
Background: Intrathecal (IT) drug therapy with implanted pumps is an effective treatment 
modality for chronic pain and/or spasticity, especially after non-invasive treatment has failed. 
Long-term use of intrathecal opioids may cause formation of inflammatory masses at the tip of 
intrathecal catheters, possibly leading to neurological deficits and/or catheter revision.

Objective: We aimed to identify risk factors for catheter-tip granuloma (CG) formation.

Study Design: Retrospective study. 

Setting: Tertiary Spine Centers in Germany and Switzerland

Methods: We retrospectively reviewed data at 2 Swiss centers (Kantonsspital St. Gallen, Swiss 
Paraplegic Centre Nottwil) between 01/1994 and 10/2013. Collected data were age at operation, 
gender, smoking status, previous spinal operations, spinal level of catheter-tip, clinical symptoms, 
catheter testing with contrast agent, applied drugs, drug concentration, as well as cumulative daily 
drug dosages.   

Results: Thirteen patients with a mean age of 52.6 years and CG formation after a mean of 
6.9 years of follow-up were identified and compared to 54 patients of similar age and length of 
follow-up (48.6 years, P = 0.535; follow-up 5.3 years, P = 0.236) without CG. In the analysis of risk 
factors, catheter ending in the middle thoracic spine (Th4-8; 38.5 vs. 6.5%; P = 0.010), previous 
spinal surgery (75 vs. 41%; P = 0.051), and chronic pain as an underlying primary symptom for IT 
drug therapy (100 vs. 56%, P = 0.003) were associated with CG formation. IT drug therapy for 
spasticity appeared to be much less associated with CG formation (0 vs. 44%, P = .0003). As the 
symptomatology is closely related to the medical treatment applied, patients with CG were more 
likely to be treated with IT morphine (77 vs. 20%; P < 0.001), and as tendency with IT clonidine 
(54 vs. 26%; P = 0.092) and IT bupivacaine (46 vs. 20%; P = 0.077). Average in-pump morphine 
concentration (30.3 vs. 19.5 mg/mL; P = 0.05) as well as average daily dose of morphine (12.5 vs. 
6.2 mg/d; P = 0.037) were significantly higher in the CG group. Smoking could not be identified 
as risk factor for CG formation.

Limitations: Limitations include the retrospective approach, the limited group size of granuloma 
patients, as well as missing data in the investigated patient groups.

Conclusion: Our patient cohort with CG differed in some features, of which some like catheter 
localization, choice, dosage, and the concentration of drugs are potentially modifiable. These 
results could contribute to the prevention of CG in the future. 

Key words: Intrathecal drug delivery, intrathecal cathether-tip granuloma, intrathecal cathether-
tip inflammatory masses, intrathecal morphine, drug pump complications
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pump implantation, gender, smoking status (smoker, 
ex-smoker, never-smoker), and previous surgery of the 
spine (including stabilization after trauma and surgery 
for degenerative spine disease). The spinal level of the 
catheter tip was determined in every patient on avail-
able imaging studies, and was grouped to the cervical 
spine, upper thoracic spine (Th1-4), middle thoracic 
spine (Th5-8), lower thoracic spine (Th9-12), upper lum-
bar spine (L1-3), and lower lumbar spine (L4-5). In the 
group of patients with CG, the time interval from initial 
implantation of the pump until CG detection on imag-
ing studies was determined. In the control group, the 
total time of implanted IT catheter with drug applica-
tion was determined as time from initial implantation 
of the pump until end of follow-up (this includes end of 
therapy, explantation of the system, or the time point 
data was collected). Concerning the indication for IT 
therapy, the leading presenting symptom was identi-
fied based on the patient chart before initial implan-
tation of the pump. Here, we divided intractable pain 
(e.g., after trauma, failed back surgery syndrome) from 
spasticity (e.g., cerebral palsy, multiple sclerosis). Cath-
eter testing with contrast agent is used in our depart-
ment for examination of catheter system functionality. 
As we noticed a coincidence of catheter testing with CG 
formation, for this study purpose, frequency of testing 
(before CG diagnosis) was recorded. 

As our department follows all patients after im-
plantation of an IT pump, we could analyze applied 
drugs that were administered to the patient at any 
time point since the index surgery; for study purposes, 
however, we recorded only substances that had been 
applied for at least 12 weeks. Similarly, every adjust-
ment of the drug concentration inside the pump, as 
well as the cumulative IT daily dosages for each drug 
was recorded.

Statistics
Statistical analysis was performed using the Fisher’s 

exact test, the two-tailed Mann–Whitney-test, or the 
Wilcoxon Signed Ranks Test as appropriate. All calcula-
tions were made with SPSS 22.0 software for Windows 
(IBM, Armonk, USA). Statistical significance was de-
clared if P-value was ≤ 0.05.

