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Malignancy in dermatomyositis

A retrospective paired case-control study of 202 patients from
Central China
Lili Chang, MM?9® | Lina Zhang, MD®, Haiquan Jia, MM®, Zhiyong Nie, MD?, Lei Zhang, MD"

Abstract N\
Dermatomyositis (DM) is an idiopathic inflammatory myopathy that is closely related to malignant diseases. Our study aims to |
investigate the incidence and predictive factors for occurrence of malignancy among DM patients from Central China.

We performed a retrospective, paired, case—control study of 736 DM patients admitted to the First Affiliated Hospital of Zhengzhou
University between 2010 and 2017. We paired the 65 patients with malignancy with age-matched and sex-matched patients without
malignancy in a ratio of 1:2. Two hundred two patients were finally enrolled and their clinical and laboratory data were collected.

The incidence of malignancy in DM patients was 8.83% (65/736). Most malignancies were detected in the most recent 1 year
before (9/65, 13.85%) or within 3 years after (40/65, 61.54%) the onset of DM. Males (35/65, 53.85%) and patients aged between 50
and 69 years (43/65, 66.15%) were prone to develop malignancies. Lung cancer (=11, 31.43%) was the most common malignancy
in male patients, while for females, thyroid, breast and cervical cancer (n=4 each, 13.33%) were more prevalent. Adenocarcinoma
and squamous cell carcinoma (both 18/65, 27.69%) were the top two most common pathological types. Univariate analysis
demonstrated that Gottron’s sign (P=.02), dysphagia (P=.04), aloumin (ALB) reduction (P=.003), aspartate aminotransferase (AST,
P=.03), creatine kinase-MB (P=.02), absence of fever (P=.02), arthralgia (P=.04) and interstitial lung disease (LD, P=.05) were
closely related to the occurrence of malignancy. Multivariate analysis revealed the independent risk factors of ALB reduction (odds
ratio=1.546, P=.04) and the protective factor of ILD (odds ratio=0.349, P=.003). There was no significant difference in the follow-
up period between patients with and without ILD (P=.38).

ALB reduction and the absence of ILD were the risk factors for malignancy in DM patients. The protective mechanism of ILD for DM
patients needs further study.

Abbreviations: ALB = albumin, AST = aspartate aminotransferase, CEA = carcinoembryonic antigen, CK-MB = creatine kinase—
MB, CT = computed tomography, DM = dermatomyositis, ESR = erythrocyte sedimentation rate, ILD = interstitial lung disease, OR

= odds ratio.

Keywords: albumin, dermatomyositis, interstitial lung disease, malignancy, predictive factors

Ediitor: Francesco Carubbi.
The authors have no funding and conflicts of interests to disclose.

The datasets generated during and/or analyzed during the current study are
available from the corresponding author on reasonable request.

@ Department of Oncology, the Fourth Affiliated Hospital of Henan University of
Science and Technology, Anyang Cancer Hospital, Anyang, Henan, b Department
of Breast Surgery, Tianjin Medical University Cancer Institute and Hospital,

Tianjin, € Department of General Surgery, the Fourth Affiliated Hospital of Henan
University of Science and Technology, Anyang Cancer Hospital, Anyang,

9 Department of Rheumatology, the First Affilated Hospital of Zhengzhou
University, Zhengzhou, Henan, China.

’ Correspondence: Lei Zhang, Department of Rheumatology, the First Affiliated
Hospital of Zhengzhou University, Zhengzhou, Henan, China
(e-mail: fcczhanglé@zzu.edu.cn).

Copyright © 2020 the Author(s). Published by Wolters Kluwer Health, Inc.

This is an open access article distributed under the Creative Commons
Attribution License 4.0 (CCBY), which permits unrestricted use, distribution, and
reproduction in any medium, provided the original work is properly cited.

How to cite this article: Chang L, Zhang L, Jia H, Nie Z, Zhang L. Malignancy in
dermatomyositis: a retrospective paired case—control study of 202 patients from
Central China. Medicine 2020;99:34(e21733).

Received: 25 August 2019 / Received in final form: 2 June 2020 / Accepted: 14
July 2020

http://dx.doi.org/10.1097/MD.0000000000021733

1. Introduction

Dermatomyositis (DM) is a rare systemic autoimmune disease
that is characterized by skin rash and worsening proximal muscle
weakness. It is an idiopathic inflammatory myopathy, which
includes three main subtypes: DM, polymyositis and inclusion-
body myositis. In 1916, Stertz!'! first reported inflammatory
myopathy in a patient with gastric adenocarcinoma. Since then,
numerous studies have shown the high cancer incidence among
patients with idiopathic inflammatory myopathy, especially
DM.I-8!

DM with coexistent malignancy ranges from 6% to 60% of all
the DM cases.” %! Five-year survival of adult DM patients is
60% to 90%,!3! and malignancy is the primary cause of death. It
is likely that prognosis in patients with coexistent malignancy is
poor due to the cancer, therefore, it is necessary to analyze the
relationship between them.

