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Dear Editor

Although the effect of COVID-19 on patients with rheu-
matic disorders has been extensively assessed [1-3], the
influence of SARS-CoV?2 infection on the clinical course
of these diseases is not fully elucidated. Diffuse lymphad-
enopathy and cerebritis have been reported as short-term
flare-up manifestations of systemic lupus erythematosus
(SLE) after COVID-19 [4, 5]. To the best of our knowledge,
however, no data on longer periods are available, neither for
SLE nor for other connective tissue diseases. By considering
the shared expertise on antisynthetase syndrome (ASSD)
[6, 7], our centres evaluated the 6-month clinical evolution
of ASSD after COVID-19, looking for disease flares or the
de novo occurrence of clinical findings. We have identified
12 patients, mainly females (n = 9, 75%), with a median
age of 51 years (interquartile range — IQR 48-63.5) and a
median ASSD disease duration of 60.5 months (IQR 21-77)
at COVID-19 onset. The complete form of ASSD (arthritis,
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myositis and interstitial lung disease — ILD) was observed
in 7 cases (58%), and 11 patients (92%) had ILD. At the time
of SARS-CoV2 infection, all patients had a well-controlled
ASSD for at least 6 months and did not receive the SARS-
CoV2 vaccine, because it was not available at the time of
their infection. As previously reported [8], immunosup-
pression was managed, by maintaining cyclosporine, and
stopping azathioprine and methotrexate, whereas COVID-
19 was treated according to the guidelines available at
that time. Corticosteroids were maintained at the same or
increased dosages according to COVID-19-related needs.
Six patients (50%) were admitted to the hospital, mostly for
COVID-19-related pneumonia (5 patients, 41.6%). Healing
was achieved when patients were asymptomatic for acute
COVID-19 manifestations and displayed at least one nega-
tive polymerase chain reaction (PCR) for SARS-Cov2 on a
nasal swab. The median time to COVID-19 healing was 20
days (IQR 13.5-31). Two weeks after the healing, patients
resumed previously stopped immunosuppressants. Among

Division of Respiratory Diseases, IRCCS Policlinico San
Matteo Foundation, Pavia, Italy

Department of Internal Medicine and Medical Therapeutics,
University of Pavia, Pavia, Lombardia, Italy

Division of Rheumatology, IRCCS Policlinico S. Matteo
Foundation, Pavia, Lombardia, Italy

Rheumatology Division, Hospital de La Princesa, ¢/ Diego
de Le6n 62, IIS-IP, Madrid, Spain

5 Catedra UAM-Roche, EPID-Future, Medicine Department,
Universidad Auténoma de Madrid (UAM), Madrid, Spain

Rheumatology and Clinical Immunology Unit, ASST Spedali
Civili, Brescia, Italy

7 U.OS. Transplant Center, IRCCS Policlinico S. Matteo
Foundation of Pavia, Pavia, Italy

@ Springer


http://orcid.org/0000-0002-6933-3220
https://orcid.org/0000-0001-5042-1282
https://orcid.org/0000-0002-7748-853X
https://orcid.org/0000-0001-6006-678X
https://orcid.org/0000-0002-2757-7120
https://orcid.org/0000-0003-4014-0617
https://orcid.org/0000-0003-3292-1528
http://crossmark.crossref.org/dialog/?doi=10.1007/s10067-022-06216-w&domain=pdf

Clinical Rheumatology (2022) 41:2601-2604

2602

SOX

SOX

Sox
SOX.
ON

ON

ON

SOx
ON

ON
ON

sok

eooudsA(q

SOX

SOX

SOX.
SOX
ON

ON

ON

SOX
ON

ON
ON

sok

uoIssiupe
rendsoy

e

14!
0S
8¢

91

9

w
e

91

(skep)
q3u9l

61-dIAOD

sonsLROLIRY 61-AIAOD

(ua
-JTuLIo)ur)
‘0 + (kep

/Burgr)
Ndad + s&D

(uay

-JTuLId)ur)
Aderoy) ¢
+ (Kep/3w

9 Nad
+ X1

XIN

XIN

(kep

/Burgr)
Ndd +

BZY + SKD

(uay
-JTuLId)Ur)
o + (Aep

/BwgL)
Nad + 4D
(Kep/3wx
9 Nad
+ ODH +
XL + s6D

skD

(Kep
/3w 6T'9)
Nad +
ODH + 'zvy
sKD
(quopruw
-1oyur) £0
+ (Aep/Sw
¢) Nad +
XL + 6D

