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Intrathecal therapy offers an invasive alternative for the long-term management
of select patients with intractable pain associated with various disease states,
including those of noncancer origin. It is commonly accepted that proper
patient selection is essential to optimizing treatment outcomes, yet the practice
of candidate selection for device implantation varies widely. A multifaceted
approach—with consideration of preexisting medical comorbidities; psychological
status; associated social, technical, and economic issues; and response to
intrathecal trialing—enables practitioners to fully evaluate the appropriateness
of implanting a patient with an intrathecal drug delivery system. Yet, to date no
standard set of guidelines have been developed to aid practitioners in navigating
this evaluation process.

Using experience- and knowledge-based expert opinion to systematically evaluate
the available evidence, this article provides consensus guidelines aimed at
optimizing the selection of patients with noncancer pain for intrathecal therapy.

In conclusion, complete assessment of a patient’s physical, psychological, and
social characteristics, can guide practitioners in determining the appropriateness
of initiating intrathecal therapy. These consensus guidelines are intended to assist
with weighing this risk/benefit ratio of intrathecal therapy, thereby minimizing
the potential for treatment failure, unacceptable adverse effects, and excess
mortality.

Key words: Chronic pain, noncancer pain, opioids, intrathecal drug delivery
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1.0 InTRODUCTION

ersistent pain is one of the most common
and pervasive problem in modern medicine
(1). Chronic pain and chronic pain syndrome
have been defined in many ways, however, chronic
persistent pain is different from chronic pain syndrome

which is a separate entity. Chronic pain is defined
as, “pain that persists 6 months after an injury and
beyond the usual course of an acute disease or a
reasonable time for a comparable injury to heal, that
is associated with chronic pathologic processes that
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cause continuous or intermittent pain for months or
years, that may continue in the presence or absence
of demonstrable pathologies; may not be amenable
to routine pain control methods; and healing may
never occur (1).” However, chronic pain syndrome,
in contrast, has been defined as a complex condition
with physical, psychological, emotional, and social
components. The effects of chronic pain are broad
and may be profound with significant impairment of
physical and psychological health and performance
of social responsibilities including work and family
(1). Despite improvements in the understanding of
pain including diagnosis and treatment, chronic pain
continues to be an epidemic and is coupled with
claims of inadequate treatment. The prevalence of
chronic pain in the adult population ranges from
2% to 40%, with a median point prevalence of 15%.
Enormous increase of chronic pain over the years has
been demonstrated (1,2).

Interventional pain management has been ad-
vanced based on the discoveries of chemical mediation
and the development and understanding of precision
diagnostic and therapeutic interventional techniques,
together with reported successes with minimally inva-
sive treatments, including spinal cord stimulation and
intrathecal implantable infusion systems (3-9).

1.1 Intrathecal Drug Delivery Systems

Intrathecal (IT) drug delivery systems offer an inva-
sive alternative for the long-term management of select
patients with intractable pain associated with various
disease states, including failed back surgery syndrome,
complex regional pain syndrome, spinal stenosis, os-
teoporosis with compression fractures, and peripheral
neuropathies (10,11). In contrast to other noninvasive
therapeutic strategies for pain, IT drug delivery may
improve efficacy and tolerability through the employ-
ment of innovative techniques; a drug delivery pump
contains and delivers analgesic medication to the spinal
receptors through a connected catheter strategically
placed into the cerebrospinal fluid (CSF). The site of ac-
tion within the CSF isinfluenced by the catheter location
and the lipophilicity of the selected IT agent. Clinical
benefit is achieved by an increased pharmacologic ef-
fect attributable to direct action at spinal receptors and
reduced drug delivery to the brain via the blood-brain
barrier, while patients gain the advantage of greater
independence and lower risk of infection than with ex-
ternal or partially externalized systems (12).

1.2 Rationale

The expertise of a skilled physician for the place-
ment of the device and perioperative management is
essential to minimize risks (13). Despite use of preven-
tive measures, perioperative complications—including
infection, bleeding, drug mishaps, and device complica-
tions—have been associated with the procedure (14).
Additional post-implantation adverse outcomes, such
as failure to produce acceptable pain relief or improve-
ment in function, can be minimized through rigorous
patient selection and the use of tailored drug algo-
rithms (15). However, failure to attain satisfactory re-
sults with IT drug delivery remains all too common, and
in the worst-case scenario, can lead to removal of the
device.

Patient selection for treatment with IT drug de-
livery remains empiric and varies widely among prac-
titioners. Nonetheless, there are multiple clues in the
available scientific literature that may well guide the
standardization of patient selection for IT therapy, an
intervention typically considered after exhaustion of
more conservative means of treatment.

2.0 MEeTHoDOLOGY OF GUIDELINE
DEVELOPMENT

Clinical guidelines are a constructive response to
the reality that practicing physicians require assistance
into assimilating and applying the exponentially ex-
panding, often contradictory, body of medical knowl-
edge (16,17). Clinical practice guidelines attempt to
define practices that meet the needs of most patients
under most circumstances, however, they must not at-
tempt to supplant the independent judgement of clini-
cians in responding to particular clinical situations (18).
Ideally, the specific clinical recommendations that are
contained within the practice guidelines have been sys-
tematically developed by panels of experts who have
access to the available evidence, have an understand-
ing of the clinical problem, and have clinical experience
with the subject, procedure, and the relevant research
methods to make considered judgements. Consequent-
ly, these panels must be objective and must produce
recommendations that are unbiased, up-to-date, and
free from conflict of interest. While most guidelines are
widely perceived as evidence-based, some guidelines
are based on the consensus or authority and may be
considered to have bias and lack validity.

Multiple guidelines have been developed in inter-
ventional pain management (3,16). There are multiple
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issues related to the development of guidelines along
with controversies. ASIPP launched the development
of practice guidelines for interventional techniques in
the management of chronic pain and published mul-
tiple updates (3,16). ASIPP has utilized evidence-based
guideline process with systematic reviews (11,16,19-41).
However, for selection and implantation of patients
with non-cancer pain for intrathecal drug delivery, evi-
dence-based development of guidelines is not feasible.
The systematic review by Patel et al (11) was unable to
find any randomized trials evaluating the effectiveness
of intrathecal infusion systems on a long-term basis.
Consequently, a decision was made to develop consen-
sus guidelines.

The consensus group was chosen based on previous
publications, academic achievement, geographic diver-
sity and specialty diversity. The project was developed
by Dr. Deer and Dr. Smith, the guideline co-chairs, and
faculty was chosen based on their unanimous consent.
The chairmen obtained an unrestricted grant from the
Inset Corporation, who had no input on the content
of the guides. The initial meeting was held during the

World Institute of Pain’s International Meeting in New
York City. The panel conducted a review of the world
literature using PubMed, EMBASE, and Google Scholar
from 1966 to December 2009. The inclusion of each ar-
ticle was based on the judgment of the panel as to the
scientific merit and importance to patient selection.
The consensus guidelines are undertaken to provide
guidance for intrathecal infusion systems. However,
systematic assessment of the quality of individual man-
uscripts was not performed.

3.0 OverviEw ofF CLinicAL EXPERIENCE

Advances in IT therapy—in combination with the
wide variety of available agents as outlined in Fig.
1—have offered an alternative means to provide pain
relief for patients with intractable pain inadequately
relieved by standard medical management (15). When
considering an individualized, multidimensional ap-
proach to patient selection, revisiting the published
literature is essential to establish the risk/benefit ratio
required to develop appropriate guidelines for long-
term therapy.

* Morphine j
* Hydromorphone
+ Ziconotide
7
+ Fentanyl
* Morphine/ Hydromorphone + Ziconotide
* Morphine/ Hydromorphone + Bupivacaine /Clonidine
-
+ Clonidine
* Morphine/ Hydromorphone /Fentanyl /Bupivacaine + Clonidine + Ziconotide
+ Sufentanil
+ Sufentanil + Bupivacaine + Clonidine + Ziconotide
o
“' Ropivacaine , Buprenorphine , Midazolam , Meperidine , Ketorolac
« Experimental Agents:  Gabapentin , Octreotide , Conpeptide , Neostigmine , Adenosine,
XEN2174, AM336, XEN, ZGX 160
o

Fig. 1. 2007 Polyanalgesic Algorithm for Intrathecal Therapies (6)
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3.1 Therapeutic Success and Treatment
Limitations

Over the past decade, numerous prospective and/or
randomized controlled trials have evaluated the use of
the IT infusion modality in patients with noncancer pain
in a variety of settings and patient populations (42-47).
IT therapy for noncancer pain has largely been found to
reduce pain severity, and evidence of analgesic response
has been demonstrated in patients with neuropathic,
visceral, deafferentation, or mixed pain (42-49). How-
ever, the variable nature of the agents used and patient
populations included in these studies complicates the
interpretation of data, as compared with other medical
devices or anesthetic monotherapy. Furthermore, inves-
tigators often vary in how they administer drugs, with
some using low flow, high flow, pulsed infusion, or vari-
able rates. Although many of these studies successfully
replicate real-world practice, they do not allow for easy
interpretation or for generalizations to be made across
patient populations. More recently, specific drugs and
drug combinations have been studied as independent
variables to better ascertain the effect of therapy (50-
55). Most of these studies further support the efficacy
of IT therapy for reducing pain intensity (50-55); yet,
other trials have reported that not all IT treatment regi-
mens produce optimal results (52,53). Turner and col-
leagues performed a systematic review of effectiveness
and complications for programmable IT opioid delivery
systems for chronic noncancer pain and found improve-
ment in pain and functioning for patients with perma-
nently implanted IT drug delivery systems (56). Noble
et al conducted a systematic review and meta-analysis
and concluded that a subpopulation of individuals with
chronic noncancer pain achieved long-term analgesia
with IT opioids (57). In the absence of more defini-
tive findings, practitioners have largely relied on good
clinical judgment to guide them through the selection
process and long-term management of patients with
intractable noncancer pain (10).

There is only limited evidence to validate the bene-
fits of IT drug delivery on physical and mental function-
ing (58-60). Results from a 3-year prospective study by
Thimineur et al (46) reported that pump recipients had
improvements in pain, mood, and function from base-
line to 36 months . In comparison, nonrecipients—those
who either failed an IT trial or declined pump implan-
tation—showed substantial worsening with respect to
physical function, depression, and anxiety scores (46).
An improvement in physical functioning was also dem-
onstrated in an analysis of the National Outcomes Reg-

istry for Low Back Pain (47). In this study, 60% of those
who received treatment through a drug delivery device
showed improvement in their Oswestry score at a 6-
month follow-up; this number increased to 66% when
pump recipients were evaluated at a 12-month follow-
up (47). Although these data suggest a possible correla-
tion between IT therapy and improvement in physical
and mental functioning, the prospective design of the
studies prohibits absolute confirmation of such out-
comes. Controlled trials are warranted to substantiate
this potential benefit of intraspinal drug therapy.

Despite widespread clinical use, a recent review of
the available literature performed by Smith et al (61)
concluded that the role of implantable drug delivery
devices for the management of persistent noncancer
pain remains ill-defined with a need to better deter-
mine appropriate patient selection. Patel et all (11) in a
systematic review found only limited evidence.

Although an accumulation of data strongly sup-
ports the use of IT therapy for cancer-related pain, ad-
ditional trials are needed to determine the most appro-
priate pain conditions and/or subpopulation of patients
with noncancer pain best suited for treatment with an
implantable drug delivery system (61). Regardless, the
researchers found reasonably strong evidence support-
ing the short-term use of IT therapy for treatment of
cancer and neuropathic pain; evidence supporting the
use of long-term therapy for intractable noncancer pain
was not as robust (60,61).

3.2 Clinical Implications of IT Drug Delivery.

Adverse effects and complications of IT therapy are
also well documented in the literature. Studies have
identified the emergence of issues related to dose es-
calation, specifically acknowledging IT granulomas and
excess mortality as potential consequences of IT drug
delivery (15,61,62). To maximize the effects of treat-
ment without compromising patient safety, it is essen-
tial that clinicians are aware of these potential issues
and recognize patients most at risk for complications of
long-term IT therapy (62).

The potential consequences of inappropriate dos-
ing/titration were noted in the 2007 Interdisciplinary
Polyanalgesic Conference recommendations (5). IT ther-
apy has been associated with severe adverse effects,
including opioid-induced hyperalgesia, hypotension,
sedation, and respiratory depression; opioids may also
cause hypogonadotrophic hypogonadism, which poten-
tially can result in sexual dysfunction and osteoporosis
(63,64). Even more concerning, escalation of dosage

E178

www.painphysicianjournal.com



Patient Selection Guidelines for Intrathecal Therapy

that occurs too quickly and without proper monitor-
ing—particularly during the initial 24 hours following
device implantation—can result in excess mortality
(65,66). Acknowledging that most IT agents have dose-
related adverse effects, the panel recommended start-
ing low and slowly increasing the dosage, as required,
based on patient response (15). Notably, clinicians may
consider accelerating dose changes in patients who are
young and robust; however, caution should be used
when titrating doses for those who are old and frail,
adjusting administration only weekly. To further mini-
mize the potential for adverse effects, the panel sug-
gested that titration not exceed the recognized upper
dosing limits for each agent unless a complicated medi-
cal decision is needed (15).

When dose escalation reaches its limit with mono-
therapy, clinicians have combined agents to provide
continued analgesia. Based on data from animal stud-
ies, combination therapy demonstrates the potential to
produce synergistic antinociception (67,68). Addition-
ally, combination therapy may allow for lower dosages
of each agent, thus reducing the possibility for adverse
effects associated with higher administration rates (69).
The safety and efficacy of combination therapy has
been evaluated in many clinical studies, the findings of
which support the combined use of opioids (morphine
or hydromorphone) and bupivacaine, morphine and
clonidine, and morphine and ziconotide for the treat-
ment of noncancer pain (15,50,55,69).

For patients receiving high dosages of IT medica-
tion, sudden cessation of drug—due to catheter disrup-
tion, battery failure, or human error—can also result in
severe and sometimes fatal adverse effects (70). Abrupt
disruption or discontinuation of clonidine, for instance,
may result in rebound hypertension and increase the
risk for stroke in patients previously receiving high-dose
therapy (15,61,71). IT baclofen withdrawal can also be
life-threatening, with reports of respiratory depression,
hyperthermia, disseminated intravascular coagula-
tion, acute renal failure, and acute multiorgan failure
(61.62).

