
Background: Chemotherapy-induced neuropathic pain is difficult to treat. Pentoxifylline inhibits 
the production of inflammatory cytokines including tumor necrosis factor α (TNF-α) and interleukin 
1β (IL-1β). 

Objective: The aims of our study were to investigate the analgesic and preventive effects of 
pentoxifylline on paclitaxel-induced neuropathic pain in rats and to identify its mechanisms of action. 

Study Design: Controlled animal study. 

Methods: Neuropathic pain was induced with intraperitoneally injected paclitaxel on 4 alternate 
days in male Sprague-Dawley rats. Pentoxifylline was administered systemically as a single injection 
and a continuous infusion before or after the injection of paclitaxel. The mechanical threshold for 
allodynia was measured by using von Frey filaments. Protein levels and localization of inflammatory 
cytokines were performed by using Western blotting and immunohistochemistry, respectively. 

Results: After the rats developed neuropathic pain behavior, a single intraperitoneal injection 
and continuous infusion of pentoxifylline ameliorated paclitaxel-induced mechanical allodynia. 
In addition, systemic infusion of pentoxifylline in the early phase of the development of pain 
behavior delayed the onset of paclitaxel-induced pain behavior. Paclitaxel increased the levels of 
the catalytic subunit α of protein kinase A, phosphorylated nuclear factor κB, TNF-α, and IL-1β 
in the lumbar dorsal root ganglia. Pentoxifylline decreased the paclitaxel-induced TNF-α and IL-
1β levels. In addition, IL-1β was expressed in neurons and satellite cells in the lumbar dorsal root 
ganglia after paclitaxel. 

Limitations: Although this study was performed in the animal model by well-designed manner, 
clinical study will be needed to confirm the analgesic effect of pentoxifylline.

Conclusion: Pentoxifylline alleviated chemotherapy-induced neuropathic pain in rats by reducing 
the levels of inflammatory cytokines in dorsal root ganglia and may be effective chemotherapy-
induced neuropathic pain in patients. 

Key words: Chemotherapy, chronic pain, inflammatory cytokines, neuropathic pain, paclitaxel, 
pain behavior, pain treatment, pentoxifylline, phosphodiesterase inhibitor
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Chemotherapeutic drugs such as paclitaxel, 
cisplatin, oxaliplatin, and vincristine produce 
peripheral neuropathic pain, which is a dose-

limiting side effect (1). Paclitaxel  is commonly used 
to treat breast cancer, cervical cancer, ovarian cancer, 
and Kaposi sarcoma (2). However, paclitaxel induces 

peripheral neuropathic pain in hands and feet (3). 
Currently, no effective medications are available to 
treat this type of pain (4,5).

Inflammatory cytokines such as tumor necrosis 
factor α (TNF-α) and interleukin 1β (IL-1β) have been 
reported to be involved in the development and main-

Pain Physician 2016; 19:E589-E600 • ISSN 2150-1149



Pain Physician: May/June 2016: 19:E589-E600

E590  www.painphysicianjournal.com

Paclitaxel-induced Neuropathic Pain 
Paclitaxel (Sigma, St. Louis, MO) was dissolved in a 

vehicle solution (4% dimethyl sulfoxide and 4% Tween 
80 in sterile saline) at a concentration of 2 mg/mL just 
prior to injection and was injected intraperitoneally (i.p.) 
on days 0, 2, 4, and 6 (cumulative dose 8 mg/kg) to induce 
painful peripheral neuropathy (15,16). Control animals 
were injected with the same volume of vehicle without 
paclitaxel. In a previous report, paclitaxel (2 mg/kg on 
days 0, 2, 4, 6; total 8 mg/kg) decreased the mechanical 
threshold in rats. The threshold started to decrease from 
baseline (18.7 g) on days 6 – 8 and reached its lowest 
level (0.8 – 1.5 g) on days 12 – 14, which was maintained 
for at least 2 months (16). In this study, 95.5% of the rats 
treated with paclitaxel became hyperalgesic.

Measurement of Mechanical Allodynia
To measure mechanical allodynia, we used a behav-

ior test that has been described previously (17). Briefly, 
rats were placed in a plastic chamber on top of a mesh 
screen, and the mechanical threshold of the left hind 
paw was determined by the up-down method (18) using 
monofilaments (0.45 – 14.45 g). A filament was applied 
to the most sensitive areas of the plantar surface of the 
paw. A 50% mechanical threshold value was calculated 
as 10(X + kd)/10-4, where X is the value in log grams of the 
final filament used, k is the tabular value for the pat-
tern of responses, and d is the mean difference between 
stimuli in log grams. The investigator who conducted 
the behavior tests did not know which animals received 
pentoxifylline and which did not until the end of the 
study. Three out of 67 (4.5%) of the rats that did not 
develop pain behavior within 2 – 3 weeks of the first 
paclitaxel injection were removed from the study.

Western Blot Analysis
To examine the levels of signaling molecules, pa-

clitaxel (2 mg/kg administered on days 0, 2, 4, and 6) 
or vehicle (4% dimethyl sulfoxide and 4% Tween 80 
in saline) was i.p. injected, and the L1-6 DRGs were re-
moved on day 14 after the first injection of paclitaxel or 
vehicle. Subsequently, pentoxifylline was infused for 7 
days (days 14 – 20), and the lumbar DRGs were removed 
on day 20 for Western blotting. The rats were anaesthe-
tized deeply with 4% isoflurane and perfused with cold 
saline. The L1-6 DRGs were removed and frozen im-
mediately in liquid nitrogen. DRGs were homogenized 
in RIPA cell lysis buffer with a protease inhibitor, and 
the supernatants were loaded in 10% sodium dodecyl 
sulfate-polyacrylamide gels and transferred to polyvi-

tenance of chemotherapy-induced neuropathic pain 
(6). TNF-α, which is synthesized by several cell types, 
including activated monocytes, macrophages, B lym-
phocytes, T lymphocytes, and neurons, induces cytokine 
production, activates adhesion molecules, stimulates 
cell growth, and exerts cytotoxic activities against tu-
mor cells, viruses, and nervous tissues (7). IL-1β, which 
is produced by monocytes, neutrophils, macrophages, 
keratinocytes, and B lymphocytes, promotes thymocyte 
proliferation, B lymphocyte proliferation, and sub-
stance P production (7).  

