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Background. The aim of this report was to evaluate the clinical profile and previous management of patients with uncontrolled
neuropathic pain who were referred to pain clinics. Methods. We included adult patients with uncontrolled pain who had a score of
>41in the DN4 questionnaire. In addition to sociodemographic and clinical data, we evaluated pain levels using a visual analog scale
as well as anxiety, depression, sleep, disability, and treatment satisfaction employing validated tools. Results. A total of 755 patients
were included in the study. The patients were predominantly referred to pain clinics by traumatologists (34.3%) and primary care
physicians (16.7%). The most common diagnoses were radiculopathy (43%) and pain of oncological origin (14.3%). The major cause
for uncontrolled pain was suboptimal treatment (88%). Fifty-three percent of the patients were depressed, 43% had clinical anxiety,
50% rated their overall health as bad or very bad, and 45% noted that their disease was severely or extremely interfering with
their daily activities. Conclusions. Our results showed that uncontrolled neuropathic pain is a common phenomenon among the
specialties that address these clinical entities and, regardless of its etiology, uncontrolled pain is associated with a dramatic impact

on patient well-being.

1. Introduction

Neuropathic pain is defined as pain that originates from a
lesion or disease that affects the somatosensory pathways
within the peripheral or central nervous system [1]. Neuro-
pathic pain is common among the general population, with
prevalence rates of 7-8% [2, 3]. Neuropathic pain, which
is also a common occurrence (12%) among patients who
are managed by primary care physicians [4], accounts for
a high proportion (20%) of the patients who are referred
to specialized pain units [5]. The causes of neuropathic
pain comprise a wide and heterogeneous number of clinical
conditions, such as diabetic neuropathy, complex regional
pain syndrome, spinal cord injury pain, postherpetic neural-
gia, postoperative pain, trigeminal neuralgia, drug-induced

polyneuropathies, HIV-associated neuropathy, multiple scle-
rosis, and central pain syndromes secondary to vascular
lesions [6, 7]. Although it may be acute in nature, in the vast
majority of patients, neuropathic pain is a chronic condition.
Regardless of its etiology, neuropathic pain is disabling and
substantially impairs patients’ health-related quality of life
[8-12]. This condition is associated with high societal costs
because of the patients’ loss of productivity and increased
utilization of health resources [8, 10, 13-15].

Managing neuropathic pain requires an interdisciplinary
approach in which pharmacological treatment is fundamen-
tal [5, 16]. Despite the availability of several effective drugs,
neuropathic pain treatment is challenging: response to treat-
ment is unpredictable; despite the fact that the patients may
receive several drugs for pain treatment, moderate-to-severe
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levels of pain are common; suboptimal treatment is also
common with patients who receive ineffective treatments,
such as nonsteroidal anti-inflammatory drugs or lower-than-
recommended doses of the prescribed treatment; and delayed
referral to pain clinics is also common [4, 8, 16-18].

Although there is consensus that many patients with
neuropathic pain do not respond adequately or are unable
to tolerate existing treatments [19, 20], epidemiologic infor-
mation about this population is limited [21]. The aim of
this report was to evaluate the clinical profile and previous
management of patients with uncontrolled neuropathic pain
who were referred to pain clinics.

2. Patients and Methods

2.1. Study Design, Setting, and Patients. This report was an
observational, multicenter, and prospective study performed
by 161 investigators from pain clinics throughout Spain
between February 2009 and February 2010. The study was
approved by the Ethics Committee of the Hospital General
Universitario de Valencia (Spain). Written informed consent
was obtained from every subject. The study was conducted in
accordance with the principles of the Declaration of Helsinki.
In this report, we presented the baseline (cross-sectional) data
of the study.

For inclusion in the study, the patients had to fulfill
the following criteria: age 18 years or older; referral to a
pain clinic because of uncontrolled pain; and a score of
equal to or greater than 4 in the DN4 questionnaire. The
patients were excluded from the study if they were unable
to understand the study objectives or complete the self-
administered questionnaires.

