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Myositis-Specific Antibodies and Myositis-Associated
Antibodies in Patients With Idiopathic Inflammatory
Myopathies From the PANLAR Myositis Study Group
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Background: Dermatomyositis (DM) and polymyositis (PM) are forms
of idiopathic inflammatory myopathies (IIMs), which are associated with
the production of autoantibodies that are useful in the diagnosis and prog-
nosis of the disease.

Objective: The aim of this study was to determine the frequency of antinu-
clear autoantibodies (ANAs), myositis-specific autoantibodies (MSAs), and
myositis-associated autoantibodies (MAAs) in 6 Latin American countries.
Methoeds: Two hundred ten patients with IIM were included in this cross-
sectional study from 2014 to 2017: 112 from Mexico, 46 from Colombia,
2() from Peru, 16 from the Dominican Republic, 10 from Argentina, and 6
from Guatemala. Antinuclear autoantibodies were detected by indirect
immunofluorescence on HEp-2 cells. MSAs and MAAs were tested by
a line immunoassay method. Mann-Whitney U and %2 tests were used
for statistical analysis.

Results: Of the 210 IIM patients, 139 (66.2%) had DM, 59 (28%) PM,
and 12 (5.7%) juvenile DM. The mean age was 43.5 (6-79 years); 158
(75.2%) were female, and 52 (24.8%) were male. The overall frequency
of ANA was 60%. The most frequent patterns were fine speckled (AC-4)
(78.3%) and cytoplasmic (AC-19) (6.45%). The most frequent MSA were
anti-Mi-2 (38.5%) and anti-Jo-1 (11.9%). Anti-Mi-2 was more frequent
in patients from Colombia (40.1%). The MAA more frequent were anti—
Ro-52/TRIM21 (17.6%) and anti—PM-Scl75 (7.5%).

Conclusions: This is the first study of ANA, MSA, and MAA in patients
from 6 countries from the Panamerican League against Rheumatism
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myositis study group. We observed a general prevalence of 60% of ANA.
In relation to MSA and MAA, anti—Mi-2 was the more frequent (38.5%).
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diopathic inflammatory myopathies (IIMs) are a rare group of
systemic autoimmune diseases that are distinguished by the

presence or combination of weakness and progressive muscle
pathology, altered muscle enzymes, clectromyographic findings
suggestive of a myopathic pattern, muscle biopsy with the char-
acteristic pathological features, and finally the presence of pa-
thognomonic dermatological alterations such as hcliotrope
rash, Gottron's papules, Gottron's sign, V-sign, and Shawl sign.!

As in other autoimmune conditions, I[IMs are characterized
by the production of autoantibodies detected in the serum of pa-
tients. Within the spectrum of IIM, the autoantibodies are classified
into 2 important groups: myositis-specific antibodies (MSAs) and
myositis-associated antibodies (MAAs).>™

Myositis-specific antibodies are divided in 2 subgroups:
anticytoplasmic antibodies and antinuclear antibodies. Within
the group of anticytoplasmic antibodies is another subgroup of an-
tibodies directed against different types of aminoacyl tRNA syn-
thetases (ARSs),” the most common antibody being the one
directed against histidyl-tRNA synthetase (anti-Jo-1), which is
detected in 25% to 30% of patients with myositis.® ® The other
MSAs directed to tRNA synthetases that belong to the ARS sub-
group are collectively detected in 3.5% of cases'®

Another MSA subgroup of anticytoplasmic antibodies, orig-
inally described in a polymyositis (PM) patient, are those directed
against the signal recognition particle (SRP)—a macromolecular
complex of 7SL RNA and several proteins including 72, 68, 54,
19, 14, and 9 kD, proteins that regulate the translocation of pro-
teins across the endoplasmic reticulum.*!" Anti-SRP is detected
in less than 4% of myositis patients and is associated with necro-
tizing myopathy and characterized with a poor prognosis.'?

Antinuclear antibodies (ANAs) are present in approximately
60% of myositis patients' sera. Anti-Mi-2 antibody is the only
MSA localized in the nucleus,'*"'* detected in 5% to 10% of
patients and is associated with both adult and juvenile derma-
tomyositis (DM). Less frequently, other MSA detected include
anti-MDA-5/CADM-140, anti-155/140 (TIF l-y/cx), anti-MJ/NXP-2,
anti-PMS1, anti-SAE, and anti-HMGCR."**

