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Background: Statin-related myalgia is difficult to distinguish from
other conditions causing myalgia and may often lead to statin
discontinuation.

Objective: To compare the effect of statin rechallenge with pla-
cebo in patients with prior statin-related myalgia and to determine
whether patients resumed statin therapy after evaluating the
results.

Design: N-of-1 trial with 3 double-blind, crossover comparisons
separated by 3-week washout periods. (Clinicaltrials.gov:
NCT01259791)

Setting: Tertiary care lipid clinic.

Patients: Patients with prior statin-related myalgia with or without
mild elevation of creatine kinase levels.

Intervention: Rechallenge with the statin that was previously asso-
ciated with myalgia within 3 weeks of open-label use versus match-
ing placebo.

Measurements: Weekly visual analogue scale (VAS) scores for
myalgia and specific symptoms (VAS myalgia score and symptom-
specific VAS score, respectively), pain interference scores, and pain
severity scores were recorded during the 3-week periods when

patients were receiving placebo or statin. The primary outcome was
the VAS myalgia score (range, O to 100 mm).

Results: Eight patients (mean age, 66 years [SD, 8 years]; 88%
women, all with high 10-year Framingham cardiovascular risk) par-
ticipated in n-of-1 trials. Seven patients completed 3 treatment
pairs, and 1 completed 2 treatment pairs. For each n-of-1 trial, no
statistically significant differences were seen between statin and
placebo in the VAS myalgia score, symptom-specific VAS score,
pain interference score, and pain severity score. Five patients
resumed open-label statin treatment, with a median posttrial
follow-up of 10 months.

Limitation: Results are limited by the small sample size and cannot
be extended to patients with longer onset of myalgia after statin
initiation.

Conclusion: In selected patients with a history of statin-related

myalgia whose symptoms are difficult to evaluate, n-of-1 trials may
be a useful method for determining statin tolerability.

Primary Funding Source: Westem University, London, Ontario,
Canada.
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tatin-related myopathy is an umbrella term that in-

cludes patients with myalgia (muscle symptoms with-
out creatine kinase [CK] elevation), myositis (muscle
symptoms with CK elevation), and rhabdomyolysis (1).
Although older randomized clinical trials have shown the
incidence of muscle symptoms with clinically significant
CK elevations to be low (1% to 5%) (2, 3), recent trials
have reported the incidence of statin-related muscle symp-
toms regardless of CK levels to be as high as 15% to 20%
(4, 5). Thus, statin-related myopathy is common and is an
important problem because it may lead to patients discon-
tinuing a therapy that has been shown to improve cardio-
vascular outcomes.

The diagnosis of statin-related myalgia in most pa-
tients is not optimum because there is no highly specific
diagnostic test. Creatine kinase levels are usually normal or
only slightly increased (6). Moreover, myalgia and changes
in CK levels can often occur for other reasons, including
physical exertion and fibromyalgia (7). Muscle biopsies are
invasive and may not be congruent with symptoms or CK
elevations (8, 9). Thus, the diagnosis of statin-related my-
algia is primarily dependent on patients’ and physicians’
impressions of causality during open-label statin therapy.
This approach can lead to false conclusions that statins
cause myalgia because of inherent biases in unblinded,
before—after therapeutic trials (10). N-of-1 trials (single-
patient, randomized, multiple crossover, blinded compari-

sons of an active treatment vs. placebo) are the most effec-
tive way to limit these biases in individual patients because
each patient serves as his or her own control (11). These
trials have been used to optimize management for many
chronic problems, including those associated with pain
(12), but they have not been used for statin-related
myalgia.

We therefore conducted a proof-of-concept study to
assess the feasibility and potential value of 7-of-1 trials in
patients with statin-related myalgia. We hypothesized that
such trials would yield objective proof in some patients
that their symptoms were (or were not) statin-related. We
also assessed patients’ willingness to resume statin therapy
after completion of their respective trials.

METHODS
Design Overview

Design of the #n-of-1 trials was consistent with previ-
ously published guidelines (13). Each trial lasted up to 33
weeks and comprised a maximum of 3 statin and placebo
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Context

Differentiating statin-related myalgia from myalgia due to
other causes can be difficult and largely relies on subjec-
tive responses to open-label cessation or reinstitution of
therapy.

Contribution

In this proof-of-concept study, patients previously report-
ing symptoms while receiving statins had several pairs of
double-blind statin or placebo challenges (n-of-1 trials).
None of the patients had a statistically significant differ-
ence in myalgia or other pain measures during statin ther-
apy compared with placebo, and most resumed statin
therapy after reviewing their results.

Implication

N-of-1 trials are a feasible and potentially useful tool to
examine myalgia during statin rechallenge in selected
patients.

—The Editors

treatment pairs assigned in random order (Figure 1). Be-
cause we only included patients who had previously devel-
oped myalgia within 3 weeks of open-label statin use (see
Setting and Participants), we used 3-week treatment peri-
ods (statin or placebo) to allow for adequate time for my-
algia to develop. For each patient, the specific statin and
daily dose that had previously been associated with the
development of myalgia were used in the respective #-of-1
trial.

Treatment periods were separated by 3-week washout
intervals to minimize carryover effects (13, 14). The dura-
ton was substantially longer than the washout of 100
hours measured for the statins (rosuvastatin and atorvasta-
tin) with the longest half-lives (15 to 20 hours) (15) be-
cause some patients may report slower resolution of symp-
toms than predicted by pharmacokinetics (16). If patients
developed symptoms, they were offered the option of dis-
continuing a treatment period early and crossing over to
the other treatment period after a washout period. The trial
could be stopped and the treatment assignment unblinded
at any point if the patient was convinced that a clear dif-
ference had emerged between treatment periods.

