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Abstract

Objective: The treatment outcomes of fibromyalgia (FM) and the incomplete form of FM (I-FM) (chronic widespread pain and chronic regional pain) in one medical
institution were compared using the same FM treatment (mainly medication).

Methods: Patients with FM consisted of 31 persons (25 women and 6 men) and the average age was 37.4 + 15.9 years old (range: 17 to 84 years old). Patients with
I-FM consisted of 49 persons (37 women and 12 men) and the average age was 50.3 + 16.8 years old (range: 16 to 86 years old). Pain was estimated in this study
as follows: “If pain at the first visit is 100, what percentage is the current pain?” All patients with FM and I-FM who received medication for more than 3 months
including dropout patients were included in this study. The mean treatment duration of patients with FM was 13.3 + 9.1 months (range: 3 to 32 months) and that of
patients with I-FM was 12.1 + 7.4 months (range: 3 to 34 months).

Results: Cure was achieved in 0 (0%) and 3 (6.1%) patients, and pain was reduced to 30% or less in 7 (22.6%) and 21 (42.9%), 31-50% was 3 (9.7%) and 8 (16.3%),
51-70% was 9 (29.0%) and 5 (10.2%), 71-90% was 6 (19.4%) and 4 (8.2%), and 91% or more was 6 (19.4%) and 8 (16.3%), of FM and I-FM patients, respectively.

Discussion: Because the treatment outcome of I-FM was better than that of FM, it is desirable to provide treatment before FM actually develops.

Introduction

Fibromyalgia (FM) is a refractory and painful disorder. The
outcome of various treatment methods such as pregabalin, duloxetine,
and cognitive behavioral therapy (CBT) has been reported. However,
the outcome of combined total treatment of medication treatment and
non-medication treatment in a single medical institution has rarely
been reported. In this study, the outcome of combined total treatment
of FM in a single medical institution was reported.

FM is a typical disorder of central sensitivity syndrome [1-3]. It
usually takes more than a decade to develop FM from neck pain and
low back pain through chronic regional pain (CRP) and chronic
widespread pain (CWP) [4-13]. The diagnostic criteria of CWP
and CRP are described later. CRP and CWP can be regarded as the
incomplete form of FM (I-FM) or preliminary stage of EM [14]. It has
been proposed that CWP is the end stage in a continuum of CRP and
FM is the end stage in a continuum of CWP, rather than any of these
representing distinct medical entities [14-16]. The relative severities
of the clinical symptoms in each diagnosis group were reported to
be FM>CWP>CRP [14]. The prevalence of FM is approximately 2%
[17] and the prevalence of CWP including FM is approximately 10%
[18,19]. The prevalence of CRP is 1-2 times higher than that of CWP
[19]. The treatment of CWP is similar to that of FM throughout the
world [20]. Patients with CRP often undergo the treatment of FM. The
second objective of this study is to compare the treatment outcomes of
FM and I-FM in cases receiving the same treatment.

Methods

Patients with FM and I-FM (CWP and CRP) were included in
this study if they first visited Hiroshima Clinic between January 2014
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and October 2016. Patients who were referred from Hatsukaichi
Memorial Hospital, my former place of work, to Hiroshima Clinic
by myself were excluded. Eligible subjects were limited to outpatients
who were physician-referred with a suspected diagnosis of FM and to
those who were self-referred believing that their symptoms were due
to FM. In other words, only the patients who visited the author for
the purpose of receiving FM treatment were included in the study.
If patients with suspected FM or IFM visited Hiroshima Clinic by
chance, not for the purpose of receiving FM treatment, diagnosis of
FM was not performed, and treatment centered around rehabilitation
was performed. These patients were not included in the study. Subjects
who met the classification criteria for FM published by the American
College of Rheumatology in 1990 [21] at the first visit were diagnosed
with FM. Subjects who had experienced pain in five regions described
in the criteria [21] for more than three months with 10 tender points
or fewer were diagnosed with CWP. Subjects without CWP whose
pain was beyond chronic low back pain alone or a stiff neck alone
were diagnosed with CRP. If other diseases such as hypothyroidism
and rheumatoid arthritis could explain the pain, the subjects were not
diagnosed with CWP and CRP. The differentiation between FM and
I-FM was made based on the examination at the first visit alone.
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This study is a retrospective study that reported the outcome of
the author’s routine treatment. This study was approved by the Ethics
Committee of Hiroshima Clinic.

