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Introduction: This study aimed to provide an updated analysis of the different

prognostic trajectories of patients with anti-melanoma differentiation-associated

gene 5 (MDA5) antibodies.

Methods: Among a cohort of 70 patients, baseline characteristics and

phenotypes, treatments and outcomes were analyzed. A Cox proportional

hazards model was used to identify factors associated with poor outcomes,

i.e., death or progressive disease at the last follow-up.

Results: Among the 70 patients, 45 were women, and 54 were Caucasian. A

dermatologic involvement was observed in 58 (83%) patients, including 40 with

MDA5 vasculopathy-related skin lesions. Muscular involvement was observed in 39

(56%) patients. Interstitial lung disease (ILD) was observed at baseline in 52 (74%)
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patients, including 23 (44%) who developed rapidly progressive (RP) ILD. Seven (10%)

patients showed thromboembolic complications within the first weeks of diagnosis,

and eight (11%) other patients developed a malignancy (4 before the diagnosis of

anti-MDA5 disease). Poor outcomeswere observed in 28 (40%) patients, including 13

(19%) deaths. Among the 23 patients with RP-ILD, 19 (79%) showed poor outcomes,

including 12 (63%) who died. In multivariate analyses, RP-ILD (hazard ratio (HR), 95%

CI: 8.24 [3.21–22], p<0.0001), the occurrence of thromboembolic events (HR: 5.22

[1.61–14.77], p=0.008) and the presence of any malignancy (HR: 19.73 [6.67–60],

p<0.0001) were the three factors independently associated with poor outcomes.

Discussion: This new independent cohort confirms the presence of different

clinical phenotypes of anti-MDA5 diseases at baseline and the poor prognosis

associated with RP-ILD. Thromboembolic events and malignancies were also

identified as prognostic factors.
KEYWORDS

anti-MDA5 dermatomyositis, prognosis, rapidly progressive interstitial lung disease,
thromboembolic events, malignancy
1 Introduction

Dermatomyositis (DM) is one of the subgroups of

inflammatory myopathies (1). Myositis-specific autoantibodies are

currently used to identify the different clinical phenotypes of DM

that often share some common findings, such as cutaneous,

muscular, articular and pulmonary tropism. Anti-melanoma

differentiation-associated gene 5 (MDA5) antibodies were

identified in 2005 in a subset of Japanese patients with

amyopathic DM and rapidly progressive interstitial lung disease

(RP-ILD) (2). Additional studies demonstrated that 17 to 100% of

patients with anti-MDA5 DM had amyopathic forms (3). Among

the different clinical forms of DM, anti-MDA5 DM more

commonly affects women and is more prevalent in the Asian

population (11 to 60% of DM) than in the Caucasian population

(7 to 16% of DM) (3).

In addition to the minimal or absent muscle involvement, the

high prevalence of RP-ILD and the presence of ulcerative skin

lesions are probably the most representative hallmarks of anti-

MDA5 DM (3). In the main Asian cohorts, more than 80% of

patients with anti-MDA5 DM develop ILD, with rapid progression

in 39 to 100% (2, 4–11). Less is known about Caucasian patients, but

the few existing cohorts report a lower rate of ILD, close to 60% of

patients (12–17). Most of these studies highlighted the high

mortality rate of patients with RP-ILD, often within the first year

(2, 4–18).

In 2020, Allenbach et al. (18), in a French cohort study of 83

anti-MDA5 DM patients, identified three patient clusters according
02
to their specific and distinct clinical phenotypes, with different

related prognoses. The first phenotype has a predominance of

women with RP-ILD and carries the worst prognosis, with a

mortality rate near 80%. Patients in the second cluster mainly

demonstrate cutaneous and articular involvement, with few cases of

RP-ILD (<20%), conferring a better prognosis. Finally, the last

subgroup mainly includes men with severe skin vasculopathies and

frequent signs of myositis; RP-ILD affects a quarter of this group,

and they exhibit a prognosis of intermediate severity (18).

Although none of these findings have been replicated, a high

ferritin level at diagnosis (6), high anti-MDA-5 antibody levels (4),

older age and periungual erythema (11) were identified as predictive

factors of a poor prognosis and/or RP ILD development. In contrast

with some other forms of DM, such as anti-TIF1g (anti-

transcription intermediary factor 1-gamma) DM, anti-MDA5 DM

does not seem to be significantly associated with an increased risk of

cancer (3, 4, 7, 9, 10). In addition, based on the information

described in the published studies, some important issues remain,

especially regarding treatments and outcomes. The recent

identification of specific disease patterns may open the way to

different therapeutic strategies.

Taken together, we aimed to confront this new independent

cohort of anti-MDA5 DM patients to that of Allenbach et al. (18),

with the following objectives: 1) to determine whether it was possible

in a real-life setting to include patients into a distinct cluster subgroup

based on the work-up obtained at baseline and during follow-up; 2)

to analyze outcomes according to the different treatment regimens; 3)

to eventually identify new factors associated with poor outcomes.
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2 Patients and method

2.1 Patient selection

This retrospective multicentre study included patients from 14

French hospitals, different from those involved in the previous

cohort published in 2020 (18). Physicians from the departments of

Internal Medicine and Clinical Immunology, Dermatology and

Pneumology were directly asked to participate and include their

patients with anti-MDA5 disease diagnosed between January 2008

and August 2020.

We included patients satisfying the two following criteria: 1)

positivity for MDA5 antibodies and 2) the presence of clinical

manifestations considered linked to the presence of anti-MDA5

antibodies. Since we aimed to provide an overview of disease

associated with anti-MDA5 antibodies, we did not consider

mandatory the presence of cutaneous or muscular findings.

We excluded patients under 16 years old.