JuQuUIEaI)
uro3uQ

QWO2INO SUOTBISTULW (JSSV

dISN

dISN

dISN
dISN

do

dISN

dISN
dISN

dO + dISN
din

dISN

I

INV

IN
INV
NV

INV

IN

INV
INV

IN
INV

INV

uroped Sun  pemn gSSV

91

€9

Cl
8¢
89

L

61

4
16

24!
€01

(44
(syyuowr)
uoneInp

aseasIg

€9

¢8

159
09
<9

144

5%

6V
8¢

0S
9¢

89

(s1e9K) 93y

ANISOg

EINEREING

AATIESON
QANB3ON
QAIB3ON

EINIESEING

ATISO]

QATIESON
ANISOg

QATIESON
EINIEREING

EINiEREING

csoy-nuy

SINSLIAORILYD 61-AIAOD

L1d J Tl
Tof J I
L1d J o1
Tor w 6
TI'd 3 8
Tof w L
L1d J 9
Tor 3 S
Tor J v
Tof J ¢
Tof J z
Tor w I
sV EN waned

uondJUI §T-JIAQD 1B SONSLIOBILYD SBASIP SIUSIE]

61-ATAOD woIj Surfeay ay) I9}je SYIUOW g pue (SYIUOW ¢ ULY) 9IOW OU) UOTIOUT
TAOD-SUVS 210Jaq s3s9) uonouny Areuowynd Jo symsal pue 61-JIAQD PUE 9SeISIP 10q J0j sjuoned paso[oud Jo SONSIISIOBIRYD : SOWOOINO PUE SONISLIONOBIBYD S 9SEASIP Pue SIuaned,, | 3|qeL

Springer

&l



2603

Clinical Rheumatology (2022) 41:2601-2604

159)-7 o[dures paired Aq sIsA[eue [BONISIIRIS

utredoy Je[noojow JYS1om Mmo[ M ‘TAISOPUWIAL U2y “QUOSEYIQWEXIP DSI(]
‘uagAxo ¢p ‘vonernes uadAxo eroydired ¢Hpg ‘oprxouowr uoqied 10y Kyoeded Sursnygp 07 ‘Kioeded [eIIA padIoy DA “DUuImboIo[yoAxoIpAy GO H ‘euostupaid N ‘Quudonjiezy vy ‘djexorn
-oylewt Y 74 ‘duriodsook) s€) ‘eruownsud Surziuedio Jo ‘eruownsud [ennsioiur [ensn g7 ‘eruownaud [ennsIoul oyroads-uou gy ‘9seasIp Sunj [BNNSIUI 7 ‘SHISOAW ‘SHLIYLIR JyY ‘9SBISIP
3un[ [ennsINUI ‘SHISOAW Jpy ‘@seIsIp Sunj [eNNSIUI ‘SHISOAW ‘SHLIYIE [V ‘SIIPOqUUe SBIYIUAS YN I-[APNSIY-NUR [o ‘SAIpOqUue SLIYIUAS YN I-[AUB[e-NUR Z[7J ‘SIIpoqnue asejay)
-UAS YNI-TAUORIY)-1IUR /74 ‘Oewd) / ‘ofewl w ‘99130p snis[o) ul arnjeradwo) Apoq wnwirxewr (D, ) xvus J ‘SOIpoquiue dseIoyIuAs YN} [Aoroure-nue gyy ‘QWOIpuAs aseloyjuisnue (ggsy