The MAA most commonly found in myositis patients and
overlap syndromes include anti-U1-RNP present in 10% of
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patients with overlap syndromes and in virtually all patients with
mixed connective tissue disease; anti-SSA/Ro in more than 35%
of patients with IIM and ILD, anti-PM-Scl present in patients with
PM-systemic sclerosis overlap,? and anti-Ku antibodies are found
in PM-SLE overlap (20%-30% in Japanese patients) and can be
frequently associated with corticosteroid sensitive IIM and severe,
corticosteroid-resistant [LD.>>26

In the present study, we evaluated the presence of ANA, MSA,
and MAA in the sera of [IM patients from rheumatology clinics in 6
Latin American countries that participate in the Panamerican
League against Rheumatism (PANLAR) Myositis Study Group.
The aim of our study was to determine the frequency and profile
of MSA and MAA in Latin America as well as to individually as-
sess the frequency of autoantibodies in each country.

SUBJECTS AND METHODS

Patients

Two hundred ten serum samples from both incident and prev-
alent patients with IIM were included in this cross-sectional study,
from 2014 to 2017. The diagnosis was made according to Bohan
and Peter’s criteria.*”° The regional distribution of the patients in-
cluded 112 from Mexico, 46 from Colombia, 20 from Peru, 16 from
Dominican Republic, 10 from Argentina, and 6 from Guatemala.

The researchers participating in this project made a commitment
to respect and work according to the principles expressed in the Dec-
laration of Helsinki, as well as adherence to current good clinical
practice standards. All patients signed an informed consent, which
was approved by an ethics committee in each participating center.

ANA Detection

Antinuclear antibodies were detected by indirect immuno-
fluorescence (ITF) in HEp-2 cells (Antibodies Inc, Davis, CA)
as previously described.*® Briefly, we included as screenin g both
dilutions 1:160 and 1:320. We considered a positive test for ANAs
a dilution of 1:320 or higher.

Myositis-Specific and Myositis-Associated Antibodies
The MSAs and MAAs were performed by a line immunoas-
say method (Euroline Myositis Antigens Profile 3; Euroimmun,

Lucbeck, Gcrmany)‘“ to identify the following antibodies: Jo-1,
PL-7, PL-12, EJ, OJ, Mi-2, SRP, SSA/Ro52, PM-Scl100,
PM-Scl75, and Ku. All strips were. scanned with a densitometer,
and the results expressed as optical ‘density units. An optical den-
sity unit value higher than 10 was considered as a positive test.

In Colombian patients, the MSAs and MAAs were per-
formed with a qualitative enzyme immunoassay kit “DIA Spot
Polymyositis/Scleroderma IgG” (DIASource-Belgium), to iden-
tify the following antibodies: Jo-1, PL-7, PL-12, SRP-54, Mi-2,
Ku, PM/Scl, and ScL-70. Quantitative results were considered
as positive or negative based on control sera included with the
assay kit.

Anti-HMGCR Antibodies

Anti-HMGCRs were detected with an addressable laser bead im-
munoassay (ALBIA Luminex) as previously described.>? A value
higher than 20 median fluorescence units was considered positive.

Statistical Analysis

Descriptive statistics tests were performec for the data. For
the comparison of medians, Manh-Whitney U test™> was per-
formed. x> Tests™ were used for the comparison of frequencics.
A p <0.05 was considered statistically significant. All the analy-
ses were performed using the GraphPad Prism 6.

RESULTS

Of the 210 IIM patients, 158 (75.2%) were female and 52
(24.8%) were male. Their mean age was 43.5 (6-79 years). Ac-
cording to the diagnosis, 139 (66.2%) had DM, 59 (28.1%) PM,
and 12 (5.7%) juvenile DM (Tablc 1). Also, PM showed signifi-
cant differences between the countries (p = 0.02); Guatemala
was more frequent (83.8%), followed by Argentina (40%) and
Colombia (34.8%).

The seronegative frequency was 21.0%, with a significant
difference between the countries (p = 0.003). The most frequent
was Guatemala (66.7%). The ANAs' frequency was 60%, being
more frequent in Colombia 89% (Table 2). These frequencies
showed significant difference between the countrics (p = 0.02).
In particular, the frequencies of positivity of ANAs of Colombia
obtained significant differences when compared them with

TABLE 1. Clinical and Demographic Data of Patients With IIM in 6 Latin American Countries

Total Dominican
n=210 Mexico Colombia Republic Peru Argentina Guatemala  p value

Demographics

Patients, n (%) 210 (100) 112 (53.3) 46 (21.9) 16 (7.6) 20(9.5) 10 (4.8) 6(2.9) NS

Female, n (%) 158 (75.2) 91 (81.3) 32 (69.6) 12 (75) 9 (45) 8 (80) 6 (100) NS

Male, n (%) 52 (24.8) 21(18.7) 14 (30.4) 4(25) 11 (55) 2(20) 0 (0) NS

Age, n [range] 435[6-79] 40.7[6-69] 47.2[20-72] 373 [8-68] 52.1[20-73] 484[21-79] 46.7[10-76] NS
Ethnicity ?