In the different centres, anti-MDA5 antibody detection was

performed by line immunoassays using recombinant anti-MDA5

antigen (Euroimmun [Germany] or D-Tek [Belgium]) according to

the manufacturer’s protocol. Only moderate or strong reactivity

results were considered in the present study.

This study was conducted in accordance with the Declaration of

Helsinki and its amendments and was approved by the local

institutional review board of Caen University Hospital (CLERS N°

123/2018-12-27123).
2.2 Studied parameters

A standardized dataform was created for this study and was sent

to each invited physician. Retrieved information included

demographics; clinical manifestations at diagnosis; laboratory

parameters; histologic and electrophysiologic results when

available; imaging, especially a chest CT scan, the results of

echocardiography and respiratory functional exploration (RFE);

and the administered treatments and outcomes. We particularly

detailed the clinical manifestations associated with anti-MDA5 DM.

Cutaneous manifestations were distributed into 4 subgroups.

The first subgroup included findings considered pathognomonic of

DM: Gottron’s papules, Gottron’s sign, and heliotrope rash. The

second subgroup gathered manifestations considered very

suggestive of DM: periungual telangiectasias with dystrophic

cuticles; painful periungual erythema; cuticular haemorrhages or

small infarcts; V signs, defined by macular violaceous erythema of

the neck and the upper chest; shawl signs corresponding to

erythema of the nape of the neck, the upper back and the

posterior face of the shoulders; and holster signs consisting of

scaling erythema of the external surface of the thighs and hips

and extensor surface of the upper limbs. The third cutaneous

subgroup included findings specific to anti-MDA5 phenotypes:

ulcerations that can involve finger pulps or the circumference of

the nail; the posterior face of the hands, ears or nose, and/or elbows

or knees; palmar papules, and oral ulcers. Finally, the last subgroup
Frontiers in Immunology 03
included less specific dermatological lesions: poikiloderma,

mechanic’s hands, calcinosis panniculitis, erythroderma,

photosensitivity, diffuse alopecia, and pruritus.

We applied the classification used in the study of Allenbach

et al. (18) to our patients. The classification into the three clusters

was based on the clinical presentation and evolution of the patients

and was independently made by two investigators (HdB, an

internist, and MC, a dermatologist). In discordant cases,

consensus was obtained by discussion with another pair of

physicians of the same specialties (AA and DK).

The ILD diagnosis was based on high-resolution CT imaging.

RP-ILD was defined by a respiratory worsening within three

months following the previous respiratory evaluation and the

demonstration of an increase in opacities on CT scan and/or a

>10% decrease in vital capacity on respiratory function

explorations (19).

Disease trajectory was judged on a simplified binary mode, i.e.,

favourable versus a poor outcome. Favorable outcomes at the last

follow-up were defined by disease remission, improvement or

stability. Death or disease worsening defined poor outcomes. In

patients with dissociated trajectories (e.g., skin improvement but

respiratory worsening), a poor outcome was assigned if the

worsening involved respiratory or cardiac functions. We then

compared patients with good and poor outcomes and aimed to

identify factors associated with poor outcomes.

Any malignancy or thromboembolic event was also reported.
2.3 Statistical analysis

Categorical variables are expressed as numbers (%), and

quantitative variables are expressed as medians [range]. To

compare two groups, the categorical variables were analyzed

using the Pearson or Fisher chi-square test, as appropriate, and

quantitative variables were analyzed using Wilcoxon’s rank-

sum test.

A Cox proportional hazards model was used to determine

factors predictive of poor outcomes. Hazard ratios (HRs) and

95% confidence intervals (CIs) were computed for each factor in

the univariate analysis and in the multivariate model with a

backwards stepwise approach using variables that reached p<0.2

in the univariate analyses.

The statistical analyses were computed using JMP 9.0.1 (SAS

Inst i tute Inc. , Cary, NC, USA). A p ≤ 0.05 defined

statistical significance.
3 Results

3.1 Patient characteristics at baseline

The cohort included 70 patients exhibiting anti-MDA5

antibodies associated with clinical manifestations. Among them,

45 (64%) were women and 54 (77%) were of Caucasian origin. The

median age at disease onset was 57 [16–84] years old. Their baseline

characteristics are described in Table 1.
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Dermatological involvement was observed in 58 (83%) patients,

and the different cutaneous and mucosal manifestations are detailed

in Table 2. Among these 58 patients, 56 (97%) showed some lesions

compatible with DM, and 51 (88%) exhibited pathognomonic DM

lesions. Specific vasculitic lesions of the anti-MDA5 phenotype were

found in 40 (69%) patients, mainly acral ulcerations in 33 (57%).

Myalgias were present at diagnosis in 31 (44%) patients,

including 12 (i.e., 17% of the overall cohort) who exhibited an

increased level of CPK (median level at 1176 [334–13742] U/l).

Three additional patients had increased CPK levels, although they

did not have muscular symptoms. Notably, among the 31 patients

who underwent electromyoneurography, 9 (29%) had abnormal

findings suggestive of a myogenic syndrome. Based on the myalgias,

CPK increase and/or a pathological electromyography work-up, 39

(56%) patients were considered to have specific muscular

involvement at baseline.

Dyspnea was described at diagnosis in 37 (53%) patients,

including 34 (92% of those with dyspnea and 49% of the whole

cohort) who had concomitant signs of ILD on CT scan. Eighteen

additional patients had ILD on CT scan, although they did not

complain of dyspnea. Altogether, at baseline, 52 (74%) of the

patients with anti-MDA5 antibodies showed typical features of

ILD on CT scan. RFE was performed at baseline in 49 patients,

including 39 with ILD on CT scan and 10 without ILD. Abnormal

findings were observed in 17 (44%) out of the 39 patients with ILD

and in one (10%) of the patients without ILD on CT scan. Four

patients with ILD had concomitant signs of pulmonary arterial

hypertension on echocardiography.