Findings in the literature suggest that dose and
subsequent concentration escalation contributes to
the development of IT granulomas. An online survey
by Deer et al found catheter-tip inflammatory masses
to be a relatively common occurrence, with 63.9% of
respondents indicating that they had treated at least
1 patient who developed a granuloma secondary to IT
therapy (72). In a review of published and unpublished
case reports, Hassenbusch et al concluded that IT gran-

ulomas occurred only in patients who received IT opi-
oids—alone or mixed with other agents—or in patients
treated with agents that were not approved for long-
term IT delivery (73). In fact, inflammatory masses have
been attributed to the use of all agents in implantable
devices, with the exception of ziconotide, sufentanil
and fentanyl (15). Timely diagnosis of a catheter-tip in-
flammatory mass—symptoms of which include the loss
of analgesic effect in addition to new and progressive
neurologic symptoms—allows for minimally invasive
therapy and may prevent the need for surgical removal
of the mass (73); if left untreated, IT granulomas can
lead to long-term neurologic damage and permanent
paralysis (62).

4.0 PaTiEnT SELECTION GUIDELINES.

A risk/benefit ratio can be extrapolated from the
existing literature, focusing on both effective thera-
peutic interventions, as well as on the possible impli-
cations of therapy. Although practitioners will agree
that proper patient selection is paramount to successful
treatment, to date there is substantial variation in the
ways in which IT candidates are chosen (44). Guidelines,
therefore, are needed to assist clinicians in selecting ap-
propriate recipients for device implantation.

4.1 Diagnosistic Considerations

Preliminary evaluation for IT therapy relies on the
ability of the clinician to accurately identify nociceptive
and/or neuropathic factors contributing to the patient’s
pain, with a view toward identifying potential patho-
physiologies consistent with chronic pain (13,74). Diag-
nostic assessment of the patient with chronic noncancer
pain should encompass a complete physical, neurologic,
radiologic, psychological, and social evaluation (62,74).
A detailed pain history and a review of the patient’s
medical records, prior pharmacologic treatments, and
laboratory findings should be incorporated into the
evaluation (74). Common disease states and diagnoses
for which IT drug delivery is indicated include neuro-
pathic pain syndromes (eg, thalamic syndrome, spinal
cord injury, diabetic neuropathy, or postherpetic neural-
gia); radicular pain from failed back surgery syndrome;
complex regional pain syndrome; osteoporosis; pancre-
atitis; phantom limb pain syndrome; compression frac-
tures; and other disorders caused by injury or irritation
to the nervous system (62,74). Unlike pain associated
with terminal illness, noncancer pain patients tend to
have longer life spans and require extended therapy
that can range from months to years (74).
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The type of pain a patient reports—typically clas-
sified as visceral/somatic nociceptive, neuropathic, or
mixed neuropathic nociceptive pain—may impact ther-
apeutic outcomes, as response to IT delivery can vary
depending on the pain presentation (74). However,
there is no definitive evidence as to which pain type is
best suited for treatment with an implantable device
(74). Patients with visceral nociceptive pain or somatic
nociceptive pain often respond well to IT therapy (74).
Limited evidence suggests that patients with nocicep-
tive pain may achieve a greater therapeutic effect than
those with neuropathic or mixed nociceptive/neuropath-
ic pain. For example, a multicenter, retrospective study
of 429 patients receiving IT therapy found that patients
with nociceptive pain tended to experience greater re-
lief than those with neuropathic or mixed pain; notably,
this study was not designed specifically for this purpose
(49). Yet, other research has demonstrated that neuro-
pathic pain is responsive to IT therapy. A retrospective
observational study of 120 patients with chronic non-
cancer pain syndromes found that long-term IT therapy
reduced neuropathic pain by an average of 62%; only
patients with deafferentation pain had better results,
reporting a 68% reduction in pain as measured by the
visual analog scale (48). Patients with mixed nocicep-
tive/neuropathic pain are typically the most difficult to
treat successfully, often necessitating the use of combi-
nation therapy to achieve effective analgesia (47,74).

Pain intensity should also be assessed as part of the
diagnostic evaluation (74). Numerous tools—includ-
ing numerical pain rating scales, visual analog scales,
verbal rating scales, faces pain rating scales, and pain
questionnaires—are available to assist clinicians in as-
sessing and quantifying pain intensity (74,75). An ac-
curate measure of pain intensity is important not only
during the patient selection process, but throughout
treatment since it serves as a baseline calculation from
which to determine the continuing effect of therapy.
The majority of research studies involving IT therapy
include pain severity as an inclusion criterion to pro-
vide a basis for evaluating comparative efficacy across
trial participants. Pain intensity also has an important
impact on treatment outcomes; although patients with
greater pain severity may achieve a reduction in pain
level via IT drug delivery, the overall pain intensity may
remain high compared with individuals who present
with a lesser magnitude of initial pain (46).

A final consideration during the diagnostic evalu-
ation takes into account the substantial impact chronic
pain has on functional ability and quality of life. Pa-

tients who demonstrate significant limitations as a re-
sult of chronic pain—including those manifesting with
psychological disturbances, poor appetite and weight
loss, decreases in physical and recreational activities,
sleep disturbances, or a change in interpersonal rela-
tionships and economic stability—should be considered
for IT therapy (74). Successful treatment outcomes may
afford the patient the opportunity to return to activities
of daily living, thus improving quality of life, although
improved function may require additional measures
(eg, cognitive behavioral therapy [CBT]) (59).

4.2 Panel Recommendations.

Identifying nociceptive and/or neuropathic factors
in chronic noncancer pain is critical to ensuring proper
patient selection. Patients with nociceptive pain are
ideal candidates for IT therapy, although research sug-
gests that therapy can also be effective for patients with
neuropathic and mixed nociceptive/neuropathic pain.
Given the risks associated with implanted drug delivery
systems, pain intensity and its impact on functionality
and quality of life should also be considered during the
evaluation process. If pain is reduced but function does
not improve, the addition of CBT should be considered
(59).

5.0 AssociATED NIepicAL. COMORBIDITIES

Patients with chronic noncancer pain often have
coexisting medical conditions. The number and com-
plexity of these comorbidities increase with age; the
average elderly patient suffers from at least 4 concur-
rent medical problems (76,77). These coexisting medi-
cal conditions influence the pain experience and overall
outcomes associated with pain treatment (76).

5.1 Diabetes Mellitus.

In 2007, diabetes affected approximately 8% of the
US population—23.6 million individuals—with an addi-
tional 57 million patients having blood glucose levels
indicative of prediabetes (78,79). An estimated 60% to
70% of diabetic individuals experience some form of
nervous system damage, with peripheral neuropathy
being among the most severe complications of diabe-
tes (80). Risk factors for neuropathy include having had
diabetes for more than 25 years, poor glucose control,
hypertension, and obesity (80). According to a survey of
993 patients with diabetes, 60% of respondents indicat-
ed that they experienced chronic pain, many of whom
reported difficulty in managing their medications, as
well as reduced activities of daily living (81).
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There is no evidence to help us better understand
the role of IT drug therapy in treating pain associated
with diabetes or the relative risk of treating a diabetic
patient versus nondiabetics. Nonetheless, it is clear that
poor wound healing and an increased rate of surgi-
cal site infections occur in this patient population (82).
This is especially important as wound infection is the
most common device-related complication associated
with implanted drug delivery systems (83). There is also
sound evidence that patients who undergo surgery
with better long-term glycemic control—as evidenced
by lower hemoglobin Alc levels immediately prior to
surgery—have lower rates of surgical site infection and
other morbidity and mortality rates (84). Thus, the pan-
el recommends that diabetic patients, particularly those
with poor glycemic control, be counseled regarding the
increased risk of surgical site infection and that this po-
tential consequence of surgery be carefully considered
in the overall risk/benefit discussion. The escalated risk
of wound infection in diabetics also warrants increased
vigilance for signs and symptoms of evolving wound
infection after implantation. Although there are re-
ports of successful resolution of surgical site infections
in patients receiving IT therapy using local incision and
drainage, meticulous wound care, and systemic anti-
biotics aimed at the inciting organism, the majority of
cases will require explantation of the device to effec-
tively eradicate infection (85).

5.2 Coagulopathies and Anticoagulant Therapy

Anticoagulant and antiplatelet therapy have be-
come commonplace in the long-term management of
many disorders, including atherosclerotic coronary ar-
tery disease. Hospitalized patients frequently receive
systemic treatment with heparin and heparin ana-
logues; ambulatory patients often receive long-term
therapy with warfarin or an increasing array of potent
platelet inhibitors. Specific pain management con-
cerns for anticoagulated patients influence periopera-
tive anesthesia- and analgesia-related safety decisions
surrounding device implantation; as a result, regional
anesthesia is typically avoided due to the risk of neu-
rologic complications unless the patient is able to dis-
continue use of anticoagulants preoperatively (86). Pa-
tients receiving anticoagulants are also at an increased
risk for the development of spinal epidural hematoma
during epidural catheter insertion or following cath-
eter removal (86,87). Despite an estimated incidence
of 1:220,000 and 1:150,000 following IT and epidural
instrumentation, respectively, spinal hematomas were

found to comprise almost half of the reported spinal
cord injuries and were the primary source of malprac-
tice claims in the American Society of Anesthesiologists
Closed Claims database during the 1990s (86,87). As-
sessment of systemic factors and associated medications
that might influence intraoperative coagulation is criti-
cal to minimize surgical complications (88).

According to the Joint Commission, anticoagulants
are one of the 5 leading classes of drugs that contribute
to avoidable compromises in patient safety in the United
States (89). Following the introduction of low-molecular-
weight heparin (LMWH), a series of reports of patients
who developed epidural hematomas and catastrophic
neural injuries following neuraxial blockade (typically
epidural anesthesia) appeared (86). This led the US Food
and Drug Administration (FDA) to add a black box warn-
ing to the drug label for LMWH, cautioning against the
conduct of neuraxial anesthesia in patients receiving
this agent (86). Thereafter, the elevated risk of bleed-
ing associated with a wide array of anticoagulant and
antiplatelet agents has been systematically reviewed by
the American Society of Regional Anesthesia and Pain
Medicine (Table 1) (62,86). When considering patients
for initial placement of a trial IT catheter or permanent
implanted drug delivery system, the panel recommends
following these well-established guidelines.

The risk of reinitiating chronic anticoagulant thera-
py following placement of a permanent IT drug delivery
system is unknown. Nonetheless, the panel consensus is
that the need for chronic anticoagulation is not an ab-
solute contraindication to the use of IT therapy.

5.3 Immunocompromised Patients

Studies have examined the safety and efficacy of
IT therapy in patients with advanced medical illness
and significant compromise of their immune systems,
including individuals with cancer and acquired immu-
nodeficiency syndrome (AIDS) (54,90). Although it is
uncertain at present whether immune compromise in-
dependently increases the rate of IT therapy failure due
to device infection, reported device infection rates are
similar between immunocompromised patient popula-
tions (eg, those with cancer or AIDS) and all treated in-
dividuals based on indirect comparative data (54,83,91);
however, logic suggests that a compromised immune
system may elevate the risk of infection. In the absence
of conclusive data, the panel recommends careful eval-
uation of potential risks and benefits when considering
IT therapy for patients manifesting with significant im-
mune compromise.
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Table 1. Recommendations for Neuraxial Anesthesia in Patients Receiving Thromboprophylaxis (27)

Drug or Drug Class

Bleeding Risk

Recommendation

Unfractionated heparin

No increased risk with neuraxial
blockade; risk of heparin-induced thrombocy-
topenia with administration for >4 days

Subcutaneous heparin (5000 units every 12
hour) for DVT prophylaxis; remove indwell-
ing neuraxial catheters 2-4 hours after last
heparin dose

Moderate risk with single daily dose for DVT
or PE treatment and thromboprophylaxis; high

LMWHs should be held 24 hours before
surgery and resumed 8-12 hours postopera-
tively; consider placement of an inferior vena

combination of anticoagulant or
antiplatelet medications

LMWHs risk with combination of antiplatelet or oral cava filter before surgery for patients at high
anticoagulant medications risk for PE;
oral anticoagulants may be restarted 12 hours
after surgery
Spinal puncture and lumbar blockade contrain- Dlsctolr; tmllleStSfdays before. surg;r)f; H:R
Warfarin dicated; high risk with combination of LMWH, mustbe <1.> belore surgery; wartarin > mg
e can be resumed immediately after surgery and
adjusted to INR of 2.0-3.0
E‘;ziﬁﬁz;ﬁ E;le?issekljvirtl}ik a No specific recommendations; switch to
NSAIDs ’ COX-2 inhibitor for patients requiring anti-

inflammatory therapy

Ticlopidine, clopidogrel

Risk based on history of easy bruising, excessive
bleeding, female sex, and increased age; in-
creased risk with combination of anticoagulant
or antiplatelet medications

Discontinue ticlopidine 14 days before neur-
axial blockade; discontinue clopidogrel 7 days
before neuraxial blockade

Platelet glycoprotein IIb/IITa antagonists

Contraindicated within 4 weeks of surgery;
profound effect on platelet aggregation

Avoid neuraxial techniques until platelet
function has recovered; neurologic moni-
toring after postoperative administration
resumes

DVT = deep vein thrombosis; PE = pulmonary embolism; LMWHs = low-molecular-weight heparins; INR = international normalized ratio;
COX-2 = cyclooxygenase-2; NSAIDs = nonsteroidal anti-inflammatory drugs.

Originally published in Ghafoor VL, Epshteyn M, Carlson GH, Terhaar DM, Charry O, Phelps PK. Intrathecal drug therapy for long-term pain
management. Am ] Health Syst Pharm 2007;64:2447-61.©2007, American Society of Health-System Pharmacists, Inc. All rights reserved. Re-

printed with permission. (R0931).

5.4 Chronic Infection.

The presence of active infection is typically viewed
as a contraindication to placement of all implantable
devices (88). Any type of active infection may introduce
the risk of bacteremia and seeding of the implanted
system, although the actual magnitude is unknown.
Patients previously identified as carriers of methicil-
lin-resistant Staphylococcus aureus (MRSA) are known
to be at an increased risk for infection. A preopera-
tive nasal swab should be incorporated into the selec-
tion process for these patients to confirm that MRSA is
not present at the time of surgery (88). Particularly for
those patients with noncancer pain, the panel views the
presence of any active infection as a relatively strong,
although not absolute, contraindication to placement
of a permanent IT drug delivery system. Complicated

cases may benefit from consultation with an infectious
diseases specialist to provide further insight into condi-
tion-specific safety concerns (92).

