. Regardless of
the option chosen, careful and frequent
follow-up, assessing for benefit as well as
acceptable side effects (if any), is needed.

An Issue of Tolerance
A 42-year-old male with chronic low back
pain following multiple spine surgeries is no
longer responding to the same dose of mor-
phine as he previously did. Would you
increase the dose or switch opioids? How
would you decide what to do and when
would you suspect opioid tolerance?

The potential for opioid tolerance is
an important issue in pain management.
All medical treatments that we offer
patients need to balance the potential for
benefit with the potential for side effects.
While tolerance is not normally consid-
ered a “side effect” of opioids, develop-

ment of tolerance increasingly has been
recognized as a cellular neurophysiologi-
cal effect of opioids with the potential
(better demonstrated in non-human than
human experiments) for development of
opioid-induced hyperalgesia. Thus, we
may not simply raise the opioid dose of a
tolerant patient to again achieve the
desired clinical effect; we now must keep
in mind the potential development of a
hyperalgesic state induced by the opioid
and the dose increase.  

How much opioid is too much? No
one knows for sure. In general, if a
patient has been treated successfully with
a particular opioid regimen—e.g.,
extended-release morphine 30mg by
mouth twice daily for a reasonable period
of time (many months, years)—and finds
that the same dose is no longer helping as
much, raising the dose of the same opioid
may be quite reasonable provided that
the apparent tolerance is not really an
instance of “pseudo-tolerance.”  

In a “pseudo-tolerant” state, the need

for additional treatment is not caused by
typical pharmacological tolerance but by
the development of a new etiology to the
pain. For example, in a patient with
chronic low back/radicular pain, this may
be the development of a new sympto-
matic herniated disc many years after the
onset of the condition.

Now, consider a patient who appears to
require an increase of his dose of opioid
“X” every six weeks. Assuming that his
needs are legitimate and there are no con-
cerns regarding abuse/diversion/addiction,
tolerance is a significant concern. This
patient may be better treated through an
opioid rotation strategy, acknowledging
that each type of opioid agonist binds dif-
ferently to mu and potentially to other opi-
oid receptors; each of us has different com-
plements of various subtypes of mu and
potentially other opioid receptors. This
may explain why some patients appear to
“do better” on certain opioids and offers a
rationale for considering opioid rotation.

Questions are the Answer
Faced with patients who are not ade-
quately responding to therapy for chron-
ic back pain, neurologists must carefully
assess the history, current and previous
treatments, and social and personal histo-
ry. Appropriate questioning can help
identify issues such as opioid tolerance or
may provide a basis for an effective com-
bination (whether polypharmacy or
interventional/noninterventional pro-
grams) approach that can most effective-
ly provide benefit. Remember the poten-
tial role for combination or rotational
pharmacologic regimens. Provide regular
follow-up to assess response and/or devel-
opment of side effects in order to provide
comprehensive care. PN
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Table 1. Diagnostic Criteria for Complex 
Regional Pain Syndrome Type 1 and 2

Complex Regional Pain Syndrome Type 1 (Reflex Sympathetic Dystrophy)

1. The presence of an initiating noxious event or a cause of immobilization.

2. Continuing pain, allodynia, or hyperalgesia with which the pain is dispropor-
tionate to the inciting event.

3. Evidence at some time of edema, changes in skin blood flow, or abnormal
sudomotor (sweat gland) activity in the painful region.

4. The diagnosis is excluded by the existence of conditions that would otherwise
account for the degree of pain and dysfunction.

NOTE: Criteria 2, 3 and 4 are necessary for a diagnosis of complex regional pain
syndrome type 1 (criterion 1 is not always present).

Complex Regional Pain Syndrome Type 2 (Causalgia)

1. The presence of continuing pain, allodynia, or hyperalgesia after a nerve injury,
not necessarily limited to the distribution of the injured nerve.

2. Evidence at some time of edema, changes in skin blood flow, or abnormal
sudomotor activity in the region of the pain.

3. The diagnosis is excluded by the existence of conditions that would otherwise
account for the degree of pain and dysfunction.

                 