All patients with FM and I-FM who received medication for more
than 3 months were included in this study. Pain of the patients was
automatically examined when they had received for more than 3 months
between October 18, 2016 and January 21, 2017. The pain levels were
the data of this study. This method prevented intentional preferential
measurements of pain when the pain was mild. The dropout patients
were also included in this study by measuring pain with the method
described later. Patients with comorbidities such as rheumatoid
arthritis, ankylosing spondylitis, cerebrospinal fluid hypovolemia
[22], anxiety disorder, and major depression were also included in this
study. Patients who were not prescribed antidepressants because of
bipolar disorder or patients’ concerns over the adverse effects were also
included in this study. Patients who received massage, rehabilitation,
etc., in Hiroshima Clinic or other medical institutions were also
included in this study. Patients who underwent blood patch treatment
for cerebrospinal fluid hypovolemia and spinal hernia surgery during
follow-up were included in this study.

The following patients were not included in this study: patients who
received medication for less than 3 months; patients who underwent
non-medication treatment alone such as rehabilitation for more than
3 months.

The following explanation was given to the patient at the first
visit, and oral informed consent was obtained. I: Off-label medication
is sometimes administered. II: Death due to the adverse effect of
medication is possible. III: Patients should not take oral medication
for analgesic purposes except that prescribed by Hiroshima Clinic.
IV: When patients are to undergo treatment for pain relief such as
acupuncture, massage, and health foods, patients have to report it
in advance. V: Based on Japanese drug package inserts, operating
machinery or driving motor vehicles is prohibited without exception
during medication of almost all antidepressants, all anticonvulsants,
and all hypnotics. However, almost all persons including police officers
do not observe the rule in Japan.

“If pain at the first visit is 100, what percentage is the current
pain?” Pain was assessed with this question. All patients were asked
this question every 3 or 4 months. The treatment outcome of dropout
patients was estimated by repeating this question every 3 or 4 months.

Patients with FM were treated mainly with medication. Hiroshima
Clinic is a primary care outpatient institution. FM is often regarded not
to exist in Japan and there are few medical institutions which provide
treatment for FM. Therefore, Hiroshima Clinic is also a tertiary care
center for FM. A primary care outpatient institution is also a tertiary
care center for FM, indicating the poor situation of FM treatment in
Japan. CBT was not performed because Hiroshima Clinic does not have
staff for CBT, and CBT for pain relief have to be performed for free in
Japan. Aerobic exercise, weight loss, cessation of smoking, avoidance of
passive smoking, cessation of aspartame and monosodium glutamate
ingestion, the fewest possible administrations of medicine containing
aspartame, explanation of FM, etc., were performed or recommended.
Benzodiazepine anxiolytics were not administered for pain relief.
Benzodiazepine anxiolytics were administered at the lowest effective
dosage and for the shortest time in patients with FM (or I-FM) and
concomitant panic disorder.

I prescribed medication in accordance with the recommendations
of pharmacologic management of neuropathic pain published by the
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International Association for the Study of Pain [23]. Slow titration
from a low initial dosage was performed for one medicine alone
and the maximum dosage of medication was administered unless
the adverse effects limited the upward titration, or a medication
provided adequate pain relief [23]. If a medication was well-tolerated
and provided partial pain relief, it was continued and a second
medication with a different action mechanism was added [23]. If the
initial dosage was the maximum dosage and 4-week medication was
not effective, the medicine was discontinued. Specifically, individual
medicine corresponded to one of the following options (Figure 1). I:
The medication provided adequate pain relief. II: The medication did
not provide pain relief and it caused intolerable adverse effects. III: The
maximum dosage of medication did not provide pain relief. IV: The
maximum dosage of medication provided partial pain relief. V: The
medication provided partial pain relief; however, the adverse effects
limited upward titration. The maximum dosage was used unless a
medication provided adequate pain relief or the adverse effects limited
upward titration. A medicine was not regarded as ineffective unless
the maximum dosage was administered. In the case of I, the same
medication was continued. In cases of II and III, the next medicine was
added in a similar manner after (or during) the dosage was gradually
decreased and discontinued. In cases of IV and V, the next medicine
was added in a similar manner after patients compared the analgesic
effect with the adverse effects to determine the optimum dosage. The
presence or absence of the analgesic effect of an individual medicine
was determined according to figure 1. If a medicine was effective, the
analgesic and adverse effects were compared to determine the optimum
dosage. Determination of the optimum dosage was carefully performed.
If the analgesic effect was unclear, gradual increases and decreases were
sometimes repeated. If the maximum dosage of medication provided
unclear pain relief, the medication was always discontinued and any
changes in pain were examined. Patients made the decision regarding
the differentiation between adequate and partial pain relief; in other
words, patients decided whether or not to try the next medicine.