Results

Patient Population
Between 01/1994 and 10/2013, a total of 108 and 

96 patients underwent surgery for IT drug therapy 

Intrathecal (IT) drug therapy with implanted pumps 
is considered as an effective treatment modality for 
patients suffering from chronic pain and/or spasticity 

(1). As recommended in the Polyanalgetic Consensus 
Conference 2012, the indication for IT drug therapy has 
to be indexed by a multidisciplinary team (2). Especially 
after non-invasive treatment has failed, IT drug delivery 
represents a generally safe and effective option for 
chronic pain management, with success rates of 61% 
to 75% reported in recent series (3,4). Even though 
uncommon, acute, subacute, and long-term side effects 
can appear, including neural damage, intraspinal 
hemorrhage during and after placement of IT-catheter 
insertion (hemorrhage less common in the abdominal 
pouch), infection and wound-healing difficulties in 
the subacute phase as well as erectile dysfunction 
(5), material (catheter/pump) dysfunction, and end-
of-life battery issues. As a further and generally rare 
complication, the formation of catheter-tip granulomas 
(CG; other terminology: inflammatory masses) has been 
increasingly reported (6). Still, the currently available 
literature is scarce regarding the identification of risk 
factors for CG after IT therapy, so far only encompassing 
case reports and one retrospective study on 4 patients 
with CG (7-9). 

As we have encountered CG increasingly during 
the last years, we have undertaken the effort to col-
lect the cases of CG formation that were treated by our 
department. The aim of this study was to search and 
identify possible risk factors of CG formation (10), as 
there is great need for this information when consult-
ing with our patients. 

Methods

Patients
We retrospectively reviewed all charts of patients 

who received IT infusion therapy with an implanted 
pump between 01/1994 and 10/2013. The data was 
collected at 2 Swiss centers: the Department of Neuro-
surgery, Kantonsspital St. Gallen (KSSG) and the Swiss 
Paraplegic Centre in Nottwil (SPZ). Thirteen patients 
with CG were identified; 54 patients of similar age, 
gender, and length of follow-up without evidence of 
CG served as controls. All diagnoses of CG were con-
firmed by spinal magnetic resonance imaging (MRI). All 
patients gave informed consent.

Collected Data
Collected data included age at first surgery for 
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at KSSG and SPZ, respectively. One hundred fifty-nine 
(77.9%) of the patients were available for follow-up. 
Thirteen of 159 patients, according to a prevalence of 
8.2%, developed a CG (proven by MRI [11]) during the 
follow-up and were included in this study. We matched 
the study group with 54 control patients that were cho-
sen randomly from our cohort to enhance the statistical 
power (Fig. 1). Table 1 describes basic characteristics of 
the study and control group, not differing in basic char-
acteristics such as age or gender.   

Examined Assumed Risk Factors 

Catheter Tip Location  
Exact catheter tip location could be determined in 

all study patients and 85.2% of the control group. The 
location of the catheter tip in the spine differed some-
what between the patients with and without CG (Table 
2). We found a predominance for CG in the middle 
thoracic spine (38.5 vs. 6.5%; P = 0.010) while no CG was 
found in the lumbar (0 vs. 17.4%; P = 0.179) or cervical 
spine (0 vs. 2.2%; P = 1.000).

Previous Spinal Surgery
Details on previous spine surgery could be obtained 

in 12 patients with CG (92.3%) and 42 of the control 
group (77.8%). Seventy-five percent of the patients 
with CG compared to 40.5% of the control group had 
a history of previous spine surgery for degenerative or 
traumatic spine disease before implantation of the IT 
catheter (P = 0.051; Table 2). 

Smoking Status
Of 9 patients with a CG (69.2%) and 31 of the 

control group (57.4%), the smoking status could be 
determined. Eleven point one percent of the patients 
who developed a CG were smokers at the time of pump 
insertion, 33.3% of these patients were former smok-
ers, and 55.6% of patients never smoked as compared 
to 19.4%, 12.9%, and 67.7% of the control group. No 

difference was found between the study patients and 
control group concerning the smoking status (Table 2). 
Also when current and former smoking status were 
combined for analysis, we found no impact of smoking 
status on CG formation (44.4% vs. 32.3%; P = 0.693).

Total Time of Intrathecal Implanted Catheter with 
Drug Application

The average total time interval of implanted IT 
catheter was determined in all patients until granu-
loma formation detected by imaging studies in the 
CG group, as well as until last follow-up in the control 
group (Table 2). In the study group, CG was detected 
after a mean of 6.9 ± 4.7 years. In the control group, 
total average time interval of implanted catheters was 
a little shorter with 5.3 ± 3.9 years, however statistically 
insignificant (P = 0.236).