The order of the statin or placebo was randomly allo-
cated within pairs according to a computer-generated list
held by the hospital pharmacist, who had no contact with
patients. Randomization was done by using the Web site
www.randomizer.org, which generates a set of random
numbers. A total of 30 sets of random numbers (numerals
1 [arbitrarily designated as placebo] or 2 [designated as
active]) were generated for a total of 10 patients. We then
used 3 of these sets per patient. Blinding was maintained
by use of identical-looking dispensing bottles and capsules
in which statin or placebo pills were compounded by the
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hospital pharmacy. Physicians and all other study person-
nel were blinded to the drug sequence.

Setting and Participants

We recruited patients aged 18 years or older through
advertisements and from endocrinology clinics at a tertiary
referral center. Patients were included if they had a history
of hypercholesterolemia requiring statin therapy according
to the Canadian Dyslipidemia Guidelines (17) and statin-
related myalgia (as defined by the American College of
Cardiology [1]) without clinically significant CK elevations
(<3 times the upper limit of normal or <3 times the
baseline value) occurring within 3 weeks of starting open-
label statin therapy. We only included patients who could
not tolerate statin therapy. Despite having previously tried
and discontinued statin therapy for myalgia, all patients
were willing to retry their prior statin. We excluded pa-
tents with a history of rhabdomyolysis, metabolic or in-
flammatory myopathy, or neuropathy and those who could
not comply with the added demands of an 7-of-1 trial. The
study was approved by the Western University Research
Ethics Board, and all participants provided informed
consent.

Outcomes and Follow-up

The baseline visit included a history and physical ex-
amination; measurement of serum CK, aspartate amino-
transferase, alanine aminotransferase, and creatinine levels;
and a set of questionnaires that assessed symptoms of pos-
sible myalgia. We also recorded the most recent fasting
low-density lipoprotein cholesterol (LDL-C) level that the
patient had while not receiving a statin in the past year.

We assessed patients for myalgia by using 2 self-
completed visual analogue scales (VASs) and the Brief Pain
Inventory (BPI) Short Form (18, 19). One VAS focused
on myalgia (VAS myalgia score), and the second assessed a
specific symptom identified by the patient as being the
most troublesome during prior statin therapy (symptom-
specific VAS score). The stem question for the myalgia
VAS was, “How severe is your muscle pain today?” The
patient-specific symptoms included generalized muscle
pain, pain in a particular muscle group, muscle weakness,
or muscle cramping. The stem question for the symptom-
specific VAS was, “How severe was your [X] today?” in
which “X” was replaced with the patient’s specific symp-
tom. For both VAS questions, the patient responded by
making a mark between 0 mm (no symptoms) and 100
mm (maximum intensity for the symptom in question) on
a horizontal line. The BPI is a self-completed, validated
measure of clinical pain (20). The pain severity score (PSS)
(mean score of questions 3 to 6 of the BPI) and the pain
interference score (PIS) (mean score of questions 9A to 9G
of the BPI) were calculated (19). The PSS and PIS have
scores ranging from 0 to 10, with higher scores indicating
worse pain severity and pain interference, respectively.

Patients completed the myalgia VAS, symptom-
specific VAS, and BPI at baseline before commencing the
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n-of-1 trial. During each 3-week period (statin or placebo),
each questionnaire was completed at the end of each week
(that is, days 7, 14, and 21) (Figure 1). Because longer
duration of exposure to statin should theoretically result in
greater symptoms, we suspected that symptom intensity
would be greatest on the last day of each completed week.
A patient completing 3 full treatment pairs in an z-of-1
trial provided a total of 18 follow-up questionnaire sets
(myalgia VAS, symptom-specific VAS, and BPI). If a pa-
tient found symptoms to be intolerable and wished to
move to a washout period early, they were instructed to
complete their questionnaires when they terminated the
treatment period. At the follow-up study visits (weeks 3, 9,
15, 21, 27, and 33), we used pill counts to assess adher-
ence; drew blood for CK, aspartate aminotransferase, ala-
nine aminotransferase, and creatinine levels; recorded ad-
verse events; and collected the questionnaires. Follow-up
visits could be moved to earlier points if the treatment
periods were terminated early. To maintain blinding, we
did not measure serum LDL-C levels during the 7z-of-1
trials.

At the conclusion of each 7-of-1 trial, unblinded re-
sults of the VAS myalgia score, symptom-specific VAS
score, PSS, and PIS were reviewed with the patient by the
n-of-1 trial physician. The decision whether to resume a
statin was based on this discussion. When the trial physi-
cian was not the patient’s primary physician for manage-
ment of hypercholesterolemia, the trial results were con-

veyed to the patient’s primary physician and the decision
to resume open-label use of a particular statin was left to
the patient and his or her physician. We contacted the
patient’s primary physician at least 3 months after comple-
tion of the trial to obtain follow-up lipid levels and deter-
mine whether the patient had resumed a statin.

Statistical Analysis

We analyzed results within each #-of-1 trial and com-
bined results across them. The prespecified primary out-
come in both analyses was the difference in mean VAS
myalgia scores between statin therapy and placebo. A dif-
ference of at least 13 mm in the VAS pain score was
considered to be dlinically significant (21, 22). Secondary
outcomes included the mean differences (statin minus pla-
cebo) for the symptom-specific VAS score, PSS, and PIS. A
change of 1 or more points in the PSS or PIS was consid-
ered to be clinically significant (23, 24).

For analyses of individual z-of-1 trials, the means and
95% ClIs for the differences (statin minus placebo) in
symptom scores were calculated within treatment pairs for
each outcome (VAS myalgia score, symptom-specific VAS
score, PSS, and PIS) by using paired ¢ tests. We defined a
“positive” z-of 1 trial as one that had a higher VAS myalgia
score for all completed pairs and a score that was at least 13
mm higher in at least 2 of 3 treatment pairs during statin
therapy versus placebo. For the combined analysis across

the n-of-1 trials, we adapted the mixed-model method for

Figure 1. Study design.