I have categorized 12 kinds of medicines according to the literature-
based efficacy and adverse effects, personal experience of the efficacy
and adverse effects, drug price, severity of off-label medication, and
medicine whose use prohibits driving motor vehicles. Specifically, my
order of priority is Neurotropin® (an extract from the inflamed skin of
vaccinia virus-inoculated rabbits), amitriptyline, dextromethorphan,
nortriptyline, mecobalamin (Vitamin B12) plus folic acid, ethyl
icosapentate, lafutidine, milnacipran, gabapentin, duloxetine,
pregabalin, and venlafaxine, in that order (Table 1). Medication was
usually performed in that order.

The treatment outcome was classified into cure, reduction to 30%
or less, 31-50%, 51-70%, 71-90%, and 91% or more. Cure was defined
as follows: Pain decreased to 30% or less of that on the first visit and
pain was not exacerbated even if medication excluding hypnotics was
discontinued for more than 3 months. Cure was confirmed by face-to-
face or telephone interview. In the case of patients being referred to
other medical institutions, pain at referral was the treatment outcome.
In the case of pain decreasing to 30% or less of that on the first visit
without confirmation of the discontinuation of medication for more
than 3 months, the treatment outcome was not cure but 30% or less.

Patients with FM consisted of 31 persons (25 women and 6 men),
and the average age was 37.4 £ 15.9 years old (range: 17 to 84 years old).
Patients with I-FM consisted of 49 persons (37 women and 12 men),
and the average age was 50.3 £ 16.8 years old (range: 16 to 86 years old).
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Table 1. Priority of medicine for neuropathic pain (fibromyalgia).

Medicine § Oﬂ;lsz;bel Disease name
1 Neurotropin® © © lumbago, osteoarthritis
2 amitriptyline x © peripheral NP
3 dextromethorphan x x chronic brochitis
4 nortriptyline x o depression
vitamin B12 © © peripheral neuropathy
> folic acid © X folate deficiency
6 ethyl icosapentate © X hyperlipidemia
7 lafutidine © A gastric ulcer
8 milnacipran o o depression
9 gabapentin x x seizure
10 duloxetine o © FM, chronic lumbago
. © FM (fibromyalgia)
11 pregabalin x o
© NP (neuropathic pain)
12 venlafaxine o o depression

I systematic review, meta-analysis,I#systematic review,Ila randomized double-blind study

e = ]
? § ? -§ Upper limit Price at upper limit (yen) in March 2018.
- - -~
© © v 4 tab. 124.4
A © 1 150 mg 25 mg 57.6/10 mg 144
© © ITa 120 mg 44.8
A © C 150 mg 25 mg 64.8/10 mg 84
° R IV 1500 png 51.3/%16.8
20 mg 38.4 (usuallyl5mg 28.8)
© A v 1800 mg 210.8/ 788
© A v* 20 mg 70.2/#40.6
A © 1 100 mg 50 mg 101.6/50 mg #62.6
A ] JIE} 2400 mg 400 mg 397.8/200 mg 484.8
A © 1 60 mg 30 mg 470.6/20 mg 520.5
A ° | 450 mg 150 mg 465/75 mg 677.4
600 mg 150 mg 620/75 mg 903.2
A o I# 225 mg 797.7

IV open-label study, C case study, *abstract #generic Side effect and effect are based on my experience

Description of driving ban in package inserts of pregabalin is strict.

Neurotropin® (used in Japan and China) is under randomized, double-blind study for FM in NIH of USA.

