View metadata, citation and similar papers at core.ac.uk brought to you by fCORE

provided by Directory of Open Access Journals

Journal of V. N. Karazin™ KhNU. 2018

Clinical case
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ANTISYNTHETASE SYNDROME: COURSE OF A RARE
DISEASE ON EXAMPLE OF CLINICAL CASE

Boateng H. K.”, Babiy O. G.’, Shalkova R. §.?
LV, N. Karazin Kharkiv National University, Kharkiv, Ukraine
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Systemic disorders of connective tissue refer to rare and poorly studied diseases. This group of diseases
associated with the variable course and makes it interesting for either medical scientists and researchers or
practitioner. Herein we report a case of antisynthetase syndrome with interstitial lung disease complicated by
pulmonary thromboembolism. The patient is 71 year old female, who suffered from severe dyspnea, dry
cough, intermittent wheezing. Also she had dry eyes, dry mouth, muscle weakness and intermittent pain in
large joints, and low grade fever. Physical examination revealed a characteristic heliotrope eye rash, V sign,
«mechanic’s handy, peripheral muscles atrophy, dry eyes and mouth, fine crackles to auscultation in basal
parts of lungs, soft S1 and S2 heart sounds. Her biochemical profile showed increased creatinekinase, LDH,
AsAT, and AIAT Her immunology results were positive to ANA, anti-ds-DNA, anti-ss-A, anti-ss-B and anti-
Jo-1 autoantibodies. Based on the obtained data, antisynthetase syndrome was established. It was detected,
that progressive dyspnea had been caused by interstitial lung disease and pulmonary thromboembolism. It was
confirmed by chest CT-scan and pulmonary angiography. Treatment in this case is mainly symptomatic. It
was prescribed glucocorticoids, immunosuppressant, and anticoagulants. This case illustrates the course of the
antisynthetase overlap syndrome and difficulties of it management due to the lack of treatment standards and
reliable data of the medicine effectiveness.

KEY WORDS: overlap syndrome, antisynthetase syndrome, anti-Jo-1 autoantibodies, interstitial lung
disease, pulmonary thromboembolism

AHTICIHTETA3HMI CUHIPOM: EPEBIT PIKICHOI'O 3AXBOPIOBAHHS
HA ITPUKJIA I KJITHIYHOI'O BUITAAKY

Bboamenz I'. K?, baoiu O. I'’, Illanvkoea P. C.>?
! XapkiBcpkuii HanionansHuit yriBepcuter imeni B. H. Kapasina, m. Xapkis, Ykpaina
? KoMyHabHIH 3aKITa] OXOPOHH 370pOB's «XapKiBchka Mickka momikinika Ne 24», M. Xapkis, Ykpaina

