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Pharmacological approach to chronic
visceral pain. Focus on oxycodone controlled
release: an open multicentric study
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Abstract. - Background and Objectives:
Visceral pain is a significant issue for patients,
and the importance of treating pain is underesti-
mated. New opioid formulations, the primary
treatment option for moderate-to-severe pain,
have been shown to be effective, but no studies
have been conducted to address the efficacy of
these agents for visceral pain. This study was
conducted to determine the incidence of visceral
pain in patients with uncontrolled moderate-to-
severe pain, and to evaluate the efficacy of con-
trolled-release (CR) oxycodone in this context.

Materials and Methods: In this multicenter,
prospective, observational study, 967 of 980
evaluated patients were included, 350 (36.2%)
of whom presented mainly visceral pain. In
most cases (57.0%), patients had experienced
pain for <3 months, and the majority (94.9%)
were cancer patients. Pain was uncontrolled in
340 (97.1%) patients, and was rated as severe
in >2/3 of patients (mean numerical rating scale
(NRS) value 7.04 = 1.68). Patients with uncon-
trolled pain were given oxycodone CR; all com-
pleted the 15-day study and no patient was
switched to an alternative opioid.

Results: Oxycodone CR was associated with
significant reductions in mean NRS value at day
3, 7 and 15 (final mean NRS 2.37 + 1.59) and the
proportion of patients experiencing severe pain
had decreased by the end of the study to 1.5%.
The SF-12 questionnaire showed significant im-
provements in quality of life in all domains, and
oxycodone CR was well tolerated.

Conclusions: Oxycodone CR appears to be a
very well tolerated and effective treatment for
patients with visceral pain.

Key Words:
Cancer Pain, Oxycodone, Visceral pain, Non-can-
cer pain.

Introduction

Visceral pain is a result of damage to the or-
gans innervated by the sympathetic nervous sys-
tem!. Accurate localization of visceral pain is
difficult, since the nerve fibres innervating these
organs cannot precisely transmit pain stimuli to
the central nervous system; few studies have
been conducted to address optimal treatment
strategies for visceral pain, therefore such strate-
gies are still to be defined?.

The control of visceral pain is a central issue
for a number of different pathological conditions,
particularly in oncologic diseases®. Notably, the
importance of pain treatment in cancer patients is
still underestimated; the Guidelines of the Euro-
pean Society of Medical Oncology (ESMO) em-
phasized the importance of controlling all compo-
nents of pain, including visceral pain, in cancer
patients using different pharmacological therapies
following the so-called “pain ladder” described
by the World Health Organization (WHO)*. At
the first step of the ladder, corresponding to mild
pain, non-steroidal anti-inflammatory drugs
(NSAIDs) are recommended, despite this class
of drugs being associated with gastrointestinal
and renal toxicity*. As pain progresses to moder-
ate or severe intensity, different strategies are ad-
vocated*. In recent years, opioids, administered in
new formulations, have shown efficacy in this
therapeutic context and are now recommended for
the treatment of moderate-to-severe cancer pain®.
These new formulations include controlled-re-
lease (CR) codeine, dihydrocodeine, oxycodone,
morphine and tramadol. Morphine is considered
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the standard treatment for chronic moderate-to-
severe cancer pain*. However, recent findings
have suggested additional clinical benefit of oxy-
codone CR, compared with morphine®!!. Similar
results were obtained for non-cancer visceral
pain'>13, Oxycodone is a strong opioid interacting
with mu- and kappa-opioid receptors, with a char-
acteristic pharmacological profile'*. In the CR
formulation, oxycodone presents a biphasic ab-
sorption pattern, i.e. an initial rapid increase in
concentration followed by a prolonged phase, of-
fering some advantages in dosing schedule com-
pared with other formulations, such as immedi-
ate-release oxycodone'®.