Catheter Testing with Contrast Agent
As invasive testing of the functionality of the cath-

Fig. 1.  From a total of  159 patients operated on between 
01/1994 and 10/2013 at the Kantonsspital St. Gallen 
(KSSG) and Schweizer Paraplegikerzentrum Nottwil (SPZ) 
with available follow-up data, a catheter-tip granuloma (CG) 
was detected in 13 (8.2%) patients.

Control group Granuloma group P -Value

Total number of patients 54 13

Age at index surgery (in years; mean ± SD) 48.6 ± 17.5 52.6 ± 9.2 0.535

Gender

     Male 24 (44.4%) 5 (38.5%) 0.765

     Female 30 (55.6%) 8 (61.5%)

Table 1. Characteristics of  patients with CG as well as control patients with intrathecal drug therapy  following pump implantation.
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Control group Granuloma group P-Value

Applied drugs

Total number of patients 54 13

     Fentanyl 3   (6%) 2   (15%) 0.247

     Morphine 11 (20%) 10 (77%) <0.001

     Hydromorphone 11 (20%) 3   (23%) 1,000

     Clonidine 14 (26%) 7   (54%) 0.092

     Bupivacaine 11 (20%) 6   (46%) 0.077

     Baclofen 25 (46%) 2   (15%) 0.059

     Ziconitide 3   (6%) 2   (15%) 0.247

Leading clinical symptom 

Total number of patients 54 13

     Pain 30 (56%) 13 (100%) 0.002

     Spasticity 24 (44%) 0   (0%) 0.003

Total time of  intrathecal implanted catheter with drug application

Total number of patients 54 13

     Time (years; mean ± SD) 5.3 ± 3.9 6.9 ± 4.7 0.236

Catheter tip location 

Total number of patients 46 13

     Cervical spine 1   (2.2%) 0 (0%) 1,000

     Upper thoracic spine (Th1-Th4) 4   (8.7%) 1 (7.7%) 1,000

     Middle thoracic spine (Th5-Th8) 3   (6.5%) 5 (38.5%) 0.010

     Lower thoracic spine (Th9-Th12) 30 (65.2%) 7 (53.8%) 0.524

     Upper lumbar spine (L1-L3) 4   (8.7%) 0 (0%) 0.566

     Lower lumbar spine (L4-L5) 4   (8.7%) 0 (0%) 0.566

Previous spinal surgery

Total number of patients 42 12

     Yes 17 (40.5%) 9 (75%) 0.051

     No 25 (59.5%) 3 (35%)

Smoking status

Total number of patients 31 9

     Smokers 6   (19.4%) 1 (11.1%) 1,000

     Ex-Smokers 4   (12.9%) 3 (33.3%) 0.316

     Never-Smokers 21 (67.7%) 5 (55.6%) 0.693

     Smokers and Ex-Smokers 10 (32.3%) 4 (44.4%) 0.693

Catheter testing with contrast agent

Total number of patients 49 12

     Yes 20 (40.8%) 9 (75%) 0.052

     No 29 (59.2%) 3 (25%)

Table 2. Examined risk factors for granuloma development in CG patients as well as in control patients.
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eter system by injecting contrast agent in the system 
might induce inflammation and thus impact granuloma 
formation, we analyzed previous catheter testing in 12 
study patients (92.3%) and 49 of the control group with 
available data (90.7%; Table 2). Seventy-five percent of 
patients from the study group were subject to catheter 
testing with contrast agent before detection of the CG 
on subsequent imaging studies, while invasive testing 
was performed in 40.8% of the patients of the control 
group, indicating a statistical association (P = 0.052). 

Leading Clinical Symptom, Indication for Surgery 
Pain or spasticity as a leading clinical symptom 

could be determined from the files in all patients of 
the study and control groups (Table 2). Indication for 
IT pump implantation surgery was pain in 100% of the 
study patients as compared to 56% of the control group 
(P = 0.002). None of the patients with CG formation as 
compared to 44% of the control group suffered from 
spasticity as the leading clinical symptom (P = 0.003).

Applied Drugs, Concentration and Daily Dose of IT 
Morphine and Clonidine

The distribution of applied drugs differed strongly 
between the groups as is evident from Table 2. Table 3 
outlines the drug and concentration used by the study 
patients at the time of granuloma formation. The use 
of IT morphine was highly associated with CG forma-
tion (77 vs. 20%, P < 0.001), while both bupivacaine (P 
= 0.077) and clonidine (P = 0.092) showed a tendency. 
Hydromorphone was used as single opioid in 23% of 
granuloma patients, and in 20% of controls (P = 1.000). 
In contrast, baclofen showed a reversed association 
with CG formation by trend (P = 0.059). The other and 
less frequently applied substances such as fentanyl and 
ziconotide did not reveal a correlation to CG formation 
(Table 2). 

