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Letters to the Editors
Reply to comment on: 
Disease evolution in a long-term 
follow-up of 104 undifferentiated 
connective tissue disease patients 

Sirs, 
We read with interest the comment by 
Yamashita and colleagues on our retrospec-
tive experience on undifferentiated connec-
tive tissue disease (UCTD), focusing on dis-
ease evolution (1). 
While it is still unclear which patients with 
UCTD will later in life develop a more se-
vere disease potentially with organ involve-
ment, it is now widely accepted that UCTD 
patients can be distinct in two separated 
populations (Fig. 1). On the one hand, the 
disease might be relatively mild, with a be-
nign prognosis with a prevalence of mus-
culoskeletal involvement, and with a scarce 
change of developing flares during the course 
of the follow-up. On the other hand, patients 
(especially at younger age of diseases onset) 
might develop new clinical and/or laboratory 
manifestations during follow-up, with higher 
frequency of organ damage and flares, ulti-
mately classifying them as having a definite 
CTD (2). 
Several studies highlighted the importance 
of antibody-profiling to help distinguish the 
two distinct populations (3). As pointed out 
by Yamashita and colleagues some studies 
reported that specific positivity of anti-Ro/
SSA antibodies might help identify patients 
with a more stable disease or are known to 
be more frequesntly associated with false 
positive (e.g. malignancies in the case of 
Ro52+Ro60- antibodies) (4, 5). When con-
sidering antibody-profiling, one should 
also consider other screening strategies: in 
fact, evidence suggested that the cumula-
tive number of positive antibodies in a pa-
tient can be and indicator of the evolution 
towards a definite CTD (6). Interestingly, Lu 
et al. showed that SLE subjects have a mean 
of 0.3 new antibody specificities per year 
and a mean of 3 antibody specificities at the 
time of diagnosis (7). 
While researchers are making a great effort 
in discovering novel laboratory techniques 
and antibody specificities, a diagnostic gap 
still exists, and patients should be diagnosed 
sooner, as potentially evolving to a CTD. 
It is known that patients with less than 6 
months’ diagnostic delay may experience 
lower flare rates and organ damage, that ulti-
mately translates to an overall better progno-
sis, quality of life, less health care utilisation 
and lower cost for the health care system (8). 
This is particularly important for those pa-
tients with major organ involvement, such as 
lupus nephritis or pulmonary hypertension: 
in these cases, delay in prompt diagnosis and 
initiation of immunosuppressive therapy has 
been linked to long-term adverse outcomes 
and increased irreversible damage (9). 
While we agree with Yamashita and col-
leagues that new classification criteria are 
needed for both UCTD and other diseases, 

such as mixed CTD, it is important to under-
line that while the immunological laboratory 
might help clinicians in identifying patients 
at higher risk of developing a more severe 
disease course, clinical manifestations must 
be at the forefront when considering prog-
nosis and treatment. It is widely recognised 
that a portion of patients with UCTD will 
develop a definite CTD in a 5 years’ time 
and the early identification of this subgroup 
would deeply impact their clinical manage-
ment, leading for example to a closer follow-
up. Similarly, different treatment options 
might be considered, and the patients might 
be counseled differently in specific higher 
risk settings, such as pregnancy or when 
planning a surgery. The lack of both inter-
national recommendations and classification 
criteria for UCTD is impacting on possibly 
underestimating or neglecting patients with 
a severe course and ultimately miss-diagnos-
ing them. 
Antibody testing represents a cornerstone in 
autoimmunity; however, clinical suspicion 
based on the presence of clinical signs and 
symptoms should primarily guide the man-
agement. New criteria and recommenda-
tions, alongside with prospective studies are 
needed in order to identify early predictors 
of disease evolution in UCTD patients. 

m. radin, MD, PhD
e. rubini, MD
i. cecchi, MD
s.g. foddai, MD
a. barinotti, MD
d. rossi, MD
s. sciascia, MD, PhD*
d. roccatello, MD*
*These authors contributed equally
Center of Research of Immunopathology 
and Rare Diseases - Coordinating Center of 
Piemonte and Valle d’Aosta Network for Rare 
Diseases, Department of Clinical and Biological 
Sciences, and SCDU Nephrology and Dialysis, 
S. Giovanni Bosco Hospital, Turin, Italy. 
Please address correspondence to: 
Massimo Radin, 
Dipartimento di Scienze Cliniche 
e Biologiche, Università di Torino,

Ospedale S. Giovanni Bosco, 
Piazza del Donatore di Sangue 3, 
10154 Turin, Italy.
E-mail: massimo.radin@unito.it 
Competing interests: none declared.
© Copyright CliniCal and 
ExpErimEntal rhEumatology 2023.

References
  1.  RADIN M, RUBINI E, CECCHI I et al.: Disease evo-

lution in a long-term follow-up of 104 undifferen-
tiated connective tissue disease patients. Clin Exp 
Rheumatol 2022; 40: 575-80. 

 https://doi.org/10.55563/clinexprheumatol/7vp1bo
  2.  SCIASCIA S, ROCCATELLO D, RADIN M et al.: 

Differentiating between UCTD and early-stage 
SLE: from definitions to clinical approach. Nat Rev 
Rheumatol 2022; 18: 9-21. 

 https://doi.org/10.1038/S41584-021-00710-2
  3.  DORIA A, ZEN M, CANOVA M et al.: SLE diagnosis 

and treatment: when early is early. Autoimmun Rev 
2010; 10:55-60. 

 https://doi.org/10.1016/j.autrev.2010.08.014
  4.  CAVAZZANA I, FRANCESCHINI F, BELFIORE N et 

al.: Undifferentiated connective tissue disease with 
antibodies to Ro/SSa: clinical features and follow-up 
of 148 patients. Clin Exp Rheumatol 2001;19: 403-9.

  5.  MURNG SHK, THOMAS M: Clinical associations of 
the positive anti Ro52 without Ro60 autoantibodies: 
Undifferentiated connective tissue diseases. J Clin 
Pathol 2018; 71: 12-9. 

 https://doi.org/10.1136/jclinpath-2015-203587
  6.  ARBUCKLE MR, McCLAIN MT, RUBERTONE 

MV et al.: Development of autoantibodies before 
the clinical onset of systemic lupus erythematosus.         
N Engl J Med 2003; 349: 1526-33. 

 https://doi.org/10.1056/NEJMoa021933
  7.  LU R, MUNROE ME, GUTHRIDGE JM et al.:      

Dysregulation of innate and adaptive serum media-
tors precedes systemic lupus erythematosus classifi-
cation and improves prognostic accuracy of autoan-
tibodies. J Autoimmun 2016; 74: 182-93. 

 https://doi.org/10.1016/j.jaut.2016.06.001
  8.  OGLESBY A, KORVES C, LALIBERTÉ F et al.:     

Impact of early versus late systemic lupus erythema-
tosus diagnosis on clinical and economic outcomes. 
Appl Health Econ Health Policy 2014;12:179–90. 
https://doi.org/10.1007/S40258-014-0085-X

  9.  GERGIANAKI I, BERTSIAS G: Systemic lupus ery-
thematosus in primary care: an update and practical 
messages for the general practitioner. Front Med 
(Lausanne) 2018; 5; 161. 

 https://doi.org/10.3389/FMED.2018.00161

Fig. 1. Two distinct un-
differentiated connective 
tissue disease patients’ 
populations at follow-up. 
CTD: connective tissue 
disease; UCTD: undif-
ferentiated CTD; MCTD: 
mixed CTD; SLE: system-
ic lupus erythematosus; 
SS: Sjögren’s syndrome. 