Articular involvement and Raynaud’s phenomenon were

described at diagnosis in 40 (57%) and 14 (20%) patients,

respectively . In addit ion, 7 (10%) patients exhibited

thromboembolic events within the first weeks following

the diagnosis.

Based on the clusters described by Allenbach et al. [18], we

identified 15 (21%), 44 (63%) and 11 (16%) patients corresponding

to the predominant RP-ILD Cluster 1, cutaneo-articular Cluster 2

and vasculo-myositis Cluster 3, respectively. The comparison of the

3 clusters’ characteristics (Table 3) showed that 6 items were

significantly different among the three groups, namely, the age at

diagnosis, frequencies of Raynaud phenomenon, joint involvement,

cutaneous involvement, ILD on the first CT scan and abnormal

RFE. No difference was observed among the 3 clusters regarding

initial laboratory parameters.

Among the 70 patients, positive antinuclear antibodies were

found in 38 (54%) patients, of which 7 and 3 were anti-SSA (Ro-60)

and anti-Ro52 specific, respectively. Three had anti-TIF1-

g antibodies.
3.2 Treatments and outcomes

Except for five patients, all patients received glucocorticoids.

Four patients only showed cutaneous manifestations that were

treated with topical corticosteroids and hydroxychloroquine. The

fifth patient, who exhibited a non-rapidly progressive ILD and a
TABLE 1 Baseline characteristics of 70 patients with anti-
MDA5 antibodies.

All
(n=70)

Demographics

Female 45 (64)

Age at diagnosis 57 [16–84]

Caucasian origin 54 (77)

Asian origin 3 (4)

Other origins 13 (19)

Clinical manifestations at diagnosis

Altered health status 54 (77)

Fever 17 (25)

Raynaud’s phenomenon 14 (20)

Arthralgia/Arthritis 40 (57)

Cutaneous involvement 58 (83)

Myalgias 31 (44)

ENT/swallowing troubles 19 (27)

Dyspnea 37 (53)

Digestive symptoms 11 (16)

Thromboembolic event 7 (10)

Subgroup distinction

Cluster 1 15 (21)

Cluster 2 44 (63)

Cluster 3 11 (16)

Laboratory work-up

Creatine kinase, UI/l 104 [20–13742]

Ferritin level, µg/l 570 [37–10436]

C-reactive protein, mg/l 5 [0–175]

LDH, UI/l 476 [136–1271]

Muscular work-up

Abnormal electromyoneurography 9/31 (29)

Abnormal muscular MRI 8/10 (80)

Abnormal muscular biopsy 12/14 (86)

Cardio-respiratory explorations

Abnormal RFE 18/49 (37)

ILD on first CT-scan 52 (74)

PAH on echocardiography 4 (6)
Values are displayed as numbers (%) or medians [range]. ENT, ear, nose & throat; LDH,
lactate dehydrogenase; MRI, magnetic resonance imaging; RFE, respiratory functional
exploration; ILD, interstitial lung disease; CT scan, computed tomography scan; PAH,
pulmonary arterial hypertension.
Cluster 1 included patients with rapidly progressive interstitial lung disease, Cluster 2 included
patients with predominant cutaneoarticular presentation, and Cluster 3 included patients with
mainly a vasculo-myositic presentation.
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slight muscular involvement, had a contraindication for

glucocorticoids and was therefore treated with intravenous

immunoglobulins and cyclophosphamide, followed by

mycophenolate mofetil. He was in remission at the last follow-up
Frontiers in Immunology 05
visit. The other immunomodulatory/immunosuppressive strategies

included various combinations of hydroxychloroquine,

mycophenolate mofetil, azathioprine, plasma exchanges,

methotrexate, intravenous immunoglobulins, rituximab and/or

cyclophosphamide (Table 4).

After a median follow-up of 18 [0.1—147] months, 42 (60%)

and 28 (40%) of the patients showed favorable and poor outcomes,

respectively. Poor outcomes were observed in 11/15 (73%) patients

from Cluster 1, in 15/44 (34%) patients from Cluster 2 and 2/11

(18%) patients from Cluster 3 (p=0.008). Of the 52 patients with

ILD, 23 (44%) developed RP-ILD, 15 were in the Cluster 1, and 6

and 2 in the Cluster 2 and 3, respectively. Poor outcomes were

observed in 19 (79%) patients with RP-ILD, including 12 (63%)

who died from RP-ILD. An additional patient in the Cluster 2 died

from an infection. Survival curves are shown in Figure 1 (log-rank:

p<0.0001). Of note, 2 of the 3 patients with anti-Ro52 antibodies

showed poor respiratory outcomes.

Eight (11%, 2 in Cluster 1, 6 in Cluster 2) patients developed a

malignancy (3 myeloproliferative disorders, one lymphoma, one

breast cancer, one ovarian cancer, one bronchial cancer and one

thyroid cancer), including one of the three patients who exhibited

anti-TIF1-g antibodies. The diagnosis of malignancy preceded and

followed the diagnosis of MDA-related DM in 4 and 4 patients,

respectively. All 8 patients had poor outcomes (5 died with RP-ILD,

and 3 showed disease progression at the last follow-up). The 7

patients who developed thromboembolic events did not have any

concomitant malignancies. Five of them had poor outcomes,

including 3 who died from RP-ILD.

Ferritin or LDH levels at baseline, as well as therapeutic

management, were not different between patients with favorable

and poor outcomes (Table 4).
3.3 Factors associated with poor outcomes

Using a Cox proportional hazards model, multivariate analyses

showed that RP-ILD (hazard ratio (HR), 95% CI: 8.24 [3.21–22],

p<0.0001), the occurrence of thromboembolic events (HR: 5.22

[1.61–14.77], p=0.008) and the presence of any malignancy (HR:

19.73 [6.67–60], p<0.0001) were the three factors independently

associated with a risk of poor outcomes (Table 5).