CucreMHI 3aXBOPIOBAHHSI CIIOJYYHOI TKaHHMHH BIJHOCSATBHCS IO PIAKICHUX 1 MaJOBHUBYEHHX XBOPOO.
Kniniyanit mepeGir maHoi TpyImu 3aXBOPIOBaHb BapiaOeNbHUMA, MO 1 poOUTH IX MPHUBAOIUBUM 00'€KTOM
BHUBYCHHS SIK JUII BUYCHHUXK, TaK 1 UIA MPAaKTUIHUX JiKapiB. Y AaHI{ CTAaTTi MU OMHIIEMO KIIHIYHHAN BHITAJO0K
AHTICIHTETa3HOTO CHHAPOMY 3 IHTEPCTULIATHHAM YpPaKEHHSIM JIETeHb, YCKIATHEHHH TpomOoeMOomiero
nmereHeBoi aprepii. IlamienTr — 71-piuHa jkiHKa 31 CKapraMd Ha BHPaXEHY 3aJWIIKy, CyXHHA Kallelb,
MepIOANYHUI 3aTPyIHEHUI BUAMX, IO CYNPOBOIDKYEThCS CBHUCTOM. Takok y Heil OyNM MPHCYTHI CyXiCTh
odeil i pOTOBOI MOPOXKHMHM, M's30Ba CIaOKiCTh, MepiognyHi OOmi B BEIHKHUX Cyriaobax, cyodeOpripHa
temrepatypa. [lpu o00'ekTMBHOMY OIJIsiii 3BepTaid Ha cebe yBary xapakTepHHH mepiopOiTanbHUi
TeIIOTPOIHUNA CHII, CHMIITOM V — ephTeMa OOJINTUs 1 IIHi, «pyKa MexXaHikay, aTpodis nepudepiiHmx M's3iB,
CyXiCTh OUeil 1 MOPOKHIHU POTA, BOJIOT1 IPiOHO IMyXMPUACTi XPUMH B Oa3abHUX BiJILIaX 000X JIETeHb, TIyXi
TOHHU cepIlsi. B OioxiMiYHOMY aHaNi3i KPOBi Bi3HAYAIOCS 3HAYHE MiABHIICHHS KpeatuH(ocdokinaszm, JIL,
ACT, AJIT. B imyHonoriusoMmy mpodini Gymu mosutuBHI ayroantuTina 1o ANA, anti-ds-DNA, anti-ss-A,
anti-ss-B i anti-Jo-1. Ha mimcraBi oTpuMaHWX JaHWX, MAI[€HTI BCTAHOBWIHM [iarHO3 aHTiCIHTETa3HHI
CHHIPOM. 3a JONMOMOTOI KOMII FOTepHOI ToMorpadii rpymHoi KITHHH Ta adriorpadii yereHs Oymo
BH3HAYCHO, M0 MPOrpecyroda 3aJuiika OOyMOBIIEHA IHTEPCTUILIANIGHUM YpaXCHHAM JIET€Hb Ta
TpoMOoemMOoIiero ereneBoi aprepii. JlikyBaHHs B TaHOMY BHIAAKy cuMrtoMatiudaHe. [larieATka oTpuMyBaia
TIIIOKOKOPTHKOCTEPOiIM, IMMYHOCYNIPECCAaHTH Ta aHTHKOATYISHTHY Tepamii. JlaHwi KIiHIYHMKA BHIAIO0K
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BijoOparkae Iepedir aHTICIHTETa3HOro CHHAPOMY Ta TPYIHOIII B TPOBENEHHI Tepamii depe3 BiICYTHICTbH
CTaH/ApTIB JIIKyBaHHS i JOCTOBIPHUX JAHUX NP0 e(heKTUBHICTD Mpernaparis.

K/JIIO490BI CJIOBA: oBepnan CHHAPOM, aHTICHHTETa3HWH CHHApOM, aHTi-JO-1 ayroaHTiTina,
iHTEpCTinianbHa XBopoOa JieTeHb, TpoMOoeMOoTis TIereHeBoi apTepii