However, while the efficacy of oxycodone CR
in the treatment of cancer and non-cancer pain
has been established, no specific studies have
been conducted to address the effectiveness of
this drug in patients with visceral pain. The aim
of this multicentric study, conducted in an Italian
setting in patients with uncontrolled moderate-to-
severe pain of various aetiology, was to deter-
mine the incidence of the visceral component of
pain, and to evaluate the efficacy of oxycodone
in this therapeutic context.

Patients and Methods

Study Setting and Design

This was a multicenter, prospective, observa-
tional trial conducted in Italy in 4 hospital cen-
tres specializing in pain treatment. The study
started in June 2008 and ended in December
2008. The trial was coordinated by Professor S.
Liguori, Pain Therapy Department, Bergamo,
Italy. The Ethical Committees of each centre ap-
proved the study design and all patients provided
written informed consent prior to trial enrolment.
The investigation was conducted according to the
declaration of Helsinki guidelines (revised 2005
version).

Consecutive patients were included in the study
if they met the following inclusion criteria: (1) age
=18 years; (2) pain uncontrolled [score =4 on a
10-point numerical rating scale (NRS), where
O=no pain and 10=worst possible pain] with thera-
py administered at the time of inclusion. Exclu-
sion from the trial was based on the following cri-
teria: (1) patients intolerant to oxycodone; (2) pa-
tients with severe renal insufficiency (serum crea-
tinine level >3 mg/dL) or moderate-to-severe liver
insufficiency; (3) patients unable to take oral med-
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ications; (4) pregnant or breast-feeding women.
Included patients were evaluated at baseline by a
trained physician, who assessed the main compo-
nent of pain (somatic, neuropathic, visceral, or
mixed). Patients with visceral pain stopped their
previous pain therapy and started treatment with
daily oxycodone CR (OxyContin™; Mundipharma
Pharmaceuticals, as 5, 10, 20, 40 or 80 mg
tablets)” for 15 days. The switch to oxycodone CR
was performed gradually according to internation-
al guidelines; the initial oxycodone CR dose was
individualized for each patient in accordance with
standard conversion tables, taking into considera-
tion the patient’s pharmacological history. Oxy-
codone CR treatment was then titrated over a total
period of 7 days. If the patient did not respond to
oxycodone CR (reduction <50% in the NRS score
compared with baseline) after 7 days with an ap-
propriate titration scheme, or experienced severe
adverse effects, treatment with oxycodone CR was
interrupted; the patient was then switched to an al-
ternative opioid (morphine or fentanyl) and dis-
continued from the study. Use of morphine sul-
phate as a rescue medication during oxycodone
treatment was permitted.

Measurements

At baseline, pain evaluation was undertaken
by a trained physician and included the follow-
ing: cause of pain; duration of pain prior to
study; history of prescribed pain treatment; and
pain intensity according to NRS score. Patients
were also asked to judge their previous pain
treatment, if any, as “highly effective” “effective”
“poorly effective” or “not effective”. Patients un-
derwent further clinical examination, conducted
by the same physician, after 3, 7 (titration visits)
and 15 days of treatment with oxycodone CR.

The primary efficacy endpoint was the NRS
score at each time point compared with the previ-
ous time point. Other assessments included evalu-
ation of quality of life via the short form (SF)-12
questionnaire, administered by the same physi-
cian, and the incidence and severity (mild, moder-
ate, severe) of adverse events, measured using a
written questionnaire completed by the patient. At
the end of the study period, patients judged oxy-
codone treatment as “highly effective” “effective”
“poorly effective” or “not effective”.

*The use of trade names is for product identification purpos-
es only and does not imply endorsement.
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Statistical Analysis

Data were means + SD. The comparison be-
tween consecutive time points was performed us-
ing the Student’s t test. A p value <0.05 was con-
sidered as statistically significant.