5.5 Obesity-Related Obstructive Sleep Apnea.
The prevalence of obesity has reached epidemic pro-
portions, affecting between 33% and 35% of US adult
men and women, respectively, in 2005 and 2006 (93).
Obesity predisposes individuals to developing symp-
toms of obstructive sleep apnea (OSA) due to profound
anatomic changes that produce upper-airway obstruc-
tion during normal sleep, causing temporary apneic
episodes. Present in more than 18 million US adults (94),
OSA can lead to significant sequelae, including chronic
carbon dioxide retention and pulmonary hypertension.
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OSA has also been associated with an increased sen-
sitivity to the respiratory-depressant effects of opioids;
thus, use of long-term oral opioid therapy may carry an
elevated risk of respiratory depression in this patient
population (95). An observational study by Webster et
al reported that sleep-disordered breathing was pres-
ent in 75% of patients treated with chronic opioid
therapy, with 39% of these individuals having OSA (n =
147) (96). As results from overnight polysomnographies
demonstrated, opioids may have contributed to sleep-
related apnea in chronic pain patients in this study
(96). However, the researchers emphasized that opi-
oid therapy may still be permissible in individuals with
chronic pain provided they are carefully monitored by
prescribing physicians (96). Three case reports described
by Farney et al also illustrate distinct complications of
long-term treatment with sustained-release opioids on
respiration by comparing the effects of opioid therapy
with common respiratory abnormalities exhibited by
opioid-naive OSA patients (95). Opioid use was asso-
ciated with increased apnea duration and hypoxia se-
verity during non-rapid eye movement (NREM) sleep,
ataxia with irregular respiratory pauses during NREM
sleep, and severe hypoxemia (95). Further investigation
is needed to explore the extent to which long-term IT
opioid therapy may interact with OSA (95).

The American Society of Anesthesiologists recently
published updated recommendations to guide the con-
duct of clinicians in administering neuraxial opioids to
potentially high-risk patients, including those at in-
creased risk for respiratory depression (97). Although
these guidelines are intended for the management of
acute pain, the recommendations may be relevant in
the chronic pain setting as well. Horlocker et al advise
physicians to obtain a detailed history and perform a
physical examination—which should include, but is not
limited to, the recording of baseline vital signs, airway,
heart, lung, and cognitive function—as part of the pa-
tient selection process (97). The panel concluded that
continuous IT opioid administration is acceptable in pa-
tients with OSA, provided there is adequate monitor-
ing throughout the administration period to minimize
the risk of adverse effects (Table 2) (97). Although not
documented in the literature, clinical experience has
found that many patients on chronic opioid therapy
will show improvement when switched from oral to
IT opioid delivery. Furthermore, IT therapy may poten-
tially reduce the severity of both OSA and pain, particu-
larly when utilizing combination therapy. Also, the use
of IT ziconotide as monotherapy may offer advantages

Table 2. Recommendations for Early Detection of Respiratory
Depression Following Opioid Administration (62)

¢ Patients should be monitored for adequacy of
ventilation, oxygenation, and level of consciousness

* Monitoring should take place at least once per hour
during the first 12 hours following opioid administration;
thereafter, monitoring should occur at minimum once
every 2 hours for 12 hours

* 24 hours after administration, monitoring should occur
every 4 hours for at least 48 hours

* Increased monitoring is warranted for high-risk patients
(eg, those with obesity and/or sleep apnea)

in this setting (98). It is, therefore, permissible for OSA
patients to be implanted with a drug delivery device as
long as they are carefully evaluated for potential re-
spiratory complications and meet all other criteria for
patient selection.

5.6 Chronic Lung Disease.

Chronic lung disease manifests in a variety of
forms, frequently presenting as reactive airway disease,
restrictive pulmonary disease, and chronic obstructive
pulmonary disease (COPD). Chronic lung disease cur-
rently affects more than 35 million individuals in the
United States and causes more than 400,000 deaths
annually (99). Of these chronic lung diseases, COPD
patients typically experience significant retention of
carbon dioxide and are more prone to respiratory de-
pression and respiratory arrest with the administration
of systemic opioids than the general population (100).
A retrospective case-controlled analysis by Taylor et al
found that patients with COPD are most at risk for a
respiratory event when administered opioids follow-
ing surgery (odds ratio 5.09; 95% confidence interval)
(100), as compared with patients without chronic lung
disease. Extrapolating to the use of IT opioids, it is rea-
sonable to presume that COPD patients will also have a
greater tendency toward respiratory depression when
administered opioids via an implantable device.

Although the long-term risk of IT therapy in chron-
ic lung disease patients is unknown, it is likely that pa-
tients with COPD may be safely treated with IT opioids,
if dosed cautiously. Alternatively, this patient popula-
tion may benefit from nonopioid IT agents and/or com-
bination therapy, which represent a safer option than
oral opioid administration with regard to the risk of re-
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spiratory depression. Thus, the panel recommends close
monitoring in patients with chronic lung disease during
any IT trial and immediate post-implantation of a per-
manent system, particularly within the 24 hours follow-
ing surgery. Evidence has shown that most respiratory
events secondary to opioid administration occur within
24 hours post-surgery; more than half occur within less
than 12 hours (100). Again, IT ziconotide as monothera-
py may offer advantages in this setting (98).

5.7 Cardiac Disease.

Limited data support the notion that cardiac ab-
normalities may independently alter the risk of IT
therapy when the N-type calcium channel antagonist
ziconotide is used, and the potential for dose-related
cardiovascular adverse events may also exist (54). In a
randomized controlled safety and efficacy study of IT
ziconotide, investigators noted that cardiovascular ad-
verse effects—namely, postural hypotension and hypo-
tension—occurred more frequently in patients in the
active treatment group, as compared with those in the
placebo cohort (33.3% vs 10%, respectively) (54). No-
tably, 32.3% of postural hypotension events occurred
at doses greater than 0.1 pg/hour versus 17.1% trans-
piring at doses less than or equal to 0.1 pg/hour (19).
The researchers concluded that in addition to initiating
treatment at lower dosages, using smaller dose incre-
ments and increasing the time between dose titrations
reduced the frequency of adverse effects (54).

Since there are no specific guidelines detailing the
impact of cardiac abnormalities on IT therapy, the panel
recommends that all candidates with a history of cardio-
vascular disease be evaluated for the implantation of an
IT drug device system via the risk stratification guidelines
outlined by the American College of Cardiology (ACC)/
American Heart Association (AHA) (101). Similarly, the
possibility of perioperative morbidity or mortality should
also be assessed for patients 50 years of age or older, due
to the prevalence of cardiac risk factors in this popula-
tion (101). An evaluation that reveals 1 or more major
clinical risk factors (ie, unstable coronary syndromes,
decompressed heart failure, significant arrhythmias, or
severe valvular disease) may require surgery to be post-
poned or cancelled to allow for proper management of
the condition. Although it is permissible to proceed with
implantation in patients with a history of ischemic heart
disease, compensated or prior heart failure, or cerebro-
vascular disease, extreme caution should be exercised
when operating on individuals with these intermediate-
level risk factors (101).

5.8 Kidney Disease.

Approximately 12% of US adults, or 23 million
individuals, suffer from chronic kidney disease (CKD),
with over half a million adults being treated for end-
stage renal disease (102). There is little available data,
but the presence of CKD—including end-stage renal
disease requiring hemodialysis—does not appear to
impact the efficacy or safety of IT therapy. However,
patients with CKD have a higher incidence of cardiac
disease compared with the general population (103). It
is, therefore, recommended that clinicians consider the
risk/benefit ratio outlined by the ACC/AHA prior to pro-
ceeding with device implantation. Patients with a pre-
operative creatinine level greater than 2 mg/dL are at
an increased cardiac risk after surgery and require esca-
lated surveillance before the decision to proceed with
IT delivery can be made (101). For CKD patients deemed
appropriate for surgery, clinicians should also be aware
of challenges associated with finding a comfortable lo-
cation for the placement of an indwelling pump in in-
dividuals receiving peritoneal dialysis. Haematuria-loin
pain syndrome is now believed to be a renal version of
complex regional pain syndrome (CRPS). Such patients
have severe neuropathic pain in the loin or pelvis area
if an attempt has been made to “denervate” the kidney
and transposition into the pelvis. IT drug therapy may
be appropriate, despite the presence of CKD.

5.9 Geriatric Issues.

The incidence of chronic pain in the geriatric popu-
lation is substantial, and the elderly are thought to ac-
count for approximately 25% of all chronic pain patients
annually (104). The percentage of elderly individuals
with chronic pain may actually be significantly higher; it
is believed that pain severity is often underreported in
older populations, resulting in the tendency to under-
treat elderly patients (104). Specifically, the practice of
underprescribing opioids to older individuals is all too
common and results in poor pain management (104).

Clinical experience and empiric evidence have
suggested an age-dependent effect with the use of
chronic opioid administration, such that older patients
are often more responsive and less likely to develop
a tolerance to opioid therapy (105). It is important to
note, however, that the use of opioids in the geriatric
population is complicated by the escalating tendency
for the development of comorbidities and the neces-
sity for polypharmacy; as patients age, they are more
likely to present with any number of conditions, includ-
ing those previously described in this section (76,77).
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Since many elderly patients will also have some degree
of organ dysfunction as a result of their advanced age,
clinicians must be cognizant of how this physiologic
decline will affect the onset of action, rate of elimina-
tion, and half-life of administered drugs (104). The use
of opioid therapy in the elderly is further confounded
by the increased likelihood for cognitive impairment.
Since opioids are also known to cause thought pro-
cess disturbances, it can be difficult to determine the
cause of dementia in older patients treated with these
agents (104). In addition, elderly patients suffering
from cognitive impairments may have difficulty com-
municating their pain experience or the development
of adverse effects, which can lead to poor outcomes as
a result of undertreatment/overtreatment (104). Oth-
er problems, such as dizziness and respiratory depres-
sion, which are often associated with opioid therapy,
may be more problematic in geriatric patients, many
of whom are already at an increased risk for falls and
fractures (104).

Although the panel does not recognize advanced
age as an absolute contraindication, elderly patients
must be thoroughly evaluated for preexisting medi-
cal comorbidities before they can be considered for IT
therapy. Any condition that is identified should be eval-
uated according to established protocols and practice
recommendations prior to implanting a drug delivery
system. The use of IT opioids is permissible in geriatric
patients provided the prescriber remains vigilant for
potential adverse effects of therapy; alternatively, the
panel recommends the use of nonopioid IT therapy as a
viable substitute to opioid administration.

5.10 Addiction.

Opioid use disorders include misuse, abuse, and ad-
diction. Loss of control is a hallmark of addiction; it is
also a behavior observed in some individuals who abuse
their medications in an effort to relieve uncontrolled
pain or comorbid mental health disorders. It is estimat-
ed that 20% to 40% of patients with pain will abuse
their medications or manifest the disease of addiction
(106). Many of these patients are not seeking a high,
but simply have difficulty controlling the consumption
of their medications as prescribed. Uncontrolled pain
can be a tremendous motivator for noncompliance. Pa-
tients may overuse their medications in an attempt
to escape pain, yet discover in the process that more
medication still fails to achieve the desired effects. In
such cases, overuse of medication can lead to danger-
ous behaviors or even overdose and death. Importantly,

the panel believes that some addicted patients may be
reasonable candidates for IT therapy. Eliminating oral
opioids and using only IT opioids shifts the control of
medication administration from the patient to the
pump as prescribed by the physician; nonopioid IT ther-
apy is also a reasonable option for patients with serious
abuse problems or the disease of addiction.

Although potentially beneficial, the use of IT
therapy in the treatment of the addicted patient is
not without its problems, and it should be carried out
with caution and in conjunction with an addiction-
ologist. The incidence of personality disorders in the
addicted population is significant; such patients can
be demanding, manipulative, passive-aggressive, and
generally noncompliant (107). When treating a cross-
addicted patient, there is no assurance that the patient
will not turn to alcohol, illicit drugs, benzodiazepines,
or the like following resolution of the pain problem.
Although rare, patients have also been known to pen-
etrate the pump or catheter to gain access to the drug.
Burton et al (108) reported a case of self-administra-
tion of phencyclidine, methamphetamine and pro-
poxyphene into an intrathecal pump by an incarcerat-
ed patient. One of the panel members recalls treating
an anesthesiologist who had an undiagnosed addic-
tion to fentanyl. The patient was discovered to be ac-
cessing his pump—which had been implanted for the
treatment of what appeared to be a legitimate pain
problem associated with concordant pathology—with
relative ease. In another case, a patient attempted to
“cut the pump out” in an effort to extract the drug. It
is also important to be vigilant to the situation where
the patient is the “mule” and provides the means for
others to secure drugs for use or sale. One must never
underestimate the ingenuity and persistence of some
addicts.

5.11 Panel Recommendations.

IT drug delivery offers therapeutic advantages to
patients with a variety of painful disorders and ad-
vanced medical illnesses that affect a wide range of
organ systems. The panel does not recognize any pre-
existing medical comorbidity as an absolute contrain-
dication for IT therapy. When evidence from the estab-
lished literature is not available to guide the patient
selection process, clinicians should abide by published
guidelines and practice recommendations for the ex-
isting comorbidity and use clinical judgment to ascer-
tain the appropriateness of proceeding with device
implantation.
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6.0 AssociIATED PsyYcCHOLOGICAL
CONSIDERATIONS

Psychological factors intermingle with physi-
cal characteristics to influence the experience of pain
through behavioral/environmental, cognitive/affec-
tive, and neurochemical/physiological mechanisms. This
interplay of multidisciplinary issues supports the rele-
vance of a tailored psychological assessment as part of
the patient selection process for IT therapy.

A psychological consult in the pain management
setting entails the identification of relevant psycho-
logical factors and their potential impact on long-term
outcomes. Areas of concern may include the patient’s
ability 1) to be educated as to expectations for, and
benefit of, the treatment modality; 2) to prepare for,
commit to, and subjectively assess long-term therapeu-
tic impact; and 3) to participate in, and gain benefit
from, concomitant behavioral or cognitive therapy de-
signed to improve functional activities and maximize
quality of life (109). Attention to potentially modifi-
able psychological states, such as depression and anxi-
ety, which can exacerbate the experience of pain and
impair the ability of the patient to cope effectively, is
essential. Importantly, the role and impact of the psy-
chosocial factors is often dynamic and can fluctuate in
relation to time and clinical or personal circumstances.
Changes in mood and psychosocial status—including
depression, divorce, and interpersonal conflicts—can
also emerge as unanticipated psychosocial complica-
tions (110).

6.1 Psychological Variables as Predictors of
Outcomes

Psychological conditions—such as suicidal depres-
sion, schizophrenia with active psychotic behavior, and
active drug abuse—are routinely considered as contra-
indications for implantable pain therapies (111). In a
systematic review of the literature relating to pretreat-
ment psychological variables as predictors of outcome,
Celestin et al identified a positive relationship between
1 or more psychological factors and poor treatment
outcomes in 92% of the 25 studies they reviewed (112).
Presurgical somatization, depression, anxiety, and poor
coping tended to be predictive of a poor response to
treatment. Although these data suggest a possible cor-
relation between psychological status and the effect of
pain-related treatment, current empiric research has
yet to reveal a specific set of variables associated with
positive or negative outcomes. For example, contrary to
what might be expected, a study by Doleys and Brown

demonstrated that patients with mildly abnormal Min-
nesota Multiphasic Personality Inventory-2 (MMPI) per-
sonality profiles reported a higher percentage of im-
provement in pain after 4 years of IT therapy compared
with patients with a more “normal” MMPI (113). Thus,
patients should not be excluded based solely on such
findings without first considering other aspects of the
psychological evaluation. Furthermore, presuming the
existence of “predictors” assumes a standard set of out-
comes or goals for all patients, when in fact, the goals
are likely to vary for cancer versus noncancer pain and
for pain versus spasticity. Likewise, the treatment ap-
proach may vary based on the specific condition (eg,
severe CRPS type | or Il vs failed back surgery syndrome
or multilevel degenerative disc disease). To date, it also
appears more likely that one will identify characteristics
associated with “poor outcomes” than with “good out-
comes” (112, 114).

