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ABSTRACT
We describe an unusual case of
overlap between Takayasu’s arteritis
(TA) and systemic sclerosis (SSc). TA
has been found in association with
several diseases, but not with SSc. To
our knowledge this is the first case
report of TA associated with SSc in the
literature. It is possible that the
expression of the two diseases in our
patient was influenced by the presence
of genetic factors predisposing to both
TA and SSc.

Introduction
Takayasu’s arteritis (TA) is a necrotiz-
ing and obliterative segmental panarteri-
tis of unknown etiology involving the
aortic arch and its major branches, the
thoracic aorta and, less frequently, the
pulmonary arteries. Ueno et al. (1) clas-
sified the disease into four basic types.
Type I includes the aortic arch and its
branches, type II the thoracic and ab-
dominal aorta without involvement of
the aortic arch, type III cases present type
I and type II lesions, and type IV shows
involvement of the pulmonary arteries
(2).
Systemic sclerosis (SSc) is a connective
tissue disorder of unknown cause and
uncertain pathogenesis characterized by
vasculopathy, abnormally increased de-
position of collagen and extracellular
matrix proteins in the skin and internal
organs, and immunologic abnormalities.
TA is a rare pathology occasionally as-
sociated with other autoimmune diseases

such as systemic lupus erithematosus (3),
rheumatoid arthritis (4), seronegative
spondylarthritis (5), Crohn’s disease (6)
and Behçet’s syndrome (7). To the best
of our knowledge there are no reports so
far describing the simultaneous presence
of SSc and TA.
We report here the case of a patient who
developed SSc 8 years after the diagno-
sis of TA.

Case report
A 29-year-old woman was referred to our
department in May 1997, complaining
of Raynaud’s phenomenon, arthralgias
and small ulcerative lesions on both
hands which had started 18 months pre-
viously. She had been hospitalized at the
General Hospital of Cagliari in 1989 and
was discharged with a diagnosis of TA
(type II according to Ueno et al .). De-
spite continuous treatment with cortico-
steroids, after 6 years the patient show-
ed stenosis of the left subclavian artery
and marked narrowing of the abdominal
aorta in the subrenal tract (Fig. 1). Con-
sequently in 1996 she underwent an
aorto-bifemoral bypass graft and a left
humeral-subclavian bypass graft, which
was subsequently extended to the homo-
lateral radial artery. She was discharged
from the hospital on low dose corticos-
teroid treatment.
At the time of her referral to our depart-
ment, clinical examination revealed dy-
schromia and thickening of the skin in-
volving the face, upper anterior chest
and, in particular, the upper limbs. The

Fig. 1. Arteriography showing nar-
rowing of the abdominal aorta in the
subrenal tract.
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patient also presented sclerodactyly with
small ulcerative lesions on the I, IV and
V fingers of the left hand and on the V
toe of the right foot (Fig. 2).
Hematochemical tests were positive for
antinuclear (titer 1:320; nucleolar pat-
tern) and anti Scl-70 antibodies; low
titers of p-ANCA antibodies were also
present; the erythrocyte sedimentation
rate and C-reactive protein were slightly
increased. The HLA serological typing
was: HLA-A2,24; Cw4,-; B35-39;
DR11-16; DR51-52.
Esophagogastroduodenoscopy showed

hiatal hernia associated with gastroeso–
phageal prolapse and antral gastritis.
Nailfold capillary microscopy was com-
patible with a scleroderma pattern (mark-
ed disorganization of the normal capil-
lary architecture, increased inter-capil-
lary loop distances with frequent avas-
cular areas, neoangiogenesis and enlarg-
ed loops) (Fig. 3).
Photoplethysmography of the hands and
feet revealed alterations indicative of
severe obliterative vasculopathy. Colour
doppler ultrasonography showed a nor-
mal blood flow velocity in the epiaortic