13, 6:55 PM

Screening Washout Washout
inclusion (3 wk) (3 wk)
------------------ Pair 1 Pair 2 Pair 3
-10d 0
Active or Active or
placebo Washout placebo
VAN A A
e N N ~
3 wk 3wk 3 wk
| | | |
LI !
S N 4 oy N 4
IS A AR 4

The study duration was 33 wk. After the baseline assessment at time 0, patients had 3 pairs of active drug (3 wk) and placebo (3 wk) exposures. Randomly
assigned treatment pairs comprised 2 treatment periods (active therapy or placebo) separated by a 3-wk washout period. Treatment pairs were also
separated by washout periods. A complete 7-of-1 trial comprised 3 treatment pairs. Clinic visits occurred at baseline and at the end of each treatment
period (solid arrows). Baseline scores for the visual analogue scales and Brief Pain Inventories were collected at time 0. Patients then completed these
questionnaires at days 7, 14, and 21 in each treatment period.
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Figure 2. Study flow diagram.
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combining 7-of-1 trials (25). We fitted regression models
to each outcome with the treatment indicator as the single
explanatory variable. The Kenward—Roger approximation
was used to adjust for standard error bias due to the small
number of patients. We assumed that the repeated mea-
sures followed a first-order autoregressive model, and we
accounted for variability among patients by fitting them as
random effects. The model we used can be expressed as
y = Xa + ZB + e, where vector y is the outcome, matrix
X is the design matrix for the fixed effect @, matrix Z is the
design matrix for the random effect B, and e is the residue
vector. The total variance—covariance matrix V'is given by
V = ZGZ" + R where G is a diagonal and R has AR(1)
structure. Prestudy and poststudy LDL-C levels were com-
pared by using paired ¢ tests. A P value less than 0.05 was
considered statistically significant, and reported P values
were not adjusted for multiple comparisons. We used SAS,
version 9.3 (SAS Institute, Cary, North Carolina), to con-
duct the analyses.

The decisions to enroll 10 statin-intolerant patients
and to limit each 7-of-1 trial to 3 treatment pairs were
made in advance and were not based on formal power
calculations. Because this was a proof-of-concept study, we
judged that 10 patients would be sufficient to establish the
feasibility of the approach and determine whether 7-of-1
trials confirmed or refuted an association between statins
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and myalgia in selected patients. We limited the 7-of-1
trials to 3 treatment pairs as a tradeoff between less power
to detect a true difference in a single patient (in which
power is determined by the number of treatment expo-
sures) and the practical need to limit the duration of the

trials.

Role of the Funding Source

The funding sources had no influence on study design;
data collection, analysis, or interpretation; or the decision
to submit the manuscript for publication.

REesuLTs
Participant Flow and Baseline Characteristics

Of 53 patients screened for participation, 10 were el-
igible for the study and completed the baseline visit; 2
withdrew before commencement, and 8 started their
n-of-1 trial (Figure 2). One patient completed the first pair
of treatments but was hospitalized emergently for divertic-
ulitis at the time of her second follow-up visit. Data from
her first treatment pair were discarded, and after recovery,
she restarted the 7-of-1 trial and completed 3 full pairs.

Baseline characteristics are shown in Table 1. All pa-
tents (mean age, 66 years [SD, 8 years]) were at high
cardiovascular risk based on the Framingham score (10-
year risk =20%). Their mean baseline LDL-C value was
3.30 mmol/L (128 mg/dL) (SD, 1.54 mmol/L [60 mg/
dL]). The median number of statins previously tried but
discontinued because of myalgia was 3 (range, 1 to 6
statins). Rosuvastatin and atorvastatin were the most com-
mon statins previously tried. Baseline VAS, PSS, and PIS
values showed that patients had mild baseline pain despite
not receiving a statin for at least 3 months before study
entry.

Randomization schemes, statin dosing regimens, and
adherence for each #-of-1 trial are shown in Table 2. Over-
all, pill counts showed 92% adherence among patients.
Patients 1 to 7 completed 3 full pairs in the #-of-1 trials.
Patient 6 crossed over during the second week in the first
period (while receiving placebo) because of myalgia but
completed the rest of the trial as planned. Patient 8 decided
not to complete the final treatment period (active atorva-
statin) because of myalgia that developed during the pre-
ceding placebo period. Statistical assessment of the #-of-1
trial for this patient was therefore based on 2 completed
treatment pairs. Patient 7 forgot to complete 1 set of ques-
tionnaires during treatment period 6. Otherwise, data col-
lection was complete for all patients.

Outcomes

Table 3 shows the means and 95% ClIs for the
statin-minus-placebo differences in VAS myalgia score,
symptom-specific VAS score, PSS, and PIS. For the pri-
mary outcome of the VAS myalgia score, 7 of the 8 pa-
dents did not show statistically greater myalgia symptoms
during statin treatment versus placebo. Patient 8 met the
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prespecified clinically significant difference for the VAS
myalgia score but did not attain statistical significance
given the wide ClIs. Furthermore, this patient resumed sta-
tin therapy after the trial. Figure 3 depicts each patient’s
VAS myalgia scores according to treatment period in their
respective 7-of-1 trial. For the symptom-specific VAS
score, patient 2 showed statistically greater discomfort dur-
ing statin treatment versus placebo, but the mean differ-
ence did not meet the prespecified clinically significant dif-
ference of 13 mm. For the remaining secondary outcomes,
no patients had statistically significant differences between
statin treatment and placebo.

Combined analysis of data from the eight 7-of-1 trials
found no statistically significant differences between statin
treatment and placebo for myalgia VAS, symptom-specific
VAS, and PIS measurements (Table 4). For the PSS, the
patients showed statistically greater discomfort during sta-
tin treatment versus placebo, but the mean difference did
not meet the prespecified clinically significant difference of
1 point (Table 4). No statistically significant differences in
CK and liver enzyme levels were seen between statin and
placebo (data not shown). Two serious but unrelated ad-
verse events occurred in this trial: hospitalization for diver-
ticulitis in 1 patient and a new diagnosis of melanoma in
situ requiring excision in another patient.

