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Clinical characteristics of anti-MDAS antibody-positive dermatomyositis

patients with rapidly progressive interstitial lung disease
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[ Abstract] Objective To retrospectively investigate the clinical characteristics and poor prognostic
factors of patients with anti-melanoma differentiation associated gene 5 (MDAS5) antibody-positive
dermatomyositis with pulmonary interstitial disease. Methods The clinical data, laboratory and imaging

examinations of 67 patients with anti-MDAS5 antibody-positive dermatomyositis and interstitial lung disease
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(ILD) in Department of Rheumatology and Immunology and Department of Respiratory Medicine , Nanjing
Drum Tower Hospital, from Jan.2017 to Jun.2019 were collected. These patients were grouped according to
the presence or absence of rapidly progressive ILD (RP-ILD) , and deaths were counted to analyze the poor
prognostic factors. Results Of the 67 patients, 26 had RP-ILD and 41 had not, There were statistical
differences in the incidence of clinical amyopathic dermatomyositis (CADM) , the incidence of hypoxemia
at the beginning of disease, the proportion of early-onset ILD, the total number of lymphocytes, CD3*CD4*
T counts, IgM, and ALP in the two groups. The most common imaging type at the time of initial diagnosis
in 67 patients was nonspecific interstitial pneumonia (NSIP) (46.3%) , followed by NSIP+cryptogentic
organizing pneumonia (COP) (17.9%), COP (14.9%) , acute interstitial pneumonia (AIP) (9.0% ) , and
usual interstitial pneumonia (UIP) was the least common (3.0% ). A single factor analysis showed that
consolidation images, and pneumomediastinum were more common in the RP-ILD group, and there were
statistical differences between the two groups in NSIP and AIP typing. Binary Logistic regression analysis
showed that hypoxemia at the beginning of disease, decreased CD3°CD4" T cell counts were poor
prognostic factors for patients with RP-ILD. Of the 67 patients, 29 (43.3% ) died, all of whom died of
pulmonary interstitial disease and infection. By COX single factor regression analysis of death-related risk
factors, age, early onset of hypoxemia, total lymphocyte counts, CD3"CD4" T cell counts, CD3"CD8" T cell
counts, anti-MDAS5 antibody titer, and the AIP image typing were related to the risk of death. After
excluding confounding factors such as age and MDAS5 antibody titer, hypoxemia at the beginning of the
disease, CD3"CD4" T cell is related to the risk of death. Anti-MDAS5 antibody-positive
dermatomyositis is often associated with RP-ILD, and the death rate is high. Hypoxemia at the beginning of

Conclusion

disease and decreased CD3"CD4"T cell counts are the adverse prognostic factors for RP-ILD and death.

[Key words] dermatomyositis; anti-MDA5; interstitial lung disease (ILD); prognosis
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o, A 7 91 DL TLD SE AR AR S o # TLD SiE IR B 7 5
[F] BF 2 LR A 1 R W& TLD, A rh R &k
ILD ¥ 5 B RP-ILD(#£ 1),

e BRFE R FAAE AT 67 Bl o, 5 b
A Z I, 40 % ~50 % IR WA R TR L 310 A
JUL PRI TR 9 iE IR L 26 V0 A AR AT WL i8R (WL <<59%) .
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Z W (78%) , R Ayl B2 (6300) \V FAE(43%) |
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Tab 1 Comparison of clinical characteristics between RP-ILD

group and non-RP-ILD group [n(%)]

CADM 25 (96.15) 25 (60.98) 10.40 0.001
Early ILLD 17 (65.38) 15 (36.59) 5.29 0.021
Hypoxemia 17 (65.4) 4(9.8) 22.88  <<0.001

CADM: Clinical amyopathic dermatomyositis; RP-ILD: Rapidly

progressive interstitial lung disease.
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LDH: Lactate dehydrogenase; ALP: Alkaline phosphatase; GGT:

Proportion (%)

@
J
/

Gamma glutamyl transpeptidase; ALB: Albumin; CRP: C-reactive
protein; ESR: Erythrocyte sedimentation rate ; FER : Ferritin.
E1 67TBlBENIHRERELR

Fig1 Laboratory examination results of 67 patients
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ROS2 LA FH M 47 6 (70%) o BRI 4 B 7R, RP-
ILD 41 F1E RP-ILD 20 19 i I 40 i 52 %% . CD3°CD
47T T HCHE A G, 7k T 40 B S8 .CD3'CD4'T Ml &
A RP-ILD £ A 56, IgM Rl ALP 76 W5 41 /2 & 22
SAGI R ABEI A EEEEZ N, AL

I R B A5 i — g (R 2 8 2), WATE ALT .
AST .LDH.GGT . & 1 IgA IgG & & 1 LR
R AMA YT L CRP.CD3°CD8 T B ik 5 40 iy |
NK ik L4t A . MDAS Hiik [ RO52 50K 7 I, 22 7 3
TGt E Lo