Although a detailed psychological assessment may
have limited prognostic value, the evaluation process
can be used to facilitate the initiation of appropriate
individualized treatment to properly prepare the pa-
tient for implantation and long-term treatment (109).
Targeted psychological/behavioral interventions can
often mitigate the impact of aberrant psychological is-
sues (ie, excessive reinforcement for maladaptive pain
behaviors) and create a patient with a more favorable
prognosis.

6.2 Strategies for the Psychological
Evaluation

With an estimated 75% of chronic pain patients
identified as having relevant psychological factors
(115), a focused pretrial psychological consult is often
beneficial. The primary goal of assessment—which usu-
ally includes a 1-hour clinical interview—is to develop
a functional patient description that offers context for
the pain behavior. Communication should transpire be-
tween the healthcare team, patient, and support per-
son. At least 2 studies have documented that significant
others tend to perceive outcomes of IT therapy differ-
ently than patients (116,117), and incorporating others
involved with the patient’s care into the assessment can
offer an alternative perspective from which to consider
the patient-provided information. The more vague or
ambiguous the patient is, the greater the need to iden-
tify appropriate and measurable functional goals and
consider a functionally oriented trial (118,119).

According to Williams and Epstein, psychological
factors most routinely assessed during a consult consist
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of psychiatric disorders, such as axis Il or personality
disorders; depression; substance abuse; secondary gain,
including litigation and workers’ compensation; and
motivation for receiving an implantable device (120).
Assessing the impact of mood disorders has received
more attention than the role of personality disorders.
The latter tend to be uncovered by the patient’s history,
via the clinical interview, psychological testing, or over
time in the course of the doctor-patient relationship.
The manner in which patients with personality disor-
ders—such as the hysterical, dependent, and border-
line—interact with the practitioner and office person-
nel can be very unsettling. Their predisposition toward
manipulation and their demand for attention and con-
trol can complicate every phase of treatment (107).

Issues of cognitive functioning gain relevance as
those who are cognitively impaired (eg, through de-
mentia, traumatic brain injury, Alzheimer’s disease) may
have difficulty identifying and communicating changes
in pain and may respond in a different manner to IT
therapy than patients who are not cognitively impaired
(115). Additional challenges associated with cognitive
dysfunction—including difficulty with comprehending
goals, expectations, and rationale for IT therapy—might
require supplementary education or closer involvement
of a support person (115).

6.3 Related Influences on the Psychological
Assessment

Patient beliefs and coping strategies may shape
positive or negative therapeutic outcomes by reveal-
ing the level of vulnerability to external influences on
pain management. Viewpoints related to more favor-
able results include 1) patient understanding of pain as
a multifactorial experience that can be affected by the
patient’s own attitudes and behaviors; 2) belief in the
effectiveness of exercising coping skills and acceptance;
and 3) active involvement in treatment-related decisions
(110). In contrast, individuals who tend to restrict the
pain experience to its physical characteristics or medical
cause and minimize the role of psychosocial factors are
more likely to experience negative outcomes (110).

Despite the value of measurable psychological
characteristics, clinical scenarios can exist in which the
severity of physiologic symptoms may take precedence
over psychological concerns. The demands of certain
conditions—such as a patient with CRPS manifesting a
very dystrophic, swollen, and hyperalgetic extremity—
may require a deviation from the widespread practice
of advancing from conservative to invasive pain man-

agement (121). Notably, it is also important to remain
vigilant over those patients lacking any significant mal-
adaptive or pathological psychological conditions, as
the future can be very unpredictable. Brief, but regu-
lar, post-implant office visits for the purpose of rein-
forcing and supporting positive changes may pay big
dividends.

6.4 Panel Recommendations

The panel recommends a pretrial or preimplan-
tation psychological consultation for patients with
chronic noncancer pain being considered for IT therapy.
However, the inability to have a specialist conduct the
psychological consult—whether due to geographic lo-
cation and/or resource limitations—is not an absolute
contraindication to device implantation. In such cases, it
will behoove the physician to become acquainted with
the relevant psychosocial issues and integrate these as
much as possible into the evaluation and treatment of
the patient. The evaluation should highlight character-
istics that may positively or negatively impact a trial or
long-term therapy. The potential influence of identified
psychological factors should be outlined to the patient
and significant other. Patients manifesting 1 or more of
the characteristics listed in “Contraindications for Im-
mediate Trial/Implant” of Table 3 should be considered
with great caution; individuals exhibiting attributes
outlined in “Indications to Proceed With Trial/Implant”
could be viewed as more appropriate candidates from
a psychological perspective. The psychological evalua-
tion should also assess the need for any pretrial, preim-
plantation, or postimplantation targeted psychological/
behavioral interventions determined to be potentially
beneficial in obtaining or sustaining a positive out-
come. A multidisciplinary approach to patient selection
should be undertaken wherever possible to account for
the multifactorial nature of pain and to avoid isolation
of the psychological components. The psychological
consultant should have some level of participation in
the preimplant trial and/or follow-up to evaluate the
utility of the assessment and help determine whether
the therapeutic goals have been achieved.

7.0 SocaL Issues

Although none are likely to represent an absolute
contraindication to IT therapy, a number of social issues
may be influential in the patient selection process. Pa-
tient demographics, activity level, insurance coverage,
compliance issues, and the potential for opioid abuse
are all likely to impact treatment outcomes.
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Table 3. Psychological Factors Influencing Patient Selection*

Contraindications for Immediate Trial/Implant

Indications to Proceed With Trial/Implant

« Untreated significant addiction

o Active psychosis with delusional/hallucinatory
components

« Major uncontrolled depression/anxiety

o Active suicidal or homicidal behavior

« Serious cognitive deficits

o Severe sleep disturbances

system

« Generally stable psychologically

Cautious

Effectively defensive

Moderate levels of self-confidence and self-efficacy

Realistic concern regarding “illness” and proposed therapy

Mild depression appropriate to the situation

Generally optimistic regarding outcome

Ability to cope with flare-ups, complications, and side effects appropriately
Appropriately educated regarding procedure and device

Supportive and educated family/support person

History of compliance and cooperativeness with previous treatment

Behavioral/psychological evaluation consistent with patient’s complaints and
reported psychosocial status

Comprehends instruction(s) and other information
Patient/significant other has appropriate expectation(s)

Patient able/willing to “tolerate” medication adjustments with drug delivery

*Based on experience and conjecture; not clinically or experimentally validated (74,79).

7.1 Healthcare Coverage and Patient
Compliance Factors.

The majority of commercial health insurers—as
well as Medicare/Medicaid and workers’ compensa-
tion programs—provide coverage for the IT modality
when utilized for approved indications, as intraspinal
analgesia is a FDA-approved, commercially available
treatment for intractable chronic pain. Since prior
authorization for treatment will likely be required,
it is necessary to confirm that a patient’s coverage
provides for both surgical implantation and ongo-
ing medication refills prior to initiating IT therapy.
A survey of 87 pain practitioners indicated that only
25% were satisfied with the reimbursement received
from private insurance companies and approximate-
ly 35% were satisfied with reimbursement received
from workers’ compensation plans; the vast majority
(90.5%) believed that reimbursement for filling, refill-
ing, and programming medication pumps was insuf-

ficient to cover practice costs (72). Thus, the patient’s
out-of-pocket expenses associated with treatment
will vary by plan and may be significant. The patient’s
willingness and ability to cover these expenses may
influence which individuals are suitable candidates
for treatment.

The capacity of the patient to comply with the
medication refill schedule is also a crucial component
of the IT therapy selection process. Initially, pump re-
fills and dose adjustments are required approximately
every 8 weeks; however, over time patients who de-
velop a tolerance to therapy may require refills more
frequently, possibly as often as every 4 to 6 weeks (74).
Only patients who are willing and able to maintain
their refill schedule—typically those who do not have
cognitive, psychological, or socioeconomic barriers and
who benefit from family support—should be selected
for treatment.
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7.2 Panel Recommendation.

Published research to date does not confirm a
direct link between social factors and outcomes of IT
therapy, and therefore, consideration of these factors
should not definitively support or contraindicate treat-
ment. Nevertheless, certain considerations may provide
insight into the potential effect and/or consequences of
treatment; these associated social issues should be care-
fully weighed during the patient selection process.

8.0 Prior THERAPY AND ITs ResuLTs

Pain management strategies are individually tai-
lored based on comprehensive evaluation of overall
health status and pain-related history (122). The pain
treatment continuum for chronic noncancer pain be-
gins with conservative options, such as exercise pro-
grams, meditation and relaxation techniques, and over-
the-counter pain medications (1,39). Subsequent steps
include adjuvant medications for treating neuropathic
pain, physical rehabilitation, somatic and sympathetic
neural blockade for specific pain conditions, cognitive
and behavioral therapies, and/or oral or other systemic
opioid medications (10,11,74). More aggressive options
are reserved for the small fraction of patients who do
not improve with more conservative measures and in-
clude spinal cord stimulation, spinal (IT) drug delivery,
and/or neurodestructive procedures (10,11,74). Patient
selection criteria for IT drug delivery system implanta-
tion—namely exhaustion of all attempts at treatment
of the underlying disorder responsible for the ongoing
pain, failure of less invasive therapies, and inadequate
effect or intolerable adverse effects with use of oral opi-
oids—reflect this step-wise therapeutic approach (74).
IT drug delivery in noncancer-related pain has been
studied in a limited number of controlled trials (54,123-
125)—many of which focus on the use of ziconotide or
ziconotide-morphine combination therapy—although
numerous observational studies suggest that IT drug
delivery with a variety of agents provides significant
pain reduction in certain patients whose chronic pain
fails to respond to more conservative management
(56,126).

Opioids can provide effective analgesia via many
routes of administration—oral, transdermal, and in-
travenous or neuraxial routes (epidural and IT)—and
the simplest effective route should be employed. Yet,
chronic opioid therapy in the long-term management
of noncancer-related pain remains controversial (127-
129). Advocates point to long-term efficacy and im-
provement in function in patients with chronic pain-

ful conditions, including low back pain (47), whereas
opponents cite difficulties in prescribing these drugs
over extended periods of time (130). The traditional
paradigm for opioid treatment is based on cancer pain
management (130). In this approach, patients with sig-
nificant chronic pain are given a long-acting opioid for
continuous analgesia, as short-acting opioids may cause
fluctuations in pain control.

Nearly every available opioid has been used success-
fully in treating chronic low back pain, including short-
acting agents (eg, hydrocodone, oxycodone), alone or
in combination with ibuprofen or acetaminophen, and
long-acting agents (eg, methadone, transdermal fen-
tanyl, controlled-release oxycodone) (131-133). Oral
or transdermal opioids are the most commonly used
agents, and an estimated 80% to 90% of patients with
chronic noncancer pain attain adequate pain control
with these therapies (10,11,65). However, there remains
a small, but significant, percentage of chronic pain pa-
tients who do not achieve effective pain relief with tra-
ditional regimens.

Intolerable adverse effects—another common
drawback of systemic opioids—are more likely to occur
at higher dosages, and therefore, can be problematic
for patients requiring dose escalation to achieve ade-
quate pain control. Commonly reported adverse effects
include gastrointestinal distress (eg, nausea, vomiting,
constipation, diarrhea) (117); impaired cognition (eg,
memory lapses, confusion) (117); urinary retention or
incontinence (117); pruritus (75); interference with the
touch sensation (74); impaired motor function and sym-
pathetic reflexes (74); and central nervous system (CNS)
conditions, such as drowsiness or cloudiness (74). Clini-
cal experience suggests that higher opioid doses may
also produce a greater-than-normal sensitivity to pain,
possibly as a result of increased stimulation of the CNS
that does not occur with lower opioid dosages (75).

There are no studies that directly address the cor-
relation between response to systemic opioids and sub-
sequent response to IT therapy for the management of
noncancer pain. Clinical experience and extrapolation
from the extensive experience with treatment of can-
cer pain suggests successful pain relief can be achieved
in patients with a previous history of poor pain relief
or adverse reactions with systemic opioids (15,134).
Greater efficacy with IT therapy as compared with sys-
temic treatment may stem from the direct application
of agents close to their site of action at the spinal dorsal
horn (135,136). IT administration also allows for a vari-
ety of medications to be administered as monotherapy,
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including nonopioid formulations, or in various ad-
mixtures; if morphine is ineffective or has intolerable
adverse effects, the physician may attempt a course of
another opioid (eg, hydromorphone, fentanyl, or suf-
entanyl) or a “cocktail” combining agents from differ-
ent drug classes (eg, an opioid plus bupivicaine) (15).

8.1 Panel Recommendation.

For patients with chronic noncancer pain, a step-
wise approach to therapy in which treatment begins
with the least aggressive approach and progresses only
when therapy fails to safely provide adequate analge-
sia is recommended. Most often the advancement to
IT therapy is warranted when more conservative treat-
ment options have failed; however, a more aggressive
approach may also be necessary in patients with dif-
ficulty managing their medications or for individuals
with certain comorbid conditions (eg, morbid obesity
or sleep apnea) for whom the use of oral opioids has
the potential for detrimental adverse effects.

A direct correlation between response to systemic
opioids and subsequent response to IT therapy has not
been clearly established; nonetheless, uncontrolled tri-
als and clinical experience suggest that patients who
achieve a 50% or greater reduction in pain with sys-
temic opioids are likely to achieve a therapeutic benefit
with IT therapy (10,11), accompanied by a lower rate of
adverse effects. The spinal dorsal horn is rich in recep-
tors and ion channels that modulate pain. It is reason-
able to assume that combination spinal drug delivery is
likely more effective than systemic analgesic therapy;
however, there is no literature to support this. In ad-
dition, there is no literature to support the predictive
value of response to systemic nonopioids when admin-
istered spinally.

9.0 SpPinAL AND AnATOMICAL TECHNICAL
FAcTORS

Safe and efficient access to the anatomical region
of the spine is an indispensable procedural element
of IT drug delivery device implantation and outcome
management (137). However, recommended catheter
insertion at the L2-3 or L3-4 level can be complicated by
unique patient profiles and histories (138); disease pa-
thology, inherited or acquired medical characteristics,
and associated anatomic variations in the spine require
perioperative consideration to optimize surgical tech-
nique and device placement (137). Metastatic involve-
ment or occult pathology in the spinal column (88), ar-
thritis in the joints, paraplegia, spasticity, and scoliosis

may impose restrictions on ideal patient positioning for
the procedure, thereby requiring the determination of
an alternate position to avoid compromising sterility
and patient safety (137). Fluoroscopy should be used in
a compensatory effort to correct any residual anatomic
tilt (137). Anatomic variation may also impede recom-
mended redirection of the catheter to the IT space for
the final tip position (137). Furthermore, abnormal
anatomy may obscure recognition of the pressure gra-
dient between the epidural space and the spinal fluid
(137).