AHTHUCHUHTETA3HBIIA CUHJIPOM: TEUEHHUE PEJIKOI'O 3ABOJIEBAHMSI
HA NTPUMEPE KNIMHUYECKOT'O CJIYYAS

boamene I'. K.’, baouu O. I''%, Illanvkosa P. C.>

! XapbKkoBckuii HaMOHANBHBI yHEBepcuTeT uMenn B. H. Kapasuna, r. Xapbko, Ykpauna

2 KOMMyHA/IbHOE yIPEXK/ICHHE OXPAHBI 30POBbS «XaphKOBCKAs TOPOACKAs MOTHKIHHIKA No 24,
r. XapbKoB, YKpauHa

CucremHbIe 3a00J€BaHHs COCAMHHUTENLHON TKaHM OTHOCSTCS K PEIKUM UM MaJIOW3y4YE€HHBIM OONE3HSIM.
KnuHnueckoe TeueHHe JaHHOW Tpynmbl 3a0oineBaHMi BapualOellbHO, YTO M JIENAeT WX IPUBJIEKATEIHHBIM
O00BEKTOM HM3Y4YEHUs], KaK Ul Y4eHbBIX, TaK M JUIS TPAKTUUECKUX Bpaded. B naHHOW craTbe MBI U3JIOKHM
KIMHUYECKMHM Cclyd4all aHTHCHHTETA3HOTO CHUHAPOMA C HMHTEPCTUIHMATIBHBIM IOPaXXEHHEM  JIETKHX,
OCJIO)KHEHHBIH TpomOo3MOonueii yerounoi aprepuu. [lamumeHt — 71-meTHsS SKEHINMHA C JKajao0aMu Ha
BBIPQXXECHHYIO OIBIIIKY, CyXOH Kalleilb, NEpUOJUYECKUN 3aTpyAHEHHBIH BBIIOX CONPOBOXKIAIOIIUICS
CBUCTOM. A Takke y Hee IMPHUCYTCTBOBAJIM CYXOCTh TIJa3 M TOJIOCTH PTa, MBIIIEYHast Cl1aboCTh,
nepuoauueckre OOJM B KPYIHBIX CycTaBax, cyOgeOpuibHas Temmeparypa. IIpu oOBEKTHBHOM OCMOTpE
oOpamany Ha ce0st BHUMaHUs XapakTepHasi nmepuopOuTanbHasi TeJIMOTPOIHAS ChIllb, CHMIITOM V — 3puUTeMa
JUNA U IIeH, «pyKa MeXaHHKa», arpodus TnepudepruyeckuX MBI, CYXOCTh IJ1a3 W TOJOCTH pTa,
MEJIKONY3bIpUaThle BIIQXKHBIE XPHIIBI B 0a3albHBIX OTHENIaX 00eux JIerKHX, TJIyXHe TOHa cepauna. B
OMOXUMHYECKOM aHATHM3€¢ KPOBH OTMEUAJIOCh 3HAUUTEIbHOE MOBhINICHHE KpeaTuHpochokunassl, JII', ACT,
AJIT. B ummyHoIOrHYeckoM mpoduiie ObLTH MONOKUTENbHBIC ayToanTHTena K ANA, anti-ds-DNA, anti-ss-
A, anti-ss-B u anti-Jo-1. Ha ocHOBaHWM MONYYCHHBIX MAHHBIX, MAIIMCHTKE OBUT YCTAHOBJICH JHATHO3
AQHTUCHUHTETa3HbIH CHHAPOM. C MOMOIIBI0 KOMITBIOTEPHOW TOMoOrpaduu TpyAHOW KJIETKH M aHruorpaduu
JIETKUX OBLIO OIPEJEICHO, YTO MPOrPEeCCHPYIOIIAs OJIbIIIKA 00YCIOBIEHa WHTEPCTHLHAIBHBIM OpaKEHHEM
JIETKUX U TpoMOoaIMOosHeit erouHol aprepun. JleueHue B JTaHHOM citydae cuMnToMarudyeckoe. [lanueHTka
rojlyyaja IJIFOKOKOPTUKOCTEPOU[bl, HMMYHOCYNPECCAHTbl M aHTUKOATYJISIHTHYIO Tepanuu. JlaHHbII
KJIIMHUYECKUH Cllydaid WUIIOCTPUPYET TEYEHME aHTHCHHTETA3HOI0 CHUHApPOMAa U TPYAHOCTH B IPOBEACHUU
Tepanuy u3-3a OTCYTCTBHS CTAHIAPTOB JICUCHHSI M JOCTOBEPHBIX JTAHHBIX 00 3()()EeKTUBHOCTH MPEnapaToB.

K/TIOYEBBIE CJIOBA: oBepnam CHUHAPOM, AHTUCHHTETA3HBIM CHHOPOM, aHTH-JO-1 ayToaHTHTENa,
WHTEPCTHIUAIbHASL OONE3Hb JIETKUX, TPOMO0IMOONHS JIETOUHOI apTepru

well-characterized rheumatic disease. Usually
INTRODUCTION present subacutely with clinical manifestations

