
Vol.:(0123456789)1 3

Clinical Rheumatology (2021) 41:741–755 
https://doi.org/10.1007/s10067-021-05939-6

ORIGINAL ARTICLE

Disease burden and treatment sequence of polymyositis 
and dermatomyositis patients in Japan: a real‑world evidence study

Celine Miyazaki1   · Yutaka Ishii2 · Natalia M. Stelmaszuk3

Received: 8 July 2021 / Revised: 17 September 2021 / Accepted: 22 September 2021 / Published online: 22 October 2021 
© The Author(s) 2021, corrected publication 2022

Abstract
Introduction/objectives  Since new consensus on polymyositis (PM) and dermatomyositis (DM) were released in Japan, 
an updated evidence on treatment landscape and PM/DM burden was essential. This study evaluates treatment burden and 
overall treatment cost of PM/DM-related inpatient and outpatient visits, treatments, and procedures/patient/year.
Method  This retrospective, observational study analyzed insurance claims from Japan Medical Data Center (JMDC) database. 
Patients with at least one PM/DM diagnosis/one dispensation of treatment between 1 January 2009 and 31 December 2019 were 
enrolled. Patient characteristics, treatment patterns and sequence, treatment choices, healthcare resource utilization (HCRU), and 
related costs were assessed. Chi-square test and linear regression model were used to assess impact of patient characteristics on 
treatment choice.
Results  Patients (836/4,961) receiving a relevant treatment were analyzed. Heart disease (35%), interstitial lung disease 
(27%), and diabetes mellitus (26%) were frequently identified as comorbidities. Concomitant dispensation of immunosup-
pressants and systemic steroids was largely found in first and second line of treatment (LoT) while systemic steroids remained 
as single dominant treatment across all LoTs. HCRU was very low for inpatient visits (0.68 [1.43]) or rehabilitation (4.74 
[14.57]). The mean (SD) number of inpatient visits decreased from first (1.23 [2.32]) to third year (0.11 [0.54]). Total mean 
(SD) healthcare cost per patients per year was ¥ 3,815,912 (7,412,241), with overall drug dispensation compounding to 80% 
of total cost.
Conclusions  High concomitant immunosuppressant and systemic steroid prescriptions in first LoT recommend early optimal 
treatment to manage PM/DM. Although inpatient costs are low, outpatient dispensation costs increase overall economic burden.
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Key Points
• Japan faces treatment challenges in the prognosis of polymyositis (PM) and dermatomyositis (DM) and thus, we assessed the real-world 

treatment landscape, practice, patterns, and healthcare resource utilization as an evidence to support healthcare outcome improvement and 
treatment burden reduction.

• Systemic steroids were the dominant preferred choice of treatment, but it increases the overall cost of the treatment due to the resultant 
comorbidities considering possible side-effects promotion.

• Thus, an increased awareness towards the disease management among patients and medical doctors is required for better management goals 
based on this real-world practice evidence.
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Introduction

Polymyositis (PM) and dermatomyositis (DM) are two sub-
groups of myositis, also known as idiopathic inflammatory 
myopathies (IIM), causing chronic inflammation of skeletal 
muscles and systemic inflammation in skin, lungs, joints, 
heart, and gastrointestinal tract [1, 2]. They are a group of 
rare and heterogeneous disorders with a presumed auto-
immune pathogenesis [3], identified based on different 
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health insurance claims data retrieved from Japan Medical 
Data Center (JMDC) database. The database collects and 
stores data on inpatient, outpatient, and pharmacy medi-
cal claims, as well as demographic data, diagnosis based 
on ICD-10 codes, drug names and dosages, annual days 
of therapy, size and types of hospitals, type of claims, and 
annual company health check-up data and dispensing from 
multiple health insurance societies and physical examina-
tion [18]. The database covered about 5.6 million people 
in mid-2018.

The data provides prevalence and occurrence rates in 
general population including healthy people and can track 
hospital transfers and visits at multiple facilities. Although 
retirees aged > 65 years are generally not covered by insur-
ance system, a few claims that exist could either be of sen-
ior employees/parents of employees covered under family 
insurance plan.

This study was approved by Rheumatology Research 
Concept Approval Team in accordance with Japanese 
ethical and legal guidelines. JMDC data is anonymized 
electronic health insurance claims data which is created 
and aggregated under the compliance Personal Informa-
tion Protection Law Article 2, Paragraph 9. Using this data 
as secondary research analysis does not require informed 
consent as per the Ethical Guidelines for Epidemiologi-
cal Research issued by the Japanese Ministry of Health, 
Labor, and Welfare (MHLW). This study was designed, 
implemented, and reported in accordance with the Guide-
lines for Good Pharmacoepidemiology Practices of the 
International Society for Pharmacoepidemiology [19] and 
with the ethical principles laid down in the Declaration 
of Helsinki [20]. Reporting of claims data was based on 
International Society for Pharmacoeconomics and Out-
comes Research and STORBE guidelines [21].

Study design and patient population

The inclusion period was 1 January 2009 to 31 Decem-
ber 2019. PM/DM ICD-10 code definition is provided 
in Appendix 1 Table 3. Index date is the date on which 
patient received first dispensation of PM/DM treatment. 
Patients who were diagnosed with PM/DM on/after 1 Jan-
uary 2009 with at least 12 months of follow-up (baseline 
period), who had a relevant treatment after PM/DM diag-
nosis, and who had ≥ 1 year of insurance coverage/enroll-
ment before and after inclusion date (date of first PM/DM 
diagnosis)/index date were included in the study. Follow-
up ended on the last day of study (31 December 2019), 
and date of death/date of lost to follow-up was recorded.

Newly diagnosed patients were identified by lack of PM/
DM diagnosis before the index date. Washout period was 
defined as the period between the first capture (January 

histopathological features, skin rash, muscular symptoms, and 
presence of myositis-specific antibodies [1]. Though specific 
cause of pathogenesis is unknown, environmental factors are 
believed to influence immune-mediated processes in geneti-
cally susceptible individuals which makes early diagnose dif-
ficult [4, 5]. Estimated prevalence of PM/DM in Japan was 
13.2/100,000 during 2010 and incidence rate was estimated 
to be 10–13/1,000,000 person-years from 2003 to 2010 [6]. 
Majority of patients (69%) experienced PM/DM onset dur-
ing middle age (40–60 years), with females being more sus-
ceptible [7]. Japanese Ministry of Health, Labor and Welfare 
(MHLW) has classified PM/DM as an intractable disease due 
its unknown etiology, lack of effective treatment, and poor 
prognosis [8].