As the effect of morphine on CG formation was 
obvious by our data, we additionally looked at the in-
pump morphine concentration and calculated the total 
daily dose of morphine application by the IT pump sys-
tem (Table 4, Fig. 2). Data were available for 11 patients 
in the study group and 8 patients in the control group 
receiving IT morphine. The average concentration of 
in-pump morphine was 30.3 ± 5.0 mg/mL for the study 
group as compared to 19.5 ± 5.9 mg/mL in the control 
group, the difference reaching statistical significance 
(P = 0.050). A daily dose of 12.5 ± 5.6 mg of IT mor-
phine on average was applied to patients experiencing 
CG formation. This dose was significantly lower in the 

control group, receiving 6.2 ± 2.6 mg morphine per day 
(P = 0.037).

Clonidine was applied more often in the granu-
loma group (54 vs. 26%, P = 0.092), and also average 
in-pump concentration of clonidine differed between 
both groups, but was not statistically significant (960.9 
vs. 234.4 µg/mL, P = 0.753), and there was no statisti-
cal difference between average daily doses of applied 
clonidine (Table 4). 

Discussion

Analyzing the so-far largest published series of 13 
patients with CG as a delayed complication following 
IT drug therapy with implanted pumps, we found pain 
as the leading symptom, and confirmed morphine as 
the pharmacological agent, as well as higher morphine 
dosage and concentration to be highly associated with 
CG formation. CG formation was furthermore shown 
to correlate with catheter-tip placement in the middle 
thoracic spine (Th5-8), previous spinal surgery, and 
invasive catheter testing by injecting contrast agent, 
while our data did not support smoking or length of IT 
therapy as risk factors. 

Definition and Prevalence
The first description of a CG was reported in 1991 

by North et al (12). Histopathologically, CG are aseptic 
inflammatory masses consisting of inflammatory cells 
like macrophages, eosinophils, and lymphocytes (13) 
that may originate from the arachnoid layer (14). As a 
critical component of CG formation, an inflammatory 
process including the migration and activation of mast 
cells has been proposed (13). Interestingly, an inhibitor 
of mast cell degranulation prevented CG formation 
after high dose IT morphine therapy in an animal study 
(15), thus underlying the pathophysiological model. 

The prevalence of CG in patients with IT drug 
therapy was estimated as 3% in one imaging study of 
208 patients (16), compared to a higher rate of 8.2% 
revealed in our study.

Management of CG
Typically, CG present with signs of pump malfunc-

tion (persistent pain despite increased opioid dosages 
leading to insufficient pain management or even signs 
and symptoms of drug deprivation), as they obstruct 
the lumen of the drug application catheter. While 
CG themselves can lead to (radicular) pain and even 
neurological deficits by compressing the spinal cord 
or exiting nerve roots, they may also be asymptomatic 
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(17). Generally, diagnosis is validated by MRI preferably 
with contrast agent (7). In addition, histopathological 
confirmation can be performed. In case of CG in pa-
tients under IT opioid delivery, termination of IT drug 
application may lead to shrinkage of the CG (18) and 
render more invasive treatment unnecessary. However, 
it should be emphasized that adequate oral or intrave-
nous substitution of usually high equivalence dosages 
of opioids must be facilitated. Depending on the daily 
morphine dose administered at our department we 
prefer inpatient care for at least 2 – 3 days until a stable 
situation has been reached. In case of neurological 
deterioration due to mass effect of the CG or impos-
sibility of oral substitution, treatment options include 
resection of the mass (19) and catheter ligation leaving 

the CG in situ, with or without implantation of a new 
catheter system.

Risk Factors for CG Formation

Morphine and Other Opioids
So far, the literature concerning risk factors for CG 

formation is limited and comprises case reports (20), 
literature reviews (21,22), and small (8,17) and larger 
series reports without control groups only (23). How-
ever, it is generally assumed that CG are associated with 
use of IT opioids or opioid drug combinations, which is 
strongly supported by our own findings demonstrating 
a coincidence of CG-formation with opioid derivates in 
each but one case. In our series, morphine was the drug 

Patient 
number

Age Gender Catheter level Used drugs
Total infusion 

time [d]
Drug concentration 

[mg/mL]
Drug dosage 

[mg/day]