97

33
w
8¢CI
101
Ly
€€
99
SL

8L

144

+789°0=d ot

001d

IS

(44

9%

96

S6

Sy

[43

6S

9L

LS

125

6S

squow 9 01 [esed

001

(44
4]
¢8
01
LL
9
¥6
¥8

66

8¢

+871°0=d 8

OAd
syjuowr 9

141! ou
(9) Wwow
-Ireduwr

69 wsSemderq

[ ON
¥6 ON
9¢1 ON
8L ON
8¢ ON
€8 ON
08 ON
901 ON
9 ON
(9)sn
-IpIROOAW
‘(9) uors
-u9)radAy
Kreuownd
‘(1) uoud
-wouayd
18 s,pneuiey
(61
-dIAOD
19158
syjuow)
sSurpuy

OAd Teseq  [eo1uIo moN

ON

ON

ON
ON

ON
ON

ON
ON

ON
ON

ON

() syurof
‘(7) Sung

(61
-dIAOD
Ioye
syjpuowr)
sarey
EN:EN g

eIsnoge
- ‘erusouy
0
+ HAMT
+ Bso(q RIWSOUY
JyoepesHy
Ndd ‘eayLrelg
- yoepesy
yoepeay
‘ersnage
- ‘erusouy
- RIWSOUY
eIsnogde
- ‘erusouy
HINMT
+ eso( BayLIRI(
yoepeay
- ‘eruusouy’
- RIWUSOUY
ayoepeay
‘eayLIRID
- ‘eruusouy’
o+
HAMT +
woy + eso(q -
juouneax) Swo)

61-p1a0)  -dwiAs 10y10

8¢ S6
8¢ 06
8¢ 68
8¢ €6
S'LE 86
§9¢ 86
L'LE L6
¢'8¢ 6
6'LE L6
¥'9¢ 86
g'Le L6
G'8¢ 06
CO®S
(Do) xeW 1, wnwiumy

Cl

I

juaneq

(ponunuoo) | sjqey

pringer

a's



2604

Clinical Rheumatology (2022) 41:2601-2604

the patients, 2 (17%) experienced significant changes in the
clinical status of ASSD.

Patient 1 developed Raynaud’s phenomenon after 1
month, and severe dyspnoea, which led to oxygen supple-
mentation after 2 months. High-resolution computed tomog-
raphy (HRCT) showed ILD worsening, with the appearance
of ground-glass opacities (GGOs) and extension of reticula-
tions. We transiently increased prednisone to 50 mg/day and
started an anti-fibrosing drug (nintedanib) with benefit. After
4 months, the patient had an articular flare. At month 5, after
prednisone tapering, dyspnoea worsened. Chest CT scans
showed a reduction of GGOs and no signs of pulmonary
thromboembolism. Pulmonary function tests (PFTs) were
repeated, confirming a restrictive pattern with stable forced
vital capacity (FVC), but showing a severe reduction of dif-
fusing capacity for carbon monoxide (DLCO) compared
to pre-COVID PFTs. At month 6, precapillary pulmonary
hypertension was diagnosed at the right heart catheteriza-
tion. Furthermore, magnetic resonance imaging showed
signs of chronic myocarditis. The patient started sildenafil
and rituximab. Patient 11 had a worsening of the dyspnoea
starting from month 4 and was reassessed at month 6. Chest
HRCT was stable, but a significant impairment (ultrasound
assessment) and superelevation (chest X-rays) of the dia-
phragm were observed, leading to high doses of corticos-
teroid treatment. In Table 1, we report the main clinical
variables collected and the results of PFTs before (no more
than 3 months) and after (6 months) COVID-19. For both
FVC and DLCO, no statistically significant differences were
observed at the 2 established timepoints.

Our results confirm that, after healing, COVID-19 may
trigger ASSD flares and induce previously lacking clinical
findings. To the best of our knowledge, this is the first paper
evaluating, in a prolonged period, the outcome of a rheu-
matic disease after SARS-CoV2 infection. A strict clinical-
instrumental follow-up is necessary for ASSD patients after
healing from COVID-19 because of the risk of possible
worsening of the disease. In conclusion, our results sup-
port the SARS-CoV?2 vaccination strategy for autoimmune
diseases.
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