Treating PM/DM is challenging due to heterogenicity 
of disease manifestation, overlapping of clinical symptoms 
with other autoimmune disorders and myopathies, and need 
for physical examination and laboratory tests [5, 9]. Current 
major hurdle in PM/DM treatment is targeted immunother-
apy that requires target autoantigens identification, depend-
able outcome measures due to difference in inclusion criteria 
among clinical trials which complicates treatment responses 
assessments [4, 10]. Despite challenges, the treatment focuses 
on improving patient’s ability to perform daily activities by 
strengthening muscles and avoid flares and extra-muscular 
disease in the vital organs [11] for which corticosteroids (GC) 
with/without immunosuppressants are used as first line of 
treatment (LoT), and other treatment options include plasma-
pheresis, intravenous immunoglobulin, and biologic treatments 
are recommended [12, 13]. Like corticosteroids, treatment 
refectory patients are prescribed with immunosuppressive 
drugs that are also not always effective [14].

In 2018, Japan College of Rheumatology, Japanese Soci-
ety of Neurology, and Japanese Dermatological Association 
[15] made recommendations and proposed a decision tree for 
managing PM/DM yet it could not be fully addressed without 
real-world evidence (RWE) [16]. Multiple studies [6, 7, 17] 
have provided extensive epidemiological data; however, lim-
ited knowledge is available regarding inpatient characteristics 
and healthcare resource utilization (HCRU). To improve health 
outcomes and reduce HCRU, it is essential to understand 
treatment landscape, practice pattern, and HCRU based on 
insurance claims data. Therefore, the study describes current 
treatment patterns, clinical characteristics, and disease burden 
among Japanese PM/DM patients.

Methods

Data source

This retrospective, observational, longitudinal cohort 
study with PM/DM patients analyzed epidemiological 
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2005) of data and first date of PM/DM diagnosis that was 
recorded not earlier than January 2009. Patients receiving 
a treatment for PM/DM between 1 January 2005 and 31 
December 2008 recorded in the JMDC claims database and 
those with < 1 year of follow-up or < 12 months before the 
inclusion date were excluded from the study.

Study assessments

The primary objective of the study was to describe treatment 
patterns of PM/DM patients in Japan. The secondary objec-
tives were to describe clinical characteristics and its impact 
on the choice of treatment, to describe prescriber’s specialty, 
and to estimate healthcare resource utilization (HCRU) and 
healthcare cost of PM/DM patients.

Characteristics of PM/DM patients

Clinical characteristics of PM/DM patients were defined 
12 months prior to the inclusion date/index date. Patient’s 
age at diagnosis, sex, disease subtype, and comorbidities 
were assessed during baseline period and age at treatment 
initiation was assessed before index date. Comorbidities 
included in the study are reported in Appendix 1 Table 3. 
Burden of disease was measured using Charlson Comorbid-
ity Index (CCI) score (low [0–2], moderate [3, 4], and high 
[≥ 5]) and was calculated using a standard CCI algorithm 
[22]. CCI contains 17 comorbidities, each assigned with a 
weight (1–6 [0 signifies no diagnosis]) depending upon the 
risk of mortality associated with the comorbidity. A score 
of at least one was assigned to a category of a comorbidity 
if diagnosed 12 months prior to the first PM/DM diagno-
sis. The prescriber’s specialty for each treatment line was 
extracted from database based on the first dispensation in the 
treatment episode. An exploratory analysis was performed to 
assess the possibility of analyzing prescriber specialty due 
to high number of missing data.

Treatment patterns of PM/DM patients

Time to initiation of a specific PM/DM treatment was 
defined as the time interval between the date of first PM/DM 
diagnosis and start date of the treatment of interest. Time 
to treatment switch was defined as the time interval from 
initiation of treatment of interest to treatment switch (first 
treatment had to be discontinued for the switch to appear). 
Time to add-on was defined as the time interval from the 
initiation of treatment of interest to the treatment add-on 
(treatment initiated > 30 days from the start of the first treat-
ment and overlapped with another treatment). Time to treat-
ment discontinuation was defined as the time interval from 
treatment initiation to discontinuation. The drugs included 
in this study are given in Appendix 2 Table 4.

If the treatment was < 8 days and did not overlap with 
another treatment or overlapped but was initiated prior 
to longer treatment episode, it was not considered treat-
ment line, but as an acute treatment. Concomitant treat-
ment was considered when the second treatment was initi-
ated ≤ 30 days from the start date of first treatment.

Sequence of treatment after initiation of first treatment

Sequence of treatment was defined as a switch from first LoT 
to second LoT, second to third, etc. (dispensation of a differ-
ent systemic treatment on or after the discontinuation of the 
previous treatment). A total of nine LoTs were considered. 
The analysis was performed using episode level information 
that was defined for each LoT. The start date of a treatment 
episode was the time of initiation of specific treatment and 
the end date was the date of the last dispensation + the num-
ber of days supplied during the last dispensation.

A treatment break was considered to have occurred if a 
patient was not dispensed the treatment for a given time but 
re-initiated the same treatment later. Consecutive treatment 
episodes with the same treatment were merged if the treat-
ment break between the current dispensing and the end of 
supply of the previous dispensing was within the allowable 
gap (i.e., grace period). The grace period used for all treat-
ments was fixed for 60 days which was considered from date 
of end of supply of the last dispensation of the drug [15, 
23]. For a given drug, a single patient could receive several 
dispensations of different durations in the supplied period.

Healthcare resource utilization and costs

HCRU and costs were assessed from the inclusion date, i.e., 
first diagnosis of PM/DM, to the end of follow-up or the 
end of the treatment. PM/DM-related HCRU was assessed 
as the number of inpatient and outpatient visits per patient/
year; average duration of inpatient visits was also estimated 
per patient/year. PM/DM-related healthcare cost was defined 
as the total cost of all the PM/DM-related inpatient and out-
patient visits, treatments, and procedures per patient/year.

Statistical analyses

All the analyses were conducted from the primary study 
population, stratified by each treatment during the treatment 
initiation and by subgroup. The subgroups were based on 
pre-disease history: treatment-naïve and treatment-experi-
enced, M33 code subcategories.

Frequencies and percentages were presented for categori-
cal variables while continuous variables were summarized 
as number of observations (n), mean, standard deviation 
(SD), median, quartiles (Q; Q1; and Q3), minimum (min), 
and maximum (max) values. Sequence of treatment was 
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graphically explored using Sankey-like plots after initiation 
of the first LoT. The distribution of prescriber’s specialty 
was analyzed for each treatment type and line. Chi-square 

test and linear regression model were used to assess the 
impact of patient characteristics on treatment choice.