Mestizo, n (%) 187 (89.0) 112 (100) 46 (100) 0(0) 19 (95) 5(50) 5(83.3) NS

Native, n (%) 1 (0.5) 0@ 0(0) 0(0) 0(0) 0(0) 1(16.7) NS

Mulatto, n (%) 16 (7.6) 0(0) 0 (0) 16 (100) 0(0) 0(0). 0 (9) NS

Caucasian, n (%) 6 (2.9) 0 (0) 0 (0) 0(0) 1(5) 5(50) 0(D) NS
Diagnostic :

DM, n (%) 139 (66.2) 74 (66.1) 30 (65.2) 13 (81.3) 15¢75) 6 (60) 1(16.7) NS

PM, n (%) 59 (28.1) 26 (23.2) 16 (34.8) 3(18.7) 5(25) 4 (40) 5(83.3) 0.02

IJDM, n (%) 12 (5.7) 12 (10.7) 0(0) 0(0) 0(0) 0(0) 0(0) NS

JDM indicates juvenile dermatomyositis; NS, not significant.
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TABLE 2. Frequency of ANA, MSA, and MAA in 6 Latin American Countries

Total

Mexico  Colombia Dominican Republic Peru Argentina  Guatemala  p value
Patients, n 210 112 46 16 20 10 6 NS
Seronegative 44 (21.0) 23 21.0) 1(2.2) 5(31.3) ¥ (40.0) 3 (30.0) 4 (66.6) 0.0003
ANA +1 (%) 126 (60) 62 (55) 41 (89) 7 (43) 9 (45) 5(50) 2(33) 0.002
MSA, n (%)
MI-2 81(38.5) 45(40.1) 29(63.0) 1(6.5) 3(15) 3(30) 0(0) NS
HMGCR [144 SS] 4(2.0) 1/98 (1) ND 3(18.8) 0(0) 0(0) ND NS
JO-1 25(119)  19(17.0)  5(10.9) 0(0) 0(0) 1(10.0) 0(0) NS
PL-12 8(3.8) 5(4.5) 1(22) 0 (0) 2 (10) 0 (0) 0 (0) NS
SRP 13(6.2) 9(8) 0(0) 2(12.5) 1(5) 1(10) 0(0) NS
PL-7 4(1.9) 327 1(22) 0(0) 00 0(0) 0(0) NS
O [164 SS] 2 (1.0) 2(09) ND 0 (0) 0 (0) 0 (0) 0(0) NS
EJ [164 SS] 2(1.0) 1 (0.9) ND 0(0) 0(0) 1(10) 0(0) NS
MAA, 1 (%)
RO32/TRIM21 39(18.6) 28(25.0) 3(6.5) 3(18.8) 1(5) 4 (40.0) 0(0) 0.01
PM-SCL75[164S8S]  15(7.1)  12(10.7)  3(0) 0 (0) 0 (0) 0(0) 0(0) NS
KU 13 (6.2) 11(9.8) 0 1(6.25) 1(5) 1 (10.0) 0(0) NS
PM-SCL100 3(1.4) 3(0.9) 0 (0) 0 (0) 0 (0) 0(0) 0 (0) NS

respect to other countries: Mexico (p = 0.0005), Dominican
Republic (p = 0.0025), Peru (p = 0.002), Argentina (p = 0.03),
and Guatemala (p = 0.014), respectively. The most frequent pat-
terns were nuclear fine speckled (AC-4) in 78.3% serum samples
and cytoplasmic (AC-19) in 6.45%.

Myositis-Specific Antibodies

The overall frequency of MSA was Mi-2 (38.5%), Jo-1
(11.9%), SRP (5.7%), PL-12 (3.3%), HMGCR (2.0%), PL-7
(1.9%), EJ (1.2%), and OJ (0.6%). The most frequent MSA,
anti-Mi-2, was more frequent (P < 0.05) in serum samples from
Colombia (40.1%), Mexico (38.5%), and Argentina (30%), when
compared against those sera samples from Peru (15%) and
Dominican Republic (6.3%). Anti—Jo-1 was present in 17% of se-
rum samples from Mexice, and in patients from Colombia and
Argentina, it was present in 11% and 10%, respectively. Neverthe-
less, anti-Jol was not detected in the sera from Peru, Dominican
Republic, and Guatemala individuals (Table 2).