After the conclusion of the trial, 1 patient’s follow-up
LDL-C level was below the recommended target and a
statin was not resumed. Five of the 7 remaining patients
requiring statin therapy resumed and have continued to
receive the statin examined in their 7-of-1 trials to a me-
dian follow-up of 10 months (range, 5 to 18 months) (Ta-
ble 3). The decision to resume a statin was associated with
an improvement in mean LDL-C level from 3.82 mmol/L
(148 mg/dL) (SD, 0.43 mmol/L [17 mg/dL]) to 1.82
mmol/L (70 mg/dL) (SD, 0.56 mmol/L [22 mg/dL]) (P =
0.018), with 4 (80%) of 5 patients achieving LDL-C levels
less than 2.0 mmol/L (77 mg/dL).

Discussion

In this proof-of-concept study, we assessed the feasi-
bility and utility of #-of-1 trials in patients with statin-
related myalgia. We found no clinically significant differ-
ences in myalgia or other pain measures in any of the
n-of-1 trials or in combined results across trials. We also
found that most patients resumed their respective statin
after reviewing results of their z-of-1 trials and that this
was associated with lower LDL-C levels 10 months later.
Our results suggest that n-of-1 trials are a feasible and
potentially useful tool to examine myalgia caused by statin
rechallenge in selected patients.

Our study has several strengths. Use of randomization
and placebo controls in the 7-of-1 trials limited patient and
physician biases that would otherwise tend to associate
symptoms with open-label statin use. Similarly, multiple
exposures to the statin and placebo helped control for fac-

www.annals.org

Table 1. Baseline Characteristics

Characteristic All Patients (n = 8)
Mean (SD) age, y 66 (8)
Female, n (%) 7 (88)
High Framingham cardiovascular risk, n (%) 8 (100)
Diabetes or prediabetes 7 (88)
Coronary artery disease 2 (25)
Median duration of dyslipidemia (range), y 7 (1-42)
Median statins tried before study (range), n 3 (1-6)
Statins previously tried, n (%)
Rosuvastatin 8 (100)
Atorvastatin 6 (75)
Simvastatin 4 (50)
Pravastatin 3(38)
Fluvastatin 3(38)
Lovastatin 2 (25)
Intolerance of nonstatin medications, n (%)
None 4 (50)
Ezetimibe 3(38)
Fenofibrate 1(12)
Current lipid-lowering regimen, n (%)
None 3(38)
Ezetimibe 2 (25)
Fibrate 0(0)
Niacin or derivative 2 (25)
Bile acid resin 1(12)
w-3 fatty acids 1(12)
Mean (SD) biochemical values
Total cholesterol level
mmol/L 5.79 (0.61)
mg/dL 224 (24)
LDL-C level
mmol/L 3.30 (1.54)
mg/dL 128 (60)
HDL-C level
mmol/L 1.35 (0.37)
mg/dL 52 (14)
Triglyceride level
mmol/L 2.27 (1.19)
mg/dL 201 (105)
CK level, I1U/L 124 (68)
Aspartate aminotransferase level, /U/L 28 (9)
Alanine aminotransferase level, /U/L 31 (15)
Creatinine level
wmol/L 76 (16)
mg/dL 0.86 (0.18)
Mean (SD) outcome parameters
VAS myalgia score, mm* 14 (13)
Symptom-specific VAS score, mm* 8 (13)
PSSt 2901.1)
PIS 2.4 (2.8)

CK = creatine kinase; HDL-C = high density lipoprotein cholesterol; LDL-C =
low-density lipoprotein cholesterol; PIS = pain interference score; PSS = pain
severity score; VAS = visual analogue scale.

* Higher scores (range, 0-100) indicate greater muscle symptoms.

1 Higher scores (range, 0-10) indicate greater symptom severity.

+ Higher scores (range, 0-10) indicate greater symptom interference.
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Table 2. Summary of Individual N-of-1 Trials

Patient Number Active Therapy Symptom for Randomization Completed Compliance
Symptom-Specific VAS Sequence Pairs, n Rate, %
1 Atorvastatin, 10 mg once daily Muscle pain PA-AP-AP 3 97
2 Rosuvastatin, 5 mg once daily Muscle pain PA-AP-AP 3 92
3 Pravastatin, 10 mg once daily Foot pain AP-PA-PA 3 98
4 Rosuvastatin, 20 mg once daily Lower back pain AP-AP-PA 3 98
5 Rosuvastatin, 10 mg once weekly Calf pain AP-AP-AP 3 100
6 Rosuvastatin, 5 mg once daily Muscle cramping PA-PA-PA 3 100
7 Rosuvastatin, 10 mg once daily Muscle weakness AP-PA-AP 3 100
8 Atorvastatin, 10 mg once daily Muscle cramping PA-PA-PA 2 100

A = active; P = placebo.

tors other than the statin that caused myalgia. Further-
more, our #-of-1 trials had features that made it less likely
that we missed detecting adverse effects of statins on pa-
tients’ symptoms. First, our assessment of patients’ muscle
symptoms included not only generic pain measures
(VAS myalgia score, PIS, and PSS) but also the specific
symptom that patients previously associated with statin use
(symptom-specific VAS score). Second, we rechallenged
patients with the same statin and dose previously believed
to have caused their symptoms during open-label use.
Third, we primarily included patients with a history of
recurrent myalgia after multiple open-label statin chal-
lenges. We therefore expected that our patients would be
more likely to report myalgia after being rechallenged with
a statin that had previously been associated with symp-
toms, but the #-of-1 trials seemed useful in reassuring pa-
tients and their physicians that the statin was not the
source of muscle symptoms.

Statin-related adverse effects on muscle are a com-
monly cited reason for discontinuation and can lead to
statin withdrawal in patients who would otherwise benefit.
A recent retrospective cohort study involving more than
100 000 patients who were prescribed statins in routine
practice found that 5495 (5.1%) discontinued use because

of muscle symptoms, but a much smaller number discon-
tinued use because of elevated CK levels (>3 times the
upper limit of normal ) (z = 992 [0.9%]) or rhabdomyol-
ysis (z = 7 [0.006%]) (26). Muscle-related symptoms have
been reported as the most common adverse event leading
to statin discontinuation (27). The importance of muscle-
related adverse effects due to statin use is highlighted by
the association between statin discontinuation and a higher
risk for cardiovascular events, including death (26, 28, 29).
Thus, strategies to improve diagnosis and treatment of
statin-related myalgia are needed.