Arterial blood supply, CSF bulk flow, and diffusion
through the dura and meninges characterize anatom-
ic factors that could influence therapeutic outcomes
through the uptake and delivery of IT agents (137). At
this time, no firm recommendations can be made on
optimum catheter tip location. However, if there is
poor CSF return at the time of placement, consideration
should be given to perform a radionucleotide study (In-
dium) to assess CSF distribution. Previously described
disparities in nerve root size and volume also impact
response to IT agents (137).

The panel recognizes the influence of a wide ar-
ray of spinal and anatomic considerations on the pa-
tient selection process and encourages comprehensive
review of physical attributes to ensure preimplantation
identification of potential technical challenges.

10.0 TecHnicAL Factors: DEevice-RELATED
LimiTATIONS

There are a number of technical concerns that must
be considered when selecting a patient for treatment
using IT drug therapy. Most notable is the size of the
IT pump and the subcutaneous position and route that
the tunneled catheter will take during surgical place-
ment. Before the procedure, the patient must clearly
understand the size and location of the proposed pock-
et for the IT pump. Most devices are large, and the only
region suitable for placement is the left- or right-lower
quadrant of the abdomen (88). However, in patients
with an overhanging panniculus, higher placement
may be necessary. It is important to mark the pump lo-
cation while the patient is in the sitting position for op-
timum placement. Special care must be taken to avoid
proximity to the anterior rib or iliac crest, which can
cause painful contact of the pump with the structures,
even after complete healing of the surgical incisions
(88). Placement can be complicated by extensive scar-
ring caused by prior abdominal surgery. The presence
of a colostomy or other enterocutaneous ostomy must
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be carefully considered when selecting the position for
creation of the pump pocket. The presence of ongo-
ing infection or significant skin breakdown anywhere
along the course of the proposed position for the tun-
neled catheter is a relatively strong contraindication to
placement (83). Minor variations in the depth of the im-
plant site are appropriate based on weight ranges, with
special consideration to maintain pump accessibility for
required refills (88); the pump may be implanted within
the mid-fat plane of the lower quadrant of the abdo-
men or directly over the anterior fascia of the rectus ab-
dominis muscle to accommodate for variation in body
habitus of individual patients (88). It is necessary to se-
cure the pump with suture to prevent rotation. Fascia
is the optimum tissue for securing the pump; however,
if the pump is placed in the mid-fat plane, it can be su-
tured to the fat, as scar tissue will form rapidly around
the sutures and pump, securing the device in place.
The use of IT drug therapy is technically challeng-
ing and relies on an understanding of the pharmacol-
ogy of IT opioids and proper use of the infusion device.
The role of the individual practitioner is critical in en-
suring safe use of IT opioid therapy. A recent large-scale
epidemiology study has established that there is excess
mortality associated with the use of IT opioid therapy
for the treatment of noncancer pain (139). Every prac-
titioner using IT therapy must understand that there is
risk of fatality, particularly soon after implantation. In
the absence of data to guide practice, we must adopt
a commonsense approach. It seems logical that practi-

tioners can minimize their contribution to this risk by
considering the factors outlined in Table 4 (66). A work-
ing knowledge of possible device malfunctions is also
crucial for clinicians to anticipate potential mechanical
failures, many of which can result in serious adverse ef-
fects (Table 5) (140).

11.0 Economic FACTORS

Pain affects a staggering number of individuals in
the United States each year. An estimated 76.5 million
adults 20 years of age or older report having experi-
enced pain that lasted more than 24 hours, a number
that exceeds the combined incidence of diabetes, coro-
nary heart disease, stroke, and cancer (141). Approxi-
mately 15% to 25% of adults report having chronic
pain—commonly defined as pain that persists for 6
months or longer—at any given time; in patients older
than 65 years of age, the prevalence escalates to 50%
(10,11,142). The economic consequences of chronic
pain are also substantial, amounting to an estimated
$100 billion annually in direct and indirect costs (141).
Although the clinical and economic effects of intrac-
table pain undoubtedly warrant proper treatment, the
most appropriate and cost-effective method of therapy
is often less clear. Systemic opioid administration is pre-
ferred over more invasive intraspinal modalities (74),
since oral and intravenous opioid regimens are not as-
sociated with surgery-related adverse effects (eg, post-
operative infection, wound infection, meningitis, and
postdural puncture headache) and allow for a lower

Table 4. A “Commonsense Approach” to minimizing the risk of mechanical failure and adverse effects with it therapy.

1. Initiate IT therapy with a safe starting dose, even if the dosage is insufficient to provide effective pain relief
2. Avoid use of concomitant CNS depressants in the immediate post-implantation period

3. Gain an expert understanding of the IT drug pump, its construction, and proper programming

4. Personally oversee all aspects of the initial programming

5. Avoid use of excessively concentrated solutions during initiation of therapy to minimize the delay in onset of drug effects associated with

slow infusion rates

6. Routinely calculate when new drug will first enter the IT space and warn the patient and their caregivers to be most vigilant during this

interval of time

7. Avoid the use of conversion tables to determine the initial starting dose, as doses that are calculated at equal analgesic amounts from
standard conversion tables have no support in the literature and may be lethal

IT = intrathecal; CNS = central nervous system.

Adapted from Falco et al (31). Systematic review of diagnostic utility and therapeutic effectiveness of cervical facet joint interventions.

Pain Physician 2009; 12:323-344.
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Table 5. Summary of Potential Pump Failures.

* Catheter pump misconnection

* Loss of pump propellant
o Can manifest as an excessive or reduced drug delivery rate

* Gear shaft wear and motor stall

* Leakage of infused drug

* Displacement of IT catheter
0 May result in a local hygroma caused by CSF leakage

¢ Kinking of IT catheter

* Obstruction by IT catheter tip fibroma or fibrous sheath
o May be related to increasing doses/concentrations of opioids

IT = intrathecal; CSF = cerebrospinal fluid.

0 May occur in the immediate postoperative period, but can also be delayed in onset

o Results in a range of symptoms, from overdose to acute withdrawal adverse effects

o Leads to symptoms of drug underinfusion, not always accompanied by an alarm

0 May occur at the catheter-pump connection in either the immediate postoperative period or with some delay
o Can be caused by a needle piercing the catheter wall; infiltration of an additional local anesthetic utilized when closing the incision site;
trauma to the catheter by self-retaining or hand-held “cat’s paw” retractors; or kinking of catheter in close proximity to the pump

o Can occur anywhere from the pump to the catheter receiving device alongside the spine
o Complicates and/or prevents attempts to aspirate CSF or inject via the pump side

o Associated with decreased analgesic effect, new back pain, withdrawal symptoms, and/or potential for neurologic adverse effects

Adapted from Pergolizzi et al (104). Opioids and the management of chronic severe pain in the elderly: consensus statement of an international
expert panel with focus on the six clinically most often used World Health Organization step III opioids (buprenorphine, fentanyl, hydromor-

phine, methadone, morphine, oxycodone). Pain Pract 2008;8:287-313.

initial expenditure (74). Yet, for patients who require a
more aggressive approach to therapy, implantable drug
delivery systems may provide a cost savings when used
to maintain long-term analgesia.

Economic factors greatly influence treatment
choices and can potentially prevent the implementa-
tion of effective therapy. According to a 2009 survey
of healthcare practitioners who actively utilize implant-
able drug devices, 40.5% of respondents identified the
cost of pump implantation as the greatest economic
barrier to providing IT therapy (72). Drug and refill fees
were also an important deciding factor, considered to
be the greatest deterrent to IT delivery by 34.5% and
25% of respondents, respectively (72). In fact, 87.2%
of those surveyed believed the cost of IT agents to be
at least somewhat important during the patient selec-
tion process (72). Other economic considerations may
also interfere with patient access to therapy, including
issues related to reimbursement and out-of-pocket ex-
penses (72).

Several analyses have been performed to deter-
mine the cost of treatment with an implantable de-

vice, as compared with more conservative therapeutic
approaches; however, these studies date back 10 to 20
years, and thus the data are not contemporary. None-
theless, there is limited evidence suggesting that IT
therapy is a cost-effective option (143-145). Using pa-
tient hospital financial service records and homecare
vendor quotations, an early analysis by Bedder et al of
20 chronic pain patients determined the total 6-month
cost of utilizing an exteriorized system to be roughly
$22,000 compared with an approximate total cost of
$18,000 for drug delivery via an implantable device
(143). Although cost of treatment at 3 months was simi-
lar for both systems, researchers reported that the cost
benefits accrued to the implantable device during long-
term therapy (up to 12 months) (143). A 1997 analysis by
de Lissovoy et al of a large simulated cohort of patients
with failed back surgery syndrome (N = 1000) evaluated
the cost-effectiveness of IT therapy compared with al-
ternative medical management over the course of 36 to
60 months (144). Factoring in expenses associated with
managing adverse effects and the price of pump re-
placement due to battery depletion or mechanical fail-
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ure, the cost of IT therapy through a 60-month period
was found to be lower than standard medical manage-
ment ($82,893 vs $85,186, respectively) (144). Research-
ers reported a similar cost savings in patients utilizing IT
therapy for up to 5 years (145).

In the absence of more recent cost analyses, the fol-
lowing example has been developed to provide a more
current look at cost issues relating to IT therapy. This
model examines the cost of providing analgesia with
high- or low-end IT monotherapy—as compared with
a brand name or generic oral regimen—assuming that

all regimens provide equal efficacy. Based on the cost
of monotherapy, Prialt® was selected as the high-end
IT treatment and morphine was chosen as the low-end
IT therapy. Clearly, patients often require combination
therapy to achieve analgesia and many physicians now
use IT admixtures in clinical practice; in relation to this
model, the cost of most combination therapies will fall
between that of Prialt® monotherapy and morphine
monotherapy. Table 6 outlines the average cost per
month for therapy with IT Prialt®, IT morphine, an oral
brand name drug regimen, and an oral generic drug

Table 6. Cost comparison of a high-end and a low-end it medication versus a brand name oral drug regimen and generic drug regi-

men (months).*

Ti . Time
Drug Regimen and (mmlltlll:; 130 Average Drug Regimen and (months/30 Average
Dose Cost (%) Dose Cost (%)
days) days)
IT Prialt® 0 0 Oral Brand Name Regimen 0 0
1 781.20 1 2856.00
2 1562.40 2 5712.00
3 2343.60 3 8568.00
Average dose 4 mcg/day 4 3124.80 OxyContin® 80 mg TID 4 11,424.00
in 20-mL Medtronics o
;ump o 5 3906.00 Percocet® 10/325 mg 5 14,280.00
8x day
Medicare 12278 uni 6 4687.20 Lyrica® 150 mg BID 6 17,136.00
e e oot 7 5468.40 Cymbalta® 60 mg QD 7 19,992.00
measure billing per 1 - Klonopin® 1 mg BID 774
mee 8 6249.60 Ambien® CR 12.5 mg 8 22,848.00
ASP + 6% = $6.51/mcg 9 7030.80 QHS 9 25,704.00
10 7812.00 10 28,560.00
11 8593.20 11 31,416.00
12 9374.40 12 34,272.00
IT Morphine 0 0 Oral Generic Regimen 0 0
1 50.94 1 318.00
2 101.88 2 636.00
3 152.82 3 954.00
Average dose 6 mg/day 4 203.76 4 1272.00
in Medtronics 20-mL B
m 5 254.70 Methadone® 10 mg QID 5 1590.00
pump Oxycodone® 15 mg QID
. . 6 305.64 Gabapentin® 400 mg 6 1908.00
Medicare J2275 unit QID
measure billing per 10 7 356.58 Desipramine® 10 mg TID 7 2226.00
mg 8 407.52 Trazodone® 50 mg QHS 8 2544.00
ASP + 6% = $2.83/10 mg 9 458.46 9 2862.00
10 509.40 10 3180.00
11 560.34 11 3498.00
12 611.28 12 3816.00
*Based on experience and conjecture; not clinically or experimentally validated. IT = intrathecal; ASP = average sales price.
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Table 7. Cost Comparison of a high-end and a low-end it medication versus a brand name oral drug regimen and generic drug regi-

men (years).*

Ti A .
Drug Regimen and Dose e verage Drug Regimen and Dose Time Average
(years) Cost (%) (years) Cost (%)

IT Prialt* 0 0 Oral Brand Name Regimen 0 0
1 9374.40 1 34,272
2 18,748.80 2 68,544
3 28,123.20 3 102,816

Average dose 4 mcg/day in 20-mL e

Medtronics pump 4 37,497.60 Oxycontin® 80 mg TID 4 137,088
5 16.872.00 Percocet® 10/325 mg 8x day 260

,872. ia® 5 171,
Medicare J2278 unit measure billing Lyrica 15? mg BID
per 1 meg 6 56,246.40 Cymbalta® 60 mg QD 6 205,632
Klonopin® 1 mg BID

7 65,620.80 i ° 7 239,904

ASP + 6% = $6.51/mcg Ambien CR® 12.5 mg QHS
8 74,995.20 8 274,176
9 84,369.60 9 308,448
10 93,744.00 10 342,720

IT Morphine 0 0 Oral Generic Regimen 0 0
1 611.28 1 3816
2 1222.56 2 7,632
3 1833.84 3 11,448

Average dose 6 mg/day in Medtronics

20-mL pump 4 2445.12 Methadone® 10 mg QID 4 15,264
5 3056.40 Oxycodone® 15 mg QID 5 19,080

Medicare J2275 unit measure billing Gabapentin® 400 mg QID

per 10 mg 6 3667.68 Desipramine® 10 mg TID 6 22,896
7 4278.96 Trazodone® 50 mg QHS 7 26,712

ASP + 6% = $2.80/10 mg
8 4890.24 8 30,528
9 5501.52 9 34,344
10 6112.80 10 38,160

*Based on experience and conjecture; not clinically or experimentally validated. IT = intrathecal; ASP = average sales price.

regimen; Table 7 provides projected expenses for each
regimen when utilized over 10 years (146-149).

As previous analyses have demonstrated, IT therapy
is associated with relatively high initial costs for device
implantation, as well as monthly fees for pump refill-
ing and/or reprogramming, regardless of which agent
is administered (Tables 8-10) (143-149). Yet, even after
factoring in these added expenses, IT delivery of either
Prialt® or morphine is less costly than a brand name
oral regimen. As Figure 2 demonstrates, the cost of an
oral brand name regimen exceeds that of IT morphine
after 7 months of treatment; after 10 months, IT Prialt®
is also found to be less expensive than brand name oral
therapy (146-151). After 10 years of treatment, brand
name oral therapy remains the most costly option (Fig.
3) (146-151). Generic oral therapy represents the least

expensive treatment option when compared with a
brand name oral regimen or IT drug delivery regardless
of the length of treatment (146-149); however, the use
of only oral generics in clinical practice is rarely done.
Instead, treatment with IT morphine may provide a
comparable alternative to the least costly generic oral
therapy.