Results

Patient Characteristics

In total, 980 patients were evaluated for in-
clusion in the study (Figure 1), 13 of whom
were not suitable for inclusion. Baseline charac-
teristics of the 967 patients included in the
study are summarized in Table I. The largest
pain subset of the 967 patients included in the
study were those affected by pain with mixed
(somatic + visceral) components; 350 (36.2%)
subjects presented mainly visceral pain. In most
cases (57.0%), these patients had experienced
pain for =3months prior to study initiation. The
large majority of included patients (94.9%)
were cancer patients. The most frequent cancer
was colon carcinoma (21%), followed by pan-
creatic carcinoma (14%) and gastric carcinoma
(10%).

’ 980 patients evaluated ‘

967 included

617 with 350 with visceral pain
non-visceral (94.9% oncologic
pain disease; 5.1%
non-oncologic
disease)

i N

340 with 10 with
uncontrolled controlled pain
pain (NRS 4-10) (NRS 0-3)

13 not included

Started

oxycodone
therapy

Figure 1. Patients’ disposition throughout the study. NRS:
numerical rating scale.

Table I. Baseline characteristics of included patients.

Total number of patients 967
Main pain component, number (%)
Somatic 153 (15.8)
Visceral 350 (36.2)
Neuropathic 70 (7.2)
Mixed 393 (40.64)
Patients with visceral pain
Males, number (%) 187 (53.5)
Age, years
Range 25-100
Mean+SD 64.1 £13.1
Pain duration, number (%)
0-3 months 200 (57.0)
4-6 months 101 (29.1)
> 6 months 46 (13.1)
Not available 4(1.1)
Disease
Oncologic 332 (94.9)
Non-oncologic 18 (5.1)

Baseline Pain Evaluation
and Previous Therapy

Pain was uncontrolled in 340 (97.1%) patients
with visceral pain, and in more than 2/3 of pa-
tients was rated as severe (NRS 7-10); the mean
NRS value was 7.04 + 1.68. Before entering the
study, most patients (40.6%) were on weak opi-
oid therapy, mainly with tramadol (Table II). A
lower percentage of patients was on strong opi-
oids or NSAIDs (Table II). In 65.5% of patients,
strong opioids were administered transdermally
and in 34.5% of cases they were administered
orally (Table II).

The majority of patients (90.8%) judged previ-
ous therapy as “poorly effective” or “not effec-
tive”, with 8.62% judging previous therapy as
“effective” and 0.58% as “highly effective”.

Oxycodone CR Treatment

The 340 patients with uncontrolled pain were
given oxycodone CR treatment; all patients com-
pleted the study period of 15 days and no patient
was switched to an alternative opioid treatment.
At baseline, mean oxycodone CR dose was 35.5
mg/day; this dosage was then gradually titrated
to 45.0 mg/day (day 3) and 50.5 mg/day (day 7).
The dosage remained constant until the end of
the study (mean dose 50.1 mg/day; Figure 2).

Oxycodone treatment was associated with a
significant reduction in the mean NRS through-
out the study period (day 3 p<0.00001 vs base-
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Figure 2. Qualitative
correlation between NRS LR
score and oxycodone
dose during the study pe-
riod. (*p <0.00001 vs *
baseline; + p <0.0003 vs
baseline. NRS: numerical w
rating scale.

NRS

mg/day
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line; day 7 p<0.0003 vs baseline; day 15
p<0.0003 vs baseline; Figure 2). The final mean
NRS value was 2.37+1.59. The proportion of pa-
tients experiencing severe pain decreased during
the study period, while the percentage of sub-
jects with mild pain increased accordingly (Fig-
ure 3). At study end, the proportion of patients
experiencing severe pain was 1.5%.

The evaluation of quality of life via the SF-12
questionnaire at the end of the study indicated an
improvement in all domains (Figure 4). In total,
91.94% of patients judged oxycodone treatment
to be “highly effective” or “effective”. Only
6.87% of patients judged oxycodone CR therapy
to be “poorly effective” and only 1.19% as “not
effective”.

Oxycodone treatment was well tolerated; no
serious adverse events were reported and most
adverse events were of mild intensity (Table III).