and in the upper and lower limb arteries,
including the left humeral subclavian by-
pass. Only a slight stenosis of the post-
anastomotic tract of the humeral artery
with a considerable reduction of the
downstream flow velocity was detected;
the aorto-bifemoral bypass was open
with a post-stenotic flow in the lower
limb vessels.
Chest x-rays, echocardiography, pulmo-
nary function tests including CO trans-
fer, and sequential renal scintiscans were
all normal.
Hence, the patient met the American Col-
lege of Rheumatology (ACR) criteria for
the classification of both SSc, with dif-
fuse cutaneous scleroderma, and TA (8,
9) and was discharged from the hospital
on a treatment schedule with cyclospor-
ine A (3 mg/Kg/day) and prednisolone
(10 mg/day).

Discussion
TA was first described by Takayasu in
1905 during the annual Conference of
the Japanese Society of Ophthalmology
and was for many years considered to
be a disease confined to Eastern coun-
tries. It has since been demonstrated that
this vasculitis is also present in Europe
and America, although with a lower in-
cidence (1 to 2 cases per 1,000,000 in-
habitants/years). The etiopathogenesis of
the disease remains unclear. Some au-
thors have suggested an infective etio-
logy based on the detection of an in-
creased immune response to Mycobac-
terium tuberculosis and the correlated
heat shock protein 65 Kd (10). However,
the pathology of TA seems to be im-
mune-mediated. A possible role of cell-
mediated immunity is supported by the
presence of natural killer and cytotoxic
cells and the increased expression of
intercellular adhesion molecule-1 in the
aortic walls of TA patients.
The importance of changes in humoral
immunity is still uncertain despite the
detection of anticardiolipin, antiendo-
thelium and antiaortic wall antibodies.
The prevalence of ANCA in TA is low
and in some series was not even detected
(11); therefore the pathogenetic role of
these antibodies remains unclear (12).
TA has been found to be associated with
class I and class II HLA antigens in
Japaneses (HLA-B3902, B5201, DRB1*

Fig. 2. Sclerodactyly and dyschromia of the skin.

Fig. 3. Nailfold capillary microscopy; note the marked disorganisation of the normal capillary architecture,
increased inter-capillary loop distances with frequent avascular areas, neoangiogenesis, and enlarged
loops.
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1502, DPB1*0901) (13) and in Indians
(B5) (14).
Another characteristic of TA is its ex-
travascular manifestations. Several re-
ports describe skin lesions such as ery-
thema nodosum, malar rash or erythema
induratum; however, there are no reports
describing scleroderma-like lesions (15).
The involvement of the large arteries in
systemic sclerosis is very rare. In the lit-
erature there is only one case of SSc pre-
senting panaortitis and aortic valvulitis
(16), but this case did not fulfill the cri-
teria for the diagnosis of TA.
In our patient the diagnosis of TA, for-
mulated in 1989, was based on arterio-
graphy and clinical parameters and ap-
proximately 8 years later she also met
the ACR criteria for the diagnosis of SSc
(8). Our patient had the DR5 (DR11) and
DR52 and B39 HLA antigens, which
have been shown to be associated with
SSc (17, 18) and TA (19), respectively.
The HLA B39 antigen is rare in the Sar-
dinian population, suggesting the asso-
ciation of B39 with TA also in Caucasoid
populations.
TA has been found in association with
several connective tissue disorders and
other autoimmune disease, but not with
SSc. To our knowledge this is the first
report of TA overlapping with SSc. It is
possible that the development of the two
diseases in our patient was influenced by

the presence of a genetic background
predisposing to both TA and SSc.

References
1. UENO A, AWANE Y, WAKABAYACHI A, SHI-

ZU K: Successfully operated obliterative bra-
chicephalic arteritis (Takayasu) associated
with the elongated coarctation. Jpn Heart J
1967; 8: 538-44.