The onset of DM and malignancy is closely linked. The
pathogenetic mechanism is believed to be as follows: immuno-
suppressive therapy in DM disease might induce the incidence of
malignant diseasel”); the immunological response to internal
malignancy might prompt the onset of DM 5% and heightened
surveillance also increases the malignancy detection rate.
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Recently, DM has been considered to be a paraneoplastic
syndrome, and a clinical manifestation of the remote effects
produced by tumor metabolites or other products.!'®’ DM
improves after treatment of cancer, otherwise muscle and/or skin
changes would occur at relapse of malignant disease, further
supporting that it is a paraneoplastic phenomenon.!”!

Previously identified risk factors for malignancy include older
age, male gender, elevated erythrocyte sedimentation rate,
reduced albumin (ALB) level, presence of dysphagia, cutaneous
vasculitis, Gottron’s sign, heliotrope rash, and rapid-onset
myositis.l>**'? Unlike most research designs, in which the total
DM cohort was the final studied patients, we made the malignant
patients as basis for randomly selecting nonmalignant patients
according to age and gender in a ratio of 1:2. Clinical and
laboratory characteristics of those patients were analyzed to
assess the underlying predictive factors for occurrence of
malignancy, which might help with early cancer detection and
potentially reduce mortality for DM patients.

2. Methods
2.1. Patients

We retrieved medical records of 736 DM patients admitted to the
First Affiliated Hospital of Zhengzhou University between
January 2010 and December 2017. Unlike the traditional
classification of patients into malignant and nonmalignant
groups, we made malignant patients as the observation group
and select nonmalignant patients according to age and gender as
the control group. We used the systematic sampling method and
matched the 65 patients with malignant disease with another 137
DM patients in nonmalignant group (Fig. 1A and B). Two
hundred two patients were finally enrolled, among which 7
patients overlapped with Sjogren syndrome, 2 patients over-
lapped with rheumatoid arthritis, 1 patient combined with
vasculitis and another 1 patient combined with vitiligo. Only one
DM patient with Sjogren syndrome and another DM patient with
rheumatoid arthritis finally developed into malignant diseases.
Diagnosis of DM was based on the criteria of Bohan and Peter.!"®!
Cancer was confirmed by corresponding pathology. Patients
younger than 18 years of age were excluded as the criteria for
them are different.™ Our study was approved by the
Institutional Review Board of the First Affiliated Hospital of
Zhengzhou University (Henan, China, approval number: 2019-
KY-241). Written informed consent was not obtained from each
patient due to the retrospective nature of the study. All patients in
our study were followed up from the onset of DM until loss of
follow-up or death or otherwise until 23 January 2019.

2.2. Data collection

We collected clinical and laboratory data on the onset of DM,
gathered from admission and outpatient clinic records. Param-
eters assessed included general data (age, gender, smoking,
drinking, hypertension, diabetes, skin lesions, and genetic
history), clinical characteristics [fever, Gottron sign, heliotrope
rash, neck V-shaped rash, myalgia, proximal muscle weakness,
arthralgia, mechanic hand, dysphagia, Raynaud phenomenon,
and interstitial lung disease (ILD)], laboratory data (blood
routine examination, hepatic and renal function tests, inflamma-
tory indices, muscle enzymes in serum, connective tissue disease
associated autoantigens, myositis—specific autoantibodies, and
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tumor markers), diagnostic time of DM and cancers, type and
pathological classification of tumor, time interval between the
onset of DM and malignancies, follow-up results, and time and
causes of death. The survival of patients was calculated from the
date of DM diagnosis to the date of last follow-up or death.

2.3. Statistical analysis

Two-tailed Student ¢ test or Mann—-Whitney U test was adopted
to compare the normally distributed continuous variables.
Categorical variables were compared by x* test or Fisher exact
test. Variables with P < .05 in univariate analysis were included in
the multivariate models. The odds ratios (ORs) and 95%
confidence interval were calculated by multivariate Cox
proportional hazards regression analysis, through which inde-
pendent risk factors were identified. All statistical calculations
were carried out using SPSS version 20.0 (Chicago, IL). P<.05
was considered a statistically significant difference.

3. Results

3.1. Time-interval

Forty-four (44/65, 67.69%) malignancies were detected after the
onset of DM: 30 (46.15%) were diagnosed within 1 year and 40
(61.54%) within 3 years. Twenty-one (21/65, 32.31%) cancers
were diagnosed before the occurrence of DM: 9 (13.85%) were
within the most recent 1 year, 11 (16.92%) were within 3 years
and 15 (23.08%) within 5 years. Time-intervals between the
onset of DM and malignancy are illustrated in Figure 2.