Drive (in Japan) ©: possible, o: conditionally possible, x: impossible

Off-label use in Japan ©: no problem, o: perhaps no problem, A: problematic, x: extremely problematic

Side effect (based on both the literature and my experience on actual use) @: mild, A: moderate

Effect (based on my experience) ©: strong, o: moderate, A: mild

* Adequate pain relief —> Course observation
* No pain relief and intolerable adverse effectsj,
* No pain relief with maximum dosage —> &
+ Partial pain relief with maximum dosage

Partial pain relief
Adverse effects limited upward titration.

l

Patients compare analgesic effect
with adverse effects to determine
the optimum dosage. l
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Figure 1. Medication method of individual medicine

Statistical analyses

The ratio of the total number of patients whose pain was decreased
to 30% or less, 50% or less, 70% or less, and 90% or less between FM and
I-FM patients was compared using the chi-squared test. The ratio of the
number of cured patients between FM and I-FM patients was compared
using Fisher’s exact test, because at least one variable was 5 or less. p <0.05
was considered significant.

Results

The mean treatment duration of patients with FM was 13.3 + 9.1
months (range: 3 to 32 months) and that of patients with I-FM was 12.1
+ 7.4 months (range: 3 to 34 months). Cure was achieved in 0 (0%) and
3 (6.1%) patients, and pain was reduced to 30% or less in 7 (22.6%) and
21 (42.9%), 31-50% was 3 (9.7%) and 8 (16.3%), 51-70% was 9 (29.0%)
and 5 (10.2%), 71-90% was 6 (19.4%) and 4 (8.2%), and 91% or more was
6 (19.4%) and 8 (16.3%), of FM and I-FM patients, respectively (Figure 2).
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Statistical analyses

The number of cured patients in FM and I-FM patients was 0 (0%)
and 3 (6.1%) patients (p = 0.4236), respectively. The total number of
patients whose pain was decreased to 30% or less in FM and I-FM
patients was 7 (22.6 %) and 24 (49.0%) (p = 0.0182), 50% or less was 10
(32.2%) and 32 (65.3%) (p = 0.0036), 70% or less was 19 (61.3%) and 37
(75.5%) (p = 0.1763), and 90% or less was 25 (80.6%) and 41 (83.7%) (p
=0.7284), respectively.

Discussion

The outcome of various treatment methods such as pregabalin,
duloxetine, and CBT has been reported. However, the outcomes of all
combined treatments of medication and non-medication treatments in
one medical institution have rarely been reported. The study of Kim
et al. [24] reported the outcomes of combined treatments (medication
and non-medication treatments) of 48 patients with FM in 2 medical
institutions; however, the outcomes of 84 dropout patients with FM
were not included [24]. To my knowledge, this is the first study to
report the outcome of combined treatments of FM and I-FM including
dropout patients in a single medical institution.

The medication guidelines for neuropathic pain [23] and FM [25]
were mainly based on scientific evidence of efficacy in the literature.
From the viewpoint of science, it is justified, however, it does not
necessarily agree with clinical priority [26]. (1) Many pharmaceutical
companies provide huge amounts of financial assistance to studies
that show the efficacy of expensive medicine that hugely benefits the
companies. Consequently, reports of such medicines are frequently
published, which strengthens scientific evidence. Conversely, scientific
evidence of inexpensive medicine does not increase. In my experience,
nortriptyline is effective for FM; however, limited scientific evidence
shows its efficacy. I believe that the low drug price is the main cause.
Fabricated study is beside the question. No association of industry
funding or the authors’ financial conflicts of interest with the study
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Cure
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I-FM =30% 31-50% 91%=
n=49 | 3 21 8 5 8
M | =30% 51-70% 91%=
n=31 7 3 9 6
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Figure 2. Treatment of outcomes of fibromyalgia (FM) and incomplete form of FM (I-FM).

I-FM is chronic widespread pain and chronic regional pain. Pain was estimated in this
study as follows: “If pain at the first visit is 100, what percentage is the current pain?” All
patients with FM and I-FM who received medication for more than 3 months including
dropout patients were included in this study. Cure was defined as follows: Pain decreased
to 30% or less of that on the first visit and pain was not exacerbated even if medication
excluding hypnotics was discontinued for more than 3 months. Cure was confirmed by
face-to-face or telephone interview. In the case of pain decreasing to 30% or less of that
on the first visit without confirmation of the discontinuation of medication for more than 3
months, the treatment outcome was not cure but 30% or less.

