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Abstract: Autoimmune polyglandular syndrome (APS) is defined as a heterogeneous group of 
polyendocrine diseases, which can be classified into type I and II (APS-2). APS-2 is a rare poly-
genic condition represented by the presence of primary autoimmune adrenal insufficiency, as-
sociated with type 1 diabetes mellitus and/or autoimmune thyroid disease. The coexistence of 
these three diseases, present in 10% of APS-2 cases, is called Carpenter syndrome. In APS-2, 
other complications can coexist that make this condition even more uncommon. In this report, we 
present a very rare case of a 41-year-old woman with APS-2 and the classic triad of autoimmune 
diseases that characterize this morbidity, associated with other autoimmune conditions, namely: 
vitiligo, autoimmune panniculitis, Sjögren’s syndrome, autoimmune gastritis and celiac disease. 
Together, all alterations present in our patient represent less than 1% of the population with APS-
2. Thus, we remember that certain signs and symptoms present in the same patient may be part 
of a set of different autoimmune diseases that coexist with each other.
Keywords: Autoimmune polyglandular syndrome Type 2, Autoimmune diseases, Type 1 Diabe-
tes mellitus, Addison’s disease, Autoimmune thyroiditis.
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CASE REPORT

INTRODUCTION
Autoimmune polyglandular syndro-

me (APS) can be defined as a heteroge-
neous group of polyendocrine diseases, 
where there is a concomitant occurrence 
of at least two endocrine gland deficien-
cies due to autoimmune mechanisms, and 
can be classified into type I (APS-1) and II 
(APS-2)1,2.

APS-1, also known as juvenile APS, 
Autoimmune Polyendocrinopathy-Candi-
diasis-Ectodermal Dystrophy (APECED) or 
Whitaker Syndrome, is a monogenic auto-
somal recessive manifestation defined by 
the presence of chronic mucocutaneous 
candidiasis, hypoparathyroidism and au-
toimmune primary adrenal insufficiency 
(APAI)1,3,4.  It originates from dysfunctions 
in the AIRE gene (autoimmune regulator) 
and although rare, it generally appears in 
childhood and in females1,3,4.

In relation to APS-2, this is a polyge-
nic condition represented by the presence 
of APAI, associated with type 1 diabetes 
mellitus (T1DM) and/or autoimmune thyroid 
disease1,5. The coexistence of these three 
diseases, present in 10% of APS-2 cases, 
is called Carpenter syndrome1,5,6. Althou-
gh rare, APS-2 is the most prevalent form 
of APS, being present in 1.4 to 2 indivi-
duals/100 thousand inhabitants, in addition 
to being more prevalent in adult women 
(3:1) and in the second to fourth decades of 
life1,2,5,6. Its pathophysiology is complex, but 
despite being polygenic, haplotypes of the 
human leukocyte antigen (HLA) deserve to 
be highlighted, such as DQ and DR1,4,5,6,7. 
Other less frequent complications (4-11% 
of cases) may coexist in APS-2, such as 
vitiligo, hypergonadotropic hypogonadism, 
celiac disease, alopecia, autoimmune gas-
tritis, as well as other rare manifestations 
(<1%), such as Sjögren’s Syndrome, Myas-
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thenia Gravis and rheumatoid arthritis6,8. 
Early diagnosis of APS-2 is important to 
avoid future morbidity and mortality, and 
encompasses clinical, laboratory findings 
(including hormonal and antibody levels 
against target organs) and images, being 
individualized for each pathology1,2,5,6. 
Treatment consists of isolated therapies for 
each disease and replacement of various 
hormonal deficiencies1,4,5,6.

We report an extremely rare case of 
a woman with APS-2 with the classic triad 
of autoimmune diseases that characterize 
this morbidity, associated with other au-
toimmune conditions. Approval by the Re-
search Ethics Committee (REC) is registe-
red under number 5,945,897.