3.2. Factors associated with malignancy

Univariate analysis of risk factors for malignancy in DM patients
demonstrated that Gottron’s sign (35.77% vs 52.31%; P=.02),
dysphagia (26.28% vs 38.46%; P=.04), ALB reduction (43.38%
vs47.69%; P=.003),AST (51.82% vs 58.46%; P=.03), creatine
kinase-MB (48.91% vs 58.46%; P=.02), absence of fever
(35.04% vs 20.0%; P=.02), arthralgia (33.58% vs 16.92%;
P=.04) and ILD (42.34% vs 23.08%; P=.05) were the
predictors of malignancy. We entered the significant factors
above into the Cox regression for multivariate analysis. ALB
reduction (P=.04) was an independent risk factor, while the
presence of ILD (P=.003) was the only protective factor
(Tables 1-3).

As our research was a paired case—control study, in which age
and gender were the pairing factors, the age and gender
composition of the malignant and nonmalignant groups were
the same. We only analyzed the data for 65 malignant patients as
a representation. As a result, the cancer incidence increased with
age but decreased beyond 70 years. The peak point was located
between 50 and 69 years (43/65, 66.15%) (Table 4).

3.3. Tumor species and pathological types

Types of malignant diseases among the 65 DM patients were as
follows: 13 lung cancer, 7 esophageal carcinoma, 5 thyroid
cancer, 4 breast cancer, 4 nasopharyngeal carcinoma, 4 gastric
cancer, 4 cervical cancer, 3 hepatocellular carcinoma, 2
malignant melanoma, 2 rectal cancer, 2 uterine carcinoma, 2
oral cancer, 2 bladder cancer, 2 malignant hematological disease,
1 laryngeal carcinoma, 1 malignant thymoma, 1 colorectal
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Figure 1. Flowchart for patients screening. A: Total dermatomyositis cohort was the final studied patients, which were divided into observation (malignant) and
control (nonmalignant) groups. B: Malignant patients were the observation group, who acted as the basis for randomly selecting nonmalignant patients according to

age and gender in a ratio of 1:2.

cancer, 1 small intestinal carcinoma, and another 4 unidentified
rib or lymph node metastases. Lung cancer had the highest
incidence (13/65, 20.0%), followed by esophageal carcinoma
(n=7, 10.77%) and thyroid cancer (n=35, 7.69%). The top 2
most common malignant diseases were lung cancer (n=11,
31.43%) and esophageal carcinoma (n=35, 14.29%) in men
while thyroid, breast and cervical cancers (n=4 each, 13.33%)
were more common in women. Adenocarcinoma and squamous
cell carcinoma (both n=18, 27.69%) were the predominant

pathological types; for men it was squamous cell carcinoma
(n=11, 31.43%) and for women it was adenocarcinoma (n=10,
33.33%) (Tables 5 and 6).

3.4. Treatment

We collected the information on the medication use of patients in
our study. Data of detailed medication use process for patients
lost to follow-up or had been dead could not be collected
precisely. Through the analysis of drug compositions in our
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Figure 2. Temporal association between onset of dermatomyositis and malignancy.

study, we found that glucocorticoids were the mainstay of initial
management; for the 44 malignant cases with DM first onset, the
number of patients treated with glucocorticoid only was 20 (20/
44, 45.5%), the number of glucocorticoid combined with
chloroquine was 9 (9/44, 20.5%), and the number of glucocorti-
coid combined with tripterygium wilfordii was 3(3/44, 6.8%);
while for the 137 nonmalignant cases, the number of patients
treated with glucocorticoid only was 63(63/137, 46.0%), the
number of glucocorticoid combined with chloroquine was 22
(22/137, 16.1%), and the number of glucocorticoid combined
with cyclophosphamide was 14 (14/137, 10.2%).

4. Discussion

DM is a type of idiopathic inflammatory myopathy. The
incidence of adult DM is 5.0 to 8.9 per million persons.?%*!!
The prevalence of malignancy in DM patients in western
countries ranges from 8.6% to 32.0%,""1*! while in Asians it
is 3.8% t0 56.0%.”*?! In our study, the rate was 8.83%, which
was in accordance with previous reports. Five-year survival of
DM patients ranges from 60% to 90%, while it is only 10% to
56% for patients with malignant diseases.!'*3-*%

Malignancies might be found around the time of onset of DM.
A recent study from Northern China reported that 69.77% of
malignancies were detected before or after DM.1**! A report from
Hungary?®! implied that 64.8% of the malignant cases appeared
within 1 year after DM diagnosis. A large meta—analysis from
Canada found that 17.29% of DM patients had malignancies
within 1 year and 2.7% within 2 to 5 years of DM diagnosis.*”!
Of the 65 patients with malignant disease in our study, 30
(46.15%) cases were detected within 1 year after diagnosis of
DM, and the 3-year diagnosis rate approached to 61.54% (40/
65). Cancer occurring before myositis accounted for 32.31% (21/
65), and 9 (42.86%) of these 21 cases were discovered within 1
year before DM. This reminded our clinicians that for newly
diagnosed DM patients, we should first clarify whether it is
complicated with malignant diseases, and previous symptoms
and signs and physical examination results within the last year
would be useful. Besides, DM patients should undergo lifelong
regular physical examination, and especially within the first 3
years after the onset of DM.