As many as 25% of connective tissue that can include different organ systems. The
disease patients present with features of pattern of organ involvement reflects the
systemic  lupus  erythematosus, systemic  characteristic features of the well-defined
sclerosis,  polymyositis,  dermatomyositis,  rheumatic diseases occurring together. Overlap
rheumatoid arthritis and Sjogren syndrome  syndromes are characterized by specific clinical
evolving concurrently or consecutively during  features, autoantibody profiles, and
the course of the disease. Frequently these immunogenetics. Currently it distinguished
circumstances make the diagnosis of a specific ~ following clinical forms of overlap syndromes:
rheumatic disease difficult. It is still contentious e Mixed connective tissue disease
whether or not overlap syndromes representthe  (MCTD) is a distinct clinical entity
coexistence of separate diseases, the broad characterized by overlapping features of SLE,
clinical expression of the one rheumatic  scleroderma, myositis, and rheumatoid arthritis
disease, or distinct clinical entities with in the setting of a high titer of autoantibodies to
distinctive etiology and pathogenesis [1]. a defined nuclear antigen, known as Ul-
«Overlap syndromesy refers to a diverse group  ribonucleoprotein (U1-RNP, also called RNP or
of conditions that have clinical features of, and  nRNP). Clinical features of MCTD are highly
meet classification criteria for, more than 1  variable, involving prominently arthritis,
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Raynaud phenomenon, sclerodermatous skin
changes, and myositis. Severe central nervous

system and renal diseases are rare
manifestations.
e Antisynthetase syndromes form a

distinct group characterized by the presence of
antibodies directed against various aminoacyl-
tRNA  synthetase  enzymes  (anti-Jo-1,
antihistidyl-tRNA, and several others) with
overlapping clinical features of myositis,
arthritis, and interstitial lung disease.
Polymyositis/scleroderma (PM/Scl)
syndrome is characterized by overlapping
features of scleroderma and polymyositis, and
PM/Scl antibody, and by the presence of
Raynaud phenomenon, tendon inflammation,
and interstitial lung disease. Sclerodactyly may
occur, but the truncal sclerodermatous skin
changes characteristic of systemic sclerosis are
absent.

Rigorous epidemiologic studies on the
incidence and prevalence of overlap syndromes
have not been done, and data are lacking.
However, they are all rare conditions. The
estimated prevalence of mixed connective
tissue disease (MCTD) in a Japanese
epidemiologic series was 2.7 per 100,000.
Antisynthetase antibodies (including anti-Jo-1
or antihistidyl-tRNA) are found in 5 % to 20 %
of patients with polymyositis or
dermatomyositis [2].

CASE REPORT

A 71 year old Caucasian female was seeking
for medical care. She suffered from dyspnea
during minor physical exertion (up to 50 m of
quite walking on ground level) and no at rest,
dry cough, intermittent wheezing, sensation of
obstructed expiration during physical exertion,
as well as at rest or at night, chest tightness, and
lower extremities edema in the evening
predominantly, after night it abates.
Additionally she had mouth dryness, difficulty
swallowing, pain and sandy sensation in the
eyes, dryness of skin, numbness and tingling of
the lower limbs, mostly distal parts, and the
lateral aspects of the face, muscle weakness,
especially during raising the hands up,
intermittent joint pain in the knees, shoulders,
wrist, ankles, subfebrile fever (up to 37.4°C),
photosensitivity, fatigue.

Over 7 years (since 2011) patient suffered
from dryness of eyes and mouth, intermittent
pain in parotid salivary gland. She was
surveyed and treated by rheumatologist about
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Sjogren Syndrome, moderate level of activity,
and received symptomatic treatment (life style
modification, artificial tears liberally). During
last year the patient noticed numbness and
tingling of the lower limbs and face, muscle
weakness, rash on eyelids, fatigue, fever, and
photosensitivity. Rheumatologist diagnosed
dermatomyositis, and prescribed gluco-
corticoids 12 mg daily, methotrexate 7.5 mg per
week. Her condition was stable, symptoms did
not progress. Recent month patient’s health
worsened, developed severe progressive
dyspnea, dry cough.

Her mother suffered from musculoskeletal
pain; she was not surveyed and had not precise
diagnosis; she used NSAIDs locally to relieve
her symptoms. Her brother suffered from skin
disease  with  hyperkeratosis, presumably
seborrhea. No family history of hypertension,
diabetes mellitus. She had no allergic reactions.
She had no history of smoking, alcohol or illicit
drug use.

Physical examination revealed following
data: Temperature 37,1°C; Pulse 70 bpm; Blood
pressure 140/80 mm Hg; Respiratory rate
16 tpm; Height 160 cm; Weight 68 kg; BMI 27.