1 59 male Th4/5 Hydromorphone 
Ziconitide

6881 
267

10.0 
0.003

5.7 
0.0022

2 56 female Th7 Morphine 3586 40.0 15.98

3 72 male Th10

Morphine 
Bupivacaine 

Baclofen 
Clonidine

x
x
x 
x

x
x 

0.1
x

x 
x 

0.0899
x

4 59 female Th6/7 Hydromorphone 650 10.0 4.8

4 68 female Th6 Ziconitide 2979 0.0125 0.0131

5 63 male Th11/12 Morphine 
Baclofen

3727 
3337

28.9 
0.556

21.1 
0.406

6 59 female Th6/7 Morphine
Clonidine

1388
1388

45.0
0.45

32.9
0.33

7 56 female Th11 Morphine
Clonidine

2506
2506

34.5
0.525

13.35
0.157

8 35 female Th3/4 Morphine
Clonidine

918
918

45.0
0.2

38.0
0.127

9 57 female Th10/11 Morphine
Clonidine

1697
1697

20.0
0.1

7.2
0.044

9 58 female Th10/11 Morphine
Clonidine

60
x

20.0
x

1.5
x

10 59 male Th9/10 Morphine
Clonidine

670
670

36.0
0.4

20.0
x

11 66 female Th8/9
Morphine
Clonidine

Bupivacaine

4640
4640
4640

16.0
0.125
12.5

6.0
0.468
4.68

12 46 female Th10
Morphine
Clonidine

Bupivacaine

2293
2293

x

10.0
0.2

10.0

1.9
0.388
1.94

13 66 male Th10
Hydromorphone

Bupivacaine
Ziconitide

2368
764
325

4
22.0

0.002

30.9
17.0

0.0017

Table 3. Characteristics of  granuloma patients at the time at granuloma detection. x = missing data
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Control group Granuloma group P-Value

Total number of patients 11 8

Morphine concentration inside the pump (in mg/ml; mean ± SD) 19.5 ± 5.9 30.3 ± 5.0 0.050

Total number of patients 11 8

Daily dose of intrathecal morphine (in mg/d; mean ± SD) 6.2 ± 2.6 12.5 ± 5.6 0.037

Total number of patients 10 6

Clonidine concentration inside the pump (in µg/ml; mean ± SD) 234.4 ± 96.3 960.9 ± 144.7 0.753

Total number of patients 10 6

Daily dose of intrathecal clonidine (in µg/d; mean ± SD) 870.3 ± 647.2 876.9 ± 36.2 0.116

strongest associated with CG-formation. A significant 
effect, however, was not evident for other opioid deriv-
atives such as fentanyl and hydromorphone, that have 
– however – also been related to CG formation before 
(24,25). Taking into consideration the very limited num-
ber of patients analyzed here as a clear limitation, our 
results may still indicate that activation of the opioid 
receptors could play a major role in the pathophysiol-
ogy of CG formation. 

In preclinical studies, higher IT morphine doses 
caused a higher incidence of CG formation, which 
is in line with previous clinical reports (13,14,26,27). 
Likewise, our own data clearly demonstrate that espe-
cially patients with higher morphine doses are at risk to 
develop CG. In fact, the average daily dose of IT mor-
phine was twice as high in the group of patients with a 
granuloma as compared to the control group. A similar 
effect was evident for the average concentration of 
administered morphine, which was significantly higher 

Table 4. Analysis of morphin concentration inside the pump as well as daily dose of intrathecal morphine in patients with and without CG.

Fig. 2. Average concentration of  morphine inside the pump in the control group and in the granuloma group (A). The average 
daily dose of  IT morphine in controls and in the granuloma group is shown in (B). 

in the granuloma group (Table 4). 

Non-opioid Pharmacological Agents
Clonidine as an alpha-2 receptor antagonist may 

be used “off label” in carefully selected patients if pain 
is not sufficiently responsive to opioid application. Due 
to its agonist effect, it helps to avoid morphine dose 
escalation and sometimes allows the reduction of daily 
morphine doses (28). As such, the use of clonidine to 
prevent CG formation has been discussed before 
(7,14,29). Our results demonstrate that 54% of patients 
with CG were treated with clonidine at the time of CG 
diagnosis as compared to only 26% of the control group 
(P = 0.092). In our granuloma group, only 2 patients re-
ceived morphine without clonidine, compared to 9 pa-
tients treated with morphine combined with clonidine 
(Table 3), with comparable mean daily morphine doses 
(18.5 mg/mL and 15.1 mg/mL, respectively). Therefore, 
neither a protective nor a harmful effect of clonidine 
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could be revealed, mainly due to the small subgroups 
and to the “routinely” administration of clonidine. 

Also IT baclofen as single agent has been associ-
ated with CG formation in previous reports (30-32). 
While our current series also includes 2 patients with 
CG formation under baclofen, this drug seems to be 
much less predisposing for CG formation than opioids 
(Table 2). Of note, we report a patient with a second CG 
formation under ziconotide as monotherapy, after the 
patient developed a granuloma under hydromorphone 
monotherapy several months before, which has so far 
not been reported in the literature (Table 3). 

Timing of CG Formation
CG typically appear after long-term use of IT drug 

application (6), and also in our series the average delay 
between IT pump insertion and diagnosis of the CG was 
> 6 years (Table 2). Notwithstanding their slow onset in 
most of cases, CG still seem to be capable of rapid and 
dynamic growth, and CG formation has been reported 
after only 5 weeks of IT morphine administration (18) 
as well as with reoccurrence within an interval of only 
a few weeks (33,34). When compared to the control 
group, we found no difference in the duration of treat-
ment until CG-formation, indicating that length of IT 
drug treatment itself is no risk factor. 