Previously reported malignant risk factors include older age,
male gender, dysphagia, cutaneous necrosis, rapid-onset myosi-
tis, cutaneous vasculitis, Gottron sign, heliotrope rash, reduced

Clinical features of 65 malignancy-associated dermatomyositis patients and 137 matched controls.

Variables Non-malignancy (n=137) Malignancy (n=65) X"’ P

Female (n/%) 63/45.99 30/46.15 0 1.00
Average age (yrs) 56.5+13.3 58.0+12.0 0.201 79
Smoking (n/%) 38/27.74 22/33.85 2.043 15
Drinking (n/%) 25/18.25 17/26.15 1.629 .20
Diabetes (n/%) 14/10.22 13/20.00 2.974 .09
Hypertension (n/%) 37/27.01 22/33.85 1.019 31

Cancer genetic history (/%) 15/10.95 4/6.15 0.300 .58
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Univariate analysis of factors potentially associated with malignancy in 202 patients.

Variables Nonmalignancy (n=137) Malignancy (n=65) N P
Fever (n/%) 48/35.04 13/20.00 5.439 02"
Gottron sign (n/%) 49/35.77 34/52.31 5.545 01"
Heliotrope rash (n/%) 68/49.66 32/49.23 0.160 .69
\V—shaped rash (n/%) 103/75.18 52/80.00 0.987 .32
Myalgia (n/%) 58/42.36 24/36.92 0.215 .64
Proximal muscle weakness (/%) 89/64.96 40/61.54 0.222 .64
Arthralgia (/%) 46/33.58 11/16.92 4.236 04
Mechanic hand (n/%) 39/28.47 18/27.69 0.020 .89
Dysphagia (n/%) 36/26.28 25/38.46 4234 04"
Raynaud phenomenon (n/%) 12/8.76 5/7.69 2.669 10
ILD (n/%) 58/42.34 15/23.08 3.876 05"
Albumin (n/%)
>35¢/L 77/56.62 34/52.31 8.979 003"
<35g/L 59/43.38 31/47.69
ESR (n/%)
<15mm/h 72/52.55 36/55.38 1.243 54
>15mm/h 65/47.45 29/44.62
CRP (n/%)
<5mg/L 81/60.00 32/50.00 3.129 .08
>5mg/L 54/40.00 32/50.00
Ferroprotein (n/%)
<400ng/mL 25/31.65 15/36.59 0.684 A1
>400ng/mL 54/68.35 26/63.41
ANA (n/%)
- 54/44.26 17/31.48 3.501 .06
+ 68/55.74 37/68.52
Jo-1 (/%)
— 114/93.44 54/100.00 2.372 12
+ 8/6.56 0
Ro-52 (n/%)
- 73/59.84 42/77.78 1.407 24
+ 49/40.16 12/22.22
AST (n/%)
<40UL 66/48.18 27/41.54 5.022 03"
>40U/L 71/51.82 38/58.46
CK-MB (n/%)
<24U/L 70/51.09 27/41.54 5.284 02"
>24U/L 67/48.91 38/58.46
HBDH (n/%)
<200UL 31/22.63 16/24.62 1.064 .30
>200U/L 106/77.37 49/75.38

ANA = antinuclear antibody, AST = aspartate aminotransferase, CK-MB = creatine kinase-MB, CRP = C-reactive protein, ESR = erythrocyte—sedimentation rate, HBDH = alpha-hydroxybutyrate
dehydrogenase ILD = interstitial lung disease, Jo-1 = anti—Jo—1 antibody, Ro-52 = anti—Ro-52 antibody.
S\gnmcant difference between nonmalignancy and malignancy groups.

Multivariate analysis of factors associated with malignancy in 202 -
Table 4

atients.
\':ariables OR (95% Cl) P Malignancy rates in different age groups among 65 DM patients.
Age Male Female Malignancy
Fever . 0.764 (0.361-1.617) .48 (vears) (n=35) (n=30) rate (%)
Arthralgia 0.743 (0.319-1.729) 49
Dysphagia 1.129 (0.627-2.033) 69 18-29 0 2 (6.67%) 3.08
ILD 0.349 (0.174-0.702) 003" 30-39 1 (2.86%) 0 1.54
Albumin <35 g/L 1.546 (1.015-2.353) 04" 40-49 2 (5.711%) 7 (23.33%) 13.85
AST > 40 UL 1.180 (0.857-1.623) 31 50-59 12 (34.29%) 9 (30.00%) 32.31
CK-MB > 24 U/L 1.127 (0.836-1.520) 43 60-69 13 (37.14%) 9 (30.00%) 33.85
70-79 5 (14.29%) 3 (10.00%) 12.31
AST = aspartate aminotransferase, Cl = confidence intervals, CK-MB = creatine kinase—MB, ILD = >80 2 (5.71%) 0 3.08
Lpterstitial lung disease, OR = odds ratio.
Significant difference between nonmalignancy and malignancy groups. DM = dermatomyositis.
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Table 5

Top 8 types of cancer among 65 malignant patients.