It was elderly female, which was well
oriented to space and time. Her posture was
active. It was occurred central type of obesity
(waist circumference 112 cm). Skin was pale
and dry. Drew attention face and neck erythema
— V-sign; eye puffiness; periorbital violaceous
erythema — heliotropes rash; hand puffiness;
skin of the fingers was dry, rough, with a signs
of hyperkeratosis and small fissures
Mechanic’s hand, no focal thickening were
detected. Conjunctiva was dry and hyperemic,
but without fibrin threads and erosions or
ulcers, yellowish crusts were at the eyelids.
Mucous membranes of the mouth were dry,
single erosions occurred. Tongue was dry and
bright pink with a multiple fissures. Parotid and
submandibular salivary glands were tender to
palpation. Bronchial breathing in lungs to
auscultation, on basal parts of both lung occur
fine crackles. Peripheral pulse was full and
regular. JVP +2cm. Apex beat was in 5"
intercostal space 1cm to the left of the left
midclavicular line and had diminished force. S1
and S2 heart sounds was soft to auscultation,
diffuse systolic murmur grade Il at all points
was detected. Abdomen was increased in size,
participated in breathing actively; during
palpation was soft and  non-tender,
hyperpneumatosis occurred, no visceromegaly.



Joints during examination were not changed;
passive and active movement was painless.
Peripheral muscles were atrophic, tender and
dense to palpation, strength of shoulder girdle
muscles was diminished, distal muscle strength
was preserved. At the time of examination
peripheral edema was absent. Stool was daily.
Urination mildly decreased (no more than
1000 ml/24h).  Unstimulated salivary flow
during 15 minutes equals <1 mL.

Laboratory and instrumental methods
revealed following data. Complete blood count
fell down to normal ranges: RBC 4.56x10"",
Hb 141 g/L, WBC 7.0x10° thrombocytes
201x10%L. Urine analysis was without
abnormalities: protein and glucose were absent,
Leu 1-2/hpf, RBC 2-4/hpf, casts were not
detected. Biochemical blood profile revealed
high level of creatinekinase 261 U/L (N 26.0—
140.0 U/L), AIAT 83 U/L (N <33.0 U/L),
AsAT 45 U/L (N < 32.0 U/L), LDH 296.53 U/L
(N 135.0-214.0 U/L), which confirmed
presence of myositis. Normal creatinine
87 mkmol/L (N 53.0-97.2 mkmol/L) and urea
3.0mmol/L (N 2.76-8.07 mmol/L)  were
detected. Also mild hypokalemia 3.0 mmol/L,
hypochloremia 82.3 mmol/L and hypocalcemia
2.13 mmol/L occurred. Rheumatologic profile
reflect increased ESR 35 mm/h  and
RF 37.0 lU/mL (N < 14 1U/mL), and normal
C-RP 3.6 mg/L (N <5.0 mg/L). Patients with
dermatomyositis have higher levels of
C-reactive protein and erythrocyte
sedimentation rate than healthy controls, but
these values were not associated with clinical or
laboratory parameters of disease activity.
However, erythrocyte sedimentation rate may
be a valid parameter for screening pulmonary
involvement  [3].  Immunologic  profile
represented high titer of ANA 1:3200 (N <
1:100), anti-dsDNA 1gG > 300 Al, anti-SS-A
IgG > 8 Al, anti-SS-B 1gG > 8 Al, > 8 Al. Anti-
SS-A IgG and anti-SS-B 1gG confirmed
presence of Sjogren syndrome; anti-JO-1 1gG —
antisynthetase syndrome; anti-dsDNA 1gG is
associated with systemic lupus erythematosus,
but may be present in other rheumatic diseases
[4]. PCR detected high titers of IgG to herpes
virus infection 6, 5, 3. Viruses may play a part
in the pathogenesis of idiopathic autoimmune
rheumatic diseases [5]. Also it was revealed
subclinical hypothyroidism: TSH 13.38 pU/mL
(NO.27-4.2 pU/mL), T4 free 0.88 ng/dL (N
0.93-1.7 ng/dL), and boundary value TPO
31.7 IU/mL (N < 34 IU/mL). Thyroid disease,
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especially hypothyroidism, is a common
autoimmune condition which can be seen more
frequently in patients with other autoimmune
diseases [6]. Hypothyroidism may be masked
by symptoms of dermatomyositis. ECG was
low voltage with sinus rhythm, 70 bpm, normal
heart axis, ventricular premature contraction,
right atrial enlargement (l1, 111), and violation of
repolarization in V5-V6.