Fig. 1   Patient characteristics. DM, dermatomyositis; JMDC, Japan 
Medical Data Center; PM, polymyositis; SD, standard deviation; 
Q, quartile. Note: all patients diagnosed inclusively with M33.0 
(juvenile dermatomyositis), M33.1 (other dermatomyositis), M33.2 

(polymyositis), and M33.9 (dermatomyositis, unspecified) were enrolled 
in the study. PM (M33.2)/DM (M33.1) is defined as the patient being 
diagnosed with PM first and later developed DM as well or vice versa
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Results

Patient characteristics

A total of 4,961 patients with PM/DM characteristics were 
registered in the whole JMDC data set and 836 (52%) 
patients received a relevant treatment (Fig. 1), out of which 
the mean (SD) follow-up/patient recorded was 3.10 (1.90) 
visits. A total of 279/836 patients had a dislogistic record 
of DM, 317 patients had PM, and 240 patients had a dis-
logistic record for both PM and DM (PM + DM). The 
study design and treatment breaks are depicted in Fig. 2. 
Majority of the patients were female (60.4%). The overall 
mean (SD) age at first diagnosis was 46.75 (15.05) and at 
initiation of treatment was 46.94 (15.05). PM (66.6%) and 
DM unspecified (59.7%) were the major PM/DM subtypes 
identified (Table 1). Patient distribution by interstitial lung 
disease (ILD) (± other respiratory diseases), tumor/cardio-
vascular disease (CVD) at baseline, showed that majority 
of the patients belonged to the CVD subgroup (n = 222/836 
[26.55%]) and ILD (± other respiratory diseases) ± tumor/
CVD (n = 206/836 [24.64%]), while 42% (n = 348/836) had 
none of the above category. The highest frequency of PM/
DM subtype recorded was in patients with ILD (± other res-
piratory diseases) + tumor + CVD (DM unspecified, 82.35% 
[n = 14/17]), CVD (PM, 72.97%, [n = 162/222]), tumor 
(PM and DM unspecified, 75.0% [n = 6/8], respectively), 
and tumor + CVD (PM, 77.14% [n = 27/35]) and 67.24%, 
n = 234/348 (PM) in patients belonging to none of the above 
category (Online Resource 1).

The overall mean (SD) CCI score was 2.2 (1.8) and 
heart disease (35.05%) was the most common comorbidity 
observed. The mean (SD) CCI score was lower in patients 
with PM + DM subtype (1.9 [1.7]) compared with only PM 
(2.4 [2.0]) and only DM (2.2 [1.6]) (Table 1). The highest 
mean (SD) CCI score was recorded for patients belong-
ing to ILD (± other respiratory diseases) + tumor + CVD 
subgroup (6.2 [3.0]) and tumor subgroup (6.1 [4.1]) 
(Online Resource 2). Frequently identified comorbidi-
ties at the index dates in females (n = 505) compared with 
males (n = 331) were osteoporosis (148 [29.31%] vs 51 
[15.41%]), anemia (123 [24.36%] vs 58 [17.52%]), and 
depression (47 [9.31%] vs 22 [6.65%], while hypertension 
was more frequent in males (89 [26.89%] vs 108 [21.39%]). 
Patients were recorded having heart disease (38%) in PM 
group, heart disease (34%), and respiratory disease (35%) 
in DM group and respiratory disease (37%) in PM + DM 
group (Table 1).

Among the type of treatments dispensed by prescriber’s 
specialties, highest frequency of dispensations was observed 
in specialty of general internal medicine (9,091 [18.4%]) fol-
lowed by rheumatology (3,217 [6.5%]), respiratory (2,736 
[5.5%]), neurology (1,596 [3.2%]), and dermatology (1,446 
[2.9%]). The total number of dispensations was observed 
to be higher for systemic steroids (26,469 [100.0%]) and 
immunosuppressants (18,276 [100.0%]), also with the high-
est number of missing specialty data (14,479 [54.7%] and 
11,250 [61.6%], respectively) (Online Resource 3).

Fig. 2   Study design and overview of treatment breaks. DM, dermatomyositis; HCRU, healthcare resource utilization; PM, polymyositis
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Treatment patterns and treatment choice

Japanese PM/DM patients were prescribed various treat-
ments during the post-index period. The overall mean (SD) 
and median (Q1, Q3) time to initiation was 2.7 (7.3) and 0.8 
(0.3, 1.6) months; time to switch was 11.3 (12.6) and 6.5 
(3.0, 14.7) months; time to add-on was 7.7 (11.9) and 3.0 
(1.9, 8.0) months; and time to discontinuation was 9.4 (15.2) 
and 3.0 (0.5, 11.8) months (Online Resource 4).

During the total of nine LoTs, the acute treatment episodes 
were not considered in the treatment pattern algorithm as the 
treatment duration was < 8 days (87/836 patients had only one 
acute treatment) and such episodes were observed separately. The 

total number of add-on and acute treatment episodes was 434 
and 292, respectively. Frequently used add-ons were immunosup-
pressants (115/434 [26.5%]), topical steroids (104/434 [24.0%]), 
and non-steroidal anti-inflammatory drugs (NSAIDs) (103/434 
[23.7%]). Additionally, frequently used acute treatments were 
NSAIDs (126/292 [43.2%]), systemic steroids (98/292 [33.6%]), 
and immunosuppressants (40/292 [13.7%]) (Online Resource 5).

Patients predominantly received first LoT (n = 749), sec-
ond LoT (n = 292), and third LoT (n = 109). Patients received 
concomitant treatment during the first LoT (299/749 
[39.9%]), second LoT (102/292 [34.9%]), and third LoT 
(37/109 [33.9%]). Patients also received systemic steroids 
(38/109 [34.9]) during third LoT (Online Resource 5).

Table 1   Baseline characteristics of the patients

CCI Charlson comorbidity index; DM dermatomyositis; ILD interstitial lung disease; PM polymyositis; SD standard deviation; Q quartile

Category Overall (n = 836) Men (n = 331) Women (n = 505) PM (n = 317) DM (n = 279) PM + DM (n = 240)

Age at first diagnosis
  Mean (SD) 46.75 (15.05) 46.57 (15.67) 46.86 (14.64) 46.55 (14.39) 45.66 (16.37) 48.26 (14.35)
  Median (Q1, Q3) 50 (39,58) 49 (38, 59) 50 (40, 57) 49 (39, 57) 49 (38, 58) 51 (43.5, 58)
  Min, Max 1,74 1, 73 4, 74 3, 72 1,74 4,73

Age at initiation of treatment
  Mean (SD) 46.94 (15.05) 46.73 (15.65) 47.08 (14.66) 46.72 (14.40) 45.78 (16.26) 48.57 (14.33)
  Median (Q1, Q3) 50 (39, 58) 50 (38, 59) 50 (40, 57) 50 (39, 58) 49 (38, 58) 51 (43.5, 58)
  Min, Max 2, 75 2, 74 4, 75 4, 73 2, 74 5, 75

Sex, N (%)
  Men 331 (39.6) 331 (100) 0 (0) 137 (43.2) 108 (38.7) 86 (35.8)
  Women 505 (60.4) 0 (0) 505 (100) 180 (56.8) 171 (61.3) 154 (64.2)

PM/DM subtype, N (%)
  Juvenile dermatomyositis 25 (3.0) 9 (2.7) 16 (3.2) 0 (0) 16 (5.7) 9 (3.8)
  Other dermatomyositis 120 (14.4) 37 (11.2) 83 (16.4) 0 (0) 64 (22.9) 56 (23.3)
  Polymyositis 557 (66.6) 223 (67.4) 334 (66.1) 317 (100) 0 (0) 240 (100)
  Dermatomyositis, unspecified 499 (59.7) 188 (56.8) 311 (61.6) 0 (0) 267 (95.7) 232 (96.7)