Cancer type Total (n=65) Male (n=35) Female (n=30) P
Lung cancer 13 (20.0%) 11 (31.43%) 2 (6.67%) 01"
Esophageal carcinoma 7 (10.77%) 5 (14.29%) 2 (6.67%) .32
Thyroid cancer 5 (7.69%) 1 (2.86%) 4 (13.33%) A 1*
Breast cancer 4 (6.15%) - 4 (13.33%) .03
Nasopharyngeal carcinoma 4 (6.15%) 3 (8.57%) 2 (6.67%) 77
Gastric cancer 4 (6.15%) 3 (8.57%) 1 (3.33%) .38
Cervical cancer 4 (6.15%) - 4 (13.33%) .03
HCC 3 (4.62%) 3 (8.57%) - 10

HCC = hepatocellular carcinoma.
Significant difference between males and females.

serum ALB, and elevated ALT, AST, lactate dehydrogenase
(LDH), erythrocyte sedimentation rate, and C-reactive protein,
while protective factors include ILD, arthralgia, Raynaud and
positive anti-Jo—1.5"12281 To our knowledge, few of those
studies were paired case-controlled. Unlike the most classification
of the total DM cohort into malignant and nonmalignant groups,
we compared the malignant patients with age-matched and sex-
matched control patients who were selected from the pool of 671
nonmalignant patients in a ratio of 1:2. By doing this, the
interference from age and gender was minimized and an impartial
assessment of the possible risk factors was obtained. We
confirmed the risk factors of low ALB and the protective factor
of ILD. Although it had been assumed that cancer patients were
prone to severe muscle weakness, leading to swallowing muscle
involvement,”?”! we did not find that dysphagia was indepen-
dently associated with malignancy. More studies are needed to
further explore the potential mechanisms.

ALB is an inflammatory marker. An important finding of our
study was the association between low ALB and the risk of
malignancy. As reported,’**! hypoalbuminemia may reflect both
poor inflammatory reaction and patients’ poor general status.
DM patients with prominent inflammatory marker ALB and
well-preserved muscle strength would be more likely to get a
subsequent ILD complication,®" while ILD was suggested a
negative correlation to malignancy in DM. There may be
additional mechanisms by which reduced ALB increases the
malignancy risk in myositis. Further studies are needed to clarify
the mechanisms. In our study, genital system tumor and breast
cancer were reported as the 2 main types of cancers associated
with DM for women, and lung cancer was the most popular for
men. These pathological types may have some influence on the
outcomes.

ILD is a common complication of DM. An acute type of ILD
could leads to increased morbidity and mortality because of
resistance to conventional therapy. As reported, the incidence of
ILD among DM patients ranged from 11% to 74%.°*% In our

study, 36.14% developed ILD. The OR of 0.349 indicated that
the presence of ILD might diminish the risk of coexistent
malignancy by 65.1%. Recent analyses have shown that ILD is
associated with a relatively lower risk of malignancy in patients
with myositis.**! One possible explanation is related to the
presence of autoantibodies against aminoacyl-transfer synthe-
tases, which is a common feature of ILD and appears to be
protective against malignancies.'**! No patient with malignancies
with autoantibodies against aminoacyl-transfer synthetases was
found in our study. Another explanation is that ILD has a poor
prognosis, and patients might die before the detection of
malignancy. However, in our study, patients with and without
ILD had similar follow-up periods (29.00+28.07 months vs
32.00+27.02 months; P=.38), which was consistent with a
study from Korea.®*! A recent meta-analysis from China even
failed to show that ILD is protective against underlying
malignancy."®! The protective mechanism of ILD for DM patients
from cancer needs further study.

Age and gender have been considered to influence the
development of malignancies among DM patients. A report
from Scotland!®! revealed that patients aged 45 to 75 years had an
increased risk of cancer following the onset of DM. A study from
Taiwan!®*! implied that risk of malignancy was evident in every
age group, especially within patients aged 40 to 59 years and >80
years. Few studies have shown that men are more likely to
develop cancer than women are,?”>28 while other studies have
reported the opposite conclusion.*®3”! As patients in our study
were matched according to age and gender, we only analyzed the
age and gender composition of 65 patients in the malignant
group. We found that patients aged 50 to 69 years accounted for
a large proportion, reaching 66.15% (43/65), and men (35/635,
53.85%) were more common than women (30/65, 46.15%).