Location of the Catheter-tip
Up to now, there is no scientific evidence of a 

relationship between the catheter-tip position and 
CG development (6). Interestingly, CG formation was 
more frequent in our series when catheter-tips ended 
in the middle thoracic spine (Th5-8). From Table 3 it 
is evident that this effect was not confounded by dif-
ferential drug application. We observed no cases with 
CG formation for either the cervical or lumbar spine 
region. A feasible reason for that could be the lower 
cerebrospinal fluid flow velocity in the thoracal region 
compared to the lumbar region (35). As the level of the 
catheter-tip might play a role for CG development, we 
recommend placing the catheter-tip in the lower tho-
racic or thoraco-lumbar spine, if feasible. 

Previous Spine Surgery
Spine surgery may induce transitory or chronic 

inflammation affecting the epidural space as well as 
the intradural portions of the nervous system. As such 
it was suggested that this could be a risk factor for CG 
formation (36). Our data indicates that 75% of patients 
with a CG had undergone some type of spine surgery 

before catheter insertion, while this was less often the 
case in the control group (40.5%; P = 0.051). Besides 
induction of intraspinal chronic inflammation, a further 
reason could be modified spinal canal anatomy with 
altered cerebrospinal fluid dynamics.

Smoking Status
Smoking is well known for its multiple negative ef-

fects on bodily health, also including the structures of 
the spine (37). Our analysis, unfortunately comprising 
only a subset of patients with available data, could not 
identify smoking status as a risk factor for CG develop-
ment (Table 2). 

Invasive Catheter Testing
If a patient’s therapy fails with drug resistance or 

worsened symptoms, catheter testing with contrast 
agent is performed in our department. In the recent 
years we had the clinical suspicion that invasive cath-
eter testing was associated with CG development. Our 
data indicate a correlation of invasive catheter testing 
with CG formation by trend (Table 2). Catheter testing 
was usually performed in coincidence with ineffec-
tiveness of pain therapy, many weeks as well as some 
days before the diagnosis of CG was established; still, 
this observed association does not allow any causal 
conclusion. The observed association might rather be 
confounded as patients with CG and pump dysfunction 
were more likely to be tested than patients without 
CG. Nevertheless, successful catheter testing could not 
exclude a growing granuloma, but possibly accelerat-
ing inflammatory processes and granuloma growth. 
Still, an influence of the contrast agent on CG cannot 
be excluded by our results and should be evaluated in 
further research. 

Conclusions

We found pain, morphine use, as well as higher mor-
phine dosage and concentration to be highly associated 
with CG formation. It was furthermore shown to correlate 
with catheter-tip placement in the middle thoracic spine 
(Th5-8), previous spinal surgery, and invasive catheter 
testing by injecting contrast agent, while our data did not 
support smoking or length of IT therapy as risk factors. 
Taking this into consideration, we recommend diluting 
the morphine concentration and placing the catheter tip 
lower than the middle thoracic region whenever possible. 
Physicians should be more suspicious of CG in patients 
with previous spinal surgery and in whom catheter testing 
with contrast agent was recently performed.



Catheter-tip Granulomas Associated with Intrathecal Drug Delivery

www.painphysicianjournal.com 	 E839

References

1.	 Turner JA, Sears JM, Loeser JD. Pro-
grammable intrathecal opioid delivery 
systems for chronic noncancer pain: A 
systematic review of effectiveness and 
complications. The Clinical Journal of 
Pain 2007; 23:180-195.

2.	 Deer TR, Prager J, Levy R, Rathmell J, 
Buchser E, Burton A, Caraway D, Cous-
ins M, De Andrés J, Diwan S, Erdek M, 
Grigsby E, Huntoon M, Jacobs MS, Kim 
P, Kumar K, Leong M, Liem L, McDow-
ell GC 2nd, Panchal S, Rauck R, Saulino 
M, Sitzman BT, Staats P, Stanton-Hicks 
M, Stearns L, Wallace M, Willis KD, Witt 
W, Yaksh T, Mekhail N. Polyanalgesic 
Consensus Conference 2012: Recom-
mendations for the management of 
pain by intrathecal (intraspinal) drug 
delivery: Report of an interdisciplinary 
expert panel. Neuromodulation 2012; 
15:436-464; discussion 464-436.

3.	 Kumar K, Kelly M, Pirlot T. Continu-
ous intrathecal morphine treatment for 
chronic pain of nonmalignant etiology: 
Long-term benefits and efficacy. Surgi-
cal Neurology 2001; 55:79-86; discussion 
86-78.

4.	 Anderson VC, Burchiel KJ, Cooke B. A 
Prospective, randomized trial of intra-
thecal injection vs. epidural infusion in 
the selection of patients for continuous 
intrathecal opioid therapy. Neuromodu-
lation 2003; 6:142-152.