Conversely, azathioprine use showed a protective effect (HR:

0.18 [0.03–0.70], p=0.01). Supplementary Table S1 compares

patients with and without azathioprine. Except for a longer

follow-up duration among patients who received azathioprine

(p=0.0009), we did not observe any differences between baseline

characteristics, initial paraclinical work-up, treatments received and

death rate. Of note, 9/12 (75%) patients who received azathioprine

were in Cluster 2.
4 Discussion

Beyond the relevant prognostic distinction of anti-MDA

patients into the three subgroups previously described (18), this
TABLE 2 Details of the clinical findings in the 58/70 patients with anti-
MDA5-related mucocutaneous involvement.

Mucocutaneous
features

Patients with skin and mucosal
involvement
(n=58)

Pathognomonic of DM 51 (88)

Gottron’s papules 40 (69)

Heliotrope rash 31 (53)

Gottron’s sign 22 (38)

Suggestive of DM 56 (97)

Scalp erythema 9 (16)

Face erythema 33 (57)

V area erythema (V sign) 25 (43)

Periungual erythema 23 (40)

Shawl’s sign 12 (21)

Hips and thighs erythema
(holster sign)

7 (12)

Flagellate erythema 4 (7)

Specific of Anti
MDA5 phenotype

40 (69)

Ulcerations: 33 (57)

Finger pulp 24 (41)

Periungual 23 (33)

Dorsal hands 9 (16)

Ear or nose 8 (14)

Elbows or knees 6 (10)

Palmar papules 19 (33)

Oral pain/ 16 (28)

Less specific lesions 36 (63)

Mechanic’s hands 16 (28)

Photosensitivity 16 (28)

Ocular sicca syndrome 14 (24)

Alopecia 10 (17)

Pruritus 8 (14)

Poikilodermia 4 (7)

Calcinosis cutis 4 (7)

Panniculitis 2 (3)

Vesiculo-bullous lesions 1 (2)

Erythroderma 2 (3)
Values are displayed as numbers (%).
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study identified some previously unknown comorbidities and

treatment approaches influencing disease prognosis. Interestingly,

some of them probably appeared unrelated to the underlying

MDA5-related disease. Indeed, in addition to RP-ILD, our study

demonstrated that thromboembolic events within the first weeks of

MDA5-related disease or a recent history or occurrence of

malignancies were also significantly more frequently observed in

patients with poor outcomes, regardless of cluster type. In addition,

our study identified a possible protective effect of azathioprine.

Other para-clinical parameters, including iconographic,

electrophysiological and laboratory findings, especially muscle

enzymes or ferritin levels, were not found to influence the

patient’s outcome.
Frontiers in Immunology 06
In this study, we replicated the patients’ subgrouping proposed

by Allenbach et al. (18) with the objective of confirming or

challenging the relevance of this distinction. We found similar

results. More than half of our patients exhibited the cutaneo-

articular disease form (Cluster 2) with a better prognosis, and

patients with RP-ILD (especially from Cluster 1) showed the

worst prognosis.

Based on the poor outcomes associated with the development of

ILD, two recent multicentre retrospective studies proposed classifying

patients according to three phenotypes or clusters according to the

risk of developing RP-ILD (17, 20). Regardless of the disease

subgrouping, each cohort study provides similar warning signals

regarding the poor outcomes of anti-MDA5-positive patients with
TABLE 3 Baseline characteristics of 70 patients with anti-MDA5 antibodies according to the three distinct subgroups.

Cluster 1
(n=15)

Cluster 2
(n=44)

Cluster 3
(n=11)

P

Demographics

Female 11 (73) 30 (68) 4 (36) 0.1

Age at diagnosis 66 [45–79] 56 [16–80] 45 [26–84] 0.04

Clinical manifestations at diagnosis

Altered health status 9 (60) 34 (77) 11 (100) 0.06

Fever 5 (33) 9 (20) 3 (17) 0.59

Raynaud’s phenomenon 0 7 (16) 7 (63) 0.0002

Arthralgia/Arthritis 2 (13) 33 (75) 5 (45) 0.0001

Cutaneous involvement 7 (47) 42 (95) 9 (82) <0.0001

Signs of MDA5-associated vasculopathy 5 (33) 27 (61) 8 (73) 0.09

Muscular symptoms 3 (20) 21 (48) 7 (64) 0.07

ENT/swallowing troubles 2 (13) 15 (34) 2 (18) 0.23

Dyspnea

Digestive symptoms 2 (13) 7 (16) 2 (18) 0.94

Thromboembolic event 2 (13) 4 (9) 1 (9) 0.89

Laboratory work-up

Creatine kinase, UI/l 70 [20–1252] 105 [20–13742] 224 [20–3500] 0.24

Ferritin level, µg/l 1374 [46–10436] 528 [79–5800] 571 [79–3067] 0.64

LDH, UI/l 603 [190–787] 436 [178–1271] 653 [136–896] 0.34

Muscular work-up

Abnormal electromyoneurography 1/5 (20) 7/21 (33) 1/5 (20) 0.75

Abnormal muscular MRI 0 7/9 (78) 1/1 (100) 0.6

Abnormal muscular biopsy 2/3 (67) 7/7 (100) 3/4 (75) 0.30

Cardio-respiratory explorations

Abnormal RFE 6/11 (55) 7/30 (23) 5/8 (63) 0.047

ILD on first CT-scan 15/15 (100) 28 (64) 9 (82) 0.02
front
Values are displayed as numbers (%) or medians [range]. ENT, ear, nose & throat; LDH, lactate dehydrogenase; MRI, magnetic resonance imaging; RFE, respiratory functional exploration; ILD,
interstitial lung disease; CT-scan, computed tomography scan; PAH, pulmonary arterial hypertension. Cluster 1 included patients with rapidly progressive interstitial lung disease, Cluster 2
included patients with predominant cutaneoarticular presentation, and Cluster 3 included patients with mainly vasculo-myositic presentation.
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ILD. The best therapeutic management of these patients remains

unknown, but in practice, it often relies on a combination of

glucocorticoids and an intravenous immunosuppressant. More

recently, successful lung transplantation has been reported,

generally preceded by extracorporeal life support, in patients with

RP-ILD (21).