Because statin-related myalgia lacks an objective bio-
marker or test to accurately differentiate it from myalgia
due to other causes, the diagnosis has largely relied on
subjective patient responses during and after open-label
statin use. Creatine kinase levels are a standard assay for
patients with muscle symptoms. However, CK levels may
be elevated for other reasons (7) or may be normal despite
objective weakness (8). Moreover, the relationship between
CK levels and abnormal muscle biopsy results is not con-
sistent (9, 30). These inconsistencies may be partly ex-
plained by patients whose muscle-related symptoms are not
truly caused by a statin; in such patients, certainty about
causality requires comparison of muscle-related symptoms

Table 3. Differences in Pain Measures During Statin Treatment and Receipt of Placebo in Individual N-of-1 Trials

Patient VAS Myalgia Score, mm Symptom-Specific VAS Score, PSS PIS Resumed Statin
Number mm After Completing
N-of-1 Trial
Mean (95% CI)* P Value Mean (95% CI)* PValue Mean (95% CI)* P Value Mean (95% CI)* P Value

1 23(—140t0186) 0.60 19(—-16.61020.4) 0.70 1.0(-12t03.2) 0.187 05(-13t024) 035 Yes

2 2.8 (—6.5t012.0) 0.32 3.2(0.8t0 5.6) 0.029 0(-0.7t00.7) 1.00 -0.1(-10t00.7) 0.55 Yes

3 —8.1(—102.7 to 86.5) 0.75 —8.0(—93.7t077.7) 0.73 0.1(—46t04.8) 093 -1.1(—-82t06.1) 0.58 No (not required)
4 59 (—16.6 to 28.4) 0.38 5.0(—13.7t023.7) 0.37 0.6(—1.4t02.7) 032 1.1(-2.6t04.7) 0.33 Yes

5 18(—25.2t028.7) 0.80 —5.4(—61.21050.3) 0.72 03(—-18t024) 059 02(—2.0t025) 0.69 No

6 9.4 (—33.6t0 52.5) 0.45 18.1 (—13.4t049.5) 0.132 1.0(-211t04.0) 030 07(-04t019) 0.114 Yes

7 —-02(—2.8t02.3) 0.74 0.2(—2.4t02.9) 0.75 0.08 (-03t004) 0.42 —0.02 (—0.1t00.06) 0.42 No

8 21.0 (—100 to 100) 0.69 12.8 (—100to 100) 0.84 1.4 (—10 to 10) 0.73 0.6 (—10 to 10) 0.87 Yes

PIS = pain interference score; PSS = pain severity score; VAS = visual analogue scale.

* Means and 95% ClIs were calculated for statin-minus-placebo differences for completed pairs. A positive mean indicates greater muscle symptoms (muscle pain for VAS
myalgia score and muscle pain, weakness, or cramping for symptom-specific VAS score) while receiving statin therapy versus placebo, whereas a negative mean indicates
greater muscle symptoms while receiving placebo. A positive mean for PSS or PIS indicates greater muscle pain severity or intensity, respectively, while receiving statin therapy
versus placcbo, whereas a negative mean indicates greater muscle pain severity or intensity, rcspcctivcly, while receiving p]accbo. A 13-mm changc in VAS score and a 1-point

change in PSS or PIS were considered to be clinically significant (21-23).
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Figure 3. VAS myalgia scores for each n-of-1 trial, based on treatment period.
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period 6, and patient 8 discontinued the 7-of-1 trial after completing 5 treatment periods. VAS = visual analogue scale.
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Table 4. Combined Analysis of Differences in Pain
Measures During Statin Therapy and Receipt of Placebo
for all N-of-1 Trials

Outcome Mean (95% CI* P Value
VAS myalgia score 4.37 mm (—2.86 to 11.60 mm) 0.22
Symptom-specific VAS score 3.89 mm (—4.33 to 12.10 mm) 0.33
PSS 0.60 (0.06 to 1.14) 0.031
PIS 0.31 (—0.33 to 0.95) 0.32

PIS = pain interference score; PSS = pain severity score; VAS = visual analogue
scale.

* Means and 95% ClIs were calculated as statin-minus-placebo differences. A pos-
itive mean indicates greater muscle symptoms (muscle pain for VAS myalgia score
and muscle pain, cramping, or weakness for symptom-specific VAS score) while
receiving statin versus placebo, whereas a negative mean indicates greater muscle
symptoms while receiving placebo. A positive mean for PSS or PIS indicates
greater muscle pain severity or intensity, respectively, while receiving statin therapy
versus placebo, whereas a negative mean indicates greater muscle pain severity or
intensity, rcspcctivc]y, while receiving placcbo. A 13-mm changc in VAS score and
a 1-point change in PSS or PIS were considered to be clinically significant (21-23).

during blinded exposures to the statin and placebo. For
example, Phillips and colleagues (8) documented evidence
of mitochondrial dysfunction on muscle biopsy in 4 pa-
tients who had weakness and normal CK levels but repeat-
edly distinguished statin therapy from placebo in a blinded
setting.