5.	 Koman G, Alfieri A, Rachingter J, Strauss 
C, Scheller C. Erectile dysfunction as rare 
side effect in the simultaneous intrathe-
cal application of morphine and cloni-
dine. Pain Physician 2012; 15:E523-E526.

6.	 Deer TR, Prager J, Levy R, Rathmell J, 
Buchser E, Burton A, Caraway D, Cous-
ins M, De Andrés J, Diwan S, Erdek M, 
Grigsby E, Huntoon M, Jacobs MS, Kim 
P, Kumar K, Leong M, Liem L, McDow-
ell GC 2nd, Panchal S, Rauck R, Saulino 
M, Sitzman BT, Staats P, Stanton-Hicks 
M, Stearns L, Wallace M, Willis KD, Witt 
W, Yaksh T, Mekhail N. Polyanalgesic 
Consensus Conference--2012: Consen-
sus on diagnosis, detection, and treat-
ment of catheter-tip granulomas (in-
flammatory masses). Neuromodulation 
2012; 15:483-495; discussion 496.

7.	 Duarte RV, Raphael JH, Southall JL, 
Baker C, Hanu-Cernat D. Intrathecal in-
flammatory masses: Is the yearly opioid 
dose increase an early indicator? Neuro-
modulation 2010; 13:109-113.

8.	 Arnold PM, Harsh V, Oliphant SM. Spi-
nal cord compression secondary to in-
trathecal catheter-induced granuloma: 

A report of four cases. Evidence-based 
Spine-care Journal 2011; 2:57-62.

9.	 Rhee SM, Choi EJ, Lee PB, Nahm FS. 
Catheter obstruction of intrathecal drug 
administration system - a case report. 
The Korean Journal of Pain 2012; 25:47-51.

10.	 Deer TR, Prager J, Levy R, Burton A, 
Buchser E, Caraway D, Cousins M, De 
Andrés J, Diwan S, Erdek M, Grigsby 
E, Huntoon M, Jacobs M, Kim P, Ku-
mar K, Leong M, Liem L, McDowell G, 
Panchal SJ, Rauck R, Saulino M, Staats 
P, Stanton-Hicks M, Stearns L, Sitzman 
BT, Wallace M, Willis KD, Witt W, Yaksh 
T, Mekhail N. Polyanalgesic Consensus 
Conference--2012: Recommendations 
on trialing for intrathecal (intraspinal) 
drug delivery: Report of an interdisci-
plinary expert panel. Neuromodulation 
2012; 15:420-435; discussion 435.

11.	 Magill ST, Wang P, Eller JL, Burchiel 
KJ. Differentiating intrathecal catheter 
tip granulomas from normal magnetic 
resonance image distortion caused by 
metallic catheter tips. Neurosurgery 2008; 
62:242-248; discussion 248.

12.	 North RB, Cutchis PN, Epstein JA, Long 
DM. Spinal cord compression compli-
cating subarachnoid infusion of mor-
phine: Case report and laboratory expe-
rience. Neurosurgery 1991; 29:778-784.

13.	 Allen JW, Horais KA, Tozier NA, Yaksh 
TL. Opiate pharmacology of intrathe-
cal granulomas. Anesthesiology 2006; 
105:590-598.

14.	 Yaksh TL, Horais KA, Tozier NA, Allen 
JW, Rathbun M, Rossi SS, Sommer C, 
Meschter C, Richter PJ, Hildebrand KR. 
Chronically infused intrathecal mor-
phine in dogs. Anesthesiology 2003; 
99:174-187.

15.	 Yaksh TL, Allen JW, Veesart SL, Horais 
KA, Malkmus SA, Scadeng M, Steinauer 
JJ, Rossi SS. Role of meningeal mast cells 
in intrathecal morphine-evoked granu-
loma formation. Anesthesiology 2013; 
118:664-678.

16.	 Deer TR. A prospective analysis of in-
trathecal granuloma in chronic pain 
patients: A review of the literature and 
report of a surveillance study. Pain Physi-
cian 2004; 7:225-228.

17.	 McMillan MR, Doud T, Nugent W. Cath-
eter-associated masses in patients re-
ceiving intrathecal analgesic therapy. An-
esthesia and Analgesia 2003; 96:186-190, 
table of contents.

18.	 Jourdain V, Cantin L, Prud’homme M, 
Fournier-Gosselin MP. Intrathecal mor-

phine therapy-related granulomas: Fast-
er to grow than thought. Neuromodula-
tion 2009; 12:164-168.

19.	 Zacest AC, Carlson JD, Nemecek A, Bur-
chiel KJ. Surgical management of spinal 
catheter granulomas: Operative nuanc-
es and review of the surgical literature. 
Neurosurgery 2009; 65:1161-1164; discus-
sion 1164-1165.