Our result regarding the protective effect of azathioprine should

be interpreted with caution since three-fourths of the patients who

received this treatment belonged to the cutaneo-articular form of

the disease. No other cohort studies reported such results, and

replication is needed before any conclusion can be made.

Our study pointed to the presence of a malignancy in 11% of

our patients, which is similar to the Spanish cohort (17). Our

multivariate analysis indicated the worst prognosis in patients with

a concomitant malignancy, but the poor outcomes observed in these

patients were linked to MDA5 disease and not cancer evolution.

Two-thirds of patients with concomitant malignancy died from RP-

ILD. In contrast to the anti-TIF1-g- or NXP2 (nuclear matrix

protein 2)-related myopathies that are known to be associated

with malignancies (22, 23), the association of anti-MDA5 disease

with cancer has only been reported in a few case reports (3).

Another study suggested that the risk of malignancy in anti-

MDA5 DM was the same as that in the general population (24).

However, the recent Spanish and present cohorts may suggest a

more frequent association of both diseases and might invite the

inclusion of an initial neoplastic work-up (17). Similarly, to our

knowledge, thromboembolic events have not yet been specifically

associated with poor outcomes in anti-MDA5-related diseases. We

did not observe any association between malignancies and

thromboembolic events in our cohort.

Thus , the negat ive impacts o f mal ignanc ies and

thromboembolic events on patient outcomes appeared as

additional comorbidities affecting the general health status of

anti-MDA-5 patients. Some hypothetical explanations might be

proposed, such as the possible nonoptimal treatment with

immunosuppressants in patients with malignancies or the

possible more severe presentation requiring a long confinement to

bed in patients with thromboembolic events.

This study is impacted by certain limitations, mainly related to

its retrospective and unsystematic case-collection design. Indeed,

some useful information was not included in the standardized data

form sent to each physician in order to favor their participation.

Details on the treatments’ combinations and chronologies are

lacking. In patients with poor respiratory outcomes, we did not
TABLE 4 Baseline characteristics, treatments and outcomes of anti-
MDA5 patients according to the disease status at last follow-up.

Stability or
remission
(n=42; 60%)

Worsening
or death
(n=28; 40%)

P

Demographics

Female 26 (62) 19 (68) 0.80

Age <55 years 20 (48) 11 (39) 0.49

Clinical findings at diagnosis

Altered health status 33 (79) 21 (75) 0.73

Fever 8 (19) 9 (32) 0.21

Raynaud’s phenomenon 11 (26) 3 (11) 0.14

Skin and
mucosal involvement

35 (83) 23 (82) 0.90

Signs of MDA5-
associated vasculopathy

24 (57) 16 (57) 1

Arthralgia/Arthritis 24 (57) 16 (57) 1

Myalgias 21 (50) 10 (36) 0.24

ENT/swallowing troubles 10 (24) 9 (32) 0.44

Dyspnea 22 (52) 15 (54) 0.92

Digestive symptoms 7 (17) 4 (14) 1

Thromboembolic event 2 (5) 5 (18) 0.11

Creatine kinase (UI/L)
level at baseline

121 [20–13742] 70 [20–3373] 0.1

Ferritin level at baseline,
µg/l

571 [58–5800] 568 [37–10436] 0.66

LDH level at baseline,
UI/1

472 [136–1271] 480 [178–834] 0.64

Cardio-respiratory explorations

Abnormal RFE 11/28 (39) 7/21 (33) 0.77

ILD on first CT-scan 28 (67) 24 (86) 0.1

PAH
on echocardiography

0 4 (14) 0.02

Treatments received

Hydroxychloroquine 15 (36) 6 (21) 0.29

Glucocorticoids 38 (91) 27 (96) 0.64

Mycophenolate mofetil 12 (29) 8 (29) 1

Azathioprine 10 (24) 2 (7) 0.11

Plasma exchanges 2 (5) 5 (18) 0.11

Methotrexate 15 (36) 9 (32) 0.80

Intravenous
immunoglobulins

20 (48) 11 (39) 0.49

Rituximab 5 (12) 4 (14) 1

Cyclophosphamide 11 (26) 10 (36) 0.39

(Continued)
TABLE 4 Continued

Stability or
remission
(n=42; 60%)

Worsening
or death
(n=28; 40%)

P

Total follow-
up (months)

25 [1–147] 12 [0.1–58] <0.001

Cancer at any time 0 8 (29) 0.0003
frontie
Values are displayed as numbers (%) or medians [range]. ENT, ear, nose & throat; RFE,
respiratory functional exploration; ILD, interstitial lung disease; CT scan, computed
tomography scan; PAH, pulmonary arterial hypertension.
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retrieve details about the precise mechanisms involved. In addition,

excluding the MDA5 positivity that was checked in all patients, data

regarding other immunological assays may be lacking in our

patients, especially regarding anti-Ro52 positivity which is

associated with poor outcomes in RP-ILD patients (25). Since the

initial work-up of patients with anti-MDA5 antibodies was not

standardized in our study, some patients with an initial normal

chest CT-scan and/or without dyspnea did not undergo RFE. The

inclusion of patients into the three distinct clusters might be biased

in some patients since an overlapping presentation can exist. In

addition, the absence of some important results such as RFE and/or

muscular MRI at baseline may have biased the precise clustering of
Frontiers in Immunology 08
some patients. However, we aimed to provide a distinctive picture

of MDA-5 diseases, and this practical and phenotypic clustering

was appropriate to distinguish patients. Cluster samples were too

small to allow statistical analysis aiming to identify factors

associated with the development of RP-ILD.