Comorbidities, N (%)
  Malignant tumors 67 (8.01) 30 (9.06) 37 (7.33) 26 (8.2) 22 (7.89) 19 (7.92)
  Acute cystitis 22 (2.63) 5 (1.51) 17 (3.37) 10 (3.15) 5 (1.79) 7 (2.92)
  Anemia 181 (21.65) 58 (17.52) 123 (24.36) 85 (26.81) 58 (20.79) 38 (15.83)
  Heart disease 293 (35.05) 114 (34.44) 179 (35.45) 119 (37.54) 95 (34.05) 79 (32.92)
  Hypertension 197 (23.56) 89 (26.89) 108 (21.39) 77 (24.29) 67 (24.01) 53 (22.08)
  Hypothyroidism 61 (7.3) 17 (5.14) 44 (8.71) 20 (6.31) 21 (7.53) 20 (8.33)
  Osteoporosis 199 (23.8) 51 (15.41) 148 (29.31) 84 (26.5) 67 (24.01) 48 (20)
  Temporal arteritis 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0)
  Diabetes mellitus 217 (25.96) 96 (29) 121 (23.96) 88 (27.76) 73 (26.16) 56 (23.33)
  Depression 69 (8.25) 22 (6.65) 47 (9.31) 38 (11.99) 19 (6.81) 12 (5)
  Fibromyalgia 11 (1.32) 2 (0.6) 9 (1.78) 4 (1.26) 3 (1.08) 4 (1.67)
  Respiratory diseases 226 (27.03) 80 (24.17) 146 (28.91) 41 (12.93) 97 (34.77) 88 (36.67)
  ILD (± other respiratory diseases) 223 (26.67) 79 (23.86) 144 (28.51) 41 (12.93) 9 (3.22) 87 (36.25)

CCI score
  Mean (SD) 2.2 (1.8) 2.3 (2.0) 2.2 (1.7) 2.4 (2.0) 2.2 (1.6) 1.9 (1.7)
  Median (Q1, Q3) 2 (1, 3) 2 (1, 3) 2 (1, 3) 2 (1, 3) 2 (1, 3) 2 (1, 2)
  Min, Max 0, 14 0, 14 0, 14 0, 14 0, 10 0, 11
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A significant relation was observed on the type 
of comorbid condition and the choice of treatment 
(P < 0.0001). Patients receiving topical steroids (51 
[17.35%]), systemic steroids (85 [28.91%]), immuno-
suppressants (9 [3.06%]), and NSAIDs (54 [18.37%]) 
were recorded having no comorbidity. Among patients 
who had ILD (± other respiratory diseases) alone/
tumor + CVD as a comorbidity, 117 (57.64%) patients 
chose concomitant therapy. The patients with CVD chose 
either concomitant therapy (66 [33.5%]) or NSAIDs 
(60 [30.46%]), while patients who had CVD + tumor as 
the comorbidity chose either concomitant treatment (9 
[30.03%]) or systemic steroids (9 [31.03]) as the choice 
of treatment (Table 2). The logistic regression results 
demonstrated the most probable treatment choice among 
patients. Males preferred systemic steroids over other 
treatments, while the patients with ILD (± other respira-
tory diseases) + tumor/CVD preferred combination ther-
apy (OR [95% CI]: 2.544 [1.728–3.746]), DM patients 
preferred topical therapy (7.718 [4.187–14.227]), and 
PM + DM patients preferred combination therapy (2.464 
[1.668–3.641]) (Table 2).

Healthcare resource utilization and cost

HCRU during the first, second, and third year of PM/
DM diagnosis is presented in Fig. 3A. The overall mean 
(SD) number of inpatient visits was observed to be very 
low 0.68 (1.43), length of stay was 2.71 (5.24) days, 
number of inpatient prescriptions was 8.42 (23.60), 
number of outpatient visits was 5.64 (4.36), number of 
outpatient prescriptions was 14.34 (18.79), and number 
of rehabilitation visits was 4.74 (14.57) per patient/year. 
A decreasing trend in HCRU was observed throughout 
the years for all the measurements (Fig. 3A). The num-
ber of mean (SD) dispensations per year was highest in 
systemic steroids (16.4 [20.5]) and immunosuppressants 
(17.9 [20.3]) (Online Resource 6). The overall mean 
(SD) healthcare cost per patient/year was ¥ 3,815,912 
(7,412,241), with a decreasing trend observed through-
out the years: first year (¥ 8,009,902 [15,473,597)], sec-
ond year (¥ 1,289,528 [4,395,279]), and third year (¥ 
931,990 [2,972,431]) (Fig. 3B).

Discussion

This retrospective, observational real-world cohort study 
examined the characteristics of PM/DM patients and esti-
mated their treatment patterns, prescription choice, and 
HCRU at healthcare setting in Japan. In our study, 60% 
were women, consistent to other evidence [17, 24, 25], 

and frequently observed baseline comorbidities were 
heart diseases, respiratory diseases, diabetes mellitus, and 
hypertension. Studies from Taiwan [26] and Canada [27] 
reported high prevalence of CVD and pulmonary diseases 
as baseline comorbidity. Other reports also suggested that 
comorbid complications develop in majority of patients 
at their first PM/DM diagnosis before initiating first LoT, 
mainly systemic steroid therapy. Therefore, clinicians and 
patients should increase their awareness of suitable medica-
tion regarding this risk [28]. Cardiac abnormalities are also 
reported to occur during any phase/after remission of PM/
DM [29], increasing the risk of myocardial infarction [27]. 
ILD (27.03%) was also recorded at baseline in this claims 
database study and the odds of receiving concomitant treat-
ment (systemic steroids + immunosuppressant) were dou-
bled compared to other treatment groups, suggesting that 
patients were likely experiencing severe condition at first 
PM/DM diagnosis. Fujisawa et al. reported that myositis-
associated acute ILD with older age is associated to poor 
prognosis in PM/DM patients [30]. Since ILD and heart dis-
ease are strongly correlated, considering an early referral to 
pulmonary specialists would be crucial [31]. Another base-
line comorbidity observed was malignant tumor (8.01%), 
in patients with an average age of 46 years at first PM/
DM diagnosis, and was found to be slightly higher in men 
(9.06%) than women (7.33%). Previous studies have sug-
gested that men aged > 45 years are more often associated 
with developing a malignant tumor. Even though further 
evaluation is necessary to understand the correlation of these 
factors in PM/DM, CCI mean score of > 6 in patients with 
malignant tumor + ILD and CVD indicated higher risk of 
death in 1 year. Thus, patient awareness and implementing 
early-stage cancer screening can prove helpful towards clini-
cal and public health in detecting cancer-associated myositis 
[32].