%2 RP-ILDZHFIERP-ILD AL ERELLE

Tab 2 Comparison of laboratory tests between RP-ILD group and non-RP-ILD group

(x*s)

Total lymphocytes (10°/L) 0.73+0.32 0.98+0.34 -2.95 0.004
CD3*CD4'T (10°/L) 0.28+0.13 0.42%0.18 -3.55 0.001
ALP (IU/L) 89.35 + 40.62 70.22+ 26.04 2.05 0.045
IgM (g/L) 1.89 £ 1.06 1.38£0.52 2.23 0.030
ALP: Alkaline phosphatase.
12 ¢ 45 ¢
— 40t
s 10 35t
=08 530t
= 06 ) 25 ¢
= s 2.0 F
Ja)
O 047 % R
e 1.0
Q 02t
g 02 05t
0 : 0
RP-ILD NRP-ILD RP-ILD NRP-ILD
200 20 r
180 18 F
160 | Ji16t
140t S 14+
2120 a2t
= L
2 100 5107
& 80t o 08
< 60} = 0.6
40 + 8 0.4 r L
20 F 02
0 0
RP-ILD NRP-ILD RP-ILD NRP-ILD

& 2 RP-ILD ZHF13E RP-ILD /) CD3°'CD4'T i1 %1 . IgM . ALP F0 %k B2 4 i 2. 2
Fig2 CD3'CD4T counts,IgM, ALP, total lymphocyte counts in RP-ILD group and non-RP-ILD group
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A': Reticulation; B: Ground-glass opacities; C: Consolidation; D:
Nodules; E: Honeycombing; F: Traction branch; G: Pneumome-
diastinum.
3 RP-ILD ZA#13F RP-ILD A& MG FE R
Fig3 Imaging signs in RP-ILD group and non-RP-ILD group
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Tab 3 Comparison of imaging examination between RP-ILD

group and non-RP-ILD group [n(%)]

UIP 0 2 (4.88) Fisher 0.518
NSIP 7 (26.92) 24 (58.54) 6.40 0.011
COP 5(19.23) 5(12.20) 0.19 0.663
NSIP+COP 7 (26.92) 5(12.20) 1.45 0.228
AIP 6 (23.08) 0 7.76 0.005

UIP: Usual interstitial pneumonia; NSIP: Nonspecific interstitial
pneumonia; COP: Cryptogenic organizing pneumonia; AIP: Acute

interstitial pneumonia.

TR

A': Multiple ground glass opacities, reticulations and consolidations
at the first diagnosis, consistent with the NSIP+COP classification; B :
The ground glass opacities and consolidations was absorbed after the
treatment of glucocorticoid and cyclophosphamide.

4 151445 X EBEFRTAIENZEFRI
Fig4 Imaging finding of a 44-year-old female patient before
and after treatment

A': Sub-pleural reticulations and ground glass opacities at the initial
diagnosis, consistent with the NSIP classification; B: One month later,
progress was made with extensive ground glass opacities and
consolidations in both lungs.

5 1655 X MBEFRTAENZEFRI
Fig5 Imaging finding of a 65-year-old female patient before

and after treatment
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Tab 4 Analysis of poor prognostic factors for RP-ILD in
patients with anti-MDAS antibody-positive dermatomyositis

CD3'CD4*T 1.651 0.799 4.274 0.039 5.213 1.089-24.942

Hypoxemia 2.438 0.801 9.275 0.002 11.453 2.385—55.008

BE 2061 (43.3%0) LTS, 8 T ILD K HIF &
it o 26 il RP-ILD /&% Ay 23 BIAEiZ M 41 H N
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Tab 5 COX single factor regression analysis of death-related factors in patients with anti-MDAS antibody-positive dermatomyositis

Age 0.033 0.015
Hypoxemia 1.505 0.395
Total lymphocytes —2.235 0.700
CD3'CD4'T —6.274 1.654
CD3'CD8'T —6.141 2.563
Anti-MDAS5 (+++) vs. (+/++) 2.198 1.020
AIP 1.339 0.479

4.606 0.032 1.034 (1.003-1.065)
14.515 <0.001 4.504 (2.077-9.768)
10.201 0.001 0.107 (0.027-0.422)
14.393 <0.001 0.002 (0.000—0.048)

5.743 0.017 0.002 (0.000—0.327)

4.646 0.031 9.011 (1.221-66.520)

7.832 0.005 3.817 (1.494-9.751)

Refer to Tab 3.

&6 MDASHXFRARBEFLR TR S ER COXTH
Tab 6 COX multivariate regression analysis of death-related
factors in patients with anti-MDAS antibody-positive
dermatomyositis

Hypoxemia 1.115 0.419 7.067 0.008 3.049 (1.340—6.936)

CD3*CD4"T -3.805 1.673 5.172 0.023 0.022 (0.001-0.591)
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