2.2. Study Assessments. At baseline, the following informa-
tion was recorded: sociodemographic data, type of specialist
referring the patient, diagnostic confirmation of neuropathic
pain, confirmation of the presence of uncontrolled pain as
assessed by the investigator, etiology and duration of pain,
causes for uncontrolled pain, pain intensity as measured
using a 0 to 100 mm visual analog scale (VAS), and signs
and symptoms of neuropathic pain. We also recorded phar-
macological and nonpharmacological treatment for neuro-
pathic pain. Additionally, the Spanish validated versions
of the following questionnaires and scales were completed:
DN4 questionnaire, Hospital and Anxiety Depression Scale
(HADS), the Medical Outcomes Study Sleep (MOS Sleep)
Scale, the World Health Organization Disability Assessment
Schedule (WHO-DAS 1I), and the Treatment Satisfaction
with Medicines Questionnaire (SATMED-Q).

The neuropathic pain diagnostic questionnaire DN4 con-
sists of 10 items that describe different pain characteristics. A
score of at least 4 of 10 possible points is considered acceptable
to identify neuropathic pain with 83% sensitivity and 90%
specificity [22-24].

The HADS, which is a self-administered instrument,
consists of 14 items: 7 items that refer to depression symptoms
and 7 items that refer to anxiety symptoms [25, 26]. Each
item score ranges from 0 to 3, where 0 represents the absence
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of that symptom and 3 represents the highest severity or
frequency of the symptom. By adding the 7 items of each
subscale, two scores ranging from 0 to 21 are obtained that
represent depression and anxiety (HADS-D and HADS-A),
respectively.

The MOS Sleep Scale, a self-administered questionnaire,
evaluates the key aspects of sleep [27, 28] and consists
of 12 items that comprise six subscales or domains: sleep
disturbances, snoring, shortness of breath or headache upon
awakening, adequacy of sleep, day somnolence, and amount
of sleep. Additionally, the MOS Sleep Scale provides a
summary index of sleep disturbances that can be obtained
from 9 of its items; the higher the score is, the worse the sleep
is, with the exception of amount of sleep and adequacy of
sleep dimensions, which are scored in the opposite direction.
In patients with neuropathic pain, this scale has shown to
have appropriate psychometric properties [28].

The WHO-DAS II comprises 12 items that evaluate an
individual’s level of functioning and disability in six areas:
understanding and communicating, getting around, self-
care, getting along with people, life activities, and participa-
tion in society [29-31]. The patients are required to answer
questions regarding how many difficulties they experienced
in the last 30 days as a result of their health condition, using
a five-point scale from 1 (none) to 5 (extreme difficulty or
cannot do it). The raw scores are transformed into a standard
scale that ranges from 0 to 100; the higher scores reflect more
severe disability. A global score is obtained that ranges from
0 to 700 (if work activities outside the home are assessed) or
from 0 to 600.

The SATMED-Q, a self-administered questionnaire, con-
sists of 17 items that evaluate six dimensions: treatment
effectiveness, convenience of use, impact on daily activities,
medical care, global satisfaction, and undesirable side-effects
[32, 33]. The questionnaire also provides a global score for
satisfaction with drug treatment by summing the scores of all
of the domains. The raw scores are transformed into a scale
that ranges from 0 to 100; the higher scores indicate greater
satisfaction. Questions on medication side-effects include
whether the patient experienced side-effects and whether the
side-effects interfered with their physical exercises, leisure
time, and daily activities.

2.3. Statistical Analysis. The analysis was essentially descrip-
tive using the means and standard deviations for quantitative
variables and using the absolute and relative frequencies for
qualitative variables. The patients were categorized as having
clinical anxiety or depression if they had a score equal or
greater than 11 in the anxiety or depression subscales of the
HAD.

3. Results

We included 755 patients in the study. We excluded 27 (3.6%)
patients who did not meet the selection criteria, thereby
leaving 728 evaluable patients.
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FIGURE 1: Specialists referring patients and clinical entities referred to pain clinics.

3.1. General Characteristics of Patients. The patients had a
mean age of 57 years, were predominantly women (61%), and
exhibited obesity in a high proportion (20%) (Table 1). More
than one-third of the patients were referred to pain clinics
by traumatologists, followed by those who were referred by
primary care physicians (Figure 1).