In our study, patients in first LoT preferred systemic ster-
oids, followed by immunosuppressants + systemic steroids 
and in second LoT, patients preferred systemic steroids fol-
lowed by immunosuppressants and then topical steroids. 
Overall, the patients took a median of 6 months to switch 
between treatments, suggesting that patients initiating treat-
ment with steroids continued for a long time before switch-
ing, thus experiencing a burden (steroid myopathy affecting 
muscle recovery) due to steroid-related side effects. Thus, 
a high glucocorticoids (GC) dose is recommended to avoid 
myositis while keeping the treatment period as short as pos-
sible [8]. This burden could be the reason for the differ-
ence in the choice of treatment between two LoTs, which 
is also reported in previous studies that comorbidities do 
influence treatment choice and might also further compli-
cate treatment operation for patients who switched multiple 
therapies in the past [26]. Other studies have also reported 
systemic corticosteroids as the most recommended initial 
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Fig. 3   Healthcare utilization (A) 
and cost (B). Parameters during 
second year from first PM/
DM diagnosis were calculated 
among the 558 patients with a 
follow-up of > 2 years. Param-
eters during third year from first 
PM/DM diagnosis were calcu-
lated among the 354 patients 
with a follow-up of > 3 years. 
DM, dermatomyositis; JPY, 
Japanese yen; PM, polymyosi-
tis; SD, standard deviation

A Healthcare utilization

B Healthcare cost
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therapeutic agent in PM/DM patients [8] while immunosup-
pressors being useful in inducing/maintaining remission/
experiencing intolerable side effects with steroids in DM 
patients [33, 34]. Few studies have reported cyclosporin A 
(CsA) administration resulting in 75% reduction in the GC 
dose [35] and muscle recovery in JDM patients [8]. Our 
study established that switching within drug class was the 
most common action taken among patients and switches 
from the first to third LoT are mainly in between different 
concomitant therapies.

The results revealed that HCRU was higher for outpatient 
visits (5.64/patient/year) and rehabilitation (4.74/patient/year) 
relatively to hospitalization. The inpatient hospitalization 
(0.68/patient/year) was not high since PM/DM-related 
hospitalizations could not be linked to other comorbid 
diseases diagnosis when the event is not indicated for PM/
DM. Therefore, we need to be mindful of the risks while 
managing the treatments. A study investigating the HCRU 
reported that PM/DM patients had 31.00% more medical 
visits, 44.00% more inpatient admissions, and 26.70% more 
outpatient/physician office visits than non-PM/DM patients 
[36]. Our study reported that among HCRU and cost burden, 
drug dispensation was frequent among all the cases, as there 
were many comorbid symptoms to be managed for PM/DM 
patients and their diagnosis changed by the time there was a 
necessity for a more intense care to be provided and thus the 
treatment was considered a non-PM/DM-related treatment. In 
this study, as per the prescriber’s specialties, general internal 
medicine had highest frequency of dispensations, since PM/
DM symptoms often overlapped with other diseases, and thus 
could only be transferred to a specialist department after the 
general practitioner addressed the critical symptoms. Thus, 
the general practitioner must be mindful of such patients 
and refer them to appropriate specialists early for improved 
patient outcomes, and substantial decrease in healthcare 
cost [37]. PM/DM patients had a greater number of visits to 
rheumatologist, neurologist, and physical therapy and filled 
more prescriptions than non-PM/DM patients [36]. A study 
on commercial insurance data in the USA in 2016 reported 
that hospitalization for PM/DM is frequent (44%) with greater 
visits to a specialist vs general population (3.6 vs 2.5) [38]. 
The results demonstrated that the direct medical cost was 
mainly driven by outpatient (62%) drug cost (JPY 23,81,499) 
which is likely immunosuppressant + systemic steroids. The 
healthcare cost in studies conducted among the US population 
demonstrated that the PM/DM patients have comparatively 
more inpatients admissions, emergency department (ED) 
visits, and outpatient/physician visits, resulting in a medical 
care cost which was ~ 2.5 times ($12,145 vs $4,760) of the 
general control population [36]. Our study helped in building 
a more specific review on certain comorbidity in detail as 
it captures only the general PM, DM, and PM + DM with 
comorbidities like ILD (± other respiratory diseases), CVD, 

or tumor. Future studies will have to evaluate more patients 
particularly with comorbid conditions in interest.

Generally, RWE settings have multiple bias such as lack 
of follow-up, physician bias, recall bias, etc. Moreover, 
clinical trial settings have many patients excluded from the 
study, due to very strict classification criteria [39]. Doctors, 
clinicians, and patients consider randomized controlled 
trials for treatment decisions, but poor external validity 
(generalizability) leads to an underuse of few effective 
treatments, forcing them to make their judgements [40]. This 
further impacts real-world data to provide recommendations 
and hinders early diseases diagnosis/prognosis. Thus, 
documenting all the evidence is crucial in diagnosing 
diseases with complex characteristics—at early stage of 
development [41]. The study had few limitations; since a 
claims database was used, the data may have been affected 
by uneven coverage and update frequency of the database. 
The database may also not represent all the Japanese PM/
DM patients as only 3% of the Japanese population are 
covered in the database. The retrospective nature of the study 
makes it prone to different types of bias such as sampling 
bias and confounding by changes in practice, as the impact 
of unmeasured confounders and risks on treatment decision 
cannot be identified by the researchers. However, these 
potential limitations are not expected to be a large issue in 
this disease area. Though we could categorize the groups as 
per the claims records, the patients’ severity in each group 
could not be identified, since the record of their condition 
description is unavailable in the database. We could not 
evaluate the clinical symptoms of PM/DM such as fever or 
fatigue and muscle symptoms of joint pains since the JMDC 
claims database is not specific to PM/DM. The data was also 
not specifically collected for the purpose of the study. There 
was no direct linkage observed between the dispensation and 
diagnosis, especially in patients who had multiple diagnosis. 
Since the study was conducted using data from insurance 
claims records, where clinical symptoms and progression of 
the patients are not collected, it was not possible to assess 
the reasons for initiating and discontinuation of a treatment. 
These limitations of the real-world data settings were taken 
into consideration while interpreting results of the performed 
analysis.

Conclusion

This study is first to evaluate treatment pattern in the general 
cohort of PM/DM patients; very little is known about the 
preferred treatment pattern. Heart disease, lung disease, 
and diabetes were the frequently observed comorbidities 
in PM/DM patients. While systemic steroids were found 
to be the preferred treatment of choice in PM/DM patients, 
high concomitant immunosuppressant and systemic steroid 



751Clinical Rheumatology (2021) 41:741–755	

1 3

prescriptions in the first LoT suggest that early optimal 
treatment is essential to manage PM/DM outcomes and disease 
cost burden in Japanese patients. However, a variety of specific 
autoantibodies have recently been identified in PM/DM, and 

the disease type classification has advanced. Therapeutic 
choice and establishment of disease management depending 
on the disease type are desired. For better disease management, 
it is necessary to further investigate these factors in the future.