Pentoxifylline (Trental; Sanofi-Aventis, Bridgewa-
ter, NJ) has been used to treat intermittent claudication 
due to peripheral vascular disease of the limbs (8,9). Ad-
ditionally, pentoxifylline has been shown to have an an-
algesic effect in various animal models of neuropathic 
pain (e.g., tibia fracture-induced complex regional pain 
syndrome, chronic constriction injury, and L5 spinal 
nerve transection) and inflammatory pain (e.g., acetic 
acid-induced writhing, carrageenan- or TNF-α-induced 
hyperalgesia, and zymosan-induced arthritic pain) (10-
14). However, no reports have been published on the 
analgesic effects of pentoxifylline on chemotherapy-
induced neuropathic pain.

The aims of our study were to investigate (1) the 
analgesic effects of pentoxifylline on paclitaxel-induced 
neuropathic pain (PINP) in an animal model, (2) the pre-
ventive effects of pentoxifylline on the development of 
PINP, and (3) the mechanisms of action of pentoxifylline 
in dorsal root ganglia (DRGs).

Methods

Experimental Animals
We used adult Sprague–Dawley rats (200 – 350 g; 

Harlan Sprague Dawley Company, Houston, TX). The 
animals had free access to food and water and were 
housed in a room with a normal light-dark cycle (light 
cycle: 7:00 a.m. – 7:00 p.m.). All animals were habitu-
ated for one week before the experiments. The ex-
perimental protocol was approved by the institutional 
animal care and use committees of Beth Israel Deacon-
ess Medical Center (Boston, Massachusetts) and The 
University of Texas MD Anderson Cancer Center. At 
the end of the experiment, the rats were euthanized 
by 100% CO² inhalation and exsanguination. After the 
rats become unconscious upon exposure to 100% CO², 
a thoracotomy was performed to expose the heart. 
Then we made a deep incision into the heart for 
exsanguination.
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nylidene fluoride membranes. Blots were incubated 
with primary antibody against IL-1β (1:1000; Santa Cruz 
Biotechnology, Dallas, TX), TNF-α (1:1000; Abcam, San 
Francisco, CA), phosphorylated nuclear factor kappa 
B (NFκB) (p-NFκB, 1:1000; Cell Signaling Technology, 
Danvers, MA), catalytic subunit α of protein kinase A 
(PKACα, 1:1000; R&D Systems, Minneapolis, MN), and 
GAPDH (1:1000; Santa Cruz Biotechnology) overnight 
at 4o. The blots were then incubated with anti-rabbit 
horseradish peroxidase-conjugated secondary antibody 
(1:5000; GenDepot, Katy, TX) or anti-goat horseradish 
peroxidase-conjugated secondary antibody (1:5000; 
GenDepot). The immunoblots were analyzed with a 
chemiluminescence detection system. The blots were 
scanned with Spot Advanced and Adobe Photoshop 
8.0 (Adobe Inc., San Diego, CA). For equalizing pro-
tein loading, GAPDH expression was used as a control. 
The bad densities were qualified using Image J (NIH, 
Bethesda, MD). A region of the band was taken and 
then background was subtracted. The expression of a 
protein was quantified as the ratio of the expression of 
that protein over the expression of GAPDH in the same 
lane. The relative values were calculated by average of 

expression of a protein of PAC or PTX group divided by 
that of VEH group. 

Behavioral Testing for Sedation
Behavioral testing for sedation was based on 

5-point scales of posture (0 = normal, 4 = flaccid atonia) 
and righting reflexes (0 = rat struggles, 4 = no move-
ment) (19,20). Sedation was assessed immediately after 
each pain behavior test, and no separate group of rats 
for sedation testing was therefore necessary. 

Experimental Design
This study consisted of 2 parts: (1) assessment of 

the therapeutic effects of pentoxifylline on PINP, given 
as a single i.p. injection (50 or 100 mg/kg) or as i.p. in-
fusion (0.96 mg/day for 7 days), and (2) investigation 
of the preventive effects of pentoxifylline given as i.p. 
infusions using 2 different paradigms on the develop-
ment of PINP (Fig. 1). 

Assessment of the Therapeutic Effects of 
Pentoxifylline. 

For administration of pentoxifylline as a single i.p. 

Fig. 1. Schematic overview of  the experimental design. (A) Preventive effects of  pentoxifylline including scheme I and II. 
Infusion of  pentoxifylline were done at 2 different points including days 0 – 6 (scheme I) or days 6 – 13 (scheme II). (B) 
Therapeutic effects of  pentoxifylline by single systemic injection or systemic infusion (days 20 – 27).
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injection, on the twentieth day after the first paclitaxel 
injection, 26 rats were divided into 3 groups. After the 
rats developed neuropathic pain behavior, they were 
randomly assigned to one of 2 treatment groups or a 
control group. Rats in the treatment groups (9 rats per 
group) received 50 or 100 mg/kg pentoxifylline in 3 mL/
kg saline and rats in the control group (8 rats per group) 
received a single 3-mL/kg injection of saline (Fig. 1). 

For administration of pentoxifylline as a systemic 
i.p. infusion, on the twentieth day after the first pa-
clitaxel injection, the rats that developed neuropathic 
pain behavior were randomly assigned to either a 
treatment (pentoxifylline, 6 rats) group or a control 
(vehicle, 6 rats) group before the insertion of a mini-
osmotic pump (Alzet model 2001; Alzet, Cupertino, CA; 
see below). The rats in the treatment group received an 
infusion of pentoxifylline at a rate of 1 μl/h for 7 days 
(0.96 mg/day). Additionally, loading doses of pentoxi-
fylline (100 mg/kg) were administered on days 20 and 
21 after the first paclitaxel injection. The rats in the 
control group received equivalent volumes of saline via 
the pump and as loading doses (3 mL/kg). 

Assessment of the Preventive Effects of 
Pentoxifylline. 