3.2. Pain Characteristics and Treatment. The patients had
severe pain with a mean score of 75 using the VAS; the
duration of pain was generally 2,6 years and was longer for
those patients who were referred to pain clinics from the
departments of rheumatology, neurosurgery, and neurology
(Table 2). The majority (43%) of the patients were diagnosed
with radiculopathy (Figure 1), which was the predominant
diagnosis among those patients referred by traumatology,
neurosurgery, rheumatology, and rehabilitation departments
(Table 2). The patients who were referred by neurologists had
trigeminal neuralgia and central neuropathic pain as their
primary diagnoses, whereas primary care physicians referred
patients with oncological pain or radiculopathy. The type,
spontaneous or evoked, and subtypes of pain by clinical entity
are presented in Table 3. All subtypes of spontaneous pain
were present in more than 80% of the patients, regardless
of the clinical entity. The subtypes of evoked pain were less
represented, especially thermal allodynia; however, nearly
every subtype was present in more than two-thirds of the
patients in every clinical entity.

The major cause for uncontrolled pain, as assessed by
the pain clinic investigators, was attributed to suboptimal
treatment (88%) because of the use of ineffective drugs or
subtherapeutic doses (Table 2). The use of ineffective drugs

was less common among the patients who were referred by
the neurology and neurosurgery departments.

The patients were receiving a mean of 3 drugs; one-
third of the patients, regardless of the referral specialty, were
receiving 4 or more drugs (Table 4). The most common
prescribed drugs were antiepileptics (54%), opiods (40%),
and nonsteroidal anti-inflammatory agents (40%); the latter
drugs were more commonly prescribed by specialists in
rehabilitation facilities (55%), rheumatologists (50%), and
traumatologists (46%) and were less commonly prescribed
by neurologists (28%) and primary care physicians (34%).
Table 5 shows the doses and treatment duration of the most
common drugs that patients were receiving at the time of
referral.

Patients with uncontrolled pain showed low satisfaction
with their treatment with a global satisfaction score of 44 of
100. Treatment effectiveness and the impact of medicine on
their everyday life were the areas exhibiting lower satisfaction,
with mean scores of 32 and 30, respectively (Table 6).

The number of drugs that the patients were receiving
was higher among the patients with central neuropathic
pain (3.7), plexopathy (3.5), radiculopathy (3.3), and com-
plex regional pain syndrome (3.2) and was lower among
those with diabetic neuropathy (2.3) (Table 7). The use of
antiepileptics, especially carbamazepine and oxcarbazepine,
was higher in patients with trigeminal neuralgia (90.6%);
the use of opioids was higher in patients with plexopathy
(50%), nerve entrapment syndrome (46%), and radiculopa-
thy (45%). Approximately 50% of the patients with radicu-
lopathy, nerve entrapment syndrome, or complex regional
syndrome were receiving NSAIDs. Suboptimal treatment
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TABLE 5: Most common (>5%) drugs for the treatment of neuropathic pain at the time of referral.
Drug % patients Mean. 27(;; ;SD) Duration ggl;ths)
Paracetamol 21.2 2,398.6 (960.1) 5.5(6.3)
NSAIDs
Ibuprofen 17.9 1,428.4 (457.2) 8.5 (13.3)
Metamizol 14.8 2,158.8 (1,598.7) 8.5 (13.3)
Diclofenac 6.3 124.9 (34.8) 8.5 (13.3)
Opiods
Tramadol 271 182.9 (110.1) 12.1(21.5)
Fentanil 8.6 18.5 (25.1) 7.5 (12.9)
AED
Pragabalin 272 244.6 (242.5) 13.8 (17.4)
Gabapentin 19.0 1,297.7 (646.9) 9.3 (12.0)
Carbamazepine 5.1 577.1(313.5) 22.2 (27.5)
Antidepressants
Amitriptyline 10.8 36.2 (27.3) 12.9 (15.4)
Duloxetine 6.1 58.3 (22.0) 8.1(8.0)
Other drugs
Clonazepam 5.7 21(2.7) 2.2 (1.0)

SD: standard deviation.

was the major cause for uncontrolled pain, regardless of
the clinical entity, but was overrepresented in patients with
plexopathy (96%) and in patients with radiculopathy (91%)
(Table 7). Overall, the treatment satisfaction was low, and the
satisfaction with treatment efficacy was equally low (Table 7).

3.3. Impact of Uncontrolled Pain on Psychological Well-Being
and Disability. More than half of the patients were diagnosed
with depression, and 43% of the patients were diagnosed with
anxiety (Table 8). Sleep was also deeply affected among these
patients. The patients who were referred to pain clinics by
rheumatologists exhibited symptoms that had the greatest
impact on their psychological well-being and sleep (Table 8).