Table 3   List of comorbidities

“PM” include patients that only had polymyositis during the follow-up (defined as polymyositis/M33.2). “DM” include patients that only had 
dermatomyositis during the follow-up (defined as juvenile dermatomyositis/M33.0, other dermatomyositis/M33.1 and dermatomyositis, unspeci-
fied/M33.9). PM + DM include patients that during follow-up had both polymyositis and dermatomyositis diagnose

Comorbidity class Comorbidity ICD-10 code

Malignant tumors Malignant tumors All sub-codes of the C chapter
Acute cystitis Acute cystitis N30.0
Anemia Aplastic and other anemias All sub-codes of D60-D64

Refractory anemia D46.4, D46.5, D46.6, D46.7, D46.9
Nutritional anemias All sub-codes of D50-D53
Hemolytic anemias All sub-codes of D55-D59
Anemia of prematurity P61.2
Other congenital anemias, not elsewhere classified P61.4

Heart diseases Hypertensive heart disease All sub-codes of I11
Hypertensive heart and renal disease All sub-codes of I13
Ischemic heart disease All sub-codes of I20-I25
Pulmonary heart disease All sub-codes of I26-I28
Other forms of heart disease All sub-codes of I30-I52

Hypertension Hypertensive diseases All sub-codes of I10-I15
Hypothyroidism Other hypothyroidism All sub-codes of E03
Osteoporosis Osteoporosis All sub-codes of M81-M82
Temporal arteritis Other giant cell arteritis M31.6
Diabetes mellitus Diabetes mellitus All sub-codes of E10-E14
Depression Depressive episode All sub-codes of F32

Recurrent depressive disorder All sub-codes of F33
Fibromyalgia Fibromyalgia M79.7
Dermatomyositis Juvenile dermatomyositis All sub-codes of M330

Interstitial pneumonia in juvenile dermatomyositis
Other dermatomyositis Respiratory disorder in dermatomyositis All sub-codes of M331

Interstitial pneumonia in dermatomyositis
Amyopathic dermatomyositis

Polymyositis Respiratory disorder in polymyositis All sub-codes of M332
Interstitial pneumonia in polymyositis
Polymyositis

Appendix 1
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Appendix 2

Table 4   Study drugs Drug subgroup Drug name ATC code

Topical steroids Prednisolone D07AA03
Clobetasone D07AB01
Hydrocortisone butyrate D07AB02
Alclometasone D07AB10
Dexamethasone D07AB19
Betamethasone D07AC01
Fluocinolone acetonide D07AC04
Diflucortolone D07AC06
Fludroxycortide D07AC07
Fluocinonide D07AC08
Diflorasone D07AC10
Mometasone D07AC13
Beclometasone D07AC15
Difluprednate D07AC19
Clobetasol D07AD01
Tacrolimus D11AH01

Systemic steroids Fludrocortisone H02AA02
Betamethasone H02AB01
Dexamethasone H02AB02
Methylprednisolone H02AB04
Prednisolone H02AB06
Triamcinolone H02AB08
Hydrocortisone H02AB09
Cortisone H02AB10

Immunosuppressive treatments Sulfasalazine A07EC01
Cyclophosphamide L01AA01
Methotrexate L01BA01
Antithymocyte immunoglobulin (rabbit) L04AA04
Mycophenolic acid L04AA06
Leflunomide L04AA13
Abatacept L04AA24
Tofacitinib L04AA29
Etanercept L04AB01
Infliximab L04AB02
Adalimumab L04AB04
Certolizumab pegol L04AB05
Golimumab L04AB06
Basiliximab L04AC02
Ustekinumab L04AC05
Tocilizumab L04AC07
Ciclosporin L04AD01
Tacrolimus L04AD02
Azathioprine L04AX01
Methotrexate L04AX03
Lenalidomide L04AX04
Chlorambucil L01AA02
Rituximab L01XC02
Hydroxychloroquine P01BA02



753Clinical Rheumatology (2021) 41:741–755	

1 3

Supplementary Information  The online version contains supplemen-
tary material available at https://​doi.​org/​10.​1007/​s10067-​021-​05939-6.

Acknowledgements  The authors thank Xavier Ansolabehere, Principal 
Consultant, Real World Evidence, Parexel International, France, for 
helping with the methodology, consultation, and quality check of the 
manuscript. Vijay Rayasam from Siro Clinpharm Pvt. Ltd, Mumbai, 
provided the medical writing assistance.

Author contribution  All authors contributed to the preparation and 
editing of this paper, and they all reviewed and approved the manu-
script for submission.

Funding  Data acquisition, research, and preparation of the manuscript 
were funded by Janssen Pharmaceutical K.K. The funding body did 
not have any additional role in the study design, data collection, and 
analysis; decision to publish; or preparation of the manuscript.

Data availability  All relevant data are within the paper and its Sup-
porting Information files. The data used for the current study are not 
publicly available because they were provided by Japan Medical Data 
Center (JMDC) to Analysis Group, Inc., and the data license agreement 
does not permit sharing of data sets with people external to the study 
team. Interested readers may request the data directly from JMDC.

Code availability  Not applicable.

Declarations 

Ethics approval  This study was approved by Rheumatology Research 
Concept Approval Team in accordance with Japanese ethical and legal 
guidelines. JMDC data is anonymized electronic health insurance 

claims data which is created and aggregated under the compliance 
Personal Information Protection Law Article 2, Paragraph 9. Using this 
data as secondary research analysis does not require informed consent 
as per the Ethical Guidelines for Epidemiological Research issued by 
the Japanese Ministry of Health, Labor, and Welfare. This study was 
designed, implemented and reported in accordance with the Guidelines 
for Good Pharmacoepidemiology Practices of the International Society 
for Pharmacoepidemiology, and with the ethical principles laid down 
in the Declaration of Helsinki. Reporting of claims data was based on 
International Society for Pharmacoeconomics and Outcomes Research 
and STORBE guidelines.

Consent to participate  Not applicable.

Consent for publication  Not applicable.

Conflict of interest  CM and YI were employees of Janssen Pharma-
ceutical K.K. and NMS was an employee of Parexel at the time the 
study was conducted. NMS received payment for the data analysis, 
quality control, and data management.

Open Access  This article is licensed under a Creative Commons Attri-
bution 4.0 International License, which permits use, sharing, adapta-
tion, distribution and reproduction in any medium or format, as long 
as you give appropriate credit to the original author(s) and the source, 
provide a link to the Creative Commons licence, and indicate if changes 
were made. The images or other third party material in this article are 
included in the article's Creative Commons licence, unless indicated 
otherwise in a credit line to the material. If material is not included in 
the article's Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will 
need to obtain permission directly from the copyright holder. To view a 
copy of this licence, visit http://​creat​iveco​mmons.​org/​licen​ses/​by/4.​0/.