Notably, the data used in this example are based
on IT therapy with a programmable drug delivery sys-
tem, as opposed to a constant flow device. At present,
the US market largely utilizes programmable pumps be-
cause they provide a high level of patient satisfaction
by allowing for dose adjustments that correspond with
pain fluctuations (62,152). Medicare reimbursement
varies for programmable and constant flow devices,
thus costs may be different depending on the pump
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Table 8. Initial pump expense and monthly refill costs.*

Initial Pump Expense
Procedure Physician Reimbursement ($) Clinic Reimbursement ($) Cost (%)
Screening test 89 474 563
Catheter insertion 365 2777 3142
Pump placement 384 12,282 12,666
Monthly Refill Cost
Procedure Physician Reimbursement ($) Clinic Reimbursement ($) Cost (%)
Refill 87 188 275
Pump reprogramming 51 163 214
TOTAL 489
*Based on experience and conjecture; not clinically or experimentally validated. IT = intrathecal; ASP = average sales price.
Table 9. Monthly costs, including initial pump cost and refills.*
. Time Average Time Average
Drug Regimen and Dose (months/30 Cost (5) Drug Regimen and Dose (months/30 Cost §
days) days) ®)
IT Prialt® 0 16,371.00 IT Morphine 0 16,371.00
1 17,641.20 1 16,910.94
2 18,911.40 2 17,450.88
3 20,181.60 3 17,990.82
Average qose 4 mcg/day in 20-mL 4 21,451.80 Average dose 6 mg/day in Medtron- 4 18,530.76
Medtronics pump 5 22.722.00 ics 20-mL pump 5 19,070.70
Medicare ]2278 unit measure billing 6 23,992.20 Medicare J2275 unit measure billing 6 19,610.64
per 1 mcg per 10 mg
7 25,262.40 7 20,150.58
ASP + 6% = $6.51/mcg 8 26,532.60 ASP + 6%= $2.83/10 mg 38 20,690.52
Refills performed once a month 9 27,802.80 Refills performed once a month 9 21,230.46
10 29,073.00 10 21,770.40
11 30,343.20 11 22,310.34
12 31,613.40 12 22,850.28

*Based on experience and conjecture; not clinically or experimentally validated. IT = intrathecal; ASP = average sales price.

used. Additionally, this cost comparison assumes that
no supplemental oral medications were added to the IT
models. Although there are potential advantages from
both a clinical and economic standpoint to minimiz-
ing oral opioids following internalization—especially
if the pain areas targeted by the oral agents overlap
with those treated with IT therapy—many patients who
are implanted with an IT pump continue to require 1 or
more oral medications to maintain effective analgesia.

This expense must be considered when assessing the
potential impact of long-term intraspinal drug adminis-
tration; if the patient continues with their oral regimen
while utilizing an implantable drug delivery system,
then the cost of the oral agents would be additive.

11.1 Panel Recommendations.
Chronic pain management should always follow a
step-wise approach—progressing to a more aggressive
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Table 10. Yearly costs, including initial pump and refills. *

i Ti A
Drug Regimen and Dose Time Average Drug Regimen and Dose e verage
(years) Cost (%) (years) Cost (%)
IT Prialt® 0 0 ||| IT Morphine 0 0
1 31,613.40 1 22,850.28
2 46,855.80 2 29,329.56
3 62,098.20 3 35,808.84
Average dose 4 mcg/day in 20-mL 4 77,340.60 || Average dose 6 mg/day in Medtronics 4 42,288.12
; 20- mL
Medtronics pump 5 92,583.00 ol pump 5 48,767.40
Medicare J2278 unit measure billing 6 Medicare J2275 unit measure billing 6
per 1 mcg (including per 10 mg (including
a pump 120,491.40 a pump 67,912.68
ASP + 6% = $6.51/mcg replacement ASP + 6% = $2.83/10 mg replacement
$12,666) Refills performed once a month $12,666)
Refills performed once a month 7 135,733.80 7 74,391.36
8 150,976.20 8 80,871.24
9 166,218.60 9 87,350.52
10 181,461.00 10 93,829.00

*Based on experience and conjecture; not clinically or experimentally validated. IT = intrathecal; ASP = average sales price.
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Fig. 2. Cost comparison of 2 intrathecal medications to an oral brand name medication regimen and an oral generic medication

treatment as necessary—while considering associated
financial cost. For those who meet all patient selection
criteria for IT therapy, an implantable drug delivery sys-
tem may offer an alternative method to maintain pain
relief without necessarily increasing the cost of care.

However, even an appropriately selected patient will
have poor outcomes if they are not properly managed,
which will negate any potential cost benefit associated
with IT delivery.
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Fig. 3. Cost comparison of 2 intrathecal medications to an oral brand name medication regimen and an oral generic medication

12.0 PuarmAcoLoGic IssUEs

To optimize IT therapy, management of pain and
adverse effects often requires combinations of drugs to
achieve appropriate analgesia. In addition, patient-cen-
tered treatment regimens typically seek to reduce the
number of pump refills, as this minimizes not only cost
and inconvenience, but also risk of infection associated
with the refill process. To accomplish this, IT drugs are
frequently used at higher concentrations than are com-
mercially available. As a result, clinicians tend to rely on
compounding as a means of providing individualized IT
formulations.

Drug compounding is the mixture or modifica-
tion of ingredients to prepare a specialized medication
for clinical use. It includes dilution, reconstitution, ad-
mixture, repackaging, and many other manipulations
of sterile products. Although compounding for many
delivery routes may pose a minimal threat to patient
safety, improperly prepared or contaminated drugs
intended for direct administration into the CNS could
have catastrophic effects and are considered high risk.
It is, therefore, essential that clinicians and pharmacists
alike understand the drugs, preservatives, and other
excipients used in formulating these preparations and
that they observe proper compounding procedures at
all times.

13.0 SAFeTy CONSIDERATIONS

At present, preservative-free morphine sulfate
(Infumorph®, Baxter; Astramorph®, AstraZeneca) and
ziconotide (Prialt®, Elan) are the only drugs approved
by the FDA for IT therapy (153-155). IT morphine is of-
ten prescribed in concentrations that exceed commer-
cially available preparations (25 mg/mL) and thus re-
quires modification prior to IT use (15). Morphine and
ziconotide can also be used in combination with other
drugs—such as clonidine, hydromorphone, bupivicaine,
gabapentin, and fentanyl—when monotherapy is inad-
equate (15). To ensure safety and efficacy, prescribing
physicians and compounding pharmacists must consid-
er a number of critical parameters, including compat-
ibility, concentration and solubility, tonicity, stability,
and sterility.

13.1 Compatibility.

Many of the commercially available drugs that are
FDA-approved for other injectable routes are not com-
patible for IT use due to the presence of preservatives
or other excipients that may be neurotoxic. Benzyl al-
cohol, phenol, formaldehyde, and methylparaben pre-
servatives are all reported to be neurotoxic when used
intrathecally (156,157). Based on case reports, acetate
buffers, ethanol concentrations of 10% or greater, pH
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levels below 4 or above 9, and certain drug products
may also be unsuitable for IT use (158). Neurologic com-
plications have been identified following the use of IT
drugs containing trace contaminants (159). To ensure
that IT therapies are free of potentially dangerous in-
gredients, both the prescribing physician and the com-
pounding pharmacist should be aware of all formula-
tion components, particularly for admixtures, where
the ingredients of each component drug must be taken
into account.

13.2 Concentration and Solubility.

As part of the FDA approval process, drugs are com-
monly tested at varying concentrations, and the safety
of a drug must be demonstrated at concentrations that
exceed the final approved strength. However, to maxi-
mize the interval between pump refills, drugs used for
long-term IT therapy may be compounded at concen-
trations exceeding the approved strength. One must
carefully consider the safety of administering higher
concentrations of drug to the IT space, where the mar-
gin of neurotoxicity safety may be narrow (62).

Compounding drugs at higher concentrations may
also lead to precipitation. It is vital that known solu-
bility limits be observed when high-concentration for-
mulations are prepared. Because solubility is also af-
fected by temperature, formulations must be prepared
at temperatures that do not exceed body temperature
to prevent precipitation of oversaturated solutions.
Furthermore, solubility decreases when drugs are com-
bined, and data regarding the solubility of drugs in ad-
mixtures are limited. Finally, drug efficacy and solubility
are affected by pH (160) and by the presence of ions
such as chloride (62), both of which differ from drug to
drug. Thus, careful attention must be paid to a num-
ber of factors that can affect drug concentration and
solubility.

13.3 Tonicity.

Ideally, IT drug solutions should be isotonic to the
CSF (approximately 300 mOsm/L) (15,62,161) to main-
tain equilibrium in the IT space. The overall tonicity of
a compounded drug depends on the sum of its compo-
nents, and the ability of CSF movement to compensate
for deviations in tonicity depends, in part, on the flow
rate of the pump (62). To achieve satisfactory tonicity
for high-concentration formulations and for drug ad-
mixtures, sterile preservative-free water may be more
appropriate as a vehicle than sterile saline (62).

Table 11. Criteria for selecting a compounding pharmacy
(6,125)

Facility must be immaculately clean and maintain high stan-
dards for air quality

Pharmacists and other personnel should be trained in aseptic
principles and practices

Pharmacists and other personnel must have a thorough under-
standing of sterilization and solution stability principles

Solutions should be compounded in accordance with the United
States Pharmacopoeia and American Society of Health-System
Pharmacists standards

13.4 Stability.

The effort to minimize refills by increasing drug
concentrations and increasing reservoir volumes raises
the issue of drug stability. Drugs used for long-term
therapy via an IT pump must remain stable at body tem-
perature for months; however, stability data are lacking
for most IT agents (with the exception of morphine),
and the effects of drug admixtures on the stability of
their individual components are poorly understood
(62).

13.5 Sterility.

The consequences of administering a nonsterile
drug into the IT space are obvious, and CNS infections
following pump implantation have been linked to com-
pound formulations (84,162). To ensure the quality and
safety of IT preparations, compounding should be per-
formed in immaculately clean facilities that maintain
high standards for air quality; it is also essential that
compounding pharmacists have a thorough under-
standing of aseptic procedures (Table 11) (15,161).

14..0 RecuLATORY CONSIDERATIONS,
STANDARDS, AND GUIDELINES

The practice of pharmacy is regulated at the state
level, although certain aspects of compliance are over-
seen by the FDA (163-165). FDA regulation of com-
pounding pharmacy is a controversial issue that re-
volves around the effort of physicians and pharmacists
to ensure patient access to individualized therapies on
the one hand, and the FDA's view that all compounded
drugs are new agents and thus unsafe without full test-
ing on the other hand. For reasons of time and expense,
the use of individualized therapies often precludes
complete safety trialing. Compounding pharmacies at
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present are exempt from many FDA regulations that
apply to drug manufacturing, but must remain state-
compliant and are limited to compounding drugs pur-
suant to valid prescriptions for individual patient needs.
They are not allowed to engage in large-scale “manu-
facturing” for future or unidentified patients. Several
of the FDA's concerns regarding drug compounding are
particularly relevant for IT therapy, specifically those
pertaining to the use of higher-than-approved drug
concentrations and the compatibility and stability of
compounded drug admixtures.

Standards and guidelines for pharmaceutical
compounding practices have been established by the
United States Pharmacopoeia (USP) and the American
Society of Health-System Pharmacists (ASHP), both of
which provide frequent revisions and updated bulletins
online (166-168). Many of the USP and ASHP guidelines
pertain to the assurance of sterility. These agencies de-
fine 3 risk levels for compounded sterile products (CSPs)
based on the probability of microbial or foreign mate-
rial contamination (166-168). Current guidelines assign
the highest risk level (Level 3) for all “CSPs that lack
effective antimicrobial preservatives” (166-168). Since
preservatives are contraindicated for IT use, all IT drugs
are classified as high risk. The preparation of CSPs is
covered in depth in USP General Chapter <797>, Phar-
maceutical Compounding—Sterile Preparations (168).

In addition, Polyanalgesic Consensus Guidelines
(15,161) have been established based on extensive lit-
erature reviews and expert panel discussions. These are
invaluable resources to the practicing pain physician, as
they address clinical and preclinical data for specific IT
drugs; provide rationale for drug selection, dosage, and
concentration; and offer considerations for compound-
ing above and beyond the USP and ASHP guidelines.

15.0 InTRATHECAL THERAPIES TRIALING

Implementation of an IT therapy trial typically serves
as a final step in the patient selection process due to cur-
rent insurance requirements (eg, Medicare) and wide-
spread physician practices. Traditionally, patient response
to analgesic administration during a trial has been used
to determine the potential pain relief from IT therapy
and to gauge patient level of commitment to treatment.
Despite immediate short-term benefits, the value of a
trial as an accurate predictor of subsequent IT therapeu-
tic success or failure is difficult to corroborate. Trialing as
an extrapolative screening tool for IT therapy requires
close examination of how effectively the process deter-
mines who should or should not receive IT therapy.

15.1 Trialing Methodologies.

Although IT trialing is commonly utilized prior
to device implantation, the methods and locations
in which testing is performed vary greatly. Screening
techniques are implemented via epidural or IT deliv-
ery, with the selected treatment administered through
single injection, multiple injections, or continuous in-
fusion. A trialing method is determined largely based
on the patient’s overall condition, the physician’s pref-
erence, availability of facilities, practice environment,
and insurance/Medicare coverage provided (47,121). An
evaluation of the National Outcomes Registry for Low
Back Pain found that most trials were performed at a
hospital as an inpatient procedure (72%), as opposed
to an outpatient procedure in a hospital or ambula-
tory surgery center (16% and 12%, respectively) (47).
More than half of the trials in this report utilized a con-
tinuous epidural infusion, and the majority of patients
received only morphine (47). Results showed that the
mean trial duration was 3.5 + 5.4 days (47). Importantly,
there is no published data to support the use of one
screening technique over another; each trialing meth-
od has unique advantages and disadvantages, and the
clinician must decide, which technique—if any—is best
suited for the patient (Table 12).