The proportion of disability among patients with uncon-
trolled pain was high, with approximately 50% of the patients
rating their overall health as bad or very bad and 45% noting
that their disease was severely or extremely interfering with
their life (Table 9). The difficulties were present most of the
time (22 of 30 days) and prevented them from executing their
daily activities 15 days a month. The most affected dimensions
were life activities either at home or at work (Table 9).

4. Discussion

Our results indicate that uncontrolled neuropathic pain is a
problem that extends into multiple specialties that address the
issue of chronic pain. Uncontrolled neuropathic pain appears
to affect patients with clinical entities that are a subsidiary
of traumatological care, in which radiculopathy is the most
common cause. Other common causes of uncontrolled pain
are pain of oncological origin and trigeminal neuralgia.
Regardless of the cause and the specialist managing the

patient with uncontrolled pain, we observed the following.
The impact of the disease is high in terms of disrupting the
patients’ psychological well-being and disability; the major
cause of uncontrolled pain is receiving suboptimal treatment;
and the patients are generally dissatisfied with the treatment
received.

Traumatologists were by far the primary referral special-
ists of uncontrolled pain (34%), and radiculopathy was the
most common cause (43%) of uncontrolled pain. These find-
ings are consistent with the most common causes of chronic
pain in the general population. Thus, according to the survey
of pain in Europe, the most frequent location of chronic pain
was back pain (42%) and the more frequent cause of pain was
herniated or deteriorated discs (15%) and traumatic injuries
(12%) [34]. These results overlap with those reported in a
previous study on the etiology of neuropathic pain in patients
who attended pain clinics in Spain [13]. Although radiculopa-
thy is the most common cause of uncontrolled pain because
of its high prevalence as a cause of chronic pain, the presence
of trigeminal neuralgia and pain of oncological origin as
other common causes of uncontrolled pain is likely due to
their refractoriness to current treatments. It is important to
note that patients with uncontrolled oncological pain (i.e.,
pain of malignant origin, radiotherapy- or chemotherapy-
induced) were primarily referred by surgical specialties and,
surprisingly, by primary care physicians. The management
of cancer pain requires the involvement of specialists of
multiple disciplines, and anesthesiologists play a key role [35].
Therefore, we would have expected a higher rate of referrals
of patients with oncological pain from specialties other than
primary care.

The fact that neuropathic pain may be associated with
the presence of anxiety and depressive symptoms and sleep



Pain Research and Treatment

"UOTJRIAP PIBPUE]S (IS ITRUUONISINY) SAUIIPIIA YIIM UOTIOR)STIS Judtedl], :O-AIINLYS

96V + LEOY 96°0C + LS°LS 7991 ¥ C€CS 8681 +GC°LV  L6'8T #8888V 6081 +9¢'cs ITLI+T6'05 SI'LZT+88T1S SLI+L0S 21055 ayisodwod [e10],
GL'8T +89'8¢ Ieee +€1'es 08T+ 1T°9¥ ¥90€ +65°€E  806CFLITY 896C+9T'0S 6V'0c+69TF 096C+€T0S €0€+ €T uonoejsiyes [eqorn
L6'ST+ 1¥'89 99°6C + 79'89 89'6C + £€8°GS Y6'9C+8¢6S  CILC+STS9 98°9C+9979 9T8T+0ST9 SS6CT+6CC9 08C+6€9 91ed [eJIPaN
SOSTFYOPC  6T0EFLLLE  O00TTFTILYE  6EFTFTIRIT 68T FEYEE SHLTFIOUSE SHITFIN6T SOOCFIVEE 99TF60¢ sananoe/Sural] A[rep uo joeduy
60°LT +90°CS €LYT+ 50709 19°CC +TT'C9 €COTFLV'8S  6L8THI0CS T8VCF086S €8CC+I1665 CCST+8Y09 TST+T8S 9ST JO 95USIULAUOT)
90¥CT F ¥THT ¥90¢ + ¥¥ec L9V F €0°6¢ CS'STHETBC  CS'STHLTUTE 8S8T+998C 9LVC+€6'IC TLST+O0TVE 8GT+PTE SSIUIAL}IIP9 JUaUILal],
§S°0€ +96°LL VST +9L78 66'1¢ + €8°0L 65 ICFISCL FIee+¢€80L 6T8C+TI'0L VTUST+VI'GSL 80°6C+¥ETL TOTL+8TL $199JJ9 9PpIs o[qelIsapu)

ds F ueaw ‘suoisuawip O-AJNLLYS

A4 €LE 0'09 1y 6'lS 629 1N 815 LTS % ‘1292 apIs FupuaLdxy

Wl =N V=N =N 9¢ =N 8 =N 95 =N =N SIT =N 8CL=N SnsLIRYRIRYD

soneads 1o soradins 103 ASojojewmaryy  uoneyiqeydy  A1eSmsomoaN  ASojomoN  A3ojorewnery, ores Arewrig [[e12AQ