Use of n-of-1 trials to assess statin-related myalgia is
novel and capitalizes on multiple blinded rechallenges. The
lack of a relationship between muscle symptoms and statin
exposure in our patients’ trials does not refute the clear
relationship between statins and myalgia. Indeed, we are
sure that expanded use of 7-of-1 trials in patients with
apparent mild statin-related myalgia would identify more
patients whose symptoms are clearly caused by statins.
Open-label statin rechallenge and statin switching are stan-
dard options for treating patients with myalgia. Few pub-
lished data exist about the success of rechallenge with the
same statin, whereas statin switching has been associated
with recurrent muscle-related adverse effects in 62% to
80% of patients in a clinical setting and 73% to 100% in
postmarketing surveillance (16, 31). However, these open-
label experiences may carry inherent biases that lead to false
conclusions that statins cause myalgia in all patients. These
biases, which are best controlled in individual patients by
an 7n-of-1 trial, include the effect of regression to the mean,
the placebo effect (which is a negative response in the con-
text of statin-related myalgia), and confounding by other
conditions that cause muscle symptoms. Our findings
show that not all patients developing myalgia during open-
label statin treatment have true statin-related myopathy
and that n-of-1 trials may be an effective way to assess
statin myopathy in some patients in whom evaluation for
the cause of myalgia may be difficult.

Our study has important limitations. First, our sample
size was small and predominantly female and comprised
highly motivated persons. Thus, our findings cannot be
extended to patients who may be less motivated, less able

308|4 March 2014 | Annals of Internal Medicine | Volume 160 * Number 5

to understand and comply with the requirements of an
n-of-1 trial, or unwilling to consider statin use or rechal-
lenge. Second, although the responsiveness of the VAS and
BPI scores to detect minimally clinically important changes
has been determined in other pain conditions, this has not
yet been done in patients with statin-related myalgia. We
believe it is unlikely that these properties would differ in
patients with statin-related myalgia, and the BPI is cur-
rently being used in another clinical trial involving patients
with statin-related myalgia (32). Third, power, or the
chance of detecting a statistically significant difference in
analyses of individual 7-of-1 trials and combined results
across trials, is largely measured by the number of treat-
ment periods (14). By design, we limited this to 3 treat-
ment pairs (3 statin and 3 placebo) per patient because
other 7-of-1 trials have done the same (33, 34). Although
we may have been able to detect the statistically significant
effects of statins on symptoms by completing more pairs,
we judged that extending z-of-1 trials beyond 33 weeks
would not be feasible for most patients in routine clinical
practice. We also believe that the strategies we used to
improve the responsiveness of the trials (choosing patients
who developed myalgia while receiving several different st-
atins, assessing other statin-associated symptoms specific to
the patient, and rechallenging patients with the same statin
and dose previously associated with muscle symptoms) to
detect negative effects from statins helped minimize power
failure. Fourth, we cannot fully exclude carryover effects in
our trials. These effects can be handled by discarding ear-
lier outcome data after a crossover or by using a sufficiently
long washout period (35). We used a washout period that
was of sufficient duration (3 weeks) to ensure that even
statins with the longest half-life would be cleared, but we
acknowledge that certain patients can take longer than 3
weeks to recover from statin-related myalgia. As a more
general observation on the statistical limitations of our
n-of-1 trials, we suspect that their value in reaching an
objective treatment decision in a single patient compared
with the standard approach of open-label statin rechallenge
is more in the design (prospective determination of the
patient’s responses, use of placebo controls, random allo-
cation, and multiple exposures) than in the statistical
analysis.

The treatment of patients with statin-related myalgia
has primarily focused on continuing to administer a statin,
if possible, by open-label methods using statin rechallenge,
statin switching, or alternate dosing schedules (7). How-
ever, selected patients develop recurrent myalgia despite
use of different statins, and these cases are often con-
founded by factors (whether medical or environmental)
that also contribute to myalgia or generalized pain, such as
fibromyalgia, arthritis, or a job with varying levels of phys-
ical exertion. Given the waxing and waning nature of such
confounders, patients and physicians may have difficulty
determining how much of current pain symptoms are due
to a statin versus an exacerbation of a preexisting pain-
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generating factor. For such patients, in whom open-label
statin rechallenge or statin switching has been attempted
several times but the results may be confounded by such
factors, n-of-1 trials may provide a useful method for as-
certaining the unbiased occurrence of myalgia in relation
to statin use.

In conclusion, our results support proof of the concept
that 7z-of-1 trials can improve the assessment of statin-
related myalgia in selected patients. The potential for ex-
panded use of n-of-1 trials for statin-related myalgia, in-
cluding use in routine clinical practice, is not clear.
Although such trials are more complex than standard prac-
tice, some centers have established centralized 7-of-1 trial
services that reduce the burden on individual physicians
(36). Given the importance of statin-related myalgia, larger
studies of n#-of-1 trials for this condition that include lon-
ger follow-up and comparison with concurrent control

groups should be considered.

From Schulich School of Medicine and Dentistry, Robarts Clinical Tri-
als, and Robarts Research Institute, Western University, London, On-
tario, Canada.

Note: All authors had access to the data and take responsibility for the
analysis and reported findings.

Acknowledgment: The authors thank Leanne Vanderhaeghe and Chris-
topher Reynaert of the Pharmacy Department at St. Joseph’s Hospital
for their help with the conduct of this trial, especially the generation of
randomization schemes, purchase and compounding of active and pla-
cebo capsules, and dispensing of study medications. The authors also
thank research assistants Lynda Bere and Patricia Rosas-Arellanos and the

patients who participated.

Grant Support: In part by the Program of Experimental Medicine (Dr.
Joy) and the Department of Medicine (Drs. Joy and McDonald) from
Western University, London, Ontario, Canada.

Potential Conflicts of Interest: Disclosures can be viewed at www
.acponline.org/authors/icmje/ ConflictOfInterestForms.do?msNum=M13
-1921.

Reproducible Research Statement: Study protocol: Available from Dr.
Joy (e-mail, tisjoy@hotmail.com). Statistical code: Available from Dr.
Zou (e-mail, gy.zou@robartsinc.com). Data set: Not available.

Requests for Single Reprints: Tisha R. Joy, MD, Western University,
Schulich School of Medicine and Dentistry, B5-107, 268 Grosvenor
Street, London, Ontario N6A 4V2, Canada; e-mail, tisjoy@hotmail

.com.

Current author addresses and author contributions are available at
www.annals.org.