Pentoxifylline (0.96 mg/day) was infused i.p. (Alzet 
model 2001 mini-osmotic pump) by one of the following 
methods of administration. In the Paradigm I, a bolus of 
pentoxifylline was injected i.p. at a dose of 100 mg/kg 
on days 0 and 1 and continuously infused (i.p.) for 7 days 
(days 0 through 6). In the Paradigm II, the same dose of 
pentoxifylline was given as a bolus on days 6 and 7, and 
continuous infusion was administered on days 6 through 
13 (Fig. 1). Mechanical allodynia testing was measured 
on days 0, 2, 4, 6, 7, 8, 9, 10, 11, 12, 13, 15, 17, and 20.

Intraperitoneal Implantation of the Mini-
Osmotic Pump

The mini-osmotic pump was implanted i.p. accord-
ing to the manufacturer’s protocol. Briefly, a midline 
skin and peritoneal wall incision (1 cm) was made in the 
lower abdomen of rats under isoflurane anesthesia (3 – 
4% for induction and 2% for maintenance) in oxygen. 
Anesthetic depth was assessed by loss of the toe pinch 
reflex and loss of the blink reflex. The absence of the 
reflexes in response to stimulation indicated adequate 
anesthesia for pump implantation. The pump was filled 
with pentoxifylline or saline and inserted into the peri-
toneal cavity. The musculoperitoneal layer was sutured 
with silk sutures, and the skin incision was closed with 

wound clips. Anesthesia was discontinued, and the ani-
mals were allowed to recover from anesthesia. 

Immunohistochemical Analyses of IL-1β, 
NeuN, and GFAP

To examine the localization of IL-1β in DRGs, the 
L5 DRG was removed on day 14 after the first paclitaxel 
or vehicle injection. Subsequently, pentoxifylline was 
infused for 7 days (days 14 – 20), and the lumbar DRGs 
were removed on day 20 for immunohistochemical 
experiment.

For immunohistochemical analyses, the animals 
were deeply anesthetized with 4% isoflurane and trans-
cardially perfused with cold saline followed by cold 4% 
paraformaldehyde. L5 DRGs were removed, post fixed, 
cryoprotected in 30% sucrose, cryosectioned to a thick-
ness of 10 µm, and mounted on slides. The sections 
were incubated with combinations of the following 
primary antibodies followed by secondary antibodies 
conjugated with either Alexa Fluor 568 (red) or Alexa 
Fluor 488 (green). The primary antibodies used were 
anti-NeuN (neuronal marker, monoclonal anti-mouse, 
1:50; GenDepot), anti-glial fibrillary acidic protein (anti-
GFAP; satellite cell marker, monoclonal anti-mouse, 
1:50; Santa Cruz Biotechnology), and anti-IL-1β (poly-
clonal anti-rabbit, 1:50; Santa Cruz Biotechnology). The 
immunostained dorsal root sections were viewed under 
a Perkin Elmer Vectra multispectral microscope (Caliper 
Life Sciences, Hopkinton, MA). For analysis of IL-1β colo-
calization with NeuN or GFAP, DRG sections from 3 rats 
were double stained. All images were analyzed using 
InForm 1.2 software.

Statistical Analyses 
Data were summarized as means with standard 

errors of the means for the behavioral testing and as 
means with standard deviations for Western blotting. 
The data were analyzed using the SigmaStat program 
(Systat Software, San Jose, CA) and 2-way repeated-
measures analyses of variance with one repeated factor 
(time), followed by Tukey post hoc test for behavioral 
testing and the Mann-Whitney U test for Western blot-
ting. In all cases, P < 0.05 was considered statistically 
significant. The study design was based on the use of 
parallel groups and investigator blinding. 

Results

Pentoxifylline Did Not Produce Sedation 
All rats treated with pentoxifylline or vehicle had 
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a score of 0 on both the posture scale and the righting 
reflex scale, indicating that the rats were not sedated. 

Pentoxifylline Had an Analgesic Effect on 
PINP

In a preliminary study, we used pentoxifylline at 
doses of 10, 50, 100, and 300 mg/kg. The 100-mg/kg dose 
of pentoxifylline increased the mechanical threshold to 
more than 10 g, which is a relatively normal threshold 
of rats and did not produce side effects such as seda-
tion. We therefore used 100 mg/kg as the maximal dose 
in this study. In addition, the dose of 10 mg/kg had only 
weak analgesic effects. Therefore, doses of 50 and 100 
mg/kg were chosen for the single i.p. injection.

Pentoxifylline significantly increased the mechani-
cal threshold by single injection at doses of 50 and 100 
mg/kg in rats (Fig. 2A). The 100-mg/kg dose significantly 
increased the mechanical threshold for 1.5 hours post 

injection (P < 0.001). Further, there was a significant 
difference between the treatment group (PTX 100) 
and the control group (saline) at 0.5 – 1.5 hours post 
treatment. 

Intraperitoneal infusion, pentoxifylline (for 7 days 
starting on day 20) (Fig. 2B) significantly increased the 
mechanical threshold starting on day 21, and this value 
remained significantly higher than that of the control 
group for a total of 8 days. These data indicate that 
the treatment produced prolonged analgesia without 
sedation.

Pentoxifylline Delayed the Development of 
PINP

The early treatment (starting on day 0) did not 
affect the development of pain behavior (Fig. 3A). In 
contrast, the treatment beginning on day 6 signifi-
cantly delayed the development of pain behavior in the 

Fig. 2. Analgesic effects of  a single systemic 
injection (A) or systemic infusion (B) of  

pentoxifylline (PTX) on PINP in rats. 
Paclitaxel (PAC, 2 mg/kg) was injected 

i.p. on 4 alternate days (days 0, 2, 4, 
and 6), and the mechanical threshold was 
measured. (A) On the twentieth day after 
the first paclitaxel injection, 26 rats were 

divided into 3 groups, which received an i.p. 
injection of  saline or 50 or 100 mg/kg of  

pentoxifylline (3 mL/kg). Note the normal 
or almost normal mechanical threshold after 

the injection of  100 mg/kg of  pentoxifylline. 
(B) On the twentieth day after the first 

paclitaxel injection, 12 rats were divided 
into 2 groups. In one group, the rats 

received an i.p. infusion of  pentoxifylline 
(0.96 mg/day) for 7 days (hatched box) 
in addition to i.p. injections of  100 mg/
kg of  pentoxifylline on days 20 and 21. 