Table 4   (continued) Drug subgroup Drug name ATC code

Intravenous immunoglobulin therapies Immunoglobulins All sub-codes of:
J06B

Anti-rheumatics Indometacin M01AB01

Sulindac M01AB02

Diclofenac M01AB05

Etodolac M01AB08

Acemetacin M01AB11

Lornoxicam M01AC05

Meloxicam M01AC06

Ibuprofen M01AE01

Naproxen M01AE02

Ketoprofen M01AE03

Flurbiprofen M01AE09

Tiaprofenic acid M01AE11

Mefenamic acid M01AG01

Flufenamic acid M01AG03

Celecoxib M01AH01

Other anti-inflammatory and anti-rheumatic 
agents, non-steroids

M01AX

https://doi.org/10.1007/s10067-021-05939-6
http://creativecommons.org/licenses/by/4.0/


754	 Clinical Rheumatology (2021) 41:741–755

1 3

References

	 1.	 Findlay AR, Goyal NA, Mozaffar T (2015) An overview of poly-
myositis and dermatomyositis. Muscle Nerve 51(5):638–656

	 2.	 Lundberg IE, de Visser M, Werth VP (2018) Classification of 
myositis. Nat Rev Rheumatol 14(5):269–278

	 3.	 Dalakas MC (2015) Inflammatory muscle diseases. N Engl J Med 
372(18):1734–1747

	 4.	 Marie I, Mouthon L (2011) Therapy of polymyositis and dermato-
myositis. Autoimmun Rev 11(1):6–13

	 5.	 Yang SH, Chang C, Lian ZX (2019) Polymyositis and dermatomy-
ositis - challenges in diagnosis and management. J Transl Autoim-
mun 2:100018. https://​doi.​org/​10.​1016/j.​jtauto.​2019.​100018

	 6.	 Ohta A, Nagai M, Nishina M, Tomimitsu H, Kohsaka H (2014) 
Prevalence and incidence of polymyositis and dermatomyositis in 
Japan. Mod Rheumatol 24(3):477–480

	 7.	 Ohta A, Nagai M, Nishina M, Tomimitsu H, Kohsaka H (2013) 
Age at onset and gender distribution of systemic lupus erythe-
matosus, polymyositis/dermatomyositis, and systemic sclerosis 
in Japan. Mod Rheumatol 23(4):759–764

	 8.	 Kohsaka H, Mimori T, Kanda T, Shimizu J, Sunada Y, Fujimoto 
M, Kawaguchi Y, Jinnin M, Muro Y, Ishihara S, Tomimitsu H, 
Ohta A, Sumida T (2019) Treatment consensus for management 
of polymyositis and dermatomyositis among rheumatologists, 
neurologists and dermatologists. Neurol Clin Neurosci 7:3–21

	 9.	 Dalakas MC, Hohlfeld R (2003) Polymyositis and dermatomyosi-
tis. Lancet 362(9388):971–982

	10.	 Oddis CV, Reed AM, Aggarwal R, Rider LG, Ascherman DP, Lev-
esque MC, Barohn RJ, Feldman BM, Harris-Love MO, Koontz 
DC, Fertig N, Kelley SS, Pryber SL, Miller FW, Rockette HE, 
RIM Study Groupet (2013) Rituximab in the treatment of refrac-
tory adult and juvenile dermatomyositis and adult polymyositis: a 
randomized, placebo-phase trial. Arthritis Rheum 65(2):314–324

	11.	 Christopher-Stine L, Wan GJ, Kelly W, McGowan M, Bostic R, 
Reed ML (2020) Patient-reported dermatomyositis and polymy-
ositis flare symptoms are associated with disability, productiv-
ity loss, and health care resource use. J Manag Care Spec Ph 
20(11):1424–1433

	12.	 Murthy JMK (2010) Drug treatment of polymyositis and dermato-
myositis. Neurol India 58(1):3–5

	13.	 Hunter K, Lyon MG (2012) Evaluation and management of poly-
myositis. Indian J Dermatol 57(5):371–374

	14.	 Wang DX, Shu XM, Tian XL, Chen F, Zu N, Ma L, Wang GC 
(2012) Intravenous immunoglobulin therapy in adult patients with 
polymyositis/dermatomyositis: a systematic literature review. Clin 
Rheumatol 31(5):801–806

	15.	 Kohsaka H, Mimori T, Kanda T, Shimizu J, Sunada Y, Fujimoto 
M, Kawaguchi Y, Jinnin M, Muro Y, Ishihara S, Tomimitsu H, 
Ohta A, Sumida T (2018) Treatment consensus for management of 
polymyositis and dermatomyositis among rheumatologists, neu-
rologists and dermatologists. J Dermatol 46(1):e1–e18. https://​
doi.​org/​10.​1111/​1346-​8138.​14604

	16	 Khosla S, White R, Medina J, Ouwens M, Emmas C, Koder T, 
Male G, Leonard S (2018) Real world evidence (RWE) – a disrup-
tive innovation or the quiet evolution of medical evidence gen-
eration? F1000Res 7:111. https://​doi.​org/​10.​12688/​f1000​resea​rch.​
13585.1

	17.	 Tomimitsu H, Ohta A, Nagai M, Nishina M, Ishihara S, Koh-
saka H (2016) Epidemiologic analysis of the clinical features of 
Japanese patients with polymyositis and dermatomyositis. Mod 
Rheumatol 26(3):398–402

	18.	 Big Data (Medical Field) (2021) Japan Medical Data Center. 
https://​www.​jmdc.​co.​jp/​en/​bigda​ta. Accessed 2 July 2021

	19.	 Epstein M (2005) Guidelines for good pharmacoepidemiology 
practices (GPP). Pharmacoepidemiol Drug Saf 14(8):589–595

	20.	 World Medical Association (2013) World Medical Association 
Declaration of Helsinki: ethical principles for medical research 
involving human subjects. JAMA 310(20):2191–2194

	21.	 Wang SV, SchnUeeweiss S, Berger ML, Brown J, Vries F, 
Douglas I, Gagne JJ, Gini R, Klungel O, Mullins CD, Nguyen 
MD, Rassen JA, Smeeth L, Sturkenboom M, on behalf of the 
joint ISPE‐ISPOR Special Task Force on Real World Evidence 
in Health Care Decision Making (2017) Reporting to improve 
reproducibility and facilitate validity assessment for healthcare 
database studies. Value Health 20(8):1009–1022

	22.	 Quan H, Sundararajan V, Halfon P, Fong A, Burnand B, Luthi 
J-C, Saunders LD, Beck CA, Feasby TE, Ghali WA (2005) Coding 
algorithms for defining comorbidities in ICD-9-CM and ICD-10 
administrative data. Med Care 43(11):1130–1139

	23.	 Cramer JA, Roy A, Burrell A, Fairchild CJ, Fuldeore MJ, 
Ollendorf DA, Wong PK (2008) Medication compliance 
and persistence: terminology and definitions. Value Health 
11(1):44–47