“fyreroads Aq uonoeysiyes Juounjeal], :9 AI14V],



Pain Research and Treatment

10

*s1ed4 1SIX <[ S[NPAYDS JUIWSSISSY A[IQeSI(T uoneziueSiQ yiesy
PHOM I SVA-OHM ‘o[eds So[eue [ensIA :GYA SUOTJRIAID pIepUR)S (]S DITBUUONSINY) SAUIIPIA [IIM UOT)IRJSTIES JUIWLI], :O)-JHINLVS S8nip Arojewurwejur-njue [epror)suou sy SN ssnip ondepidonue :qgy

T9CF91¢ 0¥CT+S0¢ €LTF 96T LI9TF6'€T €0EFSTE TYTF9LE LYTFLTE S§'0€ F L€ L'STFLSE 91EFT8C 6€TF09C as ¥ ueaw £oeoryy

T61F L6V 9GT +T'8% CITF 06V TYIF 1Ty TSI+ L'6% €91 F 8¢S TLIFTIS 1'TC+ 598 9'ST + L°0S €8I FTTS T9T+0'IS S F ueaW 91038 (830,

O-TINLYS

6 ror YL 9¢ 00 00 9 (414 eyl r'e Rt PRO

061 19 Le 8T (414 T's LL (44 ST T'6 00 ddueldoU]

6 Ts 61 rm (44 LL 9 STl 00 Sy ¥'st aouer[dwod jo o]
0°0S 8¢ 061 8'st ¥o¢ TZ1 vve 0°0¥ 0vy (a7 S6 R tle)
9'ss SLS 9'8C L'8¢ S'ev 0°0% 9% 05T 0'Cs (a4 9Ly asop onnadereyigng
T 8'9¢ 069 '8y Tec TLS L'8Y oSy 00T 6T 6'19 m>uum.tv:CMmMMM

LS8 618 8LL 198 8'66 L'68 [ €'e8 8L €LL 808 yudwean) pazrundouoN

8 T'e 81T r 80T €01 '8 Sl re 8l Pal SISOUSRIPSIA

% ‘uwd

Pajjosu0IUn 40f sasnvy)

0'ss '8y LvY TLE 607 TLE 0°0S ¥'es 8'ch ¥y 8¥¢ s8nup YO
001 TT Ie LS 9¢el LS (44 8T Te 00 00 PO
0'S 91 S8 0°0C 81 9'8 6'S 6 9°Gl (44 L8 sarpAou,
0's S'S 4 L's 00 6T 99 8T 00 9 L8 aunaxomg

00T rec 671 9'8C S'sy (41 91 0’6l 8'81 e VL syuessaxdopnuy
00T 99 00 LS 00 6'C 9T 00 x4l 9's 4 PO
surdozeqreoxo
001 et 00 L's Sy 00 TT 41 €9¢ 00 00 Jourdazeureqer)
009 S'8¢ 0%l LA 8l L'st 691 0’6l €1e €'ee ¥o¢ unuadeqen
0's€e (44 Tel ¥ €LT (341 €8¢ (41 0'st 6'8¢ r9c uieqeseld

0S8 €0L T9¢ €Fs S'sy 6'Ch 9’y 9Ly 9'06 L s aav
0°0¢ el 871 00T T8l €FI TSt S6 153 T 0¢t SO
0's¢ [4¢4 671 L't S'sy [543 §'ee 41 '8¢ e LTe [opeurel],

0°0s 6'1¢ LLT TLE 0°0¢ L'Sy 6'vY 8'¢T '8¢ 81T 8¢ spordo

001 0CT LYY 9'8Y 6'0% 9'8¥ 9'6¥ 9Ly 6'1C €'ee VLl SAIVSN

001 60T §'st 00T L'TT 9'8C 0°Ce 8'¢T €9 9'¢ LA [owejadeIeq

% uoisnpul

Jo auuyg ayy v JuaIvaL],

S F UBIW ‘SjuUaU)eaI)