outcomes was seen in FM drug therapy randomized controlled trials
[27]. However, many reports including systematic reviews show
that pharmaceutical company sponsorship is strongly associated
with results that favor the sponsors’ interests [28-33]. (2) In clinical
practice, drug price, adverse effects, and degree of off-label use in
addition to scientific evidence of efficacy should be reflected in the
order of priority. Adverse effects slightly affect these guidelines. Most
adverse effects that were considered in the development of guidelines
for neuropathic pain and FM were short-term adverse effects such
as nausea, vomiting, diarrhea, drowsiness, constipation, dysuria, and
dry mouth. These adverse effects have a clear causal relationship and
are easy to identify. They disappear as soon as the causative drug is
discontinued. However, the adverse effects that should be considered
in medication are the long-term adverse effects such as cognitive
dysfunction, dependence or abuse, sexual dysfunction, osteoporosis,
and fracture. These adverse effects have an unclear causal relationship
and are difficult to identify. Improvement of these long-term adverse
effects is impossible or difficult after the causative drug is discontinued.
These long-term adverse effects cannot be applied to “the analgesic
effect and the adverse effects were compared to determine the optimum
dosage.” They are usually not reflected in the medication guidelines
for neuropathic pain and FM. However, they were reflected in my
medication order of priority. For example, pregabalin is an excellent
medicine with a strong analgesic effect based on both the literature and
my experience on actual use. However, the adverse effects of pregabalin
are cognitive dysfunction [34,35], dependence or abuse [36-40],
obesity [41], marked drowsiness (sometimes loss of consciousness),
and an expensive drug price. Therefore, my order of priority places
it at the 11th. Two short-term studies reported cognitive dysfunction
[34,35] due to pregabalin. Cognitive dysfunction may continue for
a long time. It is almost impossible to detect long-lasting cognitive
dysfunction at the individual patient level. It is unknown whether
long-lasting cognitive dysfunction improves after the discontinuation
of medication. In my experience, sleepiness caused by antidepressants
occurs gradually, and sleepiness caused by pregabalin sometimes
occurs suddenly (loss of consciousness). Loss of consciousness caused
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by pregabalin is described in drug package inserts. From the viewpoint
of traffic accidents and falls, loss of consciousness is far more dangerous
than gradual sleepiness. The adverse effects of duloxetine are cognitive
dysfunction [42-44], sexual dysfunction [45], and bleeding [46] and
the drug price is expensive; therefore, its order of priority is the 10th.
Long-term studies [47,48] and a systematic review and meta-analysis
[43] showed that SNRI increased the risk of dementia. Amitriptyline
is said to be difficult to use because it has frequent adverse effects.
Most adverse effects except obesity occur early in medication and are
easy to identify. The price of amitriptyline is inexpensive and most
adverse effects except obesity disappear as soon as it is discontinued.
Obesity is an adverse effect and it does not disappear immediately
after the discontinuation of medication. However, it is easy to identify
obesity if the body weight is measured. A large German cohort showed
that amitriptyline was associated with patients with severe cognitive
impairment [49], a population-based case-control study showed that
TCA had no association with the dementia risk [48], and a population-
based, retrospective case-control study showed that TCA reduced the
risk of dementia [42]. A systematic review and meta-analysis showed
that TCA may be associated with a reduced risk or no risk of dementia,
and serotonin noradrenaline reuptake inhibitors (SNRIs) have been
reported to show an intermediate risk [43]. Therefore, TCA is safer than
SNRIs in terms of dementia or cognitive dysfunction [42-44,48,50]. In
fact, amitriptyline is an easy-to-use medicine and it is safe for patients;
therefore, its order of priority is the second. All patients who would
like to receive medication underwent an electrocardiogram. If the
electrocardiogram showed an abnormality, the patients were referred to
a cardiologist to confirm whether amitriptyline could be administered.
A meta-analysis of observational studies in subjects with no history
of coronary heart disease suggests that neither selective serotonin
reuptake inhibitor nor TCA use is associated with an increased risk
of coronary heart disease [51]. A retrospective cohort study reported
that current users of TCA had a dose-related increase in the risk of
sudden cardiac death and the rate ratios was 0.97 (95% confidence
interval, 0.72-1.29) for doses lower than 100 mg (amitriptyline or its
equivalent) [52]. Therefore, if the cardiotoxicity of amitriptyline was
a concern due to an advanced age, etc., the maximum dosage was
decreased from 150 to 95 mg. Neurotropin® is administered only in
Japan and China, and some case reports and open studies showed its
efficacy for FM [53]. It does not cause drowsiness and is a very safe
drug with few adverse effects. In my experience, the analgesic effect of
Neurotropin® is similar to that of amitriptyline [54]. A double-blind,
randomized controlled study of Neurotropin® in patients with FM
was performed in the US National Institutes of Health (ClinicalTrials.
gov Identifier: NCT00366535). Although the maximum dosage of
Neurotropin® is four tablets, eight tablets were more effective than
four tablets with the adverse effects showing little difference in general
terms [53]. Therefore, when possible such as after traffic accidents,
eight tablets were administered. TCA is safer than SNRIs in terms of
dementia or cognitive dysfunction [42-44,48,50]. It is one reason why
I prioritized TCA over SNRI. The drug price strongly influenced the
order of priority after milnacipran. The scientific basis of lafutidine
and combination of mecobalamin (Vitamin B12) and folic acid in FM
is mainly reported in the Japanese literature. The Japanese College
of Fibromyalgia Investigation classified FM into the hypertonus
type, enthesitis type, depression type, and their combination [55]. It
recommended specific pharmacological treatment for each type of FM.
For example, predonine, salazosulfapyridine, etc., were recommended
for the enthesitis type of FM. The algorithm of pharmacotherapy [55]
published by the Japanese College of Fibromyalgia Investigation is not
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based on evidence and it causes confusion in the treatment of FM.
Therefore, I did not use it.