	24.	 Chen I-J, Tsai W-P, Wu Y-JJ, Luo S-F, Ho H-H, Liou L-B, Chen 
J-Y, Kuo C-F, Chang H-C, Yang C-H, Yu K-H (2010) Infections 
in polymyositis and dermatomyositis: analysis of 192 cases. 
Rheumatol (Oxford) 49(12):2429–2437

	25.	 Rare Disease Database (2018) Dermatomyositis. https://​rared​
iseas​es.​org/​rare-​disea​ses/​derma​tomyo​sitis/#:​~:​text=​Polym​yosit​
is%​20occ​urs%​20most%​20oft​en%​20in,over%​20days%​2C%​20wee​
ks%​20or%​20mon​ths. Accessed 2 Jun 2021

	26	 Syue SH, Chang YH, Shih PJ, Lin CL, Yeh JJ, Kao CH (2020) 
Polymyositis/dermatomyositis is a potential risk factor for acute 
respiratory failure: a pulmonary heart disease. Ann Transl Med 
8(5):202. https://​doi.​org/​10.​21037/​atm.​2020.​01.​56

	27.	 Rai SK, Choi HK, Sayre EC, Avina-Zubieta JA (2016) Risk 
of myocardial infarction and ischaemic stroke in adults with 
polymyositis and dermatomyositis: a general population-based 
study. Rheumatol (Oxford) 55(3):461–469

	28.	 Intractable Disease Measures (2009) Outline of intractable dis-
ease measures. https://​www.​mhlw.​go.​jp/​engli​sh/​wp/​wp-​hw5/​dl/​
23010​223e.​pdf. Accessed 2 Jun 2021

	29.	 Zhang L, Wang GC, Ma L, Zu N (2012) Cardiac involvement 
in adult polymyositis or dermatomyositis: a systematic review. 
Clin Cardiol 35(11):686–691

	30.	 Fujisawa T, Hozumi H, Kono M, Enomoto N, Hashimoto D, 
Nakamura Y, Inui N, Yokomura K, Koshimizu N, Toyoshima 
M, Shirai T, Yasuda K, Hayakawa H, Suda T (2014) Prognostic 
factors for myositis-associated interstitial lung disease. PLoS 
One 9(6):e98824

	31.	 Clarson LE, Bajpai R, Whittle R, Belcher J, Sultan AA, Kwok 
CS, Welsh V, Mamas M, Mallen CD (2020) Interstitial lung dis-
ease is a risk factor for ischaemic heart disease and myocardial 
infarction. Heart 106(12):916–922

	32.	 Lu X, Yang H, Shu X, Chen F, Zhang Y, Zhang S, Peng Q, Tian 
X, Wang G (2014) Factors predicting malignancy in patients 
with polymyositis and dermatomyostis: a systematic review and 
meta-analysis. PLoS One 9(4):e94128

	33.	 Dourmishev LA (2017) Inflammatory myopathies with cutane-
ous involvement: from diagnosis to therapy. Folia Med (Plov-
div) 59(1):7–13

	34.	 Tansley S, Shaddick G, Christopher-Stine L, Sharp C, Dour-
mishev L, Maurer B, Chinoy H, McHugh N (2016) Developing 
standardised treatment for adults with myositis and different 
phenotypes: an international survey of current prescribing pref-
erences. Clin Exp Rheumatol 34(5):880–884

	35.	 Qushmaq KA, Chalmers A, Esdaile JM (2000) Cyclosporin A in 
the treatment of refractory adult polymyositis/dermatomyositis: 
population based experience in 6 patients and literature review. 
J Rheumatol 27:2855–2859

https://doi.org/10.1016/j.jtauto.2019.100018
https://doi.org/10.1111/1346-8138.14604
https://doi.org/10.1111/1346-8138.14604
https://doi.org/10.12688/f1000research.13585.1
https://doi.org/10.12688/f1000research.13585.1
https://www.jmdc.co.jp/en/bigdata
https://rarediseases.org/rare-diseases/dermatomyositis/#:~:text=Polymyositis%20occurs%20most%20often%20in,over%20days%2C%20weeks%20or%20months
https://rarediseases.org/rare-diseases/dermatomyositis/#:~:text=Polymyositis%20occurs%20most%20often%20in,over%20days%2C%20weeks%20or%20months
https://rarediseases.org/rare-diseases/dermatomyositis/#:~:text=Polymyositis%20occurs%20most%20often%20in,over%20days%2C%20weeks%20or%20months
https://rarediseases.org/rare-diseases/dermatomyositis/#:~:text=Polymyositis%20occurs%20most%20often%20in,over%20days%2C%20weeks%20or%20months
https://doi.org/10.21037/atm.2020.01.56
https://www.mhlw.go.jp/english/wp/wp-hw5/dl/23010223e.pdf
https://www.mhlw.go.jp/english/wp/wp-hw5/dl/23010223e.pdf


755Clinical Rheumatology (2021) 41:741–755	

1 3

	36.	 Rice JB, White A, Lopez A, Galebach P, Schepman P, Popelar 
B, Philbin M (2016) Healthcare resource utilization and work 
loss in dermatomyositis and polymyositis patients in a privately-
insured US population. J Med Econ 19(7):649–654

	37.	 Donohoe MT, Kravitz RL, Wheeler DB, Chandra R, Chen A, 
Humphries N (1999) Reasons for outpatient referrals from gen-
eralists to specialists. J Gen Intern Med 14:281–286

	38.	 Ungprasert P, Wannarong T, Cheungpasitporn W, Wijarnpree-
cha K, Thongprayoon C, Kroner PT (2020) Inpatient burden 
and resource utilization of polymyositis and dermatomyositis: A 
10-year Study of National Inpatient Sample. Joint Bone Spine 
87(4):327–330

	39.	 Misra DP, Agarwal V (2019) Real-world evidence in rheumatic dis-
eases: relevance and lessons learnt. Rheumatol Int 39(3):403–416

	40.	 Rothwell PM (2005) External validity of randomised controlled 
trials: “To whom do the results of this trial apply?” Lance 
365(9453):82–93

	41.	 Fortin M, Dionne J, Pinho G, Gignac J, Almirall J, Lapointe 
L (2006) Randomized controlled trials: do they have external 
validity for patients with multiple comorbidities? Ann Fam Med 
4(2):104–108

Publisher's note  Springer Nature remains neutral with regard to 
jurisdictional claims in published maps and institutional affiliations.


	Disease burden and treatment sequence of polymyositis and dermatomyositis patients in Japan: a real-world evidence study
	Abstract
	Introductionobjectives 
	Method 
	Results 
	Conclusions 

	Introduction
	Methods
	Data source
	Study design and patient population
	Study assessments
	Characteristics of PMDM patients
	Treatment patterns of PMDM patients
	Sequence of treatment after initiation of first treatment
	Healthcare resource utilization and costs

	Statistical analyses

	Results
	Patient characteristics
	Treatment patterns and treatment choice
	Healthcare resource utilization and cost

	Discussion
	Conclusion
	Acknowledgements 
	References