15.2 Reassessing Trial Goals.

The goal of a trial is to assist clinicians in the iden-
tification of appropriate candidates for IT therapy. Posi-
tive quantitative or qualitative patient response to an
IT opioid trial has routinely been thought to translate
into successful long-term IT therapy. Trial success has
traditionally been set at 50% or greater improvement
in pain score, although standards for trial failure have
been less concrete (10,11). A trial measures pain relief
using an accepted tool, such as the visual analog scale,
compared against baseline measurements to assess pat-
terns of response and indications of adequate pain re-
duction—with minimal incidence of intolerable adverse
effects—to help qualify the patient for pump implan-
tation (10,11). The historical perspective on trial goals
was originally shaped by a limited array of approved IT
opioid agents (primarily morphine) and arbitrary end
points related to their pharmacologic effects. However,
advances in pain practice attributable to novel nono-
pioid IT agents have broadened treatment strategies
and devalued the relationship between opioid trial re-
sponse and long-term benefit (169). Furthermore, dis-
crepancies among comparative pain relief data associ-
ated with opioid trial agents and other drug classes or
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Table 12. Screening trial methods: advantages and disadvantages

Single Injection Multiple Injections

Continuous Infusion

Epidural Intrathecal Epidural Intrathecal Epidural Intrathecal No Trial
Low cost Low cost No PDPH Can use pla- | No PDPH Mimics chronic No cost
2 cebo control drug infusion
20 | Minimal time Minimal time Can use placebo Less placebo No time
é commitment commitment control response Less placebo commitment
5 response
< | No PDPH No possibility for
placebo response
High placebo High placebo Systemic drug | PDPH may High cost High cost Many insurers will
response response effect interfere with not cover device
trial Systemic drug Labor intensive implantation with-
Systemic drug PDPH may Does not mimic effect out first conducting
effect interfere with chronic drug Does not PDPH may inter- a preoperative trial
trial infusion mimic Labor intensive fere with trial
2 Does not mimic chronic drug
%0 | chronic drug Does not mimic infusion Does not mimic Risk of infection
£ | infusion chronic drug chronic drug
—§ infusion infusion Many insurances
. do not cover home
A Risk of infection infusion (includ-
ing Medicare for
Many insurances noncancer pain)
do not cover home
infusion (includ-
ing Medicare for
noncancer pain)

PDPH = postdural puncture headache.

combinations difficult to use in trial settings heighten
the ambiguity of trial goals (170).

Trends in pre- and post-implantation responses are
frequently examined in the literature in an attempt to
characterize the role of IT trials in the patient selec-
tion process. Limited data suggest that IT trials pre-
dict outcomes; the only evidence that suggests there is
predictive value comes from retrospective studies. For
instance, in a retrospective study of 29 patients with
noncancer pain, 86% of patients reported their pain
relief to be better or excellent in comparison with their
trial experience during a mean follow-up period of 31
months (117). In another retrospective study of 86 pa-
tients with noncancer pain undergoing opioid trials,
Dominguez et al identified possible patient trends in re-
sponsiveness during trials that were predictive of long-
term IT requirements post-implantation (171); however,
lack of similar studies prevents this retrospective study
from generalizing all trials as useful predictive steps.
Furthermore, studies do not consistently demonstrate a
positive relationship between a successful trial and sub-
sequent therapeutic success. In a prospective study of

18 patients with noncancer pain, all subjects achieved
a pain decrease of greater than 50% during trial with
IT morphine or sufentanyl; yet, following implanta-
tion, 39% of the same patients experienced no pain
reduction during a mean follow-up time of 2.4 years
(172). Another study showed that patients attaining
good pain relief through a single-dose trial may expe-
rience inadequate benefit from long-term IT infusion
(173). Additionally, in select patient populations, such
as those with fibrosis, restrictions in the epidural space
may distort trial results and misrepresent the level of re-
sponse that could be obtained with a permanent pump
(10,11). Trial outcomes frequently lack consistency with
actual therapeutic response, since good or inadequate
pain relief demonstrated during an IT trial may not ma-
terialize once actual treatment commences.

15.3 Limitations and Compounding Effects.
The inability of a trial setting to simulate condi-
tions of the intended IT environment and anticipate
effects of chronic treatment has impeded the solidifica-
tion of best practices for trial protocols; common trial-
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ing methods incompetently approximate the planned
mechanisms of treatment. Trial durations also have a
considerable range, typically lasting several days, but
spreading anywhere from a few hours to several weeks.
The practice of tailoring trials around patient character-
istics is a consequence of the lack of current evidence to
stratify any particular method over another (121).
Despite the paucity of guidelines promulgated for
IT trialing, published trial guides, expert consensus, and
review articles have invariably called for an IT therapy
trial to provide clinical rationale for permanent pump
and IT catheter implantation (15,88,174), yet fall short
of adequately or accurately predicting long-term ef-
fectiveness. In one monograph detailing recommended
trial protocols, a pump manufacturer acknowledges the
limitations of a positive trial in its inability to “guar-
antee a positive longer-term outcome” (174). Current
Medicare guidelines also mandate a preliminary trial of
intraspinal opioid drug administration via a temporary
IT/epidural catheter to “substantiate adequately ac-
ceptable pain relief and degree of side effects (includ-
ing effects on the activities of daily living) and patient
acceptance” (175). Although no current standards exist
for IT trials and expectations vary immensely, the 2007
Polyanalgesic Consensus Conference panelists recom-
mended the continuation of trialing using a strategy
determined by the performing physician, until data
deem the trials unnecessary (15). In earlier statements,
the 2003 Polyanalgesic Consensus Conference panelists
addressed “the potential for varied effects from differ-
ences in dosage, infusion rate, and concentration” and
noted that “the time-consuming strategy of conducting
trials systematically by varying only 1 parameter at a
time might be best for judging drug effects, but is im-
practical in most clinical settings” (161). In a retrospec-
tive chart review of 86 individuals treated with a rota-
tion of long-acting opioids for noncancer pain, the first
of 5 tried opioids was adequately effective in only 36%
of patients (176); however, substitution of new opioids
cumulatively increased the percentage of efficacy and
tolerability, with the fifth consecutive agent yielding
response in 14% of patients (176). As demonstrated by
the continued response in the remaining subsets of pa-
tients, efficacy rates associated with individual opioids
did not provide predictive value for other opioids to
safely improve analgesia (176). The same substitution
process may offer similar advantages in the IT therapy
setting to fully assess the potential benefit from IT opi-
oids, increase patient likelihood of response, and maxi-
mize pain relief outcomes over time. The 2003 Polyan-

algesic Consensus Conference panelists also conceded
the difficulty of devising dosing guidelines that pertain
to all patients given the currently available armamen-
tarium for IT infusion (161). The infinite potential com-
binations of drug admixtures and doses, occurring with
increasing frequency, are impractical to assess during
trials and could have effects that are additive, subtrac-
tive, or synergistic (161). Some newer IT agents, such
as the calcium channel blocker ziconotide, cultivate
new challenges in meeting trial criteria set by insurance
companies. Unlike opioids, which produce their effect
within hours of administration, ziconotide may require
several days of administration to demonstrate effec-
tiveness. Consequently, ziconotide trials may require
more rapid titration than would otherwise be used for
chronic administration, and unfortunately, rapid ad-
ministration of IT ziconotide can produce therapy-limit-
ing adverse effects (169). Thus, evolving pharmacologic
options hamper the standardization of trial design.
Separation of the powerful placebo effects of
therapy constitutes another trial limitation that com-
promises the assessment of efficacy and elimination of
toxicity issues. The limited duration of most trials can-
not rule out placebo effects, which may explain patient
response to some trials of IT analgesics, but failure to
sustain improvement upon initiation of therapy. Such
instances further detract from the predictive value of
trialing. However, a placebo response is not necessarily
sufficient to withhold actual treatment due to the lack
of specificity of the response to an isolated trial with a
selected agent (177). A 2001 publication recommends
maximizing the duration of the trial to guard against
a placebo response, while conceding that placebo ef-
fects can last up to a year (177). The researcher also
acknowledged the impact of trial time on occurrence
of complications, including the dressing and tubing
changes, which may exacerbate infection (177). Several
strategies have been offered to circumvent placebo-re-
lated effects during the trial period and obtain a more
objective analysis of response. One such method en-
tails a 2-phase trial approach to quantitatively estab-
lish an optimal starting dose for pain relief, followed
by a crossover, double-blind, placebo-controlled trial to
eliminate potential physician or patient bias (170). Uti-
lizing this trial set up, the researcher found that good-
to-excellent pain relief was reported by 73% of study
participants post-implantation (170). Although they
present tactics to control for placebo response during
the trial phase, studies that report positive response fol-
lowing initiation of pump therapy are limited by the
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absence of long-term data demonstrating continuous
benefit after 1 year. In addition, subjects who do not
exhibit a positive response during a given trial may re-
spond to alternate drugs or combination therapies.

Trialing assessments are largely based on the as-
sumption that patient response to opioids will be clear-
ly defined. However, failure of pain relief to endure
beyond the trial can also be accounted for by the devel-
opment of tolerance and opioid-induced hyperalgesia,
which cannot be evaluated during the brief trial period.
Careful titration or rotation to other opioids or medica-
tion combinations are occasionally required to maximize
analgesia and provide adequate pain relief, a strategy
that is not usually a trial component and would require
lengthy trial duration (178). Trials are also restricted by
their inability to eliminate risk for toxicity and adverse
effects associated with the invasive procedure, the opi-
oid, or the modality. Perioperative risks, including those
conferred by the surgical procedure of implanting an
infusion system, cannot be anticipated during a trial;
these and other independent shortcomings associated
with trialing warrant careful consideration before vali-
dating the role of an IT trial.

16.0 PaneEL RECOMMENDATION

16.1 Alternative Psychological-Based Strategies

Clinical studies have historically characterized IT
therapy as well tolerated, providing analgesia that
outweighs adverse effects, which can typically be man-
aged through careful patient selection and monitoring
(161). For example, adverse effects of morphine can
be managed by rotation to hydromorphone, addition
of an agent such as bupivacaine, or reducing the mor-
phine dose. In addition, one of the more significant
risks of IT therapy is the development of a catheter-tip
inflammatory mass that expands, leading to cord com-
pression with signs of myelopathy (73), which may be
minimized by careful dose selection and positioning of
the catheter. Thus, concentrating clinical management
on tolerable post-implantation adverse effects by refin-
ing IT pump regimens would prevent unnecessary in-
volvement of vulnerable patients in a trial period. To
minimize the physical and psychological burden on the
patient, better utilization of available IT safety and ef-
ficacy evidence—in combination with a strategic, mul-
tifaceted patient selection process—would serve as a
practical alternative to trialing.

The panel recommends reconsideration of man-
datory IT trials. The decision to conduct a trial should

be left to the physician, but there should not be a re-
quirement for a trial. The recommendation is based on
the fact that the predictive value of trials is unsubstan-
tiated, the absence of long-term efficacy, the lack of
demonstrated safety sufficient to outweigh trial risks,
the inability of trial agents to simulate the infusion rate
and volume of IT medications comparable to long-term
administration, and the time limitations to sufficiently
monitor patient response—including potential devel-
opment of tolerance and opioid-induced hyperalgesia.
Lack of compatibility with emerging agents and combi-
nations for IT drug delivery and potential complications
inherent to trials themselves (ie, the probability that
an implantable pump may be associated with a smaller
risk of infection than a temporary catheter) should also
be considered in determining trial utility during the
patient selection process. For practitioners who deem
a trial period necessary to proceed with implantation,
an emphasis on simulating actual IT delivery—allowing
sufficient time to evaluate patient response to various
agents and/or drug admixtures—may be beneficial.
This method can be costly, but enables the practitioner
to assess the potential response to therapy and maxi-
mize pain relief outcomes over time. To help facilitate
extended IT trialing, the panel supports the develop-
ment of a less expensive, programmable pump with a
life span of 6 to 12 months. This “trial” pump would
provide for adequate time to examine the effects of IT
therapy; if therapy via the “trial” pump is successful,
then implantation of a permanent device may be war-
ranted. Alternatively, the panel recommends a heavier
focus on psychological evaluation as outlined in the
“Associated Psychological Considerations” section, than
on IT trials to safely qualify patients for pump implanta-
tion. For patients with chronic noncancer pain, a psy-
chological evaluation may be the most valuable screen
before commencing treatment and, being less invasive,
would carry less risk. The presence or absence of comor-
bid mental disease may be equally or more predictive of
IT success than an IT trial.

16.2 Future Directions—New Technology
Incorporation of multidisciplinary patient selec-
tion considerations into pain management algorithms
effectively promotes favorable clinical outcomes of IT
therapy. However, escalating needs exist to broaden
the applicability of implantable drug delivery systems
by addressing shortcomings of device technology and
safety, efficacy, and compatibility concerns associated
with approved IT agents or admixtures. Ongoing clini-
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cal investigations are facilitating therapeutic innova-
tions to permit analgesic optimization in the subset of
individuals unable to elicit satisfactory pain relief from
available options.

16.2.1 Device Enhancements.

As the physical foundation for long-term IT pain
management, pump system hardware requires progres-
sive design to better serve individual technical needs
and improve patient quality of life. Several new pump
technologies have been developed to enhance treat-
ment opportunities for select patient populations by
extending IT delivery capabilities. The Prometra® Pro-
grammable Pump System is an investigational device
adapted from existing technology and comprised of
predominantly immobile parts to promote durability
and longevity beyond 10 years (179). The fully implant-
able device features a positive pressure design and of-
fers a flow rate of up to 28 mL/day; dosing accuracy
is achieved by gate-controlled flow of morphine into
a fixed-volume dose control chamber with a capacity
of 20 mL (179). Other pump specifications include a
weight of 150 g, diameter of 71 mm, and thickness of
20 mm (179). A clinical trial for Prometra® was initiated
in January 2007 with primary outcome measures includ-
ing safety and efficacy of programmed morphine de-
livery in adults suffering from intractable chronic pain
(180); expanded access became available as of March
2009 (181). Recent results from the multicenter evalu-
ation of 110 patients with chronic intractable pain and
cancer pain demonstrated an overall 97.5% dose accu-
racy rate (181), falling within current marketed accuracy
ranges of 85% to 115% (179). Accuracy rates, ranging
from 96.3% to 98.7%, showed no significant difference
when evaluated at 4 increasing flow rate categories of
0.00 to 0.192 mL/day to greater than 0.40 mL/day (179).
The efficacy of the Prometra® pump was also supported
by statistically significant improvements from baseline
pain measurements scored using the visual analog scale,
numeric rating scale, and Oswestry disability index as-
sessments over the course of 12 months (183). Based on
meeting preestablished end points for accuracy, effica-
cy, and safety at desirable flow rates, anticipated 2010
FDA approval of the Prometra® pump would introduce
a second programmable pump to market as an alter-
nate treatment option for the management of chronic
intractable pain using IT morphine (179).