I usually administered medication based on the order of priority;
however, it is true that there are exceptions. If having fewer adverse
effects took top priority, amitriptyline and nortriptyline were
administered after lafutidine. If pain was severe, amitriptyline, SNRIs,
gabapentin, and pregabalin were preferentially administered. Because
this list includes my subjective view, the absence of clear evidence is a
shortcoming. Available medicine, applicable diseases, and drug price
differ from country to country. Priority depends on the physician.
Therefore, the order of priority of medication depends on the country
and physician. Medication based on a list of the order of priority
is easy. Non-specialists can easily treat FM using the list of each
physician. The distinction between a uniform medication order based
on the list and exceptional medication order is important. Naturally, it
is impossible to treat all patients successfully with these 12 medications
alone. Antidepressants and anticonvulsants not included in the list,
tizanidine, gabapentin enacarbil, herbal medicine, weak opioids,
and rarely strong opioids, etc., were also administered. Ineffective
medicines were sometimes administered again in combination.

I am absolutely confident in the treatment outcomes of FM and
I-FM. This does not mean that the treatment outcomes are excellent.
I am confident that I made strict judgments. Patients with poor
outcomes were not excluded and dropout patients were included in
this study. Because a face-to-face interview was conducted, I do not
deny the possibility that patients may have reported a good treatment
outcome in consideration of the physician (me). Because the treatment
outcomes of FM and I-FM were measured using the same method,
there is no problem with comparison between them. Because the
treatment outcomes of FM in other medical institutions were not
reported, nobody knows how wonderful my treatment outcomes are.

In this study, I limited the treatment period to more than 3 months.
If the cut-off period is 2 months, patients receiving only a few medicines
will be included. If the cut-off period is 6 months, many patients who
drop out of treatment because of dissatisfaction with the treatment
outcome will be excluded. Although there is no clear evidence, I believe
that a 3-month cut-off period is appropriate. The treatment outcomes
of patients who were treated for several months were naturally
included in this study. It takes approximately a year and a half to use all
medicines in the list. Therefore, it is estimated that the actual treatment
outcome (the treatment outcome at least with all medicines in the list)
is better than that of this study.

The dropout patients who received medication for more than 3
months were included in this study. Some patients stop visiting the
hospital based on their own judgement because of improvement of
pain, and some patients would like to be referred to nearby medical
institutions because of improvement. However, dropout patients
usually stop visiting the hospital based on their own judgement because
adverse effects occur, or pain is not improved. A treatment outcome
excluding dropout patients is not a true treatment outcome.