Table Il. Pain medications administered before study entrance.

Discussion

This study evaluated, for the first time, the
use of oxycodone for the treatment of visceral
pain in a specific population of patients with
cancer and non-cancer pain. Visceral pain ac-
counts for a large proportion of the pain experi-
enced in both cancer patients and those with a
variety of other illnesses, as demonstrated by
the present research. However, pain, and the
importance of effectively treating such pain, re-
mains largely underestimated*. Moreover, cur-
rently utilized strategies for the treatment of
this component of pain require further investi-
gation, as there is no standard optimized thera-
peutic regimen specifically for the treatment of
visceral pain®.

Opioids have been shown to be efficacious in
the treatment of pain*!>. Notably, the use of mu-

% (Number) of patients (n = 322)

Weak opioids
Tramadol
Codeine

Strong opioids
Transdermal opioids
Buprenorphine

Fentanyl

Oral opioids
Oxycodone
Morphine
Hydromorphine

NSAIDs (Paracetamol, ketorolac, diclofenac, nimesulide, ibuprofen)
Others (Antiepilectic, Anxiolytic, Anticolinergic, Antispastic)

25.4% (n = 82)
1.5% (n = 5)

32% (n=103)
10.9% (n = 35)

3.6% (n = 12)
15.5% (n = 47)

5.7% (n=19)
43% (n=15)
1.1% (n = 4)
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Figure 3. Proportion of patients experiencing mild (NRS score 0-3), moderate (NRS score 4-6) or severe pain (NRS score 7-

10) at each study timepoint. NRS: numerical rating scale.

agonist opioids, such as morphine, is associated
with lower efficacy than kappa agonists. In ac-

Table Ill. Adverse events reported in the study period (% of
patients).

cordance with this finding, oxycodone has ~ Mild Moderate  Severe
emerged as an effective alternative to morphine, Day 15 Lugslabliny Dnifelilsy [leshisnsy
as it is characterized by an };11%1116_:11gff1n1ty towards Nausea 34 1 1
both mu and kappa receptors”'*1°-1%, . Vomiting 12 4 1
The results of the present study, conducted in Sleepiness 23 18 2
the very specific context of patients with visceral Constipation 48 27 5
pain, show that oxycodone CR provides fast and })ryh.mouth 12 g 8
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Figure 4. Scores of the different domains of the Short Form-12 Questionnaire at baseline and at study end.
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dence of adverse events. Of note, these findings
were obtained in patients with pain uncontrolled
with other therapies.

These results are in good agreement with pre-
vious studies investigating the use of oxycodone
CR in the treatment of pain associated with can-
cer as well as that associated with non-oncologic
causes® 3. However, this investigation was an ob-
servational non-comparative study and therefore
the limitations associated with such a trial design
should be taken into account when interpreting
the results.

In conclusion, this study suggests that the vis-
ceral component of pain, which is a widespread
condition both in cancer and non-cancer patients,
and is often difficult to treat, can be effectively
controlled with oxycodone CR, with an impor-
tant improvement in quality of life.

References

1) Merskey H. Classification of chronic pain and defi-
nition of pain terms. Pain 1986; 3(suppl): S1-
S222.

2) FArRMER AD, Aziz Q. Recent advances in chronic
visceral pain. Curr Opin Support Palliat Care
2008; 2: 116-121.

3) DE LeoN-Casasola OA. Current developments in
opioid therapy for management of cancer pain.
Clin J Pain 2008; 24(Suppl. 10): S3-7.

4) ESMO GUIDELINES WORKING GROUPR, JosT L. Manage-
ment of cancer pain: ESMO clinical recommenda-
tions. Ann Oncol 2007; 18(Suppl. 2): ii92-94.

5) Riey J, Ross JR, RUTTER D, WELLS AU, GOLLER K, bu
Bois R, WEeLsH K. No pain relief from morphine? In-
dividual variation in sensitivity to morphine and
the need to switch to an alternative opioid in can-
cer patients. Support Care Cancer 2006; 14: 56-
64.