In the second group, the rats received 
saline (vehicle) instead of  pentoxifylline. 

The systemic infusion of  pentoxifylline 
significantly increased the mechanical 

threshold starting on day 21, and the 
threshold remained significantly higher 

than the threshold in the control group at 
total of  for 8 days. The data are means with 
standard errors of  the means. The asterisks 

indicate values that are significantly 
different (P < 0.05) from the corresponding 

values for the control group as determined 
by a 2-way repeated-measures analysis of  

variance with one repeated factor (time) 
followed by the Tukey post hoc test.
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Paradigm II (Fig. 1A, 3B). These data indicate that pent-
oxifylline delayed the onset of PINP when given during 
the development phase of mechanical hyperalgesia.

Paclitaxel Raised the Levels of NFκB, TNF-α, 
and IL-1β in DRGs, and Pentoxifylline 
Subsequently Decreased Them

Paclitaxel significantly increased the levels of 
PKACα (1.6 times), p-NFκB (1.5 times), TNF-α (2.3 times), 
and IL-1β (2.6 times) in the lumbar DRGs compared to 
those in the vehicle control group (Fig. 4). Subsequently, 
pentoxifylline decreased the paclitaxel-induced PKACα, 
p-NFκB, TNF-α, and IL-1β levels in the DRGs (Fig. 4A-E). 

IL-1β Was Colocalized in Both Neurons and 
Satellite Cells in DRGs

IL-1β was expressed in the L5 DRG in both vehicle- 
and paclitaxel-injected rats (Fig. 5A and B). In addition, 
IL-1β was co-expressed in NeuN-positive neurons and 
GFAP-positive satellite cells in the DRG (Fig. 5C and D). 

Paclitaxel increased the density of IL-1β in DRGs com-
pared to the vehicle (Fig. 5A and B). Most importantly, 
pentoxifylline decreased the paclitaxel-induced IL-1β 
density in the DRGs (Fig. 5E and F). 

discussion

This study investigated the analgesic effect of pent-
oxifylline in rats with PINP. Pentoxifylline, administered 
as a combination of a single systemic injection and 
continuous systemic infusion, produced analgesia by 
inhibiting PKACα, p-NFκB, TNF-α, and IL-1β in DRGs. In 
addition, pentoxifylline delayed the onset of PINP when 
given during the development phase of mechanical hy-
peralgesia. Thus, our results suggest that pentoxifylline 
has potential for treatment of chemotherapy-induced 
neuropathic pain.

Cancer is one of the leading causes of pain and suf-
fering in the US (21). As cancer treatments improve and 
the average life expectancy increases, pain associated 
with cancer and/or cancer treatment (chemotherapy, 

Fig. 3. Preventive effects of  pentoxifylline 
(PTX) on PINP in rats. Paclitaxel (PAC, 
2 mg/kg) was injected i.p. on 4 alternate days 
(days 0, 2, 4, and 6) and the mechanical 
threshold was measured. (A) On the day of  the 
first paclitaxel injection, 13 rats were divided 
into 2 groups. The rats in the treatment group, 
received an i.p. infusion of  pentoxifylline 
(0.96 mg/day) for 7 days (hatched box) 
in combination with an i.p. injection of  
pentoxifylline (100 mg/kg) on days 0 and 1 
(arrowheads) of  the infusion period. The rats in 
the control group received equivalent amounts of  
saline. The systemic infusion of  pentoxifylline 
did not affect the development of  PINP. (B) On 
the day of  the last paclitaxel injection, another 
13 rats were divided into 2 groups. The rats in 
the treatment group received an i.p. infusion of  
pentoxifylline (0.96 mg/day) for 7 days (hatched 
box) in combination with i.p. injections of  
pentoxifylline (100 mg/kg) on days 6 and 7 
(arrowheads). The rats in the control group 
received equivalent amounts of  saline. The 
systemic infusion of  pentoxifylline significantly 
delayed the development of  PINP for 8 days. 
The data are means with standard errors of  
the means. The asterisks indicate values that 
are significantly different (P < 0.05) from 
the corresponding values for the control group 
as determined by a 2-way repeated-measures 
analysis of  variance with one repeated factor 
(time) followed by the Tukey post hoc test.
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Fig. 4. Paclitaxel increased the levels of  PKACα, p-NFκB, TNF-α, and IL-1β in rat DRGs. (A) Western blot showing the 
expression of  PKACα, p-NFκB, TNF-α, and IL-1β in DRGs after an injection of  vehicle (VEH; 4% dimethylsulfoxide and 
4% tween 80 in saline) or paclitaxel (PAC). Pentoxifylline (PTX) was infused for 7 days after the paclitaxel injection. (B-E) 
Quantification of  PKACα, p-NFκB, TNF-α, and IL-1β in DRGs. The data are means with standard deviations for 3 rats. 
The asterisks indicate values that are significantly different (P < 0.05) from the values for the vehicle group as determined by the 
Mann-Whitney U test. 

radiation, and/or surgery) will continue to frequently 
affect physical and psychosocial functioning and the 
overall quality of life in cancer patients. It has been 
reported that the symptoms of chemotherapy-induced 
neuropathic pain are predominantly sensory and may 
occur at any time during the course of chemotherapy 
and even after termination of chemotherapy.  Neu-
ropathy and pain could further increase in frequency 
and/or severity with concurrent chemotherapies or 
coexisting diseases such as diabetes (22). Chemother-
apy-induced neuropathy is a dose-limiting side effect 
in cancer patients that significantly reduces the qual-
ity of life in cancer survivors (23-26). Commonly used 
analgesic drugs such as nonsteroidal anti-inflammatory 
agents, opioids, anticonvulsants, antidepressants, and 
sodium channel blockers show little or no analgesic 
effects in PINP models (27). Recently, Wolf et al (5) re-
viewed the analgesic effects of glutamine, glutathione, 

N-acetylcysteine, oxcarbazepine, and xaliproden and 
concluded that those drugs did not prevent chemother-
apy-induced neuropathy.