References

1. Pasternak RC, Smith SC Jr, Bairey-Merz CN, Grundy SM, Cleeman ]I,
Lenfant C; American College of Cardiology. ACC/AHA/NHLBI clinical advi-
sory on the use and safety of statins. ] Am Coll Cardiol. 2002;40:567-72.
[PMID: 12142128]

www.annals.org

2. Bays H. Statin safety: an overview and assessment of the data—2005. Am ]
Cardiol. 2006;97:6C-26C. [PMID: 16581330]

3. Law M, Rudnicka AR. Statin safety: a systematic review. Am J Cardiol. 2006;
97:52C-60C. [PMID: 16581329]

4. Ridker PM, Danielson E, Fonseca FA, Genest J, Gotto AM Jr, Kastelein JJ,
et al; JUPITER Study Group. Rosuvastatin to prevent vascular events in men
and women with elevated C-reactive protein. N Engl ] Med. 2008;359:2195-
207. [PMID: 18997196]

5. Rossebg AB, Pedersen TR, Boman K, Brudi P, Chambers JB, Egstrup K,
et al; SEAS Investigators. Intensive lipid lowering with simvastatin and ezetimibe
in aortic stenosis. N Engl ] Med. 2008;359:1343-56. [PMID: 18765433]

6. Ballantyne CM, Corsini A, Davidson MH, Holdaas H, Jacobson TA, Leit-
ersdorf E, et al. Risk for myopathy with statin therapy in high-risk patients. Arch
Intern Med. 2003;163:553-64. [PMID: 12622602]

7. Joy TR, Hegele RA. Narrative review: statin-related myopathy. Ann Intern
Med. 2009;150:858-68. [PMID: 19528564]

8. Phillips PS, Haas RH, Bannykh S, Hathaway S, Gray NL, Kimura B, et al;
Scripps Mercy Clinical Research Center. Statin-associated myopathy with nor-
mal creatine kinase levels. Ann Intern Med. 2002;137:581-5. [PMID:
12353945]

9. Lamperti C, Naini AB, Lucchini V, Prelle A, Bresolin N, Moggio M, et al.
Muscle coenzyme Q10 level in statin-related myopathy. Arch Neurol. 2005;62:
1709-12. [PMID: 16286544]

10. Mahon J, Laupacis A, Donner A, Wood T. Randomised study of n of 1
trials versus standard practice. BM]. 1996;312:1069-74. [PMID: 8616414]

11. Mahon JL, Laupacis A, Hodder RV, McKim DA, Paterson NA, Wood TE,
et al. Theophylline for irreversible chronic airflow limitation: a randomized study
comparing n of 1 trials to standard practice. Chest. 1999;115:38-48. [PMID:
9925061]

12. Lillie EO, Patay B, Diamant J, Issell B, Topol EJ, Schork NJ. The n-of-1
clinical trial: the ultimate strategy for individualizing medicine? Per Med. 2011;
8:161-173. [PMID: 21695041]

13. Guyatt G, Jaeschke R, McGinn T. N-of-1 randomized controlled trials. In:
Guyatt G, Rennie D, Meade MO, Cook DJ, eds. User’s Guide to the Medical
Literature: A Manual for Evidence-Based Clinical Practice. 2nd ed. New York:
McGraw-Hill; 2008:179-92.

14. Johannessen T, Fosstvedt D. Statistical power in single subject trials. Fam
Pract. 1991;8:384-7. [PMID: 1800206]

15. Bellosta S, Corsini A. Statin drug interactions and related adverse reactions.
Expert Opin Drug Saf. 2012;11:933-46. [PMID: 22866966)

16. Cham S, Evans MA, Denenberg JO, Golomb BA. Statin-associated muscle-
related adverse effects: a case series of 354 patients. Pharmacotherapy. 2010;30:
541-53. [PMID: 20500044]

17. Genest J, McPherson R, Frohlich J, Anderson T, Campbell N, Carpentier
A, et al. 2009 Canadian Cardiovascular Society/Canadian guidelines for the di-
agnosis and treatment of dyslipidemia and prevention of cardiovascular disease in
the adult - 2009 recommendations. Can ] Cardiol. 2009;25:567-79. [PMID:
19812802]

18. Breivik H, Borchgrevink PC, Allen SM, R land LA, R dstad L,
Hals EK, et al. Assessment of pain. Br J Anaesth. 2008;101:17-24. [PMID:
18487245]

19. Keller S, Bann CM, Dodd SL, Schein J, Mendoza TR, Cleeland CS.
Validity of the brief pain inventory for use in documenting the outcomes
of patients with noncancer pain. Clin J Pain. 2004;20:309-18. [PMID:
15322437]

20. The University of Texas MD Anderson Cancer Center. The Brief Pain
Inventory (BPI). Houston, Texas: The University of Texas MD Anderson Can-
cer Center; 2013. Accessed at www.mdanderson.org/education-and-research
/departments-programs-and-labs/departments-and-divisions/symptom-research
Isymptom-assessment-tools/brief-pain-inventory.html on 1 November 2013.

21. Gallagher EJ, Liebman M, Bijur PE. Prospective validation of clinically
important changes in pain severity measured on a visual analog scale. Ann Emerg
Med. 2001;38:633-8. [PMID: 11719741]

22. Todd KH, Funk KG, Funk JP, Bonacci R. Clinical significance of reported
changes in pain severity. Ann Emerg Med. 1996;27:485-9. [PMID: 8604867]
23. Dworkin RH, Turk DC, Wyrwich KW, Beaton D, Cleeland CS, Farrar
JT, et al. Interpreting the clinical importance of treatment outcomes in chronic

4 March 2014 | Annals of Internal Medicine | Volume 160 * Number 5|309

Downloaded From: http://annals.org/ by a University of Western Ontario User on 01/06/2015

https://www.researchgate.net/c/oezquqg/javascript/lib/pdfjs/web/vie...f%3FinViewer%3D1%26pdfJsDownload%3D1%260rigin%3Dpublication_detail