2. LUPI-HERRERA E, SANCHEZ-TORRES G,
MARCUSHAMER  J, MISPIRETA J, HORWITZ
S, VELA JE: Takayasu’s arteritis. Clinical stu-
dy of 107 cases. Am Heart J 1977; 93: 94-
103.

3. SAXE PA, ALTMAN RD: Takayasu’s arteritis
syndrome associated with systemic lupus ery-
thematosus. Arthritis Rheum 1992; 21: 295-
305.

4. FALICOV RE, COONEY DF: Takayasu’s ar-
teritis and rheumatoid arthritis: A case report.
Arch Intern Med 1964; 114: 594-600.

5. SOUBRIER M, DUBOST JJ, DEMARQUILLY F,
THERRE T, BOYER L, RISTORI JM: Maladie
de Takayasu et spondylarthrite ankylosante:
une association probablement non fortuite.
Presse Med 1997; 26: 610.

6. HILARIO  M, TERRERI  M,  PRISMICH  G, et
al.: Association of ankylosing spondylitis,
Crohn’s disease and Takayasu’s arteritis in a
child. Clin Exp Rheumatol 1998; 16: 92-4.

7. MARTINI A: Behcet’s disease and Takayasu’s
disease in children. Curr Opin Rheumatol
1995; 7: 449-54.

8. MASI AT, RODNAN GP, MEDSGER TA, et al.:
Preliminary criteria for the classification of
the systemic sclerosis (scleroderma). Arthri-
tis Rheum 1980; 23: 581-90.

9. AREND WP, MICHEL BA, BLOCH DA, et al .:
The American College of Rheumatology 1990
criteria for the classification of Takayasu ar-
teritis. Arthritis Rheum 1990; 33: 1129-35.

10. AGGARWAL A, CHAG M, SINHA N, NAIK S:
Takayasu’s arteritis: Role of Mycobacterium
tubercolosis and its 65 kDa heat shock pro-
tein. Int J Cardiol 1996; 55: 49-55.

11. GARCIA-TORRES R, NOEL LH, REYES PA, et
al.: Absence of ANCA in Mexican patients
with Takayasu’s arteritis. Scand J Rheumatol
1997; 26: 55-7.

12. GROSS W, SCHMITT W, CSERNOC E: Anti-
neutrophil cytoplasmic autoantibody-associ-
ated diseases: A rheumatologist’s perspective.
Am J Kidney Dis 1991; 18: 175-9.

13. KIMURA A, KITAMURA H,  DATE Y, NUMA-
NO F: Comprehensive analysis of HLA genes
in Takayasu arteritis in Japan. Int J Cardiol
1997; 54: 61-9.

14. MEHRA NK, RAJALINGAN R, SAGAR S, JAIN
S, SHARMA BK: Direct role of HLA-B5 in
influencing susceptibility to Takayasu aorto-
arteritis. Int J Cardiol 1997; 54: 71-9.

15. SHARMA BK, JAIN S, SAGAR S: Systemic
manifestation of Takayasu arteritis: The ex-
panding spectrum. Int J Cardiol 1997; 54: 49-
54.

16. ROTH  LM,  KISSANE  JM: Panaortitis and aor-
tic valvulitis in progressive systemic sclero-
sis (scleroderma). Am J Clin Path  1964; 41:
287-96.

17. BRIGGS D, STEPHENS C, VAUGHAN R,
WELSH K, BLACK C: A molecular and sero-
logical analysis of the major histocompatibil-
ity complex and complement component C4
in systemic sclerosis. Arthritis Rheum 1993;
36: 943-54.

18. LIVINGSTONE JZ,  SCOTT TE, WIGLEY FM, et
al.: Systemic sclerosis (scleroderma): Clini-
cal, genetic and serological subsets. J Rheu-
matol 1987; 14: 512-8.

19. NUMANO F: Differences in clinical presenta-
tion and outcome in different countries for
Takayasu’s arteritis. Curr Opin Rheumatol
1997; 9: 12-5.