Patients without high levels of tumor markers could be found
malignancies at the same month that DM was diagnosed.
However, patients with an elevation of tumor markers could be
detected malignancies 32 months after the onset of DM: one case

Top 4 pathological types of cancer among 65 malignant patients.

Total (n=65) Male (n=35) Female (n=30) P
Squamous cell carcinoma 18 (27.69%) 11 (31.43%) 7 (23.33%) A7
Adenocarcinoma 18 (27.69%) 8 (22.86%) 10 (33.33%) .35
Small cell carcinoma 6 (9.23%) 5 (14.29%) 1 (3.33%) 13
Nasopharyngeal carcinoma 3 (4.62%) 1 (2.86%) 2 (6.67%) A7
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of DM with a high level of carcinoembryonic antigen was found
to have gastric cancer 16 months later; one case of DM with high
levels of CA-211 and neuron-specific enolase was found to have
nonsmall cell lung cancer 32 months after the DM diagnosis;
another DM patient with a high level of CA-211 was detected to
have NSCLC with a brain metastasis in only 2 months.
Malignancies in our study were confirmed only by pathologies.
Tumor markers, suspicious signs or symptoms suggestive of
malignancies or computed tomography (CT) screening could
imply the possibility of cancer but they could not lead to the
diagnosis of cancer. Regular monitoring the fluctuation of tumor
markers could have some clinical values for nonmalignant DM
patients, especially for those undetected malignant diseases that
had already metastasized.

Tumor location among DM patients varies according to
geography and ethnicity. In Sweden, Finland and Denmark,®®!
cancers of the ovary, lung, pancreas and gastrointestinal tract and
non-Hodgkin lymphoma are more dominant. In Scotland,®
cervical, ovarian and lung cancers were often involved. In
Southern China, and other Asian countries such as Singapore,
India and Taiwan, nasopharyngeal carcinoma, and cancers of
lung, breast, gastrointestinal tract, ovary and liver are more
common.*>* In our current study, lung cancer came first,
which was followed by cancers of the esophagus and thyroid.
Unlike the high incidence in Southern China, nasopharyngeal
carcinoma in the central plains ranked only fourth. There was
also a sex difference. The predominant type of malignancy among
men was lung cancer, whereas among women, it was thyroid,
breast and cervix cancer. A study from the United States found
that malignant diseases without suspicious signs or symptoms at
the time of DM onset accounted for 6.8 % of cases, and repeat CT
scan was the most recommend method to reveal potential
cancer.”! However, who merits such screening and the scanning
frequency have not been clarified. Consistent with previous
reports,*! adenocarcinoma and squamous cell carcinoma were
more prevalent in our study.

One of the assumed pathogenetic mechanisms between DM
and malignancy was that immunosuppressive therapy in DM
disease might induce the incidence of malignant diseases. Until
now there have not been any therapies approved for the
treatment of DM by the European Medicines Agency based on
randomized controlled trials./*?! The core therapeutic approach
remains oral corticosteroid administration, along with adjunctive
steroid-sparing immunosuppressive agents, such as methotrex-
ate, azathioprine, cyclosporine A, and mycophenolate mofetil.
Multicenter and randomized trials, international collaborations
and validated outcome measures are required to the development
of optimal therapeutic alternatives in DM.

Our study had some of the inherent limitations of a
retrospective clinical analysis. First, as patients were distributed
in different departments, physicians might not have followed a
standardized questionnaire to assess systematically and compre-
hensively the general condition of the DM patients. Results like
myositis specific autoantibodies would even be lost, which might
lead to information bias. Second, in our study, only cases with
suspicious signs, such as symptoms suggestive of malignancies or
higher tumor makers would be screened for cancer. The
diagnostic tests were aimed at the corresponding organs or
tissues. For solid carcinomas, the highest yield screening
strategies were chest and pelvic CT scans, another less expensive
modality was ultrasound. Methods to diagnose hematological
malignancies were bone marrow biopsy and bone marrow
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aspiration. Positron emission computed tomography (PET-CT)
scanning was seldom used due to the cost considerations. All
those factors might lead to the decrease of tumor detection rate.
In addition, patients in our study were recommended to take
physical examinations annually. However, the role of repeat
blind cancer screening among asymptomatic DM patients was
not available. Third, the longest follow-up period from the onset
of DM among patients with first-detected DM was 6.8 years,
making it possible that some DM-associated malignancies had
not yet been detected. Finally, these results represented only a
small data set from our hospital, and selection bias might have
existed.