Patients who undergo chemotherapy develop 
pain behaviors such as mechanical allodynia, thermal 
hyperalgesia, and cold allodynia, with mechanical allo-
dynia/hyperalgesia, being the most common complaint 
(28,29). Similarly, more than 90% of rats treated with 
paclitaxel develop neuropathic pain behaviors such as 
mechanical allodynia and hyperalgesia in their hind 
paws, but not many develop thermal hyperalgesia 
according to our preliminary findings. We therefore 
chose mechanical hyperalgesia/allodynia as the more 
reliable and clinically relevant measure. Mechanical 
hyperalgesia or allodynia is a common clinical symp-
tom in patients with chemotherapy-induced painful 
peripheral neuropathy (28,29) and is more common 
than thermal hyperalgesia/allodynia in cancer patients 
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in our clinics. Cold allodynia is also frequent in patients 
with PINP; however, for the current study, we chose to 
use mechanical allodynia because prior animal and hu-
man studies for PINP have shown this parameter was 
reduced (1,15). 

In this study, we have shown that pentoxifylline 
produced an analgesic effect on PINP. Pentoxifylline in-
creases secondary messengers such as cyclic AMP (cAMP) 
and cyclic GMP (cGMP) by inhibiting phosphodiesteras-
es (PDEs) 1-5 (10,30). PDEs degrade the phosphodiester 
bond of cAMP and cGMP and thereby terminate the 
action of those molecules. At least 11 PDEs have been 
sequenced and characterized for substrate specificity to 
cAMP, cGMP, or both (31). PDEs 1, 2, 3, 10, and 11 hydro-

lyze both cAMP and cGMP; PDEs 5, 6, and 9 hydrolyze 
only cGMP; and PDEs 4, 7, and 8 strictly hydrolyze cAMP 
(31). In addition to increasing cAMP and cGMP, pent-
oxifylline decreases the production of inflammatory 
cytokines, chemotaxis, and cytotoxic effects in immune 
cells (basophils, eosinophils, neutrophils, monocytes, 
macrophages, and T lymphocytes) (32-34). In the pres-
ent study, pentoxifylline produced analgesic effects on 
PINP likely by inhibiting inflammatory cytokines (Fig. 
2-4). 

Paclitaxel produced pain behaviors in rats in our 
study. This drug is accumulated in DRGs and cannot 
penetrate the blood-brain barrier (35). It may cause 
damage to the sciatic nerve and DRGs during the de-

Fig. 5. Colocalization of  IL-1ß, NeuN, and GFAP in DRGs. (A) IL-1ß (green, Alexa 
Fluor 488) in the L5 DRG of  vehicle (VEH; 4% dimethylsulfoxide and 4% tween 80 in 
saline)-injected rats. (B-D) NeuN (red, Alexa Fluor 568) and IL-1ß (green) in DRGs of  
paclitaxel-injected rats. Stars and arrows indicate satellite cells and neurons, respectively. 
(E, F) NeuN (red, Alexa Fluor 568) and IL-1ß (green) in DRGs of  paclitaxel-injected 
rats treated by pentoxifylline. Scale bars, 100 µm.
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velopment of pain behaviors. Paclitaxel also causes ac-
cumulation of macrophages in DRGs and an increase in 
calcium channel subunits (36-38). In addition, Nishida et 
al (39) reported that paclitaxel increased the expression 
of inflammatory and/or immune response-related genes 
in DRGs, including genes encoding phospholipase A2, 
chemokine ligand 21b, complement components 1 and 
3, and matrix metalloproteinase 3. Paclitaxel increases 
the production of TNF-α, IL-1, and IL-6. A local injection 
into the sciatic nerve and an intrathecal injection of 
TNF-α can induce pain through the p75 TNF-α receptor 
2. The pain behaviors we observed in the present study 
were due to the increases in the levels of inflammatory 
cytokines in DRGs.

Our findings showed that paclitaxel increased the 
levels of PKACα, p-NFκB, TNF-α, and IL-1β in DRGs. We 
added 2 publications (39,40) about changes of gene 
expression of neuronal ion channels and macrophage 
in the dorsal root ganglia of paclitaxel-treated rats. 
We will perform proteomics and phosphoproteomics 
in the future. The increase in PKACα likely promoted 
the change from NFκB to p-NFκB (active form), which 
in turn increased TNF-α and IL-1β in DRGs, thereby 
inducing pain behaviors. Our findings also showed 
that pentoxifylline inhibited the elevated PKACα, 
p-NFκB, TNF-α, and IL-1β levels in the DRGs. Liu et al 
(12) reported that pentoxifylline significantly inhibited 
the activation of NFκB and reduced the production of 
TNF-α and IL-1β in the brain in rats. In the present study, 
pentoxifylline significantly decreased the p-NFκB and 
slightly decreased the TNF-α compared to the vehicle 
group. It is an exciting find that brings up further ques-
tion for future investigation. Pentoxifylline seems to 
differentially suppress the expression of p-NFκB even in 
normal cells but not the expression of TNF- α or IL-1β. 
The NFκB pathway is involved in many physiological 
and pathological functions, which means the activity 
of NFκB was increased or decreased by many factors 
(41). The p-NFκB, an active form of NFκB, was either 
increased by inflammatory modulators (TNF-α, IL-1β, li-
popolysaccharide) and neuromodulators (nerve growth 
factor, free radicals) or decreased by anti-inflammatory 
cytokines (IL-10) and anti-oxidants (41). Pentoxifylline 
can increase the level of IL-10 and decrease the level 
of free radicals. Therefore, pentoxifylline may decrease 
the p-NFκB level than the vehicle group. For TNF-α 
level, pentoxifylline group slightly decreased the TNF-α 
level in the DRGs compared to the vehicle group. This 
decrease of TNF-α may be involved in the decrease of 
NFκB level and free radical levels by pentoxifylline.