The real impact of cancers and thromboembolic events remains

unclear. However, this study with this purposely chosen design

allows for comparison of its data to those of the pioneering French

study (18) that established the clustering of this rare disease, which

more rarely involves Caucasian populations.

To conclude, this second French study on a different and

independent cohort validates the adequacy and relevance of the
TABLE 5 Baseline factors associated with worsening or death in patients with anti-MDA5-related dermatomyositis in a Cox proportional
hazards model.

Univariate HR [95% CI] p Multivariate HR [95%CI] p

RP-ILD 4.38 [1.92—9.79] 0.0007 8.24 [3.21–22] <0.0001

Face erythema 0.53 [0.23—1.16] 0.11

Hands erythema 0.43 [0.13—1.12] 0.09

Periungual erythema 0.35 [0.12–0.86] 0.02

Raynaud phenomenon 0.35 [0.08–1.01] 0.05

Muscular symptoms 0.53 [0.23–1.13] 0.1

Alveolar opacities on CT scan 2 [0.91–4.66] 0.08

PAHT 4 [1.17–10.65] 0.03

Thromboembolic event at diagnosis 2.90 [0.97—7.11] 0.06 5.22 [1.61–14.77] 0.008

Any malignancy 5.81 [2.38—12.91] 0.0003 19.73 [6.67–60] <0.0001

Azathioprine use 0.20 [0.03—0.71] 0.009 0.18 [0.03–0.70] 0.01

Hydroxychloroquine use 0.51 [0.19—1.20] 0.13
front
CI, confidence interval; HR, hazards ratio; RP-ILD, rapidly progressive interstitial lung disease; PAHT, pulmonary arterial hypertension.
FIGURE 1

Survival of patients with anti-MDA5 antibodies according to the 3 initial main phenotypes. Main phenotypes are predominant rapidly progressive
interstitial lung disease, predominant cutaneoarticular presentation and predominant vascular-myositic presentation.
iersin.org
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recent grouping of anti-MDA-5-related diseases into 3 systemic and

prognostic clusters. Beyond the RP-ILD cluster associated with the

worst prognosis, our study showed that the occurrence of

malignancies and thromboembolic events negatively impacted

patient outcomes. Therefore, additional, larger observational or

interventional studies to better refine the epidemiology, early

diagnosis and management of MDA-5 and these targeted

comorbidities are needed to improve the overall prognosis of this

rare and heterogeneous systemic disease.

Data availability statement

The raw data supporting the conclusions of this article will be

made available by the authors without undue reservation.
Ethics statement

This study was approved by the local institutional review board

of Caen University Hospital (CLERS N°123/2018-12-27123). The

studies were conducted in accordance with the local legislation and

institutional requirements. The ethics committee/institutional

review board waived the requirement of written informed consent

for participation from the participants or the participants’ legal

guardians/next of kin because the retrospective nature of the study

allows according to the French laws to conduct this kind of study.

Author contributions

HB: Conceptualization, Formal Analysis, Investigation,

Methodology, Supervision, Validation, Writing – original draft,

Writing – review & editing. MC: Conceptualization, Data curation,

Validation, Writing – original draft, Writing – review & editing.

CC: Data curation, Validation, Writing – review & editing.

PC: Data curation, Validation, Writing – review & editing. CA:

Data curation, Validation, Writing – review & editing. AA-V: Data

curation, Validation, Writing – review & editing. SM-A:

Data curation, Validation, Writing – review & editing. RC-S: Data

curation, Validation, Writing – review & editing. LG: Data curation,

Validation, Writing – review & editing. JG: Data curation, Validation,

Writing – review & editing. CL: Data curation, Validation, Writing –

review & editing. KL: Data curation, Validation, Writing – review &

editing. AM: Data curation, Validation, Writing – review & editing.

GM: Data curation, Validation, Writing – review & editing. AN: Data
Frontiers in Immunology 09
curation, Validation, Writing – review & editing. BB: Data curation,

Validation, Writing – review & editing. LP: Data curation, Validation,

Writing – review & editing. NS: Data curation, Validation, Writing –

review & editing. DM: Data curation, Validation, Writing – review &

editing. BL: Data curation, Validation, Writing – review & editing.

GB: Data curation, Validation, Writing – review & editing. WM:

Data curation, Validation, Writing – review & editing. SD: Data

curation, Validation, Writing – review & editing. ADu: Data

curation, Validation, Writing – review & editing. ADo:

Data curation, Validation, Writing – review & editing. DK: Data

curation, Supervision, Validation, Writing – review & editing.

AA: Supervision, Validation, Writing – original draft, Writing –

review & editing.
Funding

The author(s) declare that no financial support was received for

the research, authorship, and/or publication of this article.
Conflict of interest

The authors declare that the research was conducted in the

absence of any commercial or financial relationships that could be

construed as a potential conflict of interest.