18T F59¢ CTTFILT 891 F68°C LS TFETE LY'TFSP'E 8F' 1 F+€9°C 8¥'1 F €€ 8%’ 1 +06C 8S'T F48'C 0S'T+00°¢ 9TT+0¢C snowaxd jo zquinyg

% (UIDIIXI /319A3S)

£99 ¥0¢€ vee L19 v €8¢ L9% T6¢ 6T LTS 0TS I I 2OULIINU]

IISVA-OHM

CETFLTUL LLTFTYL 8 LT FL0L L'6FC8L VoL FLLL TELFV'SL SELFETL 00T F¢'€L 681 ¥ 8°6L 9'ST ¥ 989 VETFGLL S F UBdW ‘YA

IT=N 9¢ =N 6¢ =N
uted onpedomau ured MM:IWMMUQO szmM\milw%Msﬂmom swozpuds ured ?WM&IOMME awoipuds >ﬁmwwﬁsu\%mm Smﬁ”ﬂu:ﬂwa Emﬁﬁsww EN/ME%EH mmﬁfmmmwhzumume >€m&owwmﬁ WW«QED SHSHRIRIPD
[enua) ' ’ Teuordax xardwoy juawdenus aaroN ’ ’ ’ ' ’ ’ T

“fmua [eorur)d £q UOTIORJSIIES JUSWILa) pue ‘Ured Pa[[0IIWOOUN JOJ STOSLAT JUIUIIRAT) [ed130[00PWIIRY ] ;£ HTAV],



1

Pain Research and Treatment

"uoneIAdp pIepue)s (IS eds doars Apmg sawoonQ [ed1paI Y3 :dad[S-SOIA (Aeds uorssardaq Ajerxuy pue [endsor :SqQVH

I'Ie+ 0¥ T8I+ I'7¢ 6LIF Ty L0T+9°LE S'0T+L8¢ LIT+TLY 6'61 FL8¢ 081 798¢ 861 F56¢ (001-0) Mu[outos swnieq
LTF99 0LTF9S 0T+T9 ST+LS ST+8¢ 89T FL'S VIFVS STF¥09 LT+9S smoy ‘daafs jo yunoury
'6C + 98¢ €8T+ 09¢ 8'1C+978¢C Vyc+ T'6¢ 06T +¥'7¢ §'8C F 8°G¢ S9T+T9¢ LBTFLEY  SLTFTLE (0-001) doafs jo A>enbapy
S LT+9¢T rec+00¢ 0°LT+9'LC Ve + 1'se TLTFLTT 8'6C + 6'8C 8V + 67T 19CF LT $STF¥ye  (001-0) Yiediq Jo ssauiloys
LYEFCEY 6'6CF V0¥ TEEF £6€ T8CF ¥V 88T F6CE 68CFT'LE S0EF0LE 08CTFEEE P O0EFI8E (001-0) Surioug
VeTF Loy STCHT'6V 8SI+1°¢9 LYTF+ T8y T9¢+1¢s LYTF 918 €T+ 8¢S Tec+ 2Ly TeT+819 (001-0) 2oueqIIsIp dodg
0'0CF 1'9% 681 F¥'S¥ I'CI #09¢ LLTF TSV T'IC+0'6¥ 6'0C+ 005 S'81 + 887 6l F9eh I'6l +8'Ly (001-0) Xopur Arewwing
as ¥ ueaws ‘dod[S-SON
ey vev £¢9 YIS 9ve vy 494 vee %l'cy 9% A191XUE [EDIUID)
IV FV'6 0S*6'6 8EFOTII ST+86 YYFVe EVF66 8€F86 07 +06 TYFL6 ds + ueaw
(12-0) Korxue-SavH
8YVs STy VIL 6'CS 8'¢s 8'¢cs 0°eS sy 0'¢s 9% ‘uorssaxdap [esrur)
I's+ ¢l 9GS+ 76 €Y +GCl 9Y #4501 8% + 801 LY +S0T Ty *801 Sy +T01 9%+ L01 ds + ueowr
(12-0) uorssardop-savVH
Wl =N 9=N =N 9¢ =N 8¢ =N 9§ =N we=N 8IT =N 8CL=N SUSLILOEIRY)
sonenads 13O serradins 10y} ASojojewmayy  uoneyqqeydy  A1adimsoinaN £3or01maN ASojoyewmnery, oxed> Arewtig [[eI2A0 o