CASE REPORT
Woman, 41 years old, white, arti-

san, in a stable union, from the interior of 
São Paulo. She was referred to the Pedia-
tric Endocrinology service when she was 
4 years old after a coma episode, to con-
tinue the treatment of T1DM. During her 
follow-up, she had several hospitalizations 
due to diabetic decompensation, stemming 
from poor metabolic control. In addition to 
diabetes, several other autoimmune patho-
logies were diagnosed throughout her life. 
The chronology of the appearance of these 
diseases is shown in table 1.
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Table 1. Chronology of the age of onset and diagnosis of the autoimmune diseases pre-
sented by the patient, with their respective clinical and laboratory characteristics.

Chronological age 
(years)

Diagnosed

 pathology

Clinical-laboratory 

characteristics

4 Type 1 diabetes mellitus Diabetic ketoacidosis

18

Chronic lymphocytic 
thyroiditis (Hashimoto’s 

thyroiditis)

- Dry skin, infiltrated facies, goi-
ter, edema in the lower limbs

- TSH(1) = 37.2 mIU/mL
(VR: 0.35-4.940 mIU/mL)

- fT4(2) = 0.6 ng/dL
(VR: 0.7-1.8 ng/dL)

- Positive anti-TPO(3) and an-
ti-thyroglobulin antibodies

Vitiligo Hypochromic lesions on hands 
and face

Autoimmune pannicu-
litis

- Inflammatory processes in the 
skin

- Areas of atrophy and skin hard-
ening, in areas no longer used 

for insulin application
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25 Sjögren’s syndrome
- Dryness of eyes and mouth

- Positive Anti-RO and Anti-La

27

Autoimmune primary 
adrenal insufficiency 

(APAI) (4)

- Asthenia and hypoglycemia, 
with laboratory confirmation after 

ITT(5):

cortisol peak =

12.8 µg/dL (expected>18µg/dL)

Autoimmune gastritis

- Nausea, vomiting, diarrhea and 
epigastric pain

- Anemia, vitamin B12 deficiency, 
hypergastrinemia

- UGE(6) (with biopsy)

Celiac disease
Diarrhea and a lot of flatulence 

with a foul odor related to pasta, 
bread, milk

(1)TSH = Thyroid stimulating hormone; (2)fT4 = Free thyroxine; (3)TPO = Thyroid peroxidase; (4)APAI = Autoimmune primary adrenal 
insufficiency; (5)ITT = Insulin tolerance test; (6)UGE = Upper gastrointestinal endoscopy.

In addition to the diseases mentio-
ned above, the patient currently has the 
following comorbidities: arterial hyperten-
sion (under treatment since the age of 17); 
diabetic nephropathy diagnosed at 17 years 
of age, with macroscopic proteinuria (449 
mg/24 hours, RV: above 300 mg/24 hou-
rs = macroproteinuria); bilateral non-proli-
ferative diabetic retinopathy (evidenced on 
funduscopy at age 20); dyslipidemia; con-

vulsive crises (slow and wide waves of right 
parietal projection in electroencephalogra-
phy); diabetic sensory peripheral neuropa-
thy.

Regarding obstetric history, in 2001, 
at the age of 19, the patient became preg-
nant, presenting several complications 
during the gestation period, such as pre-
-eclampsia, hypoglycemia, ketonuria and 
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furunculosis. The birth was cesarean sec-
tion, at 27 weeks and 5 days, and the baby 
survived. In 2003, she experienced a spon-
taneous miscarriage at 4 and a half weeks 
of pregnancy. And in 2007 she had her last 
pregnancy with a birth at 32 gestational 
weeks, and this baby also survived.

Currently, the patient is clinically 
stable, with occasional episodes of hypo-
glycemia and receiving specific treatment 
for her various illnesses. Upon physical 
examination, at her last consultation, she 
was in good general condition, conscious, 
oriented, hydrated, acyanotic, anicteric, wi-
thout edema, weighing 74.9 kg, height 159 
cm, and body mass index compatible with 
overweight (29.6 kg/m2). Waist circumfe-
rence was 110 cm, heart rate was 86 bpm 
and blood pressure was 136/88 mmHg. 
The hypochromic spots of vitiligo are loca-
ted on the face, hands, feet, genital region 
and thighs. According to the staging propo-
sed by Kidney Disease: Improving Global 
Outcomes (KDIGO), diabetic kidney disea-
se is in stage G2 A1.