The reviewer CB declared a shared parent affiliation with the

author CC to the handling editor at the time of review.
Publisher’s note

All claims expressed in this article are solely those of the authors

and do not necessarily represent those of their affiliated

organizations, or those of the publisher, the editors and the

reviewers. Any product that may be evaluated in this article, or

claim that may be made by its manufacturer, is not guaranteed or

endorsed by the publisher.
Supplementary material

The Supplementary Material for this article can be found online

a t : h t t p s : / / www . f r o n t i e r s i n . o r g / a r t i c l e s / 1 0 . 3 3 8 9 /

fimmu.2023.1319957/full#supplementary-material
References
1. Mariampillai K, Granger B, Amelin D, Guiguet M, Hachulla E, Maurier F, et al.
Development of a new classification system for idiopathic inflammatory myopathies
based on clinical manifestations and myositis-specific autoantibodies. JAMA Neurol
(2018) 75:1528–37. doi: 10.1001/jamaneurol.2018.2598

2. Sato S, Hirakata M, Kuwana M, Suwa A, Inada S, Mimori T, et al. Autoantibodies
to a 140-kd polypeptide, CADM-140, in Japanese patients with clinically amyopathic
dermatomyositis. Arthritis Rheum (2005) 52:1571–6. doi: 10.1002/art.21023
3. Nombel A, Fabien N, Coutant F. Dermatomyositis with anti-MDA5 antibodies:
bioclinical features, pathogenesis and emerging therapies. Front Immunol (2021)
12:773352. doi: 10.3389/fimmu.2021.773352

4. Cao H, Pan M, Kang Y, Xia Q, Li X, Zhao X, et al. Clinical manifestations of
dermatomyositis and clinically amyopathic dermatomyositis patients with positive
expression of anti-melanoma differentiation-associated gene 5 antibody. Arthritis Care
Res (Hoboken) (2012) 64:1602–10. doi: 10.1002/acr.21728
frontiersin.org

https://www.frontiersin.org/articles/10.3389/fimmu.2023.1319957/full#supplementary-material
https://www.frontiersin.org/articles/10.3389/fimmu.2023.1319957/full#supplementary-material
https://doi.org/10.1001/jamaneurol.2018.2598
https://doi.org/10.1002/art.21023
https://doi.org/10.3389/fimmu.2021.773352
https://doi.org/10.1002/acr.21728
https://doi.org/10.3389/fimmu.2023.1319957
https://www.frontiersin.org/journals/immunology
https://www.frontiersin.org


de Boysson et al. 10.3389/fimmu.2023.1319957
5. Chen Z, Cao M, Plana MN, Liang J, Cai H, Kuwana M, et al. Utility of anti-
melanoma differentiation-associated gene 5 antibody measurement in identifying
patients with dermatomyositis and a high risk for developing rapidly progressive
interstitial lung disease: a review of the literature and a meta-analysis. Arthritis Care Res
(Hoboken) (2013) 65:1316–24. doi: 10.1002/acr.21985

6. Gono T, Kawaguchi Y, Satoh T, Kuwana M, Katsumata Y, Takagi K, et al. Clinical
manifestation and prognostic factor in anti-melanoma differentiation-associated gene 5
antibody-associated interstitial lung disease as a complication of dermatomyositis.
Rheumatol (Oxford) (2010) 49:1713–9. doi: 10.1093/rheumatology/keq149

7. Hamaguchi Y, Kuwana M, Hoshino K, Hasegawa M, Kaji K, Matsushita T, et al.
Clinical correlations with dermatomyositis-specific autoantibodies in adult Japanese
patients with dermatomyositis: a multicenter cross-sectional study. Arch Dermatol
(2011) 147:391–8. doi: 10.1001/archdermatol.2011.52

8. Ikeda N, Takahashi K, Yamaguchi Y, Inasaka M, Kuwana M, Ikezawa Z. Analysis
of dermatomyositis-specific autoantibodies and clinical characteristics in Japanese
patients. J Dermatol (2011) 38:973–9. doi: 10.1111/j.1346-8138.2011.01262.x

9. Koga T, Fujikawa K, Horai Y, Okada A, Kawashiri SY, Iwamoto N, et al. The
diagnostic utility of anti-melanoma differentiation-associated gene 5 antibody testing
for predicting the prognosis of Japanese patients with DM. Rheumatol (Oxford) (2012)
51:1278–84. doi: 10.1093/rheumatology/ker518

10. Nakashima R, Imura Y, Kobayashi S, Yukawa N, Yoshifuji H, Nojima T, et al.
The RIG-I-like receptor IFIH1/MDA5 is a dermatomyositis-specific autoantigen
identified by the anti-CADM-140 antibody. Rheumatol (Oxford) (2010) 49:433–40.
doi: 10.1093/rheumatology/kep375

11. Li Y, Li Y, Wu J, Miao M, Gao X, Cai W, et al. Predictors of poor outcome of
anti-MDA5-associated rapidly progressive interstitial lung disease in a Chinese cohort
with dermatomyositis. J Immunol Res (2020) 2020:2024869. doi: 10.1155/2020/2024869

12. Fiorentino D, Chung L, Zwerner J, Rosen A, Casciola-Rosen L. The
mucocutaneous and systemic phenotype of dermatomyositis patients with antibodies
to MDA5 (CADM-140): a retrospective study. J Am Acad Dermatol (2011) 65:25–34.
doi: 10.1016/j.jaad.2010.09.016

13. Hall JC, Casciola-Rosen L, Samedy LA, Werner J, Owoyemi K, Danoff SK, et al.
Anti-melanoma differentiation-associated protein 5-associated dermatomyositis:
expanding the clinical spectrum. Arthritis Care Res (Hoboken) (2013) 65:1307–15.
doi: 10.1002/acr.21992

14. Labrador-Horrillo M, Martinez MA, Selva-O’Callaghan A, Trallero-Araguas E,
Balada E, Vilardell-Tarres M, et al. Anti-MDA5 antibodies in a large Mediterranean
population of adults with dermatomyositis. J Immunol Res (2014) 2014:290797. doi:
10.1155/2014/290797
Frontiers in Immunology 10
15. Ceribelli A, Fredi M, Taraborelli M, Cavazzana I, Tincani A, Selmi C, et al.
Prevalence and clinical significance of anti-MDA5 antibodies in European patients with
polymyositis/dermatomyositis. Clin Exp Rheumatol (2014) 32:891–7.