Pain was estimated in this study as follows: “If pain at the first visit
is 100, what percentage is the current pain?” Pain of all patients must
be measured every 3 or 4 months in clinical practice to include dropout
patients. Therefore, a pain evaluation method whose measurement time
is short is necessary. The measurement time for visual analog scale and
face scale is short; however, when pain and the quality of life improved
(or deteriorated) they often conversely deteriorated (or improved) in
my experience. Also, in my experience, the measurement method used
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in this study correlates well with the change of pain and the quality of
life. The measurement method used in this study was the most reliable
evaluation method for determining the analgesic effect of individual
medicines in my clinical practice. I hope that the comprehensive
treatment outcome of FM including dropout patients in each medical
institution will be reported with this evaluation method.

Treatment for CWP is similar to that for FM throughout the world
[20]. I have treated FM and I-FM with the same treatment method. In
addition, I have generally treated non-nociceptive pain or neuropathic
pain (excluding trigeminal neuralgia, the early stage of complex
regional pain syndrome, the attack stage of cluster headache and
migraine, etc.) using a treatment for FM. In non-nociceptive pain, my
treatments of patients with FM and without FM are generally identical.
The diagnostic criteria of FM are useful for diagnosis; however, they
are not useful for treatment [56]. To put it briefly, I believe that the
significance of the criteria is to identify uniform patients with FM in
medical journals and/or medical meetings. This is the same situation
as for obesity. If the definition of obesity is a body mass index (BMI)
of 30 or higher, the treatment for patients with a BMI of 29.9 and 30
should be the same. However, patients with a BMI of 29.9 are excluded
from medical journals and/or medical meetings on obesity. Whatever
diagnostic criteria of FM are reported, this situation will not change.
Because the treatment outcome of I-FM was better than that of FM, it
is desirable to perform treatment of FM in the condition before FM.
I think that the principle of early detection and early treatment in
medicine can also be applied to FM.

The criteria for the discontinuation of medication in cases of a
successful response have not been clearly defined. I personally devised
the following discontinuation criteria based on my experience: Pain
is less than 30% of that on the first visit for more than 10 months
and there is little fluctuation of pain due to changes in the weather
conditions and menstrual cycle. Some patients who stopped going
to the hospital for approximately 6 months because of improvement
of pain may have no recurrence of pain. Conversely, some patients
who met my discontinuation criteria had recurrence of pain. Even
discontinuation criteria based on personal experience are essential
in clinical practice, for example, for explanation to patients. I hope
that scientific organizations will report discontinuation criteria in the
presence of excellent responses.

Based on Japanese drug package inserts, driving motor
vehicles is prohibited without exception during medication of
almost all antidepressants except 6 antidepressants (milnacipran,
duloxetine, venlafaxine, sertraline, paroxetine, and escitalopram), all
anticonvulsants, all anxiolytic, all hypnotics, all antipsychotics, and
all mood-stabilizing drugs. In case of a trial, a violation of the drug
package inserts is equivalent to a violation of the law. If this rule is
observed, many persons will lose their jobs, many persons’ lives will be
adversely affected, and the Japanese economy will collapse. Even police
officers do not observe the rule; however, physicians must explain it to
the patients. I have explained it to patients, but I do not know whether
the rule was observed. I hope that the Japanese drug package inserts
will be changed to the US-style statement that “patients should be
cautioned about operating machinery or driving motor vehicles until
they are reasonably certain the “drug name” treatment does not affect
their ability to engage in such activities”.

Limitations

First, this was a retrospective study with a small number of
patients. Second, the visual analog scale and/or fibromyalgia impact
questionnaire was not used in this study. Third, because I conducted
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a face-to-face interview, I cannot deny the possibility that patients
reported a better treatment outcome with consideration for the
physician.

Conclusions

If medication was administered for more than 3 months, cure was
achieved in 0 (0%) and 3 (6.1%) patients, and pain was reduced to
30% or less in 7 (22.6%) and 21 (42.9%), 31-50% was 3 (9.7%) and 8
(16.3%), 51-70% was 9 (29.0%) and 5 (10.2%), 71-90% was 6 (19.4%)
and 4 (8.2%), and 91% or more was 6 (19.4%) and 8 (16.3%), of 31
FM patients and 49 I-FM patients including the dropout patients,
respectively. Because the treatment outcome of I-FM was better than
that of FM, it is desirable to perform treatment of FM in the condition
before FM.
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