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Introduction

The term Multiple Autoimmune Syndrome (MAS) was 
introduced by Pirofsky and Vaughn.1 Later, Humbert and 
Dupond2 described the entity as the coexistence of three or 
more autoimmune diseases (AD) in the same patient. Thus, 
based on their observations, they created the MAS classifi-
cation, which divided the syndrome into three phenotypes 
(Table 1).2 This classification allows to predict the appear-
ance of a third AD, which has been described in 25% of the 
patients, and to predict the probability of an additional AD.2

The pathogenesis of MAS is unknown. However, the 
autoimmune tautology theory proposes that AD share 
common immunogenic, physiopathological, and genetic 

mechanisms. This may lead to a presentation of similar 
signs and symptoms, demonstrating their common origin.2,3

Mucous membrane pemphigoid (MMP) is a chronic 
autoimmune systemic disease that not only affects ocular 
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tissue but also oral, nasopharynx, tracheal, and urogenital 
mucosa. Nevertheless, 65%–80% of the events correspond 
to ocular manifestations, known as Ocular Cicatricial 
Pemphigoid (OCP).4 Some studies have described a clini-
cal association between MMP, vitiligo, and Hashimoto’s 
Thyroiditis (HT).5 Other related ADs associated to 
MMP such as Rheumatoid Arthritis and Polymyalgia 
Rheumatica have been described as well.6 In the same 

way, polyautoimmunity has been described in 32% of 
patients with OCP, being pernicious anemia the most fre-
quently related disease.6 In addition, genes such as HLA-
DQw; HLA-DR4; HLA-DQB1*0301, have been linked to 
the development of OCP related to MAS.7

This study aims to report, to the best of our knowl-
edge, the first case of MAS composed by OCP, Sjögren 
Syndrome (SS), and HT, providing evidence of a rare pres-
entation of the disease.

Case report

A 43-year-old Colombian female, with a history of pteryg-
ium surgery OU and recurrent corneal ulcers treated with 
topical drops for 4 years, consulted to the ophthalmology 
service elsewhere for presenting several episodes of foreign 
body sensation, trichiasis, and distichiasis. Due to this symp-
tomatology, eyelash electrofulguration and blepharoplasty 
OU were performed without improvement. Two years later, 
the patient was referred to our service, for a second opinion 
for presenting corneal ulceration and trichiasis persistence.

At her first ophthalmological examination, positive 
findings OD were: best-corrected visual acuity (BCVA) 
of counting fingers (CF), trichiasis and distichiasis, cor-
neal pannus, superficial punctate keratitis, 50% forniceal 
shortening and symblepharon formation of 10% in the 
lower temporal lid, graded as IIc and IIIa stages accord-
ing to Tauber and Foster et al classification8 (Figure 1(a)). 
Positive findings OS were: BCVA 20/20, trichiasis and 
distichiasis at the lower lid, associated subepithelial fibro-
sis in the nasal region, superficial punctate keratitis, and 
25% forniceal shortening classified as a IIa stage.

Based on clinical manifestations and medical his-
tory, OCP was suspected. To confirm the diagnosis, OD 

Table 1.  Multiple autoimmune syndrome classification.2

Phenotypes Diseases

MAS–1 Polymyositis
Myasthenia gravis
Giant cell myocarditis
Thymoma
Dermatopolymyositis
Autoimmune myocarditis

MAS–2 Autoimmune thyroid disease
Sjögren’s syndrome
Primary biliary cirrhosis
Rheumatoid arthritis
Systemic sclerosis

MAS–3 Autoimmune thyroid disease
MG and/or thymoma
Sjögren’s syndrome
Pernicious anemia
Idiopathic thrombocytopenic purpura
Addison’s disease
Type 1 diabetes
Vitiligo
Autoimmune hemolytic anemia
Systemic lupus erythematosus

Figure 1.  (a) Right eye with trichiasis, distichiasis, madarosis, corneal conjunctivalization, corneal pannus of 360° (green 
arrows), severe forniceal shortening (black arrows), and symplepharon formation (blue arrows), (b) right eye with trichiasis and 
symblepharon (blue arrows).
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direct immunofluorescence in conjunctival biopsy was 
performed. The results showed the presence of linear 
deposition of IgG and IgA antibodies along the basement 
membrane zone of the conjunctival tissue, confirming the 
diagnosis of OCP. Treatment with azathioprine and predni-
solone was started. During the follow-up, ophthalmologi-
cal examination OD revealed BCVA 20/400, and detention 
in forniceal shortening. Thus, prednisolone tapering was 
indicated.

However, the patient presented a new symblepharon at 
the nasal lower lid region OD, classified as IIc IIIb.8 For 
this reason, cyclophosphamide and closer medical controls 
were indicated. Three months later, the patient was stable 
with no new pathological findings. So, prednisolone taper-
ing until suspension and 3-month controls were indicated.

A year later, the patient referred suspension of immuno-
suppressive treatment by a general practice physician, due 
to the appearance of anemia with iron sulfate supplements 
requirement. Besides, clinical examination showed an 
important loss of visual acuity OD, from 20/400 to CF. The 
patient presented a corneal leukoma secondary to recurrent 
corneal ulcers OD.