16. Borges IBP, Silva MG, Shinjo SK. Prevalence and reactivity of anti-melanoma
differentiation-associated gene 5 (anti-MDA-5) autoantibody in Brazilian patients with
dermatomyositis. Bras Dermatol (2018) 93:517–23. doi: 10.1590/abd1806-4841.20186803

17. Cavagna L, Meloni F, Meyer A, Sambataro G, Belliato M, De Langhe E, et al.
Clinical spectrum time course in non-Asian patients positive for anti-MDA5 antibodies.
Clin Exp Rheumatol (2022) 40:274–83. doi: 10.55563/clinexprheumatol/di1083

18. Allenbach Y, Uzunhan Y, Toquet S, Leroux G, Gallay L, Marquet A, et al.
Different phenotypes in dermatomyositis associated with anti-MDA5 antibody: study
of 121 cases. Neurology (2020) 95:e70–8. doi: 10.1212/WNL.0000000000009727

19. Raghu G, Remy-Jardin M, Myers JL, Richeldi L, Ryerson CJ, Lederer DJ, et al.
Diagnosis of idiopathic pulmonary fibrosis. An official ATS/ERS/JRS/ALAT clinical
practice guideline. Am J Respir Crit Care Med (2018) 198:e44–68. doi: 10.1164/
rccm.201807-1255ST

20. Xu L, You H, Wang L, Lv C, Yuan F, Li J, et al. Identification of three different
phenotypes in anti-MDA5 antibody-positive dermatomyositis patients: implications
for rapidly progressive interstitial lung disease prediction. Arthritis Rheumatol (2022)
75(4):609-19. doi: 10.1002/art.42308

21. Bay P, Chambrun MPD, Roux A, Bunel V, Combes A, Israel-Biet D, et al.
Extracorporeal life support allows lung transplant in anti-MDA5+ rapidly progressive
interstitial lung disease. Eur Respir J (2022) 59:2102968. doi: 10.1183/13993003.02968-
2021

22. Selickaja S, Galindo-Feria AS, Dani L, Mimori T, Ronnelid J, Holmqvist M, et al.
ELISA, protein immunoprecipitation and line blot assays for anti-TIF1-gamma
autoantibody detection in cancer-associated dermatomyositis. Rheumatol (Oxford)
(2022) 61(12):4991-6. doi: 10.1093/rheumatology/keac288

23. Ichimura Y, Konishi R, Shobo M, Inoue S, Okune M, Maeda A, et al. Anti-
nuclear matrix protein 2 antibody-positive inflammatory myopathies represent
extensive myositis without dermatomyositis-specific rash. Rheumatol (Oxford) (2022)
61:1222–7. doi: 10.1093/rheumatology/keab518

24. Mecoli CA, Igusa T, Chen M, Wang XY, Albayda J, Paik JJ, et al. Subsets of
idiopathic inflammatory myositis enriched for contemporaneous cancer relative to the
general population. Arthritis Rheumatol (2022) 75(4):620–9. doi: 10.1002/art.42311

25. Wang H, Chen X, Du Y, Wang L, Wang Q, Wu H, et al. Mortality risk in patients
with anti-MDA5 dermatomyositis is related to rapidly progressive interstitial lung
disease and anti-Ro52 antibody. Arthritis Res Ther (2023) 25:127. doi: 10.1186/s13075-
023-03100-z
frontiersin.org

https://doi.org/10.1002/acr.21985
https://doi.org/10.1093/rheumatology/keq149
https://doi.org/10.1001/archdermatol.2011.52
https://doi.org/10.1111/j.1346-8138.2011.01262.x
https://doi.org/10.1093/rheumatology/ker518
https://doi.org/10.1093/rheumatology/kep375
https://doi.org/10.1155/2020/2024869
https://doi.org/10.1016/j.jaad.2010.09.016
https://doi.org/10.1002/acr.21992
https://doi.org/10.1155/2014/290797
https://doi.org/10.1590/abd1806-4841.20186803
https://doi.org/10.55563/clinexprheumatol/di1083
https://doi.org/10.1212/WNL.0000000000009727
https://doi.org/10.1164/rccm.201807-1255ST
https://doi.org/10.1164/rccm.201807-1255ST
https://doi.org/10.1002/art.42308
https://doi.org/10.1183/13993003.02968-2021
https://doi.org/10.1183/13993003.02968-2021
https://doi.org/10.1093/rheumatology/keac288
https://doi.org/10.1093/rheumatology/keab518
https://doi.org/10.1002/art.42311
https://doi.org/10.1186/s13075-023-03100-z
https://doi.org/10.1186/s13075-023-03100-z
https://doi.org/10.3389/fimmu.2023.1319957
https://www.frontiersin.org/journals/immunology
https://www.frontiersin.org

	Disease patterns and specific trajectories of anti-MDA5-related disease: a multicentre retrospective study of 70 adult patients
	1 Introduction
	2 Patients and method
	2.1 Patient selection
	2.2 Studied parameters
	2.3 Statistical analysis

	3 Results
	3.1 Patient characteristics at baseline
	3.2 Treatments and outcomes
	3.3 Factors associated with poor outcomes

	4 Discussion
	Data availability statement
	Ethics statement
	Author contributions
	Funding
	Conflict of interest
	Publisher’s note
	Supplementary material
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages false
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 1
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU (T&F settings for black and white printer PDFs 20081208)
  >>
  /ExportLayers /ExportVisibleLayers
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