We selected IL-1β for the immunohistochemical 
experiments because it is the potent cytokine for pain 
behavior in the peripheral tissues. In the present study, 
paclitaxel increased the density of IL-1β in the DRG 
compared to that of vehicle-injected rats. IL-1β is re-
leased from immune cells (monocytes and macrophage) 
and nonimmune cells (fibroblasts and endothelial cells). 
It is also expressed in nociceptive DRG neurons (42). IL-1 
receptor antagonist attenuated the cytokine-induced 
inflammatory hyperalgesia model and nerve injury pain 
model (43,44). Therefore, paclitaxel may produce the 
pain behavior by increasing IL-1β in DRGs. On the other 
hand, pentoxifylline decreased IL-1β level in the L5 DRG 
compared to paclitaxel-injected rats. IL-1β can produce 
hyperalgesia following intraperitoneal and intraplan-
tar injection (43,45). It also increases the production of 
substance P and prostaglandin E2 in neurons and glial 
cells (46,47). In the present study, IL-1β was expressed 
in both satellite cells and neurons in the DRGs. Satellite 
cells are tightly surrounded by sensory neurons in the 
somata and are associated with the transport of vari-
ous molecules, including glutamate, ATP, and cytokines. 
Satellite cells also modulate sensory transmission, in-
cluding nociception (48). The activation of satellite cells 
by inflammatory cytokines releases calcium-dependent 
ATP and calcitonin gene-related peptide and produces 
nitric oxide and action potentials (48). Therefore, we 
speculate that pentoxifylline decreased IL-1β level in 
DRGs and then may decrease the activation of satellite 
cells and decrease the production of substance P and 
prostaglandin E2 in neurons.

Interestingly, pentoxifylline delayed the develop-
ment of pain behaviors when it was administered on 
days 6 – 13 after the first injection of paclitaxel and not 
when it was administered on days 0 – 6. Pentoxifylline 
is known to inhibit both glial activation and NFκB, and 
induces a decrease in TNF-α and IL-1β production by 
microglia (30). Therefore, activation of microglia and 
induction of inflammatory cytokines may have been 
involved in the development of pain behaviors during 
days 6 – 13 after the first injection of paclitaxel. 

We tested gabapentin, one of the most (if not 
the most) widely used medication for chemotherapy-
induced neuropathic pain, in our rat model of PINP as 
a comparison. We chose a dose of 50 mg/kg, which is 
a relatively high dose that does not induce sedation in 
rats. In contrast to pentoxifylline, gabapentin did not 
significantly increase the mechanical threshold (Fig. 2A). 

In the present study, the analgesic effect of pent-
oxifylline lasted for 1.5 hours and one day after a single 
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injection and 7-day infusion, respectively. That means, 
the effect of pentoxifylline lasted only for a relatively 
short period of time. Thus, we wanted to investigate 
the effect of chronic application of the drug to prolong 
its efficacy. 

Pentoxifylline has been used for many years to 
treat many diseases, especially intermittent claudica-
tion or ischemia associated with peripheral vascular dis-
ease. Several reports have indicated that pentoxifylline 
decreases radiation-induced side effects and decreases 
the proliferation of melanoma cells (49-52). Pentoxifyl-
line also has a number of adverse side effects (including 
hypotension), which are important to consider in using 
pentoxifylline to treat pain.

liMitations

Some of the limitations of the present study in-
clude: a) This study was performed in an animal model 
of PINP. Thus, clinical study must be performed to 
evaluate if indeed pentoxifylline has an analgesic ef-
fect in humans. b) The present study was performed 
in a small number of rats in each group; and higher 
numbers of rats are needed to increase the reliability. 
c) PINP was produced using one chemotherapy agent, 
namely paclitaxel.  However, it will be interesting to see 

if pentoxifylline has similar anti PINP effect when other 
chemotherapy agents are used to induce PINP.

conclusion

This study showed that systemic administration of 
pentoxifylline ameliorated neuropathic pain behavior 
in a rat model of PINP by inhibiting PKACα, p-NFκB, 
TNF-α, and IL-1β in DRGs without inducing sedation and 
systemic infusion of pentoxifylline in the early phase of 
the development of pain behavior delayed the onset 
of paclitaxel-induced pain behavior. We conclude that 
pentoxifylline may be effective for chemotherapy-
induced neuropathic pain in cancer patients. 

Acknowledgments
The authors thank Arthur Gelmis (Department 

of Scientific Publications, The University of Texas MD 
Anderson Cancer Center) for editorial assistance. This 
work was supported by grants from Beth Israel Deacon-
ess Medical Center, Harvard Medical School (Boston, 
Massachusetts), Helen Buchanan & Stanley Joseph 
Seeger Research Endowment and Peggy and Avinash 
Ahuja Center of Excellence at The University of Texas 
MD Anderson Cancer Center.

RefeRences

1. Cata JP, Weng HR, Lee BN, Reuben JM, 
Dougherty PM. Clinical and experimen-
tal findings in humans and animals 
with chemotherapy-induced peripheral 
neuropathy. Minerva Anestesiol 2006; 
72:151-169.

2. Vyas DM, Kadow JF. Paclitaxel: A unique 
tubulin interacting anticancer agent. 
Prog Med Chem 1995; 32:289-337.

3. Dougherty PM, Cata JP, Cordella JV, 
Burton A, Weng HR. Taxol-induced 
sensory disturbance is characterized by 
preferential impairment of myelinated 
fiber function in cancer patients. Pain 
2004; 109:132-142.

4. Lee JJ, Swain SM. Peripheral neuropa-
thy induced by microtubule-stabilizing 
agents. J Clin Oncol 2006; 24:1633-1642.

5. Wolf S, Barton D, Kottschade L, Grothey 
A, Loprinzi C. Chemotherapy-induced 
peripheral neuropathy: Prevention and 
treatment strategies. Eur J Cancer 2008; 
44:1507-1515.

6. Zhang JM, An J. Cytokines, inflamma-
tion, and pain. International Anesthesiol-
ogy Clinics 2007; 45:27-37.

7. Turner MD, Nedjai B, Hurst T, Pen-
nington DJ. Cytokines and chemokines: 
At the crossroads of cell signalling and 
inflammatory disease. Biochimica et Bio-
physica Acta 2014; 1843:2563-2582.

8. Porter JM, Cutler BS, Lee BY, Reich T, 
Reichle FA, Scogin JT, Strandness DE. 
Pentoxifylline efficacy in the treatment 
of intermittent claudication: Multicenter 
controlled double-blind trial with objec-
tive assessment of chronic occlusive ar-
terial disease patients. Am Heart J 1982; 
104:66-72.