‘doars pue Kjorxue ‘uorssardo( :g ATAV],



Pain Research and Treatment

12

“II 9[NPAYDS JuWSsassy AJI[Iqesi(q uoneziueSi0 YI[edH PHOM 11 SYA-OHM SUOTBIAID pIepuels (IS

CLTTF €79 VO8CF VTS 9¢ LT +6889 II'61FC9LS GG E€ECTFBGTO 68TCCFTSE9 SITCF6LTC9 ICPCFIC9S T'€CF+609 £39100s ut uonedpnied

PI'GEFOT'E9  €9Ge+61°09 8EITF6LEY BYVEFEV'IO LOLTFECSVL PLTEFTITEY 00'1¢€+L8CTL FI9c+98°GS Te€e+T99 YIOM ‘SIMUANOR Y]

LLEEF8IEY  O0TCFLTLS  €FVSTF00SL  969TFVI'LY  VLITHGL0L S9CEFF099 STIOTFPSTL €LY F118S S0€E+TLY PIOYaSNOY ‘SIMIALOR 1]

6L'1¢ + L6°€EC VOLCFB8I'8T  LESTFECEY  OT'STFLG8C €LBTFI6FE €F0¢+9839E OTLCFPO¥PE L8BTF890¢ ¥ 8CFGEC a1doad yym Suore Sumen

9Y0¢ + 64°9¢ 8G6CTFSV'GE  6IBTFIV6E  69CTHFILSY €9TCF668C LI'TCF66'8¢ PELSTFOVTY €TVYCF+€E0E 69C+98¢ 21e3-J9§

IPCE+ G087  LOGCFI¥F8Y  90CC+9CT99  FCUICF09L9 9T6CFVLTY VLTE+681S SGLITF96F9 LO6TC+8T'LY  ¥'0€+G°LS punore 3unjen

¥6'ST + 78'8¢ IT9C+S¥'se  OF6L+¢€805 LITTH+V96E 8ESTFO080F ¥COCH+OIFr 69€C+TI'0F 6L€C+IOT'LE  FVC+00F vc%%%wuhwmmwmm
S F UBSW ‘SUOISUIWIP [[ SYA-OHM

PR R PR R ‘T T e T AN ‘AT T cor = R J[I0M/SIIIATIO®. Tensn

€CTIT+€1°0C SLTTFCLLT €0l FLE6T  FETITFLYV 0T TS0I+200C O9FIT+00LT 6C0T+S990C ¥OCI+9LST T IT+T6I Surnpai 10 yoeq Sunino skey

o — e ot = e T g = e T T T cor R R = dS F Uedw YIOM/SIIALOE [ensn

0SCL +¥¥¥l PSCL F LVEl PSITF 0671  PSCIFSE9T 6TITFH0ST ISTIFE8CT STIT+ETIT PSITFILIT LTITFLTI 0 £1185 0) oqEUn A[[EI0) Ske]

- N G o= o 1 = 01 e = N o ds ¥ ueawr

S66FESEC  SETIF686l  TOLFLOTC  908TITST TOOIFOITT L6G6FIUIC 1T6T00€C LOTIT6T0C 66T hee (skep) soTOIP J0 vonE

. . . . . . . . . 9% ¢(SUWAIIXI/212A3G)

g9v S0 008 827 oLy 01 £6¥ €9¢ €'y 1] (i PPN

0°1s 7'9¢ g'es LSy 996 LTS 9'6¥ 6V 6'8¥ % “(peq A104/peg) YI[eaY [[EI9A0
SH-TH II SVA-OHM

01 =N 9=N
saneads souefms g =N 9t = N 4 Mm =N >% s=N s e =N wﬂw =N 8¢L=N onsHLIRIRYD
P10 510 ojojewMaY  uonEN[IqeyRY  AtoSImsomaN ojomaN ojojewmel], ored Arewld  [[RIOAQ