13, 6:55 PM

Page 9 of 11



PDF.js viewer

2016-10-13, 6:55 PM

ORIGINAL RESEARCH | Nof1 (Single-Patient) Trials for Statin-Related Myalgia

pain clinical trialss IMMPACT recommendations. J Pain. 2008;9:105-21.
[PMID: 18055266]

24. Williams VS, Smith MY, Fehnel SE. The validity and udlity of the BPI
interference measures for evaluating the impact of osteoarthritic pain. J Pain
Symptom Manage. 2006;31:48-57. [PMID: 16442482]

25. Zucker DR, Ruthazer R, Schmid CH. Individual (N-of-1) trials can be
combined to give population comparative treatment effect estimates: methodo-
logic considerations. J Clin Epidemiol. 2010;63:1312-23. [PMID: 20863658]
26. Zhang H, Plutzky J, Skentzos S, Morrison F, Mar P, Shubina M, et al.
Discontinuation of statins in routine care settings: a cohort study. Ann Intern
Med. 2013;158:526-34. [PMID: 23546564]

27. Cohen JD, Brinton EA, Ito MK, Jacobson TA. Understanding Statin Use in
America and Gaps in Padent Education (USAGE): an internet-based survey of
10,138 current and former statin users. ] Clin Lipidol. 2012;6:208-15. [PMID:
22658145]

28. Wei L, Wang J, Thompson P, Wong S, Struthers AD, MacDonald TM.
Adherence to statin treatment and readmission of patients after myocardial in-
farction: a six year follow up study. Heart. 2002;88:229-33. [PMID: 12181210]
29. Ho PM, Magid D], Shetterly SM, Olson KL, Maddox TM, Peterson PN,
et al. Medication nonadherence is associated with a broad range of adverse out-
comes in patients with coronary artery disease. Am Heart J. 2008;155:772-9.
[PMID: 18371492]

310 |4 March 2014 | Annals of Internal Medicine | Volume 160 * Number 5

https://www.researchgate.net/c/oezquqg/javascript/lib/pdfjs/web/vie...f%3FinViewer%3D1%26pdfJsDownload%3D1%260rigin%3Dpublication_detail

30. Mohaupt MG, Karas RH, Babiychuk EB, Sanchez-Freire V, Monastyrs-
kaya K, Iyer L, et al. Association between statin-associated myopathy and skeletal
muscle damage. CMAJ. 2009;181:E11-8. [PMID: 19581603]

31. Fung EC, Crook MA. Statin myopathy: a lipid clinic experience on the
tolerability of statin rechallenge. Cardiovasc Ther. 2012;30:¢212-8. [PMID:
21884002]

32. Parker BA, Gregory SM, Lorson L, Polk D, White CM, Thompson PD. A
randomized trial of coenzyme Q10 in patients with statin myopathy: rationale
and study design. J Clin Lipidol. 2013;7:187-93. [PMID: 23725917]

33. Yelland M], Poulos CJ, Pillans PI, Bashford GM, Nikles CJ, Sturtevant
JM, etal. N-of-1 randomized trials to assess the efficacy of gabapentin for chronic
neuropathic pain. Pain Med. 2009;10:754-61. [PMID: 19453961]

34. Yelland MJ, Nikles CJ, McNairn N, Del Mar CB, Schluter PJ, Brown
RM. Celecoxib compared with sustained-release paracetamol for osteoarthritis: a
series of n-of-1 trials. Rheumatology (Oxford). 2007;46:135-40. [PMID:
16777855]

35. Duan N, Kravitz RL, Schmid CH. Single-patient (n-of-1) trials: a pragmatic
clinical decision methodology for patient-centered comparative effectiveness re-
search. J Clin Epidemiol. 2013;66:S21-8. [PMID: 23849149]

36. Nikles CJ, Mitchell GK, Del Mar CB, Clavarino A, McNairn N. An
n-of-1 trial service in clinical practice: testing the effectiveness of stimulants for
attention-deficit/hyperactivity disorder. Pediatrics. 2006;117:2040-6. [PMID:
16740846]

www.annals.org

Downloaded From: http://annals.org/ by a University of Western Ontario User on 01/06/2015

Page 10 of 11



PDF.js viewer

2016-10-13, 6:55 PM

Annals of Internal Medicine

Current Author Addresses: Drs. Joy, McDonald, and Mahon: Western
University, Schulich School of Medicine and Dentistry, 268 Grosvenor
Street, London, Ontario N6A 4V2, Canada.

Dr. Monjed: Al-hejra Street, PO Box 463, Makkah, Saudi Arabia.

Dr. Zou: Robarts Clinical Trials, PO Box 5015, 100 Perth Drive, Lon-
don, Ontario NGA 5K8, Canada.

Dr. Hegele: Vascular Biology, Robarts Research Institute, 1511 Rich-
mond Street North, London, Ontario NGA 5B7, Canada.

www.annals.org

https://www.researchgate.net/c/oezquqg/javascript/lib/pdfjs/web/vie...f%3FinViewer%3D1%26pdfJsDownload%3D1%260rigin%3Dpublication_detail

Author Contributions: Conception and design: T.R. Joy, C.G. McDon-
ald, J.L. Mahon.

Analysis and interpretation of the data: T.R. Joy, A. Monjed, G.Y. Zou,
J.L. Mahon.

Drafting of the article: T.R. Joy, J.L. Mahon.

Critical revision of the article for important intellectual content: T.R.
Joy, R.A. Hegele, C.G. McDonald, J.L. Mahon.

Final approval of the article: T.R. Joy, A. Monjed, G.Y. Zou, RA.
Hegele, C.G. McDonald, J.L. Mahon.

Provision of study materials or patients: T.R. Joy, R.A. Hegele, C.G.
McDonald.

Statistical expertise: G.Y. Zou.

Obtaining of funding: T.R. Joy, C.G. McDonald.

Collection and assembly of data: T.R. Joy, A. Monjed, R.A. Hegele.

4 March 2014 | Annals of Internal Medicine | Volume 160 * Number 5

Downloaded From: http://annals.org/ by a University of Western Ontario User on 01/06/2015

Page 11 of 11