9. Di Perri T, Guerrini M. Placebo controlled 
double blind study with pentoxifylline of 
walking performance in patients with in-
termittent claudication. Angiology 1983; 
34:40-45.

10. Wei T, Sabsovich I, Guo TZ, Shi X, Zhao 
R, Li W, Geis C, Sommer C, Kingery WS, 
Clark DJ. Pentoxifylline attenuates no-
ciceptive sensitization and cytokine ex-
pression in a tibia fracture rat model of 
complex regional pain syndrome. Eur J 
Pain 2009; 13:253-262.

11. Mika J, Osikowicz M, Makuch W, Prze-
wlocka B. Minocycline and pentoxifylline 

attenuate allodynia and hyperalgesia 
and potentiate the effects of morphine 
in rat and mouse models of neuropathic 
pain. Eur J Pharmacol 2007; 560:142-149.

12. Liu J, Feng X, Yu M, Xie W, Zhao X, Li W, 
Guan R, Xu J. Pentoxifylline attenuates 
the development of hyperalgesia in a rat 
model of neuropathic pain. Neurosci Lett 
2007; 412:268-272.

13. Vale ML, Benevides VM, Sachs D, Brito 
GA, da Rocha FA, Poole S, Ferreira SH, 
Cunha FQ, Ribeiro RA. Antihyperalgesic 
effect of pentoxifylline on experimental 
inflammatory pain. Br J Pharmacol 2004; 
143:833-844.

14. Dorazil-Dudzik M, Mika J, Schafer MK, 
Li Y, Obara I, Wordliczek J, Przewlocka 
B. The effects of local pentoxifylline 
and propentofylline treatment on for-
malin-induced pain and tumor necro-
sis factor-alpha messenger RNA levels 
in the inflamed tissue of the rat paw. 
Anesth Analg 2004; 98:1566-1573, table of 
contents.

15. Polomano RC, Mannes AJ, Clark US, 
Bennett GJ. A painful peripheral neu-
ropathy in the rat produced by the che-



Analgeisc Effect of Pentoxifylline in Chemotherapy-Induced Neuropathic Pain

www.painphysicianjournal.com  E599

motherapeutic drug, paclitaxel. Pain 
2001; 94:293-304.

16. Kim HK, Zhang YP, Gwak YS, Abdi S. 
Phenyl N-tert-butylnitrone, a free radi-
cal scavenger, reduces mechanical allo-
dynia in chemotherapy-induced neuro-
pathic pain in rats. Anesthesiology 2010; 
112:432-439.

17. Chaplan SR, Bach FW, Pogrel JW, Chung 
JM, Yaksh TL. Quantitative assessment 
of tactile allodynia in the rat paw. J Neu-
rosci Methods 1994; 53:55-63.

18. Dixon WJ. Efficient analysis of experi-
mental observations. Annu Rev Pharma-
col Toxicol 1980; 20:441-462.

19. Devor M, Zalkind V. Reversible analge-
sia, atonia, and loss of consciousness on 
bilateral intracerebral microinjection of 
pentobarbital. Pain 2001; 94:101-112.

20. Kim HK, Park SK, Zhou JL, Taglialatela 
G, Chung K, Coggeshall RE, Chung JM. 
Reactive oxygen species (ROS) play an 
important role in a rat model of neuro-
pathic pain. Pain 2004; 111:116-124.

21. Fallon MT. Neuropathic pain in cancer. 
Br J Anaesth 2013; 111:105-111.

22. Dalal S, Bruera E. Access to opioid an-
algesics and pain relief for patients 
with cancer. Nat Rev Clin Oncol 2013; 
10:108-116.

23. Weiden PL, Wright SE. Vincristine 
neurotoxicity. N Engl J Med 1972; 
286:1369-1370.

24. Sandler SG, Tobin W, Henderson ES. 
Vincristine-induced neuropathy. A clini-
cal study of fifty leukemic patients. Neu-
rology 1969; 19:367-374.

25. Manthey CL, Brandes ME, Perera PY, 
Vogel SN. Taxol increases steady-state 
levels of lipopolysaccharide-inducible 
genes and protein-tyrosine phosphory-
lation in murine macrophages. J Immu-
nol 1992; 149:2459-2465.

26. Burkhart CA, Berman JW, Swindell CS, 
Horwitz SB. Relationship between the 
structure of taxol and other taxanes 
on induction of tumor necrosis factor-
alpha gene expression and cytotoxicity. 
Cancer Res 1994; 54:5779-5782.

27. Xiao W, Naso L, Bennett GJ. Experimen-
tal studies of potential analgesics for 
the treatment of chemotherapy-evoked 
painful peripheral neuropathies. Pain 
Med 2008; 9:505-517.

28. Park SB, Goldstein D, Krishnan AV, Lin 
CS, Friedlander ML, Cassidy J, Koltzen-
burg M, Kiernan MC. Chemotherapy-
induced peripheral neurotoxicity: A 
critical analysis. CA: A Cancer Journal for 

Clinicians 2013; 63:419-437.
29. Hershman DL, Lacchetti C, Dworkin RH, 

Lavoie Smith EM, Bleeker J, Cavaletti G, 
Chauhan C, Gavin P, Lavino A, Lustberg 
MB, Paice J, Schneider B, Smith ML, 
Smith T, Terstriep S, Wagner-Johnston 
N, Bak K, Loprinzi CL; American Soci-
ety of Clinical Oncology. Prevention and 
management of chemotherapy-induced 
peripheral neuropathy in survivors of 
adult cancers: American Society of Clini-
cal Oncology clinical practice guideline. 
J Clin Oncol 2014; 32:1941-1967.

30. Ji Q, Jia H, Dai H, Li W, Zhang L. Protec-
tive effects of pentoxifylline on the brain 
following remote burn injury. Burns 
2010; 36:1300-1308.

31. Houslay MD, Adams DR. PDE4 cAMP 
phosphodiesterases: Modular enzymes 
that orchestrate signalling cross-talk, 
desensitization and compartmentaliza-
tion. Biochem J 2003; 370:1-18.