The Medallion—another investigational implant-
able infusion system—is expected to enter human clini-
cal trials in 2009 pending approval from the FDA for

a pivotal clinical study (184). The system is currently
being evaluated with either a 20-mL or 40-mL pump,
each of which measures 2.6 inches in diameter and 0.72
inches thick (measuring across the flat portion of the
can) (184). Both versions include a sutureless connector,
a radio-opaque intrathecal catheter, and are designed
to for use with an 8-year battery at 0.5 mL/day (184).
The Medallion features a negative pressure reservoir,
which operates by drawing fluid in rather than pushing
fluid out. The safety advantages to this are 2-fold: 1)
if there were to be a breach in the system, then body
fluids would be drawn into the reservoir such that the
medication would not leak out, and 2) when refilling
the pump, the negative pressure draws the medication
from the syringe, thus negating the need to manipu-
late the syringe plunger (184). The pump also includes
a pressure sensor designed to detect flow resistance
occurring at the catheter tip or due to kinking result-
ing from surgical positioning or body movement (184).
Clinical studies intend to verify the accuracy of the pres-
sure sensor, as well as the overall safety and efficacy of
the Medallion system (184).

A third device currently in the developmental stag-
es, MedStream Programmable Infusion System, features
a ceramic drive system that precisely controls the infu-
sion rate without requiring motors, gears, or rotating
parts (185). With either a 20-mL or 40-mL reservoir, the
MedStream measures 76 mm in diameter by 21.6 mm
(20 mL) or 28.2 mm (40 mL) in length (186). The device
utilizes a SureStream intraspinal catheter intended to
reduce kinking and tearing, thereby improving the re-
liability of treatment and minimizing the requirement
for follow-up procedures (186). Flow rate accuracy has
been established at +10%, and fill level sensor accu-
racy was found to be +1 mL for all levels of reservoir
contents when administered at temperatures ranging
between 36°C and 42°C (186). Although MedStream is
available for sale in select European Medicines Agency
countries, the system is currently pending FDA approval
in the United States (186).

Another innovative approach recently applied to
the intractable pain management setting supplements
existing IT drug delivery technology with an adjunc-
tive handheld device. The Personal Therapy Manager
(PTM™) was FDA approved in 2005 for concomitant
use with the SynchroMed® Il (187) to help overcome
recognized limitations of IT monotherapy via program-
mable pumps in patients with unpredictable pain man-
agement needs (188). Affording more flexibility than
constant flow drug delivery systems, self-administered
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bolusing using the external patient activator device
permits patient control of spontaneous pain fluctua-
tions of various intensity levels at onset. Although pa-
tient-controlled analgesia facilitates the customization
of pain relief, preset specifications—consistent with
physician-prescribed dosing of morphine—prevent ad-
ministrative overdose within a particular timeframe.
Clinical time management is enhanced through analysis
of reports on pre- and post-bolus pain scores, dosing in-
formation, and technical events to determine necessary
infusion modifications, while pump refill predictions
and recalculations monitor reservoir contents through
an alarm-mediated feature to maintain drug availabili-
ty (150,188,189). Results published in 2008 from a multi-
center prospective registry of 168 patients with chronic
pain reveal that 85% of individuals experienced overall
satisfaction with the PTM™ (189). Patients with newly
implanted pumps experienced significant pain relief, as
shown by a 29% reduction in visual analog scale scores
following 12 months of therapy (189). Use of the device
was associated with quality-of-life improvements and
reduced intake of supplemental analgesic medication
(189). The results support the clinical utility and safety
of the device, with no related serious adverse events
observed during the study (189).

As with all new technology, the PTM™ has some
limitations. The device is not compatible with the Syn-
chromed | system, thus patients with an older pump
are not eligible for this adjunctive therapy. Clinicians
have also reported a lack of insurance coverage for the
device. Although most private insurers are paying for
the PTM™, managed care organizations and Medicare
are not providing reimbursement. It is believed that
Medicare will most likely offer coverage in the future;
however, at present, patients are paying for the device
out-of-pocket at a cost of $500 or less.

16.2.2 Other Technological Considerations.
Functional considerations for technical explora-
tion include the development of less cumbersome sys-
tem parts or more compact dimensions that would not
compromise drug volume capacity, as well as methods
to improve energy expenditure and reduce premature
exhaustion of battery power due to changing dosing
requirements (150). Although patents and studies are
not yet available for new devices designed to meet cur-
rent technical challenges, proposed avenues include
rechargeable devices—currently in development for
spinal cord stimulation—and remote magnetic control
to operate electronic capillaries in a gas-driven pump

modality (150). Additional innovations of catheter tech-
nology may reduce miscalculations of catheter volume,
which result from discrepancies between inner and
outer diameter and frequently cause regimen-related
adverse effects. Furthermore, connection-enforcing de-
signs that more robustly resist tissue stress associated
with regular physical activity would decrease resultant
leaks and improve reliability of therapy, whereas im-
proved compatibility with the biological environment
would minimize catheter degradation caused by inter-
nal exposures. Finally, evidence-based support for stan-
dardized and tailored surgical techniques, beyond the
maximum 20-mm device-skin tissue layer separation re-
quirement, would reduce perioperative complications
and provide more flexibility in pump placement among
anatomically diverse patient populations (150).

16.3 Future Directions—New Agents

As implantable drug delivery system technology
evolves, so too does the need to evaluate the safety and
efficacy of established medications, compounded for-
mulations, and novel agents for use with newly devel-
oped and existing IT pumps (15). The armamentarium
of IT agents already provides a wide variety of opioid
and nonopioid formulations from which to choose, yet
the addition of emerging therapies may further enable
clinicians to customize treatment regimens for patients
with chronic noncancer pain.

16.3.1 Ziconotide.

Ziconotide—a nonopioid analgesic N-type calcium
channel antagonist—is the most recent agent to receive
FDA approval for IT delivery (15,189). Although it has
been used most effectively in patients with neuropathic
pain, ziconotide has also proven effective in patients
with nociceptive and mixed neuropathic/nociceptive
pain (15). For instance, a randomized, double-blind,
placebo-controlled trial by Staats et al included 111 pa-
tients with refractory cancer- or AIDS-related pain and
found that IT ziconotide was associated with statisti-
cally significant decreases in pain compared with pla-
cebo (53% vs 18%, respectively; P < .001); 5 patients in
the active treatment cohort achieved total pain relief
(54). In another randomized, double-blind, placebo-
controlled trial by Wallace et al, 255 patients with inad-
equately managed noncancer pain were infused with
IT ziconotide or placebo for 6 days (124). Results indi-
cated that ziconotide was associated with statistically
significant decreases in pain compared with placebo
(31.2% vs 6%, respectively; P < .001) (124). Similarly, a
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randomized, double-blind, placebo-controlled trial in-
cluding 220 patients with severe chronic pain reported
that ziconotide reduced pain by 14.7%, whereas the
placebo group had only a 7.2% reduction in pain (P
= .036) (123). Finally, a recent open-label, multicenter,
long-term outpatient study of 644 patients found that
32.7% of patients with a high visual analog pain score
(>50/100) at baseline had at least a 30% improvement
in pain at 1 month following therapy initiation (189).
Based on the literature, the 2007 Polyanalgesic Consen-
sus Conference Panel recommendations indicate that
ziconotide should be considered a Level 1 drug, making
it a viable alternative to morphine and hydromorphone
(15).

Despite having demonstrated efficacy, ziconotide is
associated with several adverse effects. According to an
open-label study by Webster et al involving 78 patients
receiving IT ziconotide, the most common adverse ef-
fects were memory impairment (11.3%), dizziness, nys-
tagmus, and speech disorder (8.5% each), nervousness
and somnolence (7% each), and abnormal gait (5.6%)
(190). However, the researchers concluded that there
was no evidence of an increased occurrence of adverse
effects at higher cumulative ziconotide doses (190).
Other adverse effects reported in clinical trials and
case studies include (but are not limited to) elevated
creatinine kinase levels, sedation, nausea, headache,
lightheadedness, depression, confusion, ataxia, and
emotional distress, with certain symptoms possibly cor-
related with the rate of infusion (15). For patients who
experience intolerable adverse effects, ziconotide ther-
apy may be interrupted or discontinued abruptly with-
out producing serious withdrawal symptoms (124).

16.3.2 Gabapentin.

The exact mechanism of action of gabapentin is
unknown, but it is thought to bind to the X2 subunit
of voltage-gated calcium channels resulting in the in-
hibition of glutamate release in the spinal dorsal horn
(191,192). It has also been postulated that gabapentin
activates the noradrenergic system to produce analge-
sia following nerve injury (15,193). An experimental
drug, IT gabapentin has been shown to reduce neuro-
pathic pain in rat models (191,194-196). For example, a
preclinical study comparing the efficacy of IT versus sys-
temic administration of gabapentin in rats found that
gabapentin effectively decreased mechanical and cold
hypersensitivity, as well as behavioral hypersensitivity,
with IT administration superior to systemic administra-
tion (191). Additional research has also indicated that

gabapentin and tramadol/gabapentin combination
therapy can produce a dose-dependent nociceptive
effect (192). Another animal study demonstrated that
IT gabapentin combined with low-dose morphine de-
creased pain behaviors in rats and attenuated the de-
velopment of morphine tolerance (191). Importantly,
gabapentin is not yet FDA approved. Clinical studies
have been performed but results are unknown.

16.3.3 Adenosine.

Adenosine—an endogenous purine nucleoside—
modulates many physiologic processes, including those
in the heart and CNS. Adenosine has analgesic proper-
ties, with the potential to reduce allodynia caused by
tissue and peripheral nerve injury (198,199). Acute de-
livery of adenosine has been found to alleviate pain in
patients with neuropathic pain (200-202) and to allevi-
ate nociceptive pain in animal studies (15).

Clinical trials indicate that IT adenosine can be
used to effectively treat neuropathic pain in humans
(15,201,202). A phase 1 clinical study of bolus IT de-
livery of adenosine in 12 participants found that the
drug reduced the areas of secondary allodynia after
skin inflammation and reduced the forearm tourniquet
ischemic pain rating (201). Another open-label study
evaluated IT adenosine administration in 14 patients
with chronic neuropathic pain (eg, tactile hyperalgesia
and/or allodynia) (201). In this study, adenosine was as-
sociated with a reduction in spontaneous pain (median
pain score reduced from 65 to 24 on a 100-point visual
analog scale) and evoked pain (median pain score re-
duced from 71 to 12); in addition, areas of tactile hyper-
algesia/allodynia were reduced by a median reduction
of 90% (P < .001) (201). Despite some demonstrated
efficacy, concerns regarding neurotoxicity warrant fur-
ther investigation before adenosine use can be recom-
mended for widespread use (15).

16.3.4 Midazolam.

Midazolam—a benzodiazepine-receptor agonist—
has been examined in preclinical and clinical investiga-
tions as an adjunctive to IT opioid therapy (15). A study
by Canavero et al found that IT midazolam coadminis-
tered with clonidine resulted in nearly complete pain
relief in 4 patients with chronic noncancer pain, with-
out producing adverse effects or the development of
tolerance (203). Studies have shown that IT midazolam/
morphine combination therapy also produces effective
pain relief without major adverse events or rapid on-
set of morphine tolerance (15,50). For example, a pilot
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study of 26 patients with noncancer chronic back and
leg pain found that long-term IT midazolam/morphine
combination therapy resulted in pain reduction with-
out adverse effects or tolerance (50). However, rat stud-
ies have yielded conflicting results with regard to the
potential for neurotoxicity with midazolam use (15).
Although some experts believe that midazolam is a
plausible alternative for intractable chronic pain, others
deem a reassessment of safety and toxicity issues is war-
ranted prior to use in humans (15,159). Furthermore,
the commercially available formulation available in the
United States contains a preservative, and therefore,
should not be used in patients with noncancer pain un-
less they are at end of life (15).

16.3.5 Cyclooxygenase Inhibitors in IT Therapy.

Acute pain results in the spinal release of prosta-
glandins leading to central sensitization (204). The IT
delivery of cyclooxygenase (COX) inhibitors reduces pain
and hypersensitivity in animals (204). It is, therefore, a
reasonable assumption that the IT delivery of COX in-
hibitors may have a therapeutic effect on a wide range
of pain states. A spinal safety assessment of ketorolacin
a dog and rat model did not show any toxic effects, and
a phase 1 study in healthy volunteers showed no af-
fect on neurologic function or thermal pain thresholds
(205,206). There are no clinical studies using IT COX in-
hibitors to date; yet, from preclinical efficacy and safety
studies and clinical safety studies, IT COX inhibitors hold
promise for chronic drug delivery.

17.0 ConcLusion

The consensus panel unanimously agrees that ap-
propriate patient selection is vital to achieving suc-
cessful outcomes with chronic IT analgesic therapy;
however, specific patient selection indications for im-
plantation with an IT drug delivery system are not sup-
ported by rigorous, literature-based scientific data. The
ultimate determination to proceed with IT therapy re-
quires resolution of 2 principal overlapping decisions—
who to implant and when to implant the patient with
an internalized device. Although it is challenging to as-
certain optimal timing for the initiation of IT therapy,
various indicators may signal that a patient is “ready”
for this aggressive form of treatment. To optimize clini-
cal practice in the absence of evidence-based guidance
or validated tools for chronic IT analgesic therapy pa-
tient selection, the panel has assembled a set of arbi-
trary, multidisciplinary issues that merit consideration
during individualized risk-versus-benefit evaluations
(Table 13).

By utilizing a multifaceted approach—with consid-
eration of a patient’s physical, psychological, and social
characteristics—practitioners can determine the appro-
priateness of initiating IT therapy, thus minimizing the
potential for treatment failure, unacceptable adverse
effects, and excess mortality.

Related psychological factors influencing pa-
tient selection for and appropriate timing of IT ther-
apy initiation can be appraised during an interac-
tive patient interview, a step in the patient selection

Table 13. Key considerations for selection and implantation of patients with noncancer pain for inirathecal therapy

Contraindications for Immediate Trial/Implant

Indications to Proceed With Trial/Implant

» Immunocompromised patients at high risk for infection or patients
presenting with an active infection

An appropriate diagnosis of the patients pain has been established

« Patients presenting with severe psychological conditions, including
untreated significant addiction; active psychosis with delusional/
hallucinatory components; major uncontrolled depression/anxiety;
active suicidal or homicidal behavior; serious cognitive deficits; or
severe sleep disturbances

Chronic pain results in significant interference with activities of daily
living, including ability to work, and overall quality of life

« Current or anticipated lack of insurance coverage or means to pay
out-of-pocket for both surgical implantation and ongoing medica-
tion refills/reprogramming

Preexisting medical comorbidities are well-controlled and ap-
propriate disease-specific guidelines are followed pre- and
post-implantation

« Inability to comply with medication refill schedule due to geo-
graphic limitations

Patients presenting without any severe or uncontrolled psychological
conditions

Patient has tried and failed to achieve sufficient analgesia with less
invasive therapies

Patients in which oral opioid therapy is contraindicated (eg, a patient
who has difficulties managing his/her medications, an individual
with certain comorbid conditions in which oral opioids have the
potential for severe adverse effects)
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process that the panel deems crucial to the success
of therapy.
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