Pulmonary function test showed moderate
violation of lung ventilation by mixed
(obstructive & restrictive) type. Echocardio-
graphy revealed hypertrophy and enlargement
of both ventricles (LVPW 12.2 mm, VST
12.9 mm, RV EDD 22 mm, RVW 6 mm), signs
of pulmonary hypertension, mild pericardial
effusion (up to 7 mm), but preserved EF 78 %.
To clarify occult malignancy, investigation with
aim of tumor screen was made. Abdomen
ultrasound was unremarkable. Upper GIT
endoscopy represented lower esophageal
sphincter failure, GERD 0 stage, duodeno-
gastral reflux, and erythematous reflux gastritis.
Double-contrast barium enema examination
showed descending colitis. Mammography and
gynecological examination were unremarkable.
Three thyroid nodules in the left lobe and
isthmus up to 15x13 mm were detected on
thyroid ultrasound.

It should be noted, it was the first time,
when pulmonary hypertension was detected in
this patient. Cause of this was poorly
understood. This fact led to a further search for
a reason of pulmonary hypertension and severe
progressive dyspnea. Anti-Jo-1 IgG is strongly
associated with interstitial lung disease and
pulmonary hypertension [7]. On the other hand
patients with dermatomyositis has increased
incidence of pulmonary thromboembolism [8].
Each of these conditions should be either
confirmed or excluded. Blood test for D-dimer
disclosed evidence of thrombosis: D-dimer
8.1 yFEU/mL (N < 0.5 pFEU/mL). Coagulo-
gram (prothrombin time, INR, APTT, thrombin
time, fibrinogen) was unremarkable. During
chest CT-scan in the lower lobe of both lungs
detected areas of decreased pneumatisation with
indistinct borders — ground glass pattern, up to
45*30 mm in diameter and moderate apical
pneumofibrosis. Ground glass opacity is a
descriptive term referring to an area of
increased attenuation in the lung on computed
tomography with preserved bronchial and
vascular markings. It is a non-specific sign with
a wide etiology including chronic interstitial
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disease, infection and acute alveolar disease [9].
CT Pulmonary angiography revealed signs of
multiple segmental thromboembolism of the
pulmonary artery branches (segmental arteries
of 4, 5, 8, 9 segments of the left lung and 4, 6,
9, 10 segments of the right lung).

Taking into account the obtained data, final
diagnosis was established. Main: Primary
Sjogren’s syndrome, moderate. Anti-Jo-1-
antisynthetase  syndrome. Interstitial lung
disease. Non-massive pulmonary thromboem-
bolism. Pulmonary hypertension. Respiratory

failure type 1. Chronic mild pericarditis
associated with rheumatic disease. Heart failure
with preserved EF (78 %) 1l FC NYHA.
Concomitant: Autoimmune thyroiditis,
hypothyroidism. Moderate GERD. Chronic
refluxgastritis. Duodenogastral reflux.

Descending colitis.

There are no FDA-approved therapies for
the management of any of the overlap
syndromes. There is a paucity of data from
controlled trials to support management
strategies, in which the clinical features and
need for treatment are highly variable and
tailored to the organ systems involved and the
severity of involvement. The overall goal of
therapy is symptom control and, where
possible, arrest of the underlying autoimmune
disease process. Among patients  with
antisynthetase syndrome and interstitial lung
disease, prednisone is the most frequently used
therapy,  although  additional  immuno-
suppressive agents are increasingly being used.
Symptomatic treatment included: Methylpred-
nisolone 64 mg daily, Mycopheno-late Mofetil
60 mg daily with following titration with
increasing doses, Omeprazole 20 mg in the
morning for gastroprotection. Pulmonary
embolism management included anticoagulant
therapy: Enoxaparin 60 mg bid, Warfarin 5 mg
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