32. Kubo S, Kobayashi M, Iwata M, Miyata 
K, Takahashi K, Shimizu Y. Anti-neutro-
philic inflammatory activity of ASP3258, 
a novel phosphodiesterase type 4 inhibi-
tor. Int Immunopharmacol 2012; 12:59-63.

33. Boswell-Smith V, Spina D, Page CP. 
Phosphodiesterase inhibitors. Br J Phar-
macol 2006; 147:S252-257.

34. Kobayashi K, Suda T, Manabe H, Miki I. 
Administration of PDE4 inhibitors sup-
pressed the pannus-like inflammation 
by inhibition of cytokine production by 
macrophages and synovial fibroblast 
proliferation. Mediators Inflamm 2007; 
2007:58901.

35. Cavaletti G, Cavalletti E, Oggioni N, Sot-
tani C, Minoia C, D’Incalci M, Zucchetti 
M, Marmiroli P, Tredici G. Distribution 
of paclitaxel within the nervous system 
of the rat after repeated intravenous 
administration. Neurotoxicology 2000; 
21:389-393.

36. Xiao W, Boroujerdi A, Bennett GJ, Luo 
ZD. Chemotherapy-evoked painful pe-
ripheral neuropathy: Analgesic effects of 
gabapentin and effects on expression of 
the alpha-2-delta type-1 calcium channel 
subunit. Neuroscience 2007; 144:714-720.

37. Matsumoto M, Inoue M, Hald A, Xie 
W, Ueda H. Inhibition of paclitaxel-
induced A-fiber hypersensitization by 
gabapentin. J Pharmacol Exp Ther 2006; 
318:735-740.

38. Peters CM, Jimenez-Andrade JM, Jonas 
BM, Sevcik MA, Koewler NJ, Ghilardi 
JR, Wong GY, Mantyh PW. Intravenous 
paclitaxel administration in the rat in-
duces a peripheral sensory neuropathy 

characterized by macrophage infiltra-
tion and injury to sensory neurons and 
their supporting cells. Exp Neurol 2007; 
203:42-54.

39. Nishida K, Kuchiiwa S, Oiso S, Futaga-
wa T, Masuda S, Takeda Y, Yamada K. 
Up-regulation of matrix metallopro-
teinase-3 in the dorsal root ganglion of 
rats with paclitaxel-induced neuropathy. 
Cancer Sci 2008; 99:1618-1625.

40. Zhang H, Dougherty PM. Enhanced 
excitability of primary sensory neurons 
and altered gene expression of neuronal 
ion channels in dorsal root ganglion in 
paclitaxel-induced peripheral neuropa-
thy. Anesthesiology 2014; 120:1463-1475.

41. Salles A, Romano A, Freudenthal R. Syn-
aptic NF-kappa B pathway in neuronal 
plasticity and memory. Journal of Physi-
ology, Paris 2014; 108:256-262.

42. Copray JC, Mantingh I, Brouwer N, 
Biber K, Kust BM, Liem RS, Huitinga I, 
Tilders FJ, Van Dam AM, Boddeke HW. 
Expression of interleukin-1 beta in rat 
dorsal root ganglia. Journal of Neuroim-
munology 2001; 118:203-211.

43. Maier SF, Wiertelak EP, Martin D, Wat-
kins LR. Interleukin-1 mediates the be-
havioral hyperalgesia produced by lith-
ium chloride and endotoxin. Brain Res 
1993; 623:321-324.

44. Sweitzer S, Martin D, DeLeo JA. Intra-
thecal interleukin-1 receptor antago-
nist in combination with soluble tu-
mor necrosis factor receptor exhibits 
an anti-allodynic action in a rat model 
of neuropathic pain. Neuroscience 2001; 
103:529-539.

45. Perkins MN, Kelly D. Interleukin-1 beta 
induced-desArg9bradykinin-mediated 
thermal hyperalgesia in the rat. Neuro-
pharmacology 1994; 33:657-660.

46. Jeanjean AP, Moussaoui SM, Malote-
aux JM, Laduron PM. Interleukin-1 beta 
induces long-term increase of axonally 
transported opiate receptors and sub-
stance P. Neuroscience 1995; 68:151-157.

47. Schweizer A, Feige U, Fontana A, Muller 
K, Dinarello CA. Interleukin-1 enhances 
pain reflexes. Mediation through in-
creased prostaglandin E2 levels. Agents 
and Actions 1988; 25:246-251.

48. Takeda M, Takahashi M, Matsumoto S. 
Contribution of the activation of sat-
ellite glia in sensory ganglia to patho-
logical pain. Neurosci Biobehav Rev 2009; 
33:784-792.

49. Magnusson M, Hoglund P, Johansson 
K, Jonsson C, Killander F, Malmstrom 
P, Weddig A, Kjellen E. Pentoxifylline 



Pain Physician: May/June 2016: 19:E589-E600

E600  www.painphysicianjournal.com

and vitamin E treatment for preven-
tion of radiation-induced side-effects in 
women with breast cancer: A phase two, 
double-blind, placebo-controlled ran-
domised clinical trial (Ptx-5). Eur J Cancer 
2009; 45:2488-2495.

50. Bravo-Cuellar A, Hernandez-Flores G, 
Lerma-Diaz JM, Dominguez-Rodriguez 
JR, Jave-Suarez LF, De Celis-Carrillo R, 
Aguilar-Lemarroy A, Gomez-Lomeli P, 

Ortiz-Lazareno PC. Pentoxifylline and 
the proteasome inhibitor MG132 induce 
apoptosis in human leukemia U937 cells 
through a decrease in the expression of 
Bcl-2 and Bcl-XL and phosphorylation of 
p65. Journal of Biomedical Science 2013; 
20:13.

51. Misirlioglu CH, Demirkasimoglu T, 
Kucukplakci B, Sanri E, Altundag K. 

Pentoxifylline and alpha-tocopherol in 
prevention of radiation-induced lung 
toxicity in patients with lung cancer. 
Medical Oncology 2007; 24:308-311.

52. Dua P, Gude RP. Antiproliferative and 
antiproteolytic activity of pentoxifylline 
in cultures of B16F10 melanoma cells. 
Cancer Chemotherapy and Pharmacology 
2006; 58:195-202.