One year later she presented increased foreign body sen-
sation, xerostomia, asthenia, adynamia, skin dryness, and 
arthralgias. The patient was referred to the rheumatologist, 
and laboratory tests (Table 2) and a salivary gland biopsy 
were ordered. She presented positive Anti-TG, Anti-TPO, 
Anti-Ro and Anti-La antibodies and salivary gland biopsy 
was consistent with SS. Thus, SS and HT were diagnosed 
at the same time.

Based on these findings, MAS diagnosis was con-
firmed. Treatment with hydroxychloroquine, pilocarpine, 
and levothyroxine was started.

Despite the treatment, 1 year later, although the patient 
persisted with the same BCVA OU, forniceal shortening 
progressed to 80% OD and 75% OS. In the next 2 years, 
the patient suspended the immunosuppressive treatment 
by her own, presenting OCP reactivation, demonstrated by 
a progression of the forniceal shortening OD (90%), asso-
ciated to inferior corneal pannus and corneal opacification 
OD (Figure 1(b)). For this reason, rheumatology and ocu-
lar immunology specialists indicated methotrexate (Mtx) 

and, according to evolution, cyclophosphamide. With the 
MTX treatment, the patient has shown VA and clinical 
stability OU and the absence of progression of OCP has 
been evident during the last 5 years with no requirement of 
cyclophosphamide treatment so far.

Discussion

Comorbidity of OCP with other ADs, such as Rheumatoid 
Arthritis and Pernicious anemia, has been described.5,6 In the 
same way, Nayar et al.6 reported that 11/34 patients of OCP 
population presented polyautoimmunity. The most com-
mon OCP association was pernicious anemia, followed by 
vitiligo and polymyalgia rheumatica. Similarly, Lee et al.9 
described a polyautoimmunity prevalence of 35%, being 
autoimmune thyroid disease (AITD) the principal associ-
ated AD, followed by rheumatoid arthritis and psoriasis.

In our case, OCP was the patient’s first disease, with a 
posterior appearance of SS and HT. Contrarily, other case 
reports have described the appearance of OCP as the last 
manifestation of the syndrome, after vitiligo and AITD.5 
Hence, our patient’s disease association and presentation 
could be considered uncommon.

On the other hand, SS is a systemic AD that frequently 
presents with other ADs. Rojas-Villarraga et al.10 described 
AITD and SS as the ADs with the most frequent coexist-
ence. In this study, 34% of the patients had polyautoim-
munity and 3.6% had MAS. These results support the idea 
that polyautoimmunity is not infrequent, and it follows 
associated patterns. Likewise, Boelaert et al.11 reported a 
polyautoimmunity prevalence of 14% in patients with HT.

Regarding MAS treatment, it remains undetermined 
and there are no standard guidelines of care. This could be 
related to factors such as the diversity in the constitution 
of MAS phenotypes, which may include orphan diseases, 
and the lack of registration.12 Similarly, immunogenic 
factors, such as HLA-DQB1*0301, LRP1/STAT6, AIRE, 
and physiopathological mechanisms shared by ADS could 
determine biologic and nonbiologic drugs usefulness in 
MAS management.7,12 Butt et al.13 suggested treating each 
AD separately, taking into account the clinical condition 
and individual aspects of each patient.

Table 2.  Autoinmune panel.

Results Reference 
range

Anti-Smith antibodies Negative  
Anti-Ro/SSA antibodies (AU) 104* >20
Anti-La/SSB antibodies (AU) 24* >20
Antinuclear antibodies (ANA) 1/320 speckled pattern*  
Antineutrophil cytoplasmic antibodies IFI (ANCAS) Negative  
Rheumatoid factor (RF) 7 >30
Thyroglobulin antibody (anti-Tg) 340* 0–115
Thyroid peroxidase antibodies (anti-TPO) 415* 0–35
Thyroid-Stimulating Hormone (TSH) 4.41 0.4–4

*Anti-Ro/SSA, anti-La/SSB, ANA, anti-Tg and anti-TPO antibodies were positive.
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On account of OCP progression and the risk of visual 
loss in our patient, treatment was based in a stepladder 
combined therapy.12 Considering the reported response and 
clinical improvement of OCP and SS with MTX, this was 
the chosen treatment.14,15 In patients with OCP, MTX has 
shown to improve disease control, prevention of scarring, 
and vision loss.14 Shi et al.16 demonstrated that MTX can 
achieve 73% of effectiveness, determined by total control 
or inhibition of conjunctival inflammation and scarring. 
In addition, they described a visual acuity improvement in 
27.3% of the patients. Besides, MTX in patients with SS 
ameliorate dry mouth and ocular symptoms, arthralgias, 
arthritis, parotid gland enlargement, and purpura.15

To the best of our knowledge, we present the first MAS 
description with OCP, SS, and HT comorbidity; thus, 
establishing regular management was a challenge. It is 
crucial to consider that a multidisciplinary management is 
fundamental to achieve control of the disease.

Conclusions

A novel association of MAS, where OCP was the 
first AD, followed by SS and HT is presented in this 
case. Therefore, ophthalmologist and other specialists 
involved in the evaluation and treatment of patients with 
autoimmune diseases, should be aware of this associa-
tion since these three ADs can co-exist. We emphasize 
the importance of a multidisciplinary approach, as it 
assures an optimum disease and treatment instauration 
and follow-up.
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