20.	 Bejjani GK, Karim NO, Tzortzidis F. In-
trathecal granuloma after implantation 
of a morphine pump: Case report and 
review of the literature. Surgical Neurol-
ogy 1997; 48:288-291.

21.	 Coffey RJ, Burchiel K. Inflammatory 
mass lesions associated with intrathecal 
drug infusion catheters: Report and ob-
servations on 41 patients. Neurosurgery 
2002; 50:78-86; discussion 86-77.

22.	 Duarte RV, Raphael JH, Southall JL, 
Baker C, Ashford RL. Intrathecal granu-
loma formation as result of opioid deliv-
ery: Systematic literature review of case 
reports and analysis against a control 
group. Clinical Neurology and Neurosur-
gery 2012; 114:577-584.

23.	 Tomycz ND, Ortiz V, McFadden KA, Urgo 
L, Moossy JJ. Management of symptom-
atic intrathecal catheter-associated in-
flammatory masses. Clinical Neurology 
and Neurosurgery 2012; 114:190-195.

24.	 Gupta A, Martindale T, Christo PJ. In-
trathecal catheter granuloma associated 
with continuous sufentanil infusion. 
Pain Med 2010; 11:847-852.

25.	 Ramsey CN, Owen RD, Witt WO, Grider 
JS. Intrathecal granuloma in a patient 
receiving high dose hydromorphone. 
Pain Physician 2008; 11:369-373.

26.	 Yaksh TL, Hassenbusch S, Burchiel K, 
Hildebrand KR, Page LM, Coffey RJ. In-
flammatory masses associated with in-
trathecal drug infusion: A review of pre-
clinical evidence and human data. Pain 
Med 2002; 3:300-312.

27.	 Allen JW, Horais KA, Tozier NA, Weg-
ner K, Corbeil JA, Mattrey RF, Rossi SS, 
Yaksh TL. Time course and role of mor-
phine dose and concentration in intra-
thecal granuloma formation in dogs: A 
combined magnetic resonance imaging 
and histopathology investigation. Anes-
thesiology 2006; 105:581-589.

28.	 Ackerman LL, Follett KA, Rosenquist 
RW. Long-term outcomes during treat-
ment of chronic pain with intrathecal 
clonidine or clonidine/opioid combina-
tions. Journal of Pain and Symptom Man-
agement 2003; 26:668-677.



Pain Physician: September/October 2015; 18:E831-E840

E840 	 www.painphysicianjournal.com

29.	 Toombs JD, Follett KA, Rosenquist RW, 
Benton LM. Intrathecal catheter tip in-
flammatory mass: A failure of cloni-
dine to protect. Anesthesiology 2005; 
102:687-690.

30.	 Deer TR, Raso LJ, Garten TG. Inflam-
matory mass of an intrathecal catheter 
in patients receiving baclofen as a sole 
agent: A report of two cases and a re-
view of the identification and treatment 
of the complication. Pain Med 2007; 
8:259-262.

31.	 Murphy PM, Skouvaklis DE, Amadeo RJ, 
Haberman C, Brazier DH, Cousins MJ. 
Intrathecal catheter granuloma associ-
ated with isolated baclofen infusion. An-
esthesia and Analgesia 2006; 102:848-852.

32.	 Deer TR, Raso LJ, Coffey RJ, Allen JW. 
Intrathecal baclofen and catheter tip in-
flammatory mass lesions (granulomas): 
A reevaluation of case reports and im-
aging findings in light of experimental, 
clinicopathological, and radiological ev-
idence. Pain Med 2008; 9:391-395.

33.	 Hoederath P, Gautschi OP, Land M, Hil-
debrandt G, Fournier JY. Formation of 
two consecutive intrathecal catheter tip 
granulomas within nine months. Central 
European Neurosurgery 2010; 71:39-42.

34.	 De Andres J, Palmisani S, Villanueva 
Perez VL, Asensio J, López-Alarcón MD. 
Can an intrathecal, catheter-tip-associ-
ated inflammatory mass reoccur? The 
Clinical Journal of Pain 2010; 26:631-634.

35.	 Flack SH, Bernards CM. Cerebrospinal 
fluid and spinal cord distribution of hy-
perbaric bupivacaine and baclofen dur-
ing slow intrathecal infusion in pigs. An-
esthesiology 2010; 112:165-173.

36.	 Narouze SN, Casanova J, Souzdalnitski 
D. Patients with a history of spine sur-
gery or spinal injury may have a higher 
chance of intrathecal catheter granu-
loma formation. Pain Practice 2014; 
14:57-63.

37.	 Stienen MN, Smoll NR, Hildebrandt G, 
Schaller K, Gautschi OP. Influence of 
smoking status at time of surgery for 
herniated lumbar disk on postopera-
tive pain and health-related quality of 
life. Clinical Neurology and Neurosurgery 
2014; 122:12-19.