6) Yu SY; OxyCONTIN TABLETS POSTMARKETING SURVEIL-
LANCE STUDY GRouP CHINA. Postmarketing surveil-
lance study of OxyContin tablets for relieving
moderate to severe cancer pain. Oncology 2008;
74(Suppl. 1): 46-51.

7) CoLuzzi FE Matmia C. OxycopoNe. Pharmacological
profile and clinical data in chronic pain manage-
ment. Minerva Anestesiol 2005; 71: 451-560.

190

8) NARABAYASHI M, SAUO Y, TAKENOSHITA S, CHIDA M, SHI-
MOYAMA N, MIURA T, TANI K, NisHIMURA K, ONOZAWA
Y, HosokawA T, KamoTo T, TsusHIMA T; ADVISORY COM-
MITTEE FOR OxycODONE STuDY. Opioid rotation from
oral morphine to oral oxycodone in cancer pa-
tients with intolerable adverse effects: an open-la-
bel trial. Jpn J Clin Oncol 2008; 38: 296-304.

9) Reip CM, MARTIN RM, STERNE JA, DAVIES AN, HANKS
GW. Oxycodone for cancer-related pain: meta-
analysis of randomized controlled trials. Arch In-
tern Med 2006; 166: 837-843.

10) SiLvesTRI B, BANDIERI E, DEL PRreTe S, et al. Oxy-
codone controlled-release as first-choice therapy
for moderate-to-severe cancer pain in ltalian pa-
tients: results of an open-label, multicentre, ob-
servational study. Clin Drug Investig 2008; 28:
399-407.

11) PAN H, ZHANG Z, ZHANG Y, Xu N, Lu L, Dou C, Guo
Y, Wu S, Yue J, Wu D, DalY. Efficacy and tolerabili-
ty of oxycodone hydrochloride controlled-release
tablets in moderate to severe cancer pain. Clin
Drug Investig 2007; 27: 259-267.

12) StAAHL C, DIMCEVSKI G, ANDERSEN SD, THORSGAARD N,
CHRISTRUP LL, ARENDT-NIELSEN L, Drewes AM. Differ-
ential effect of opioids in patients with chronic
pancreatitis: an experimental pain study. Scand J
Gastroenterol 2007; 42: 383-390.

18) KaAHAN M, SRIVASTAVA A, WILSON L, MAILIS-GAGNON A,
Mipmer D. Opioids for managing chronic non-ma-
lignant pain: safe and effective prescribing Can
Fam Physician 2006; 52: 1091-1096.

14) RILEY J, EISENBERG E, MULLER-SCHWEFE G, DREWES AM,
ARENDT-NIELSEN L. Oxycodone: a review of its use in
the management of pain. Curr Med Res Opin
2008; 24: 175-192.

15) VARrRassi G. Management of acute and chronic
pain in the italian setting and a look toward the fu-
ture. Clin Drug Invest 2009; 29: 1-3.

16) DE ScHePPER HU, CReMONINI F PARK MI, CAMILLERI M.
Opioids and the gut: pharmacology and current
clinical experience. Neurogastroenterol Motil
2004; 16: 383-394.

17) SteIN C, SCHAFER M, MACHELSKA H. Attacking pain at
its source: new perspectives on opioids. Nat Med
2003; 9:1003-1008.

18) Ross FB, SmitH MT. The intrinsic antinociceptive ef-
fects of oxycodone appear to be kappa-opioid re-
ceptor mediated. Pain 1997; 73: 151-157.

19) Nozak C, SAIToH A, TAMURA N, Kamel J. Antinoci-
ceptive effect of oxycodone in diabetic mice. Eur J
Pharmacol 2005; 524: 75-79.

Acknowledgements

Medical writing and editorial assistance was provided
by inScience Communications. This assistance was
funded by Mundipharma, Italy. The Authors declare
no conflict of interest.