Myositis-Associated Autoantibodies

The overall frequency of MAA was anti-Ro-52/TRIM21 in
17.6% of the serum samples and then PM-Scl75 in 7.5%, Ku
3%, and PM-Scll100 0.6%. The most frequent MAA, Ro-52/
TRIM21, was detected in 30% of the Argentinian patients, 24%
of Mexican patients, 18.8% of Dominican Republic patients, and
5% of Peruvian patients. However, anti-Ro52/TRIM21 was not de-
tected in sera of any of the patients from Guatemala (Table 2).

Autoantibodies and Groups of Seropositivity and
Clinical Variables

An analysis of positive and negative autoantibodies was per-
formed, and groups were stratified accordingly to the number of
positive autoantibodies and to a negative result.

Four groups were identified: those who were negative, those
who had 1 positive autoantibody, those who were positive to 2 au-
toantibodies, and those who were positive to 3 autoantibodies.
Once the groups were formed, the group that did not show positiv-
ity to any of the autoantibodies was the most frequent, correspond-
ing to 47.6% (MSA group) and 73.3% (MAA group), followed by
those positive to 1 autoantibody (Fig. A, B).

© 2020 Wolters Kluwer Health, Inc. All rights reserved.

Likewise, a global analysis was made where we included pos-
itivity for ANA, MSA, and MAA, and 8 groups were identified, from
negative to up to 7 positive autoantibodies. In this case, the most fre-
quent group was the one positive to | autoantibody 31.4% (Fig. C).
Once the groups were evaluated, they were stratified according to
the type of myositis and there were no significant differences.

DISCUSSION

This study describes the serological autoantibodies profile related
to IIM patients from rheumatological centers in 6 Latin American
countries who are participating in the PANLAR Myositis Study Group.

In this study, the cumulated frequency of ANA in IIM patients
from the 6 Latin American countries was almost 60% with the
highest frequency of 86% in Colombian TIM patients and the lowest
frequency of 33% in patients from Guatemala (p < 0.05). Consis-
tent with previous reports, the specific autoantibodies observed in
our [IM cohort were also usually reported in a large proportion of
myositis patients in other geographic locations (50%—80%).%

The frequency of DM in our [IM cohort varied from 16% in
Guatemala, 60% in Argentina, 65% in Colombia, 66% in Mexico,
75% in Peru, and the highest frequency was in 81% of Dominican
Republic patients. The frequency of this type of [IM that presents
pathognomonic skin changes can be relevant because it could sup-
port previous associations of ultraviolet exposure at different geo-
graphical latitudes.* % With the exception of Guatemala, DM
predominated in the rest of the Latin American countries, the most
frequent being the Dominican Republic. Nevertheless, the presence
of anti-Mi-2 antibedies was higher in Colombian patients as com-
pared with Dominican Republic patients (37% vs 6.7%, p = 0.03);
despite the frequency of DM in these patients (65% vs 81%), this
was nonsignificant (p = 0.35). In Mexico and Argentina, the fre-
quency of anti-Mi-2 of approximatelyy 30% is consistent with a pre-
vious study in Mexico that reported a high prevalence of anti-Mi-2
(35%) and a low prevalence of anti-synthetase antibodics (4%) in
PM/DM.'"* In this same study, the prevalence of anti-Mi-2 was
35% in PM/DM but was higher at 45% in DM."* The correlation
of UV radiation and its possible role in the pathogenesis of DM
and production of anti-Mi-2 antibodies as previously reported®’
needs to be taken into consideration.
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FIGURE. Groups of seropositivity to autoantibodies (A) MSA, (B) MAA, (C) ANAs, MSA, MAA. Groups of seropositivity, the numbers show the
amount of autoantibodies to which each patient was positive. The data show the % frequency of groups of individuals seropositive to

autoantibodies.

Most studies worldwide agree in pointing to anti—Jo-1 as the
most common antisynthetase antibody found in IIM with a prev-
alence from 15% to 30%.3® Patients with antibodies to Jo-1 and
other tRNA synthetases have been classified as antisynthetase
syndrome characterized by high prevalence of myositis, interstitial
lung disease, arthritis, Raynaud phenomenon, mechanic hands,
and other clinical features.® 25" It deserves special attention
that, in our current study, a frequency of 11.9% for anti—Jo-1
antibody was identified, clearly lower than described in other
studies: 33% included as a synthetase group,” 11% to 21%,%°
15% to 30%°3 with the highest frequency of 17% in Mexico,
followed by Colombia with 10.9% and Argentina with 10%.
Anti—Jo-1 was not detected in patients from Peru, Dominican
Republic, and Guatemala, although PM predominated in
Guatemala. However, we must mention that this is a limitation
of the study because the number of patients included from
Guatemala was very low.

Anti-HMGCR is detected in approximately 62% of statin-
related immune-mediated necrotizing myopathies >’ Qur re-
sults shown a high frecuency of anti-HMGCR (18.8%) only in
patients from Dominican Republic with DM diagnosis.

The most prevalent MAA in myositis is directed against
R052/TRIM21 and was detected in more than 30% of patients fre-
quently coexisting with anti-ARS antibodies or other MAA %

Latin America is a heterogeneous region with different de-
mographic characteristics in its population as well as cultural, eth-
nic, genetic, and geographical variations, which can contribute to
the differences found in autoantibodies.**> Although environmental
factors are poorly characterized, significant differences in genetic
background can contribute to the development and presence of
myositis-specific and myositis-associated autoantibodies.*> More-
over, there is a lack of information regarding the role of several fac-
tors that could modulate the autoimmune response, such as the
miRNAs* and posttranslational modifications.**

4 | www.jclinrheum.com

Limitations

Due to the low frequency of patients in some countrigs, it is
difficult to establish an association within all regions. Because
the patients included in this study were predominantly from
Mexico and Colombia, some of the results, including proportion
of positivity, may not be generalizable.

CONCLUSIONS

This is the first study of ANA, MSA, and MAA from the
PANLAR Mpyositis Study Group. In relation to MSA and MAA,
anti-Mi-2 was the most frequent, a finding that contrasts with
studies in other geographic areas in which antisynthetase antibod-
ies tend to be more common, mainly anti-Jo-1 antibody.

However, the frequency of anti—Jo-1 antibody in this study
was 11.9% probably related to the DM frequency. Anti-Ro52/
TRIM21 antibody was the most frequent MAA. In conclusion,
our results describe the frequency of these autoantibodies in pa-
tients from 6 centers of latinoamerican countries, We think it is
important to continue these studies and the detection of these auto-
antibodies in order to have a better understanding of the implication
and association with the various phenotypes of the inflammatory
myophaties in different populations.
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all patients at some time during the course of their disease
when life is prolonged by modern therapy”.

Con las nuevas tecnologias para el estudio del cora-
z0n como son la ecografia doppler y la utilizacién de
algunos métodos de laboratorio como los anticuerpos
antifosfolipidos y el anticoagulante lipico se ha logrado
conocer mejor la patogénesis de la enfermedad valvular
cardiaca. La discrepancia entre los hallazgos de la au-
topsia, los datos clinicos y semioldgicos, y la nueva tec-
nologia de la ecocardiograffa, mejoré la sensibilidad para
la deteccién precoz de una valvulitis lipica. El
ecocardiograma es un método sencillo, para estudiar
como las manifestaciones cardiovasculares pueden cam-
biar durante la vida del paciente, como lo dice Brigden
en la frase anterior””. El ecocardiograma puede poner
de presente un derrame pericardico como una manifes-
tacién temprana del lupus, luego una enfermedad
pericérdica fibrosa, obliterativa y adhesiva hasta termi-
nar en la enfermedad valvular verrugosa, fibrética y
calcificada. También se puede analizar el compromiso
ventricular normal y posteriormente su compromiso anor-
mal. En forma indirecta puede ser ttil para el pronésti-
co del lupus, ya que si existe un compromiso valvular
asociado con anticuerpos anti cardiolipinas y anti-
coagulante liipico, éste paciente tiene peor prondstico
que el paciente que no tiene este compromiso.

El primer estudio en que se utiliz6 el ecocardiograma
para el estudio de las manifestaciones cardiacas en el
lupus fue realizado por BS Maniscalco, JM Felner, JL
McCans, y JA Chiapella™, publicado en un suplemento
dela revista Circulation en 1975, no se public como un
articulo completo. Estudiaron 25 pacientes y encontra-
ron: engrosamiento del pericardio en 25%, derrame
pericardico en 44% y engrosamiento de la valvula mitral.
Los autores afirmaron que este método es promisorio
para detectar clinicamente carditis ldpica que cli-
nicamente no se diagnostica. Dos afios después Elkayam
y col” escribieron otro articulo con los mismos hallaz-
gos en 1981, en 21 pacientes estudiados. Elfas Badui,
David Garcia — Rubi, Elsa Robles, Javier Jiménez, Juan
Lourdes, Margarita Déleze y Gregorio Mintz*® del ser-
vicio de cardiologia del antiguo hospital general, del centro
médico nacional de la ciudad de México, realizaron lo
que considero fue el primer articulo ibero-americano
donde se estudiaron las manifestaciones cardiacas del
lupus, utilizando la radiografia simple, el electrocardio-
grama y el ecocardiograma modo M en 1985%. Estos

son sus resultados: pericarditis y derrame pericérdico
en 39% de los pacientes, hipertension arterial en 22%,
enfermedad isquémica cardiaca en 6%, miocarditis en
14%, insuficiencia cardiaca en 10%, hipertension
pulmonar en 9%, enfermedad valvular en 9%, derrame
pleural en 7% y accidente cerebro—vascular en 3%.
Otros estudios importantes sobre los hallazgos
ecocardiograficos son los de Klinkhoff y col®! en 1985,
publicado en JAMA donde describieron varios hallaz-
gos como el derrame pericardico en el 9%, engrosa-
miento pericardico en 13%, anormalidad valvular en 21%,
engrosamiento valvular en 21%, disfuncién ventricular
en2%. La mayoria de estos estudios eran de tipo trans-
versal. En nuestro criterio, uno de los mejores estudios
ecocardiogréficos en el lupus fueron los del grupo espa-
fiol dirigidos por Galve y col®* del hospital general Vall
d’Hebron de Barcelona quienes realizaron un estudio
de prevalencia, tipo de lesiones y la evolucién de la en-
fermedad valvular cardfaca, en el lupus (Figura 6). Este
grupo demostré que la endocarditis verrugosa parece
ser mas frecuente en las fases recientes de la enferme-
dad, en el lupus activo y se manifiesta como una insufi-
ciencia valvular; mientras que el engrosamiento y la
deformidad valvular se observa mas en lupus de larga
evolucion, enfermos no activos y clinicamente se mani-
fiesta como insuficiencia valvular y como estenosis
valvular. Este estudio se publicé en el New England
Journal of Medicine en 1988. Bahl y col®* no encontra-
ron anormalidad valvular reciente (promedio ocho me-
ses de diagnéstico del lupus) en 18 pacientes con lupus
en 1991, pero Enomoto y col®* en 1991 en el Japén uti-
lizando el doppler a color en 43 pacientes si encontraron
correlacion entre la prevalencia de la enfermedad
valvular y el lupus inactivo. Otras series mis grandes
no encuentran la relacién entre la severidad, la duracién
de la enfermedad con el desarrollo de lesiones valvulares
como lo analizan Klinkhoff y col®! en 1985 y Doherty y
col® en 1990. Otros estudios ecocardiogrificos reali-
zados en pacientes con lupus son los de Crozier y col®
quienes estudiaron 50 pacientes en 1990, pero no infor-
man algo nuevo, sobre lo ya publicado. Lo mismo ocu-
1ri6 con los estudios de Leung y col®” en 1990 al estudiar
75 pacientes, Sturfelt y col®® en 1992 al estudiar 75 pa-
cientes, en una poblacién definida y Ong y col® al estu-
diar 40 pacientes con lupus activo.

Seningen y col® del grupo de Stephen Paget en 1974
describieron una variante de la endocarditis de Libman
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—Sack que denominaron endocardoma, como una masa
calcificada de més de 1.5 cm en el ventriculo izquierdo,
por su parecido a un tumor.

Enfermedad valvular, anticuerpos
anticardiolipinas y enfermedad cerebral

En las décadas de los sesentas y setentas, con el
desarrollo de la inmunologia se traté de buscar explica-
ciones a muchos fendmenos relacionados con el dafio
inmunitario y 16gicamente la endocarditis de Libman-
Sacks, no podia quedar por fuera; Shapiro y col® en
1977 encontraron depdsitos selectivos de inmu-
noglobulinas y complemento a lo largo de las paredes de
los vasos de las vegetaciones, sugiriendo que los com-
plejos inmunes pudiesen participar en el crecimiento y
proliferacion de estas vegetaciones no infecciosas. Con
la asociacién de anticuerpos anti-cardiolipinas hacia 1980,
se empezo a aclarar el por qué del compromiso valvular
en el lupus. Es imposible no asociar el compromiso
valvular cardiaco, la afeccion del compromiso nervioso
central a los anticuerpos anti—cardiolipinas. Silverstein®
informé en una revista regional de New York el com-
promiso cerebro—vascular como una manifestacién del
lupus, tres de sus pacientes tenian una serologia falsa
positiva 'y es posible que estos pacientes tuviesen
anticuerpos anticardiolipinas.

Los primeros informes en autopsias, confirmaron los
hallazgos detectados por la ecocardiografia. Se demos-
tré que el compromiso era més frecuente a nivel de la
vélvula mitral, cambiando el paradigma imperante hasta
1950, de que 1a endocarditis de Libman-Sacks compro-
metia las valvulas derechas.

Pero al parecer el compromiso neurolégico asociado
a un compromiso valvular cardiaco, se conocia solo en
los pocos articulos que estaban publicados como son los
de von Albertini y Alb en 1947°, Johnson y Richarson®
en 1968, Fox y col® en 1980, y Gorelick y col® en 1985.
En ese mismo aiio, un grupo de japoneses describieron
un embolismo pulmonar de una paciente que tenia com-
promiso endocardico a nivel de la tricispide asociado a
lupus?. A pesar de conocer la razén del embolismo en
los pacientes con lupus, en 1980 Pritzker y col” descri-
bieron dos pacientes con estenosis valvular adrtica, uno
de los pacientes tenfa un defecto de la coagulacién con
trombocitopenia y en ambos se encontraron depdsitos
masivos de trombos en las valvas. Los autores conclu-
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yen que “existe una predisposicién hacia la trombosis
que contribuye a la exuberante vegetacién y como con-
secuencia resulta en una estenosis valvular”.

Hart y col® en 1983 describieron un paciente con
endocarditis marantica no bacteriana con miltiples
oclusiones de los pequefios vasos y otro con prolapso
de la valvula mitral.

En 1984 Landi y col'™ describieron dos pacientes
jovenes con isquemia cerebral recurrente asociado a un
anticoagulante ltipico. Un ano después Harris, Gharavi,
Ascherson'” del Hammersmith y del St Thomas en
Londres empezaron a estandarizar las técnicas utiliza-
das para la deteccion de los anticuerpos antifosfolipidos
y con Graham Hughes describieron los primeros pacien-
tes con infarto cerebral y anticuerpos anticardiolipinas
en 1984!%, Un afio después D’Alton y col'® informa-
ron una mujer joven de 26 afios con mdaltiples crisis de
isquemia transitoria, endocarditis verrugosa a nivel de
las valvulas adrticas y mitral; esta paciente tenia ade-
mas episodios de amaurosis fugaz, vértigo y parestesias,

_ sin historia de fiebre reumatica. Este es el primer caso

en la cual se observa claramente la asociacién de la
valvulitis cardiaca y la asociacién a varias manifesta-
ciones neuroldgicas. Kahan y col!® en el mismo afio
informan un paciente con endocarditis, VDRL +
trombocitopenia y proteina Creactiva (+). Tenia insufi-
ciencia adrtica y mitral con buena respuesta a los
esteroides.

A partir de 1986 se esclarece objetivamente la aso-
ciacién de anticoagulante lipico, anticuerpos anticardio-
lipinas y las manifestaciones isquémicas y/o trombdticas
en el sistema nervioso central y la valvulitis cardiaca
como lo describieron Derksen y col'™, Tsokos y col'®,
pero especialmente el articulo de Chartash, Paget y
Lockshin'® quienes documentaron nueve pacientes con
enfermedad valvular, compromiso del SNC y anticuerpos
antifosfolipidos.

El ano de 1987, es un aiio clave para la comprension
del problema, ya que Asherson y col'”” describieron un
paciente con lupus, anticoagulante lipico, valvulitis mitral
e isquemia cerebral recurrente. En este mismo afio
Cronin y col'® del NIH observaron que los pacientes
con niveles elevados de anticuerpos anticardiolipinas, en
especial los subtipos IgG e IgM tenian una incidencia
alta de enfermedad endocérdica. Straaton y col'™ aso-
ciaron el VDRL con la enfermedad valvular cardiaca, y




Ascherson y col''? describieron la asociacidn de la de-
mencia multiinfarto con anticuerpos antifosfolipidos. De
esta manera el abstracto de Chartash, Paget y
Lockshin'*y los tres articulos publicados en 198710710
pudieron establecer la asociacién fuerte entre los
anticuerpos anticardiolipinas, valvulitis de Libman—Sack
y enfermedad neuroldgical®”-1,

En 1988 se publicaron tres articulos claves que per-
mitieron lograr un mejor entendimiento de lo menciona-
do anteriormente por Peter Ford, Sally Ford y David
Lilicrap"® de Kingston, Ontario; quienes informaron so-
bre dos pacientes de 20 y 17 afios con una enfermedad
valvular mitral grave con disfunci6n severa e isquemia
cerebral recurrente, quienes tenfan anticuerpos
anticardiolipina IgG e IgM con titulos altos, anticoagu-
lante lipico y VDRL +; Ascherson, Gibson, Evans,
Baguley y Hughes'"! del St Tom4s describieron los mis-
mos hallazgos en dos pacientes y simultdneamente Gil,
Khamashta y col'? describieron lo mismo. Los estu-
dios realizados en 1987 y 1988 no dejan duda que los
anticuerpos anticardiolipinas a titulos altos tipo IgG e
IgM tienen una relacion con la valvulitis Idpica, y con
algunas manifestaciones neurolGgicas. Se establecié que
la endocarditis infecciosa subaguda desencadena algu-
nas alteraciones inmunolégicas, como depésito de
complejos inmunes en los rifiones, generando la glome-
rulonefritis, hiperglobulinemia, criglobulinemia y el fac-
tor reumatoide; pero una serologia falsa positiva, asociada
a anticuerpos anticardiolipina, especialmente si los titu-
los son altos, estd mds relacionada con la endocarditis
de Libman—Sacks y lupus. El hecho de tener los titulos
altos de anticuerpos anti cardiolipinas IgG e IgM no im-
plica una relacién de causalidad, sin embargo en las le-
siones valvulares que hacen parte de la endocarditis de
Libman—Sacks, existe dafio endotelial y pueden confor-
mar un subgrupo de pacientes con el sindrome
antifosfolipidico secundario. En 1989 Chartash, Lans,
Paget, Qamar y Lockshin® de Nueva York también
documentaron la asociacién de la doble valvulitis mitral
y adrtica con el sindrome antifosfolipidico.

En 1990 se publicaron tres trabajos cldsicos, uno de
ellos por Munther Khamashta, Ricard Cervera (Figura
7), Ronald Asherson, Josep Font, A Gil, DJ Coltar y
col'?, en la revista Lancet. Se confirma claramente la
asociacion de los anticuerpos antifosfolipidos y la en-
fermedad valvular cardiaca al estudiar 132 pacientes
con lupus en forma consecutiva.

ANTONIO IGLESIAS GAMARRAY COLS.

Nihoyannopoulos y col'™* en 1a revista Circulation
describieron la importancia de los titulos altos y la
valvulitis lipica de Libman Sacks y los anticuerpos
anticardiolipina. Esta misma correlacién la hicieron
Leung y col al estudiar 75 pacientes con lupus.

Richard Cervera y col'® del Hospital Clinico Pro-
vincial en Barcelona estudiaron 70 pacientes con lupus
en forma consecutiva y lo compararon con cuarenta
controles. 57% de los pacientes tenfan alteraciones
ecocardiograficas y el compromiso valvular cardiaco lo
detectaron en 31 pacientes es decir en el 44% de los
casos y en solo dos controles (5%) (Figura 8).

El compromiso de la vilvula mitral fue la anormali-
dad mis comin en 33% de los pacientes; esta anorma-
lidad se asocié con una insuficiencia mitral leve en 16%
y moderada en 9% de los casos. Tres pacientes, (4%)
tenian endocarditis verrugosa. Derrame pericardico se
logré establecer en 27% de los pacientes y en 11 de los
19 casos, tenian una enfermedad clinicamente silencio-
sa. Alteracién a nivel del miocardio se encontr6 en 14
pacientes, pero en solo un paciente se encontrd una
disfuncién miocérdica. Se observé ademas que los pa-
cientes con alteraciones valvulares e insuficiencia mitral
tenfan anticuerpos antifosfolipidos, y que estos
anticuerpos tienen un papel patogénico en el dafio
valvular cardiaco en pacientes con lupus. Neshery col¢
en 1977 realizaron un metaanalisis de 13 articulos sobre
compromiso valvular en pacientes lipicos, a quienes se
les practico ecocardiogradia por Doppler y encontraron
valvulopatia en 35% de los pacientes con lupus. La vil-
vula mitral fue la mis comprometida y corroboraron los
hallazgos sobre engrosamiento de las hojillas valvulares,
vegetaciones, regurgitacion y estenosis.

A pesar de que la mayoria de los estudios demues-
tran una asociacién importante entre los anticuerpos
anticardiolipinas y valvulopatia, dos estudios, el de Metz
y col'” en 1994 y el de Roldén y col'® en 1992 no en-
contraron una diferencia significativa entre los pacien-
tes con anticuerpos anticardiolipinas positivas y negativas
asociadas a una valvulopatia. En esta forma las obser-
vaciones que se iniciaron con Osler a finales del siglo
XIXy luego con las de Libman en 1911 y posteriormen-
te en 1923 y 1924 con Libman y Sacks, pudieron esta-
blecer la importancia de los anticuerpos anticardiolipinas
y supapel en la génesis de la valvulitis lipica o verrugosa
o de Libman—Sacks.
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