Kyreroads £q (11 SVA-OHM) ANiqesi :6 a1av],



Pain Research and Treatment

disturbances is well known [36-40]. However, it should be
emphasized that high proportions of depression (53%) and
anxiety (43%) were found in our sample of patients with
uncontrolled pain. Anxiety, depressive symptoms, and sleep
disturbances are interrelated in patients with neuropathic
pain and may increase the severity of pain [41-43] and
contribute to the persistence of neuropathic pain [44]. There-
fore, the management of uncontrolled pain should focus
not only on the treatment of the underlying disease and its
associated pain but also on the appropriate management of
the accompanying anxiety, depressive symptoms, and sleep
disturbances. Our results emphasize the enormous impact
of uncontrolled pain on the patients’ daily life. Half of
the patients rated their overall health as bad or very bad,
and 45% noted that their condition severely or extremely
interfered with their life. The interference was high, regardless
of the specialty or the pain etiology. However, regarding the
etiology, the interference was higher for the complex regional
pain syndrome and central neuropathic pain. We believe
that this higher interference in these clinical entities more
closely correlated with the underlying disease than to the
pain itself because, with the exception of complex regional
pain syndrome, the etiologies associated with the highest
pain intensity are not those associated with the highest
interference. The difficulties associated with uncontrolled
pain were present most days, and the most severe impact was
on daily activities at home or at work, that is, being totally
unable to conduct their usual activities half of the days in the
previous month. Although it was not specifically evaluated
in our study, as it had been described for neuropathic pain
in general [13, 14, 45], this degree of disability is likely to
contribute to the high costs associated with neuropathic pain.

The investigators from the pain clinics determined that
the main reason for uncontrolled pain was because the
patients were receiving suboptimal treatment; that is, the
patients received either ineffective drugs or subtherapeutic
doses of the drugs. For instance, NSAIDs were used to
treat more than 40% of the patients, and carbamazepine
and oxcarbazepine, the first-line treatments for trigeminal
neuralgia [16], were only used by 56% of the patients with that
condition. However, regarding the latter drug, it is possible
that those patients were receiving a second- or third-line
treatment including surgery. Despite NSAIDs are considered
ineffective and are not recommended for treating neuro-
pathic pain [16, 19, 20, 46, 47], their use is common in patients
with these conditions as it has been reported in several
studies from different countries [18, 48, 49]. Noteworthy,
in our study NSAIDs were used at high doses (e.g., over
1,400 mg/day of ibuprofen). The use of NSAIDs contributes
to the suboptimal treatment of neuropathic and increases the
risk of experiencing important adverse reactions. Suboptimal
treatment has been previously described in patients with
neuropathic pain who attended primary care clinics [4, 18, 50,
51]. According to our results, suboptimal treatment seems to
affect all of the specialties involved in the care of patients with
neuropathic pain. Treatment satisfaction was poor across
several specialties and clinical entities. The areas that were
rated with lower satisfaction were treatment effectiveness
and impact on daily activities, and these areas are closely
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related. Although satisfaction with medical care received a
higher rating than impact on daily activities, the former issue
seemed to be an area for improvement. Despite the fact that
most patients experienced treatment side-effects according to
the SATMED-Q, medical treatment was rated with greater
satisfaction; however, it should be noticed that acute side
effects were not reflected in that evaluation.

The major limitation in our study was the definition of
uncontrolled pain that was entirely based on the subjective
evaluation of the investigators from the pain clinics. We
accepted this subjective evaluation because there is no stan-
dard definition of refractory neuropathic pain [21]. Recently,
a group of experts tried to achieve consensus on this matter
[52]; according to that consensus, to classify a neuropathic
pain as refractory, “it should have had a trial of treatment with
at least four drugs of known effectiveness, each drug should
have been tried at least three months or until side effects
prevent adequate dosage, and despite the above treatment,
the intensity of pain should have reduced by less than 30%,
should remain at a level of at least 5 on a 0-10 scale, and/or
should continue to contribute significantly to poor quality of
life” [52]. Because the patients in our study were considered
to have received suboptimal treatment, it is difficult to
meet those criteria. However, the patients’ pain was clearly
persistent, severe, disabling, and, therefore, uncontrolled.

Overall, our results showed that uncontrolled neuro-
pathic pain is a common phenomenon among the specialties
that address these clinical entities, and regardless of its
etiology, uncontrolled neuropathic pain is associated with
a dramatic impact on patient well-being. A definite need
exists for improving the management of neuropathic pain
in all of these specialties, which should not be limited to
the improvement of pain but also should be extended to the
management of psychological symptoms and possibly to the
improvement of the doctor-patient relationship.
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