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Incomplete 
Sjögren's  syndrome 19
There are many autoimmune diseases and each of 
them has at least one feature that is characteristic for 
the disease. This feature may be a single symptom or 
sign but is more commonly a combination of several 
symptoms and signs. Diseases can be recognized by 
their characteristic combination of features, the so-
called "face" of the disease. This "face" plays a crucial 
role in the diagnostic process for the disease.
 In addition to the characteristic (specific) features, 
there are many nonspecific features such as fatigue, 
(nonerosive) arthritis, myositis, Raynaud phenomenon 
and several abnormal laboratory findings (see the 
orange circle in figure 19.1) that occur in many auto 
immune diseases. The clinical relevance of these 
nonspecific features is highly variable. Nonspecifc 
features can be attributed to a particular disease if 

there is also a characteristic feature of the disease in 
question. This is illustrated by the red area in figure 
19.2. In this example, typical features of Sjögren's 
syndrome are present in which case the accompanying 
nonspecific features such as fatigue or antinuclear 
antibodies (ANA) are attributed to Sjögren's syndrome 
as well. For nonspecific features that are treated 
differently depending on the disease to which they 
belong, additional investigations may be required to 
exclude a background other than Sjögren's syndrome.
 Examples of this are arthritis and polyneuropathy 
where rheumatoid arthritis and diabetes mellitus have 
to be excluded respectively.
 The next step may be to investigate whether the 
patient fulfils the diagnostic criteria for the most likely 
diagnosis, e.g. Sjögren's syndrome.1 This is especially 

Figure 19.1 Schematic representation of nonspecific
(orange circle) and more or less disease specific 
features (yellow circles). None of the symptoms and 
signs are present in all patients with a particular 
disease. Abbreviations. CCP: cyclic citrullinated 
peptide; ANA: antinuclear antibodies; RF: rheumatoid 
factor; BM: basal membrane; IF: immunofluorescence.

Figure 19.2 Schematic representation of a particular
combination (red area) of nonspecific and more 
specific features suggesting Sjögren’s syndrome.
Abbreviations: see legend of figure 19.1.
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important if the patient takes part in a scientific study 
but may be redundant or even unethical in a clinical 
situation.
 Patients may also have features that are compatible 
with two disease. This is illustrated in figure 19.3. It 
seems semantic whether the patient has one broad 
disease, two separate diseases or two overlapping 
diseases as nothing is really known about the cause of 
either disease. However, the disease in this example  
is usually classified as rheumatoid arthritis with 
secondary Sjögren's syndrome.

Undifferentiated connective tissue disease
Patients with signs and symptoms suggesting a systemic
autoimmune disease but who lack a characteristic 
"face" and consequently do not fulfil the classification 
criteria for any defined disease, are common in clinical 
practice (table 19.1). The disease in these patients 
has been named "undifferentiated connective tissue 
diseases" (UCTDs).
 The disease in patients with an undifferentiated 
onset may evolve to definite conditions, or remain 
indefinitely undifferentiated, or experience a remission 
of all pathologic features. However, about 70% of 
patients with an undifferentiated onset will not develop 
a defined systemic auto immune disease. The evolution 
to a defined systemic autoimmune disease occurs 
in the majority of cases within the first five years of 

disease. The clinical picture of stable undifferentiated 
connective tissue disease is mild and characterized by 
the absence of major organ involvement.
 The laboratory profile of stable undifferentiated 
connective tissue disease is characterized by the 
presence of single autoantibody specificities.2

Incomplