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ABSTRACT. Objective. There are a number of different approaches to the initial treatment of juvenile dermato-

myositis (JDM). We assessed the therapeutic approaches of North American pediatric rheumatolo-
gists to inform future studies of therapy in JDM.

Methods. A survey describing clinical cases of JDM was sent to pediatric rheumatologists. The cases
described children with varying severity of typical disease, disease with atypical features, or refrac-
tory disease. Three open-ended questions were asked following each case: (1) What additional inves-
tigations would you order; (2) What medicine(s) would you start (dose, route, frequency, adjustment
over time); and (3) What nonmedication treatment(s) would you start.

Results. The response rate was 84% (141/167). For typical cases of JDM, regardless of severity,
almost all respondents used corticosteroids and another medication, methotrexate (MTX) being the
most commonly used. The route and pattern of corticosteroid administration was variable.
Intravenous immunoglobulin (IVIG) was used more frequently for more severe disease, for refrac-
tory disease, and for prominent cutaneous disease. Hydroxychloroquine was often used in milder
cases and cases principally characterized by rash. Cyclophosphamide was reserved for ulcerative
disease and JDM complicated by lung disease.

Conclusion. For the majority of North American pediatric rheumatologists, corticosteroids and
MTX appear to be the standard of care for typical cases of JDM. There is variability, however, in the
route of administration of corticosteroids and use of IVIG and hydroxychloroquine. (J Rheumatol
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Key Indexing Terms:
PEDIATRIC RHEUMATOLOGY
MYOSITIS

Juvenile dermatomyositis (JDM) is a rare chronic inflam-
matory disease of childhood affecting approximately 3.2
children per million per year!. The characteristic clinical
features of proximal muscle weakness and rash are second-
ary to a systemic immune-mediated vasculopathy. The out-
look for children with JDM has greatly improved compared
to 50 years ago, when one-third of affected children died
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and another third had disabling complications of the dis-
ease2. The prognosis of JDM is now more favorable.
Mortality is rare and less than 10% of children have signif-
icant disability in longterm followup>. Despite this, recent
studies show that over half of patients have persistent dis-
ease activity and/or continued need for medications 3 years
after initiation of therapy3#-.
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There are no randomized controlled trials of therapy for
JDM. Observational studies have suggested that the use of
high-dose corticosteroids early in the disease course has
improved prognosis. Outcome studies of children treated in
the 1970s demonstrated that children who were treated with
low-dose or short courses of corticosteroids, or had a delay
in initiation of treatment, had poorer functional outcomes
and more dystrophic calcium deposition®’. These findings
led to the adoption of treatment regimens using high-dose
oral corticosteroids (up to 2 mg/kg/day prednisone) with a
slow tapering regimen, often over a minimum of 2
years®2-10-11 Concern about the side effects of prolonged
corticosteroid use — in both uncomplicated and corticos-
teroid resistant/dependent cases — has led to a number of
new treatment approaches. Early aggressive therapy with
high-dose intravenous methylprednisolone (IVMP)!2-13 and
the early introduction of methotrexate (MTX)® and/or intra-
venous immunoglobulin (IVIG)!4-15-16 have often been used
with the goal of controlling disease and minimizing treat-
ment related toxicity. Additional immunosuppressive drugs
have been used as adjunctive therapies in the treatment of
JDM, including hydroxychloroquine!”, cyclosporin A!8:19,
azathioprine®, mycophenolate mofetil?’, systemic tacro-
limus?!, cyclophosphamide??, and rituximab?3.

One goal for studying therapy in JDM is to better define
efficacy and safety of current approaches. A proposed strat-
egy is to develop specific well defined treatment protocols
from which rheumatologists could choose when treating
children. Carefully collected, standardized outcomes would
allow for a comparison of competing combinations of ther-
apies to assess efficacy and safety. In order to best define
such treatment protocols, it is necessary to understand the
current treatment approaches of pediatric rheumatologists
treating JDM. We therefore undertook a survey that present-
ed written clinical cases to participants. The primary aim of
the study was to describe therapeutic approaches taken by
North American pediatric rheumatologists. A secondary aim
was to describe the investigative approach to these cases.

MATERIALS AND METHODS

The survey was administered using methods as described?*. The study was
approved by the Research Ethics Board at Hospital for Sick Children
(Toronto, Canada). Members of the Childhood Arthritis and Rheumatology
Research Alliance (CARRA) were asked to complete an on-line or paper
survey in November 2006. CARRA members surveyed were board certi-
fied or board eligible pediatric rheumatologists (= 50% professional effort
in pediatric rheumatology), pediatric rheumatology trainees (licensed
physician participating in an approved Pediatric Rheumatology Fellowship
program), or emeritus members (member no longer active in clinical
research). At the time of this survey, 76 American and Canadian centers
were represented. Survey participants were asked to provide practice
details, including their subspecialty and number of new cases of JDM seen
over a 5-year period.

A subgroup of investigators developed 11 clinical cases based on real
cases from their practices. The themes of the cases were chosen to reflect a
variety of presentations of JDM. Each written case consisted of structured
components providing details on the clinical presentation, unique features

differentiating each case from the others, results of investigations, and
functional measures. A summary of the pertinent features from each case
can be found in Table 1. Four of the cases represented varying degrees of
severity of “typical” JDM, 5 represented “atypical” presentations, and 2
were cases of “refractory” disease. Three open-ended questions were posed
following each case: (1) What additional investigations would you order?
(2) What medicine(s) would you start (dose, route, frequency, adjustment
over time)? and (3) What non-medication treatment(s) would you start?
Subjects were not limited with respect to the number of responses they
could provide.

In the pilot phase of the survey, we determined that completion of all 11
cases was not feasible due to the duration of time required to complete the
survey. Participants were therefore asked to complete 4 cases each. Each
participant completed the case that represented a moderately severe case of
“typical” JDM (the second case in Table 1) and the remainder of cases was
randomly distributed prior to sending out the survey using a table of random
numbers so that each participant completed 3 additional cases. Each partic-
ipant was assigned to one of 4 groups of cases (Groups A-D), with each
group comprising the moderately severe case and 3 other cases. Due to the
number of cases, 2 of the 4 groups contained a repeat case (see Table 2).
Analysis. Survey responses were summarized using descriptive analysis.
The survey was sent to all members of CARRA. Calculations for precision
in a descriptive study are as follows: 18 usable questionnaires would give
a 95% CI around a clear majority opinion (we defined it as 75%) of + 0.2.
Seventy-two usable questionnaires would give a 95% CI around 0.75 of +
0.1. And 147 usable questionnaires would give us 0.75 + 0.07. All treat-
ments were characterized by medication type, dose, route of administration,
and frequency of administration. For the purposes of reporting, we grouped
responses into defined categories. For the typical cases, dosages for oral
corticosteroids and MTX were broken down into low, medium, and high.
An oral corticosteroid dose < 1 mg/kg/day (prednisone or equivalent) was
considered low-dose, = 1.0 mg/kg/day and < 1.5 mg/kg/day was considered
medium-dose, and = 1.5 mg/kg/day was considered high-dose. A MTX
dose < 10 mg/m?/week was considered low-dose, > 10 mg/m?/week and <
20 mg/m%*week medium-dose, and > 20 mg/m?/week high-dose.
Intravenous “‘pulse” methylprednisolone (30 mg/kg/dose) was broken
down into 2 categories: the first in which it would be given at “initiation of
treatment for 3-5 days” and the second in which it would be used as “ongo-
ing intermittent” therapy (this varied from weekly to monthly). After deter-
mining the frequency of use of each treatment individually, we character-
ized the most common treatment combinations by case. The responses to
question 1 and 3 were counted and ranked by frequency of response. The
proportion of respondents who indicated they would use corticosteroids,
MTX, IVIG, and hydroxychloroquine in the moderately severe case of
“typical” JDM were compared between respondent groups stratified by the
estimated number of new patients seen per 5-year period using a chi-square
test.

RESULTS

The response rate of the survey was 84% (141/167), of
which 124 provided meaningful data. The number of
respondents per case can be seen in Table 2. Ninety-five per-
cent of respondents work in an academic center. Further
characteristics of the respondents are given in Table 3.

Treatment approaches. Typical cases — combinations of
medication. The treatment combinations for each case can
be seen in Figure 1. Almost all respondents indicated they
would use corticosteroids for each of the 4 typical cases. It
was quite uncommon, however, for respondents to indicate
that they would use corticosteroids as a single agent (< 11%
for all cases). The most common combination of treatment
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Table 1. Summary of the pertinent features of the clinical cases of JDM.

Case Features

“Typical”
Mild Fatigue, typical JDM rash, mild nailfold capillary changes, slow to go up stairs but appears strong and active, MMT 4/5 to 5/5
Moderate Typical JDM rash, nailfold capillaries tortuous and dilated with drop-out, recent swallowing difficulty without choking, no skin

ulceration, MMT 3/5

Severe Typical JDM rash, needs to be carried, coughing with liquids, crampy abdominal pain, unable to initiate anti-gravity movement, no
skin ulceration, weak nasal voice
Ulcerative Severe truncal and proximal muscle weakness, typical JDM rash, trouble swallowing, “aggressive treatment” initiated, 2 weeks
later 25-30 cutaneous ulcers develop
“Atypical”

Presentation 3 years from onset of symptoms, now has contractures of upper extremities, generalized weakness, typical JDM rash,
markedly abnormal nailfold capillaries, mild superficial calcinosis at elbows, elevated CK, AST, and LDH (all 3 X normal)
Sun-sensitive rash, very mild proximal muscle weakness, mild erythema of eyelids and cheeks, mild abnormalities of nailfold
capillaries, persisted mild elevation of CK, AST, ALT, and LDH (all 1.5 X normal)

Typical JDM rash, abnormal nailfold capillaries, no weakness, AST mildly elevated, CK, aldolase, and LDH normal

Late diagnosis
High enzyme

Skin, no muscle

involvement
Muscle, no skin =~ Myalgias, low-grade fever, weight loss, no rash, normal nailfold capillaries, tender proximal muscles, MMT 4/5, 5/5 distal muscles,
involvement elevated CK (25 x normal), aldolase, AST, and LDH (5-10 X normal)

Typical presentation of JDM, 2 years into treatment with corticosteroids and MTX develops dyspnea and nonproductive cough,
CT scan of chest shows diffuse interstitial lung disease

Typical presentation of JDM, treated with high-dose prednisone and medium-dose subcutaneous MTX, 1 year into treatment (pred-
nisone discontinued) has ongoing JDM rash, strength is normal, CK, aldolase, AST, LDH all normal

Typical presentation of JDM, treated with high-dose prednisone and high-dose subcutaneous MTX, at 6 months still on high-dose
steroid with persistent rash and moderate weakness, evidence of corticosteroid toxicity, CK, and AST are normal, ALT and LDH

just above upper limit of normal

Lung disease
Refractory rash

“Refractory”
Partial response

MMT: manual muscle testing (in proximal muscles unless otherwise stated); CK: creatine kinase; AST: aspartate aminotransferase; ALT: alanine amino-
transferase; LDH: lactate dehydrogenase; CT: computed axial tomography.

Table 2. Response rate by individual case.

Case Group Response Rate Representation of Total
per Case™* (%) Surveyed (n = 167), %

“Typical”

Mild C 29/42 (69) 17

Moderate A,B,C,D, 124/167 (74) 74

Severe B 34/42 (81) 20

Ulcerative A,D 57/83 (69) 34
“Atypical”

Late diagnosis B 33/42 (79) 20

High enzyme A 24/41 (59) 14

Skin, no muscle involvement D 35/42 (83) 21

Muscle, no skin involvement B 32/42 (76) 19

Lung disease C 29/42 (69) 17
“Refractory”

Partial response A 22/41 (54) 13

Refractory rash C,D 64/84 (76) 38

* Some subjects completing the “moderate case” did not provide complete data on the individual cases.

regardless of presentation was corticosteroids and MTX,
with 38%, 43%, 44%, and 30% of respondents indicating
that they would use these medications together in the mild,
moderate, severe, and ulcerative cases, respectively. MTX
was the most commonly used second-line agent (either with
corticosteroid only or with other medications) with 76%,
84%, 79%, and 67% indicating they would use it for the

mild, moderate, severe, and ulcerative cases. No respon-
dents indicated that they would use IVIG for the mild case.
Eighteen percent of respondents would use IVIG for the
moderate case, most commonly in combination with corti-
costeroids and MTX. Intravenous immunoglobulin would
be used relatively more frequently by respondents for the
severe and ulcerative cases at 39% and 45%, respectively.
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Table 3. Respondent characteristics.

Characteristic n (%)

Level of responder

Attending physician 95 (77)
Trainee 11 (9)
Emeritus 1(0)
Did not respond to this question 17 (14)
Specialty
Pediatric rheumatology 102 (82)
Pediatric immunology/rheumatology 54)
Adult/pediatric rheumatology 2(2)
Did not respond to this question 15 (12)
Year in which began practicing rheumatology*
<1980 8(7)
> 1980 < 1990 22 (19)
> 1990 < 2000 36 (32)

> 2000 25 (22)

Did not respond to this question 22 (19)
Estimate of no. of new patients with JDM seen per 5 years

0-5 15 (12)
6-10 35(28)
11-20 36 (29)
21-50 18 (15)
=51 40)

Did not respond 16 (13)

* Trainees not included.

Forty-four percent of respondents would use hydroxy-
chloroquine in the mild case, most commonly in combina-
tion with corticosteroids and MTX. However, hydroxy-
chloroquine would be used less frequently as the disease
presentation became more severe. Cyclophosphamide
would be used most commonly in the ulcerative case.

Atypical cases — combinations of medication. The treat-
ment combinations for the 5 atypical cases were more var-
ied in comparison to typical cases (Figure 2). Almost half of
respondents indicated that they would use corticosteroids
and MTX for the case of “late diagnosis” in which the
patient presented 3 years after the development of symp-
toms. Twenty-one percent of respondents indicated that they
would use a single agent — corticosteroid alone or MTX
alone. For the “high enzyme” case characterized by mild
clinical disease but persistent elevation of levels of muscle
enzymes, the most common combinations were corticos-
teroids with MTX and hydroxychloroquine, or corticos-
teroids with hydroxychloroquine, each combination used by
approximately one-quarter of respondents. Overall, 71% of
respondents indicated that they would use hydroxychloro-
quine in combination or alone. For the case in which the
child had rash but no evidence of muscle involvement, the
majority of respondents would use hydroxychloroquine
alone. In the case where there was no rash, but features con-
sistent with myositis, almost half of respondents indicated
that they would defer treatment decisions until a biopsy was
performed. The most common responses, when treatment
was described, were corticosteroids alone or in combination

with MTX. The responses received for the “lung disease”
case were the most variable of the atypical cases. Twenty-
five percent of respondents held treatment decisions until
further investigations were available, and of the remaining
respondents, there were 14 different combinations of treat-
ment (and therefore not shown in Figure 2). Cyclophos-
phamide, with corticosteroids or alone, was the most com-
monly suggested treatment.

Refractory cases. Of all the cases, the 2 refractory cases had
the most variable responses, with 25 combinations of med-
ications for the refractory skin case, and 22 for the partial
response case. In the “refractory rash” case, hydroxychloro-
quine was suggested by approximately two-thirds of respon-
dents (30% of respondents as a single agent) and IVIG by
just over one-quarter (8% of respondents as a single agent).
While medications for the “partial response” case were sug-
gested in many different combinations, the most commonly
suggested individual medications were pulse methylpred-
nisolone (44%), increased MTX (44%), IVIG (44%),
reduced prednisone (36%), and hydroxychloroquine (35%).

Typical cases — dose, route, and pattern of corticosteroid
administration. Almost all respondents indicated that they
would use corticosteroids in the mild, medium, and severe
cases; however, the manner in which it was given varied
(Figure 3). In the mild case, over half of respondents indi-
cated that they would use high-dose oral corticosteroids
(this corresponded to a dose of 2 mg/kg/day in all cases).
Just fewer than 10% indicated they would use high-dose
corticosteroids and daily pulses of IVMP (30 mg/kg per
dose) at diagnosis. Nineteen percent would use medium-
dose oral corticosteroids alone. Those that use low-dose oral
corticosteroids would also use intermittent pulses of methyl-
prednisolone. In the moderate case, 88% of respondents
would use pulse methylprednisolone. The most commonly
reported regimen was 3-5 doses of daily pulses followed by
high-dose oral corticosteroids. Twenty-two percent of
respondents did not indicate whether oral corticosteroids
would be used in addition to pulses. In the severe case, high-
dose oral corticosteroids and IVMP at initiation of treatment
was the most common corticosteroid regimen. A higher per-
centage of respondents would use intermittent pulses in
addition to high-dose oral corticosteroids for the severe case
(25%) compared with the moderate case (8%). In the ulcer-
ative case, the child in this scenario had already been start-
ed on “aggressive therapy.” Many respondents indicated that
they assumed the child was on corticosteroids already, and
thus details of corticosteroid use could not be analyzed.

Typical cases — dose and route of MTX administration
(Table 4). The majority of respondents would initiate MTX
therapy in medium to high doses regardless of the degree of
disease severity of the case. The percentage of respondents
who would use medium versus high-dose MTX was essen-
tially divided equally for each case, except in the ulcerative
case, in which twice as many respondents would use high-
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Figure 1. Combinations of medications for treatment of “typical cases.” Steroid: oral or intravenous corticosteroid; MTX:
methotrexate; HCQ: hydroxychloroquine; IVIG: intravenous immunoglobulin; CYCLO: cyclophosphamide.
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Figure 2. Combinations of medications for treatment of “atypical cases.” See Figure 1 for abbreviations.
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Figure 3. Dose and route of corticosteroids in mild, moderate, and severe cases. Low-dose oral: < 1.0 mg/kg/day; pulse at diagnosis:
pulse methylprednisolone (30 mg/kg/dose/day) for 3—5 consecutive days; ongoing pulses: ongoing intermittent pulses; medium-dose
oral: = 1.0 mg/kg/day < 1.5 mg/kg/day; high-dose oral: = 1.5 mg/kg/day.
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Table 4. Methotrexate (MTX) use in “typical” cases.

Case Respondents Indicating Route of Administration, n (%)

They Would Use MTX, n (%)

Dosage*, n (%)

Mild 22/29 (76) Low 3 (14) Oral 5 (23)
Med 9 (41) SC 15 (68)
High 10 (45) V209
Moderate 104/124 (84) Low 11 (11) Oral 17 (16)
Med 51 (49) SC 66 (63)
High 42 (40) IV 6 (6)
> 1 option 15 (14)
Severe 27/34 (79) Low 1 (4) Oral 4 (15)
Med 12 (44) SC 17 (63)
High 14 (52) 1V 4 (15)
M1 4
> 1 option 1 (4)
Ulcerative 38/57 (67) Low 4 (11) Oral 2 (5)
Medium 10 (26) SC 21 (55)
High 19 (50) IV 6 (16)

Did not respond 5 (13)

> 1 option 4 (11)
Did not respond 5 (13)

* Low: < 10 mg/m%week; Med: > 10 mg < 20 mg/m2/week; High: = 20 mg/m?week. SC: subcutaneous; IV:

intravenous; IM: intramuscular.

dose over medium-dose. There was a trend toward using
oral MTX less commonly as the severity of presentation
increased. Overall, the majority of respondents indicated
that they would use the subcutaneous route regardless of
disease severity (55%—68%).

Investigations. The number of investigations provided to
respondents in each case varied, therefore direct compari-
son from one case to another was not possible. A selection
of results from the cases is presented. Most often magnetic
resonance imaging (MRI) was the preferred diagnostic test
to determine the presence of myositis. Electromyography
(EMG) and/or muscle biopsy were requested by less than
half of the respondents in cases in which the results of such
investigations were not given. For the moderate case, the
majority of respondents would investigate swallowing
function, with the next most commonly requested tests
being a chest radiograph (38%) and von Willebrand factor
antigen (31%). Other requested investigations were quite
specific to the case, such as a muscle biopsy for the case
without characteristic JDM rash, and bronchoalveolar
lavage and cardiac evaluation for the case complicated by
lung disease.

Nonpharmacologic treatments. The most commonly sug-
gested nonpharmacologic treatments were physiotherapy
and occupational therapy, application of sunscreen, and cal-
cium and vitamin D supplementation.

Volume of new patients seen by respondent and treatment
preferences. There were no significant differences noted
between the use of corticosteroid, MTX, IVIG, and hydrox-
ychloroquine by respondents when stratified by estimated
number of new patients seen per 5-year period. We com-

pared respondents seeing > 20 patients (n = 22) with those
seeing < 20 patients (n = 86), as well as the former to
respondents seeing < 10 patients (n = 50). There were no
statistical differences (data not shown).

DISCUSSION
This survey provides a description of treatment approaches
taken by a large sample of North American pediatric
rheumatologists in response to written clinical case scenar-
ios describing children with JDM. The response rate of the
survey was excellent, 84% of those surveyed responding.
Our results demonstrate that corticosteroids are the first
line of therapy for children presenting with mild, moderate,
and severe JDM. Monotherapy with corticosteroids is rare.
MTX is often considered a concomitant first-line agent inde-
pendent of the disease severity at presentation in the typical
cases, whereas IVIG is typically reserved for more severe
presentations and for patients with a partial response to stan-
dard treatment. Respondents use hydroxychloroquine in
cases where children are less severely affected and where
rash is prominent or refractory. Cyclophosphamide is
reserved for more severely affected cases and when lung dis-
ease is present. There are differences in the route of corticos-
teroid administration, highlighted by the typical cases, where
children with more severe disease are more often treated with
pulse methylprednisolone. When MTX is given, it is most
often used at a dose of 11 mg/m? per week or higher, with a
trend toward doses > 20 mg/m? for severe ulcerative presen-
tations. Subcutaneous MTX is the preferred route. The inves-
tigational approach of respondents to some of the cases
shows that MRI is most often used for confirmation of
myositis (often in lieu of EMG and muscle biopsy).
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Respondents use a number of nonpharmacologic treatments,
most frequently physiotherapy and occupational therapy.

Corticosteroids continue to be the mainstay of therapy for
children with JDM. While randomized controlled trials are
lacking, early studies of JDM demonstrated the importance of
promptly initiating corticosteroids in reducing complications
and poor functional outcomes®”. It appears, however, that the
use of corticosteroids as monotherapy is now quite rare, and
most pediatric theumatologists add MTX as a second agent at
the onset of treatment. Subcutaneous administration is pre-
ferred, possibly due to concerns of enteral absorption in the
context of possible gastrointestinal vasculopathy.

Most respondents indicated that they would not give over
25 mg of MTX in a single dose. MTX has been used in the
treatment of JDM for many years, and initially was typical-
ly reserved for recalcitrant cases>. A more recent study®
compared 2 groups within a cohort of children with JDM;
one group received only corticosteroids as initial therapy,
while the second group received corticosteroids and MTX
as initial therapy. In the latter group, corticosteroids were
tapered more quickly, children experienced less corticos-
teroid toxicity, and disease control was equivalent®. It
appears that in North America, most pediatric rheumatolo-
gists are taking this approach regardless of disease severity
at presentation.

We found that intravenous methylprednisolone pulses at
initiation of therapy is the preferred method of corticosteroid
administration for almost 9 out of 10 rheumatologists when
treating moderately severe JDM. There are a number of rea-
sons why the use of high-dose IVMP (30 mg/kg/day) could
offer a treatment advantage over oral corticosteroids. Patients
with active JDM may have decreased bioavailability of oral
corticosteroids compared with IVMP secondary to proximal
intestinal vasculopathy?%. One study found that IVMP com-
pared with oral corticosteroids was potentially cost-effective
due to reduction in duration of disease!. Improved out-
comes, including a reduction in calcinosis, were also sug-
gested in 2 case series?’28. However, a recent comparative
study was unable to find a difference in a host of important
outcomes when comparing aggressive [IVMP therapy to oral
corticosteroids in moderately affected patients, leading to
continued uncertainty regarding the most effective and safest
route of corticosteroid administration!2.

IVIG does not appear to be a therapy that most pediatric
rheumatologists would use at initiation of therapy, particu-
larly for children presenting with mild or moderately severe
disease. IVIG has been shown to be efficacious in a con-
trolled trial of adults with treatment-resistant dermato-
myositis??. In children, IVIG may be effective and allow
reduction in corticosteroid dose!#!3-16. It remains unclear
what benefit there may be in using IVIG as initial therapy
for JDM. Its benefits must be weighed against the potential
side effects (such as infusion reactions), costs, and risks of
exposure to a blood product.

The responses from this survey suggest that there are a
number of pediatric rheumatologists who use hydroxy-
chloroquine for cutanous disease and less severely affected
patients. Perhaps, with more severe disease and more aggres-
sive treatment, it is felt that hydroxychloroquine is unlikely
to offer an additional benefit. Hydroxychloroquine is used in
a number of rheumatologic conditions including systemic
lupus erythematosus (SLE)*° and rheumatoid arthritis®!. It
appears to be beneficial particularly in the treatment of the
cutaneous manifestations of SLE2. Two case series (one in
adults and one in children with dermatomyositis) found that
hydroxychloroquine appeared to be helpful, particularly for
skin disease!”3. In contrast, there has been a report of rash
worsening with hydroxychloroquine®* and another report of
a high frequency of cutaneous drug reactions to hydroxy-
chloroquine when treating dermatomyositis>.

Cyclophosphamide is reserved for severely affected chil-
dren and those with lung disease. However, even in these
cases the majority of respondents would not use it at initia-
tion of therapy. Riley, et al reported improvements after 6
months of therapy with cyclophosphamide in a small group
of patients with cutaneous ulcerative disease and/or severe
systemic manifestations?2. Most of these patients were treat-
ed after an initial trial of prolonged corticosteroids and other
second-line agents. Given the significant side effect profile,
it seems reasonable that cyclophosphamide would be
reserved for high-risk patients. It is unclear at what level of
severity of disease it should be introduced.

The study of biologic agents is at an early stage in the
treatment of JDM. In adult studies, anti-tumor necrosis fac-
tor (anti-TNF) therapy has not shown consistent benefit and
may be associated with flares and worsening of disease36-37.
In contrast, a recently described case series of children with
refractory JDM treated with infliximab demonstrated
improvement in muscle weakness, contractures, and calci-
nosis>®. Anti-TNF therapy was mentioned only a few times
in the survey. Rituximab appears more promising in adult
studies, with controlled trials under way in adults and chil-
dren. At present, however, it is not indicated in the initial
treatment of JDM. This survey suggests that cyclosporine,
mycophenolate mofetil, and azathioprine are not agents
used widely by North American pediatric rheumatologists in
the initial treatment of JDM.

The approach to investigations was highly individual-
ized. The survey reconfirms that there is a shift occurring in
the approach to diagnosis of JDM. When results of EMG,
biopsy, and MRI were not presented, approximately half of
respondents indicated that MRI would suffice to diagnose
JDM prior to beginning treatment. This is consistent with
another survey that showed that MRI is being used fre-
quently in lieu of EMG and biopsy, the latter 2 being more
invasive®?. The sensitivity and specificity of MRI in diag-
nosing JDM is unknown; however, MRI is becoming an
important diagnostic tool.

—| Personal non-commercial use only. The Journal of Rheumatology Copyright © 2010. All rights reserved. |—

Stringer, et al: Treatment of JDM

7

Downloaded on April 19, 2024 from www.jrheum.org


http://www.jrheum.org/

Physical and occupational therapy, sunscreen, and calci-
um and vitamin D supplementation are the most commonly

Musculoskeletal and Skin Diseases Registry. Arthritis Rheum
2003;49:300-5.

. . . . 2. Bitnum S, Daeschner CW Jr, Travis LB, Dodge WF, Hopps HC.
reported nonpharmacologw therapies in this stuFly. There Dermatomyositis. J Pediatr 1964:64:101-31.
has been relatively less focus on nonpharmacologic therapy 3. Huber AM, Lang B, LeBlanc CM, Birdi N, Bolaria RK, Malleson
in JDM; however, the role of exercise in the treatment and P, et al. Medium- and long-term functional outcomes in a
monitormg of JDM has been receiving more attention multicenter cohort of children with juvenile dermatomyositis.
recent1y41 A2 Arthritis Rheum 2000;43:541-9.
. . . . 4. Christen-Zaech S, Seshadri R, Sundberg J, Paller AS, Pach LM.
Our results must be considered in the light of potential FISten-£acc 5, DEshactl =, SUACHerg -, Ta et achmatt
o . . . Persistent association of nailfold capillaroscopy changes and skin
limitations of our study design. As this was a survey using involvement over thirty-six months with duration of untreated
hypothetical cases, the responses may not reflect the true disease in patients with juvenile dermatomyositis. Arthritis Rheum
practice of respondents. However, the cases were drawn 20(_)8;58:571—_6. o
from “real-life” presentations of JDM and chosen to repre- 3. Stringer E, Singh-Grewal D, Feldman BM. Predicting the course of
sent what is seen in clinical practice. In addition. we were juvenile dermatomyositis: significance of early clinical and
K p : 7 laboratory features. Arthritis Rheum 2008;58:3585-92.
unable to include all 11 cases for each participant due to 6. Miller LC, Michael AF, Kim Y. Childhood dermatomyositis.
problems with feasibility (11 cases was felt to be too time- Clinical course and long-term follow-up. Clin Pediatr
intensive in the pilot phase of the study). The responses to 1987;26:561-6.
the 10 cases (i.e., excluding the “moderate” case) may be 7. Bowyer SL, Blane CE, Sullivan DB, Cassidy JT. Childhood
less precise. as fewer respondents completed these cases dermatomyositis: factors predicting functional outcome and
p ’ P . p T development of dystrophic calcification. J Pediatr 1983;103:882-8.
However, due to the random sampling from the population, 8. Ramanan AV, Campbell-Webster N, Ota S, Parker S, Tran D,
response bias was minimized, increasing the likelihood that Tyrrell PN, et al. The effectiveness of treating juvenile
the results are generalizable to the population sampled. A dermatomyositis with methotrexate and aggressively tapered
second limitation is that this survey focused on initial treat- corticosteroids. Arthritis Rheum 2005;52:3570-8. ‘
. . 9. Rider LG. The heterogeneity of juvenile myositis. Autoimmun Rev
ment, and due to the wording of the questions, we were 2007:6:241-7
unable to glean information regarding the tapering regimens 10. Sallum AM, Kiss MH, Sachetti S, Resende MB, Moutinho KC,
of medications. Many respondents indicated they would Carvalho MS, et al. Juvenile dermatomyositis: clinical, laboratorial,
modify treatment based on clinical response. histological, therapeutical and evolutive parameters of 35 patients.
It is emphasized that this study describes treatment pref- Arq Neuropsiquiatr 2002;60:889-99. o
erences of pe diatric rheumatologists in North America and 11. Taieb A, Gulchard. (.I, Salamon R‘, Maleville J .4Pr0gn0s1s in juvenile
. . . . dermatopolymyositis: a cooperative retrospective study of 70 cases.
is not necessarily representative of treatment preferences in Pediatr Dermatol 1985:2:275-81
other parts of the world. For example’ The Paediatric 12. Seshadri R, Feldman BM, Tlowite N, Cawkwell G, Pachman LM.
Rheumatology International Trials Organization (PRINTO) The role of aggressive corticosteroid therapy in patients with
is presently conducting a multicenter single-blind trial with juvenile dermatomyositis: a propensity score analysis. Arthritis
3 arms, one of which involves prednisone and cyclosporin Rheum 2008;59:989-95.
A% 0O . 13. Klein-Gitelman MS, Waters T, Pachman LM. The economic impact
. Our survey suggests that cyclosporin A would seldom . ) . . . .
in th : ; in the initial of intermittent high-dose intravenous versus oral corticosteroid
be used in the pI‘E.lCtIC'e O our rfespondents In the mitial treat- treatment of juvenile dermatomyositis. Arthritis Care Res
ment of JDM. With limited evidence to support many of the 2000:13:360-8.
treatments that are used in JDM, it is not surprising that the 14. Lang BA, Laxer RM, Murphy G, Silverman ED, Roifman CM.
approach to treatment may vary around the world. Treatment of dermatomyositis with intravenous gammaglobulin.
For the majority of North American pediatric rheumatol- Am J Med 1991;91:169-72. . )
. . . 15. Al-Mayouf SM, Laxer RM, Schneider R, Silverman ED, Feldman
ogists, corticosteroids and MTX are the standard of care for . . i .
K . ) . BM. Intravenous immunoglobulin therapy for juvenile
typical cases of JDM, even for children presenting with rel- dermatomyositis: efficacy and safety. J Rheumatol
atively mild disease. There is variability in the route of 2000;27:2498-503.
administration of corticosteroids and use of IVIG and 16. Sansome A, Dubowitz V. Intravenous immunoglobulin in juvenile
hydroxychloroquine. The results of our survey suggest that ‘ligrgrgfi;‘z’?j’o;‘tls — four year review of nine cases. Arch Dis Child
the next step 1n the. StUdy of Optlmllll‘lg treatment of JDM 17. Olson NY, Lindsley CB. Adjunctive use of hydroxychloroquine in
could be a prospective observational treatment study where childhood dermatomyositis. J Rheumatol 1989;16:1545-7.
corticosteroids and MTX are included in the basic treatment 18. Zeller V, Cohen P, Prieur AM, Guillevin L. Cyclosporin A therapy
regimen, with options allowing evaluation of the route of in refractory juvenile dermatomyositis. Experience and longterm
administration of corticosteroids and the addition of IVIG followup of 6 cases. I Rheumatol 1996;23:1424-7.
d hvdroxvchloroquine 19. Reiff A, Rawlings DJ, Shaham B, Franke E, Richardson L, Szer IS,
and iy y q ’ et al. Preliminary evidence for cyclosporin A as an alternative in the
treatment of recalcitrant juvenile rheumatoid arthritis and juvenile
REFERENCES dermatomyositis. J Rheumatol 1997;24:2436-43.
1. Mendez EP, Lipton R, Ramsey-Goldman R, Roettcher P, Bowyer S, 20. Edge JC, Outland JD, Dempsey JR, Callen JP. Mycophenolate

Dyer A, et al. US incidence of juvenile dermatomyositis,
1995-1998: results from the National Institute of Arthritis and

mofetil as an effective corticosteroid-sparing therapy for
recalcitrant dermatomyositis. Arch Dermatol 2006;142:65-9.

—| Personal non-commercial use only. The Journal of Rheumatology Copyright © 2010. All rights reserved. |—

8 The Journal of Rheumatology 2010; 37:9; doi:10.3899/jrheum.090953

Downloaded on April 19, 2024 from www.jrheum.org


http://www.jrheum.org/

21.

22.

23.

24.

25.

26.

217.

28.

29.

30.

31.

Yamada A, Ohshima Y, Omata N, Yasutomi M, Mayumi M.
Steroid-sparing effect of tacrolimus in a patient with juvenile
dermatomyositis presenting poor bioavailability of cyclosporine A.
Eur J Pediatr 2004;163:561-2.

Riley P, Maillard SM, Wedderburn LR, Woo P, Murray KJ,
Pilkington CA. Intravenous cyclophosphamide pulse therapy in
juvenile dermatomyositis. A review of efficacy and safety.
Rheumatology 2004:43:491-6.

Cooper MA, Willingham DL, Brown DE, French AR, Shih FF,
White AJ. Rituximab for the treatment of juvenile dermatomyositis:
a report of four pediatric patients. Arthritis Rheum
2007;56:3107-11.

Dillman DA. Mail and internet surveys: The tailored design
method. 2nd ed. New York: John Wiley and Sons Inc.; 2000.
Miller LC, Sisson BA, Tucker LB, DeNardo BA, Schaller JG.
Methotrexate treatment of recalcitrant childhood dermatomyositis.
Arthritis Rheum 1992;35:1143-9.

Rouster-Stevens KA, Gursahaney A, Ngai K-L, Daru JA, Pachman
LM. Pharmacokinetic study of oral prednisolone compared with
intravenous methylprednisolone in patients with juvenile
dermatomyositis. Arthritis Rheum 2008;59:222-6.

Fisler RE, Liang MG, Fuhlbrigge RC, Yalcindag A, Sundel RP.
Aggressive management of juvenile dermatomyositis results in
improved outcome and decreased incidence of calcinosis. J Am
Acad Dermatol 2002;47:505-11.

Callen AM, Pachman L, Hayford J, Chung A, Ramsey-Goldman R.
Intermittent high-dose intravenous methylprednisolone (IV pulse)
therapy prevents calcinosis and shortens disease course in juvenile
dermatomyositis (JDMS) [abstract]. Arthritis Rheum 1994;37
Suppl:R10.

Dalakas MC, Illa I, Dambrosia JM, Soueidan SA, Stein DP, Otero
C, et al. A controlled trial of high-dose intravenous immune
globulin infusions as treatment for dermatomyositis. N Engl J Med
1993;329:1993-2000.

Tsakonas E, Joseph L, Esdaile JM, Choquette D, Senecal JL,
Cividino A, et al. A long-term study of hydroxychloroquine
withdrawal on exacerbations in systemic lupus erythematosus. The
Canadian Hydroxychloroquine Study Group. Lupus 1998;7:80-5.
Pope JE, Hong P, Koehler BE. Prescribing trends in disease
modifying antirheumatic drugs for rheumatoid arthritis: a survey of
practicing Canadian rheumatologists. J Rheumatol 2002;29:255-60.

32.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

Wallace DJ. Antimalarial agents and lupus. Rheum Dis Clin North
Am 1994;20:243-63.

Woo TY, Callen JP, Voorhees JJ, Bickers DR, Hanno R, Hawkins C.
Cutaneous lesions of dermatomyositis are improved by
hydroxychloroquine. J] Am Acad Dermatol 1984;10:592-600.
Bloom BJ, Tucker LB, Klein-Gitelman M, Miller LC, Schaller JG.
Worsening of the rash of juvenile dermatomyositis with
hydroxychloroquine therapy. J Rheumatol 1994;21:2171-2.

Pelle MT, Callen JP. Adverse cutaneous reactions to
hydroxychloroquine are more common in patients with
dermatomyositis than in patients with cutaneous lupus
erythematosus. Arch Dermatol 2002;138:1231-3.

Dastmalchi M, Grundtman C, Alexanderson H, Mavragani CP,
Einarsdottir H, Helmers SB, et al. A high incidence of disease flares
in an open pilot study of infliximab in patients with refractory
inflammatory myopathies. Ann Rheum Dis 2008;67:1670-7.
Hengstman GJ, van den Hoogen FH, van Engelen BG. Treatment of
dermatomyositis and polymyositis with anti-tumor necrosis
factor-alpha: long-term follow-up. Eur Neurol 2004;52:61-3.

Riley P, McCann LJ, Maillard SM, Woo P, Murray KJ, Pilkington
CA. Effectiveness of infliximab in the treatment of refractory
juvenile dermatomyositis with calcinosis. Rheumatology
2008;47:877-80.

Levine TD. Rituximab in the treatment of dermatomyositis: an
open-label pilot study. Arthritis Rheum 2005;52:601-7.

Brown VE, Pilkington CA, Feldman BM, Davidson JE. An
international consensus survey of the diagnostic criteria for juvenile
dermatomyositis (JDM). Rheumatology 2006;45:990-3.

Maillard SM, Jones R, Owens CM, Pilkington C, Woo PM,
Wedderburn LR, et al. Quantitative assessments of the effects of a
single exercise session on muscles in juvenile dermatomyositis.
Arthritis Rheum 2005;53:558-64.

Takken T, van der Net J, Engelbert RH, Pater S, Helders PJ.
Responsiveness of exercise parameters in children with
inflammatory myositis. Arthritis Rheum 2008;59:59-64.

Pediatric Rheumatology INternational Trials Organization. Juvenile
Dermatomyositis Trial. 2009. [Internet. Accessed May 7, 2010.]
Available from: http://www.printo.it/project_ongoing_detail.
asp?ProjectID=14

—| Personal non-commercial use only. The Journal of Rheumatology Copyright © 2010. All rights reserved. |—

Stringer, et al: Treatment of JDM

9

Downloaded on April 19, 2024 from www.jrheum.org


http://www.jrheum.org/