Medication in use: Insulin Glargine 
24IU/day; Insulin Lispro before the three 
main meals, in variable doses, depending 
on the carbohydrate count; Levothyroxine 
75mcg/day; Metformin XR 2g/day; Pred-
nisone 5mg/day; Atorvastatin 40mg/day; 
Cholecalciferol 50,000IU every 15 days; 
Losartan 50mg/day; Furosemide 40mg/
day; Pregabalin 150mg/day; Citoneurin 5 
thousand IU/month; Folic acid 5mg/day; 
Bromopride 10mg/day and Nortriptyline 
25mg/day.

DISCUSSION
Our report highlights a rare case in 

which there is the occurrence of Carpen-

ter syndrome, that is, the presence of APAI, 
associated with T1DM and autoimmune 
thyroid disease. This triple association of 
endocrine gland deficiencies due to au-
toimmune mechanisms is present in the 
minority of people affected by APS-2; an 
uncommon combination of pathologies of 
immunological etiology, which in most ca-
ses expresses only two deficiencies1,5,6.

The association with other autoim-
mune diseases makes this condition even 
rarer6,7. Thus, the event observed in the 
situation described shows a patient who, 
in addition to manifesting APS-2, also ex-
presses a group of autoimmune complica-
tions that are quite rare in these individuals, 
since she presents as additional manifesta-
tions: vitiligo, autoimmune panniculitis, au-
toimmune gastritis, disease celiac disease 
and Sjogren’s syndrome.

Although autoimmune diseases do 
not yet have an established cause, it is 
known that the HLA complex is involved in 
their pathogenesis. The HLA gene, present 
on chromosome 6p21 of the antigen-pre-
senting cell, has different haplotypes, whi-
ch, when altered, can generate different au-
toimmune phenomena in the individual. It is 
important to highlight that only one subtype 
of the modified HLA complex can be rela-
ted to different autoimmune pathologies. 
The HLA-DR and HLA-DQ gene loci are 
responsible for the susceptibility of several 
autoimmune diseases, such as: T1DM, ce-
liac disease, autoimmune thyroid disease, 
autoimmune primary adrenal insufficiency, 
vitiligo and Sjogren’s Syndrome. It may be 
that this type of event has directly influen-
ced the genesis of the autoimmunities pre-
sent in our report8,9,10,11,12.

Furthermore, we must highlight that 
this woman, in addition to several autoim-
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mune diseases that manifested before the 
age of 30, began to present, even in her 
youth, several associated complications, 
such as high blood pressure, diabetic ne-
phropathy, bilateral non-proliferative diabe-
tic retinopathy, neuropathy diabetes, dys-
lipidemia, episodes of hypoglycemia and 
seizures. Therefore, it is necessary to treat 
and/or stabilize these various diseases and 
comorbidities in isolation through the use of 
polypharmacy. Specific drug interventions 
are necessary to also avoid future morbi-
dity and mortality resulting from conditions 
such as cardiovascular, neurological and 
various tissue/organ complications.

Our patient, despite all these patho-
logies and comorbidities, especially T1DM, 
which manifested itself in early childhood, 
managed to have two successful pregnan-
cies with the proposed treatment. Conside-
ring that the patient is cared for within the 
scope of the Public Health System, it is a 
great challenge for health teams to keep all 
of her illnesses under control, but only in this 
way will she be more likely to remain stable, 
without morbidities that significantly compro-
mise her health-related quality of life.

CONCLUSION
We report a very rare case of APS-

2 with several autoimmune diseases, pre-
sent in less than 1% of this population. 
We remind you that health professionals 
responsible for monitoring any patients 
with autoimmune diseases must always 
be aware that certain signs and symptoms 
present in the same patient may be part of 
a set of different diseases that are conco-
mitant with each other, and the recognition 
of this fact has direct implications not only 
on the quality of life, but also on the survi-
val of these people.
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