In conclusion, the risk of developing cancer lasts for many years
after the onset of DM. Investigation of malignancies in DM
patients should be implemented lifelong, especially within the first
3 years. Newly diagnosed DM patients should be investigated for
potential malignant diseases. Men and patients aged 50 to 69 years
should undergo frequent cancer screening. For DM patients
without suspicious signs or symptoms suggestive of malignancies,
CT screening is so far the most effective method to discover
malignancy in a short time; while for patients with clinical
symptoms, diagnostic tests aimed at the corresponding organs or
tissues are more appropriate. Sufficient attention should be paid to
the decrease in serum ALB. Men should be vigilant about lung
cancer, whereas women should be cautious about breast, thyroid
and cervical cancer. The protective mechanism of ILD in DM
patients needs further study. Future studies will be needed to
identify the frequency and the role of blind cancer screening among
DM patients, especially the ones without any symptoms. Long-
term follow-up and more mechanistic studies are needed to
promote the establishment of cancer screening guidelines.

Author contributions

Lei Zhang and Lili Chang conceived and designed the research.
Lili Chang analyzed the data and wrote the paper. Lina Zhang
tributed writing assistance. Haiquan Jia and Zhiyong Nie
collected and performed the registration of follow up data for
all patients. All authors read and approved the final manuscript.

References

[1] Stertz G. Polymyositis. Berl Klin Wochenschr 1916;53:489.

[2] Airio A, Pukkala E, Isomaki H. Elevated cancer incidence in patients
with dermatomyositis: a population based study. ] Rheumatol 1995;22:
1300-3.

[3] Bonnetblanc JM, Bernard P, Fayol J. Dermatomyositis and malignancy.
A multicenter cooperative study. Dermatologica 1990;180:212—6.

[4] Sigurgeirsson B, Lindelof B, Edhag O, et al. Risk of cancer in patients
with dermatomyositis or polymyositis. A population-based study. N Engl
J Med 1992;326:363-7.

[5] Lu X, Yang H, Shu X, et al. Factors predicting malignancy in patients
with polymyositis and dermatomyostis: a systematic review and meta-
analysis. PLoS One 2014;9:¢94128.

[6] Stockton D, Doherty VR, Brewster DH. Risk of cancer in patients with
dermatomyositis or polymyositis, and follow-up implications: a Scottish
population-based cohort study. Br J Cancer 2001;85:41-35.

[7] Leatham H, Schadt C, Chisolm S, et al. Evidence supports blind screening
for internal malignancy in dermatomyositis: data from 2 large US
dermatology cohorts. Medicine (Baltimore) 2018;97:¢9639.

[8] Buchbinder R, Forbes A, Hall S, et al. Incidence of malignant disease in
biopsy-proven inflammatory myopathy. A population-based cohort
study. Ann Intern Med 2001;134:1087-95.

[9] Chen D, Yuan S, Wu X, et al. Incidence and predictive factors for
malignancies with dermatomyositis: a cohort from southern China. Clin
Exp Rheumatol 2014;32:615-21.


http://www.md-journal.com

Chang et al. Medicine (2020) 99:34

[10] Azuma K, Yamada H, Ohkubo M, et al. Incidence and predictive factors
for malignancies in 136 Japanese patients with dermatomyositis,
polymyositis and clinically amyopathic dermatomyositis. Mod Rheu-
matol 2011;21:178-83.

[11] Fang YF, Wu Y], Kuo CF, et al. Malignancy in dermatomyositis and
polymyositis: analysis of 192 patients. Clin Rheumatol 2016;35:
1977-84.

[12] Limaye V, Luke C, Tucker G, et al. The incidence and associations of
malignancy in a large cohort of patients with biopsy-determined
idiopathic inflammatory myositis. Rheumatol Int 2013;33:965-71.

[13] Isak V, Jorizzo JL. Recent developments on treatment strategies and the
prognosis of dermatomyositis: a review. ] Dermatolog Treat 2018;
29:450-9.

[14] Travassos AR, Borges-Costa J, Filipe P, et al. Malignancy associated with
dermatomyositis - a retrospective single-center study with 33 patients.
Acta Reumatol Port 2013;38:92-7.

[15] Yoshinaga A, Hayashi T, Ishii N, et al. Successful cure of dermatomyo-
sitis after treatment of nonseminomatous testicular cancer. Int J Urol
2005;12:593-5.

[16] Toro C, Rinaldo A, Silver CE, et al. Paraneoplastic syndromes in patients
with nasopharyngeal cancer. Auris Nasus Larynx 2009;36:513-20.

[17] Zahr ZA, Baer AN. Malignancy in myositis. Curr Rheumatol Rep
2011;13:208-15.

[18] Bohan A, Peter JB. Polymyositis and dermatomyositis (second of two
parts). N Engl | Med 1975;292:403-7.

[19] Ansell BM. Juvenile dermatomyositis. Rheum Dis Clin North Am
1991;17:931-42.

[20] Vargas-Leguas H, Selva-O’Callaghan A, Campins-Marti M, et al.
Polymyositis-dermatomyositis: incidence in Spain (1997-2004). Med
Clin (Barc) 2007;129:721-4.

[21] Ohta A, Nagai M, Nishina M, et al. Prevalence and incidence of
polymyositis and dermatomyositis in Japan. Mod Rheumatol 2014;
24:477-80.

[22] Ungprasert P, Leeaphorn N, Hosiriluck N, et al. Clinical features of
inflammatory myopathies and their association with malignancy: a systematic
review in asian population. ISRN Rheumatol 2013;2013: 509354.

[23] Torizzo LJ3rd, Jorizzo JL. The treatment and prognosis of dermatomyo-
sitis: an updated review. ] Am Acad Dermatol 2008;59:99-112.

[24] Airio A, Kautiainen H, Hakala M. Prognosis and mortality of
polymyositis and dermatomyositis patients. Clin Rheumatol 2006;
25:234-9.

[25] Liu Y, Xu L, Wu H, et al. Characteristics and predictors of malignancy in
dermatomyositis: Analysis of 239 patients from northern China. Oncol
Lett 2018;16:5960-8.

[26] Andras C, Ponyi A, Constantin T, et al. Dermatomyositis and
polymyositis associated with malignancy: a 21-year retrospective study.
J Rheumatol 2008;35:438-44.

[27] Qiang JK, Kim WB, Baibergenova A, et al. Risk of malignancy in
dermatomyositis and polymyositis. ] Cutan Med Surg 2017;21:131-6.

Medicine

[28] Kooistra L, Ricotti C, Galimberti F, et al. Malignancy-associated
dermatomyositis: retrospective case-control study from a single tertiary
care center. ] Am Acad Dermatol 2018;79:152-5.

[29] Ceribelli A, Isailovic N, De Santis M, et al. Myositis-specific autoanti-
bodies and their association with malignancy in Italian patients
with polymyositis and dermatomyositis. Clin Rheumatol 2017;36:
469-75.

[30] Ha YJ, Hur J, Go D], et al. Baseline peripheral blood neutrophil-to-
lymphocyte ratio could predict survival in patients with adult
polymyositis and dermatomyositis: a retrospective observational study.
PLoS One 2018;13:e0190411.

[31] Ye S, Chen X-x, Lu X-y, et al. Adult clinically amyopathic
dermatomyositis with rapid progressive interstitial lung disease: a
retrospective cohort study. Clin Rheumatol 2007;26:1647-54.

[32] Ikeda S, Arita M, Misaki K, et al. Incidence and impact of interstitial lung
disease and malignancy in patients with polymyositis, dermatomyositis,
and clinically amyopathic dermatomyositis: a retrospective cohort study.
Springerplus 2015;4:240.

[33] Wang J, Guo G, Chen G, et al. Meta-analysis of the association of
dermatomyositis and polymyositis with cancer. Br ] Dermatol
2013;169:838-47.

[34] So MW, Koo BS, Kim YG, et al. Idiopathic inflammatory myopathy
associated with malignancy: a retrospective cohort of 151 Korean
patients with dermatomyositis and polymyositis. J] Rheumatol 2011;
38:2432-5.

[35] Chen YJ, Wu CY, Huang YL, et al. Cancer risks of dermatomyositis and
polymyositis: a nationwide cohort study in Taiwan. Arthritis Res Ther
2010;12:R70.

[36] Zhang W, Jiang SP, Huang L. Dermatomyositis and malignancy: a
retrospective  study of 115 cases. Eur Rev Med Pharmacol Sci
2009;13:77-80.

[37] Mebazaa A, Boussen H, Nouira R, et al. Dermatomyositis and
malignancy in Tunisia: a multicenter national retrospective study of
20 cases. ] Am Acad Dermatol 2003;48:530-4.

[38] Hill CL, Zhang Y, Sigurgeirsson B, et al. Frequency of specific cancer
types in dermatomyositis and polymyositis: a population-based study.
Lancet 2001;357:96-100.

[39] Xu W, Guo H, Liu Z, et al. The risk of cancer in patients with connective
tissue diseases but without dermatomyositis or polymyositis: a
multicenter cohort study conducted over 15 years in China. Immunol
Lett 2016;177:70-4.

[40] Fu ZT, Guo XL, Zhang SW, et al. Incidence and mortality of
nasopharyngeal carcinoma in China, 2014. Zhonghua Zhong Liu Za
Zhi 2018;40:566-71.

[41] Olazagasti JM, Baez PJ, Wetter DA, et al. Cancer risk in dermatomyosi-
tis: a meta-analysis of cohort studies. Am J Clin Dermatol 2015;16:
89-98.

[42] Griger Z, Nagy-Vincze M, Danko K. Pharmacological management of
dermatomyositis. Expert Rev Clin Pharmacol 2017;10:1109-18.



	Malignancy in dermatomyositis
	1 Introduction
	2 Methods
	2.1 Patients
	2.2 Data collection
	2.3 Statistical analysis

	3 Results
	3.1 Time-interval
	3.2 Factors associated with malignancy
	3.3 Tumor species and pathological types
	3.4 Treatment

	4 Discussion
	Author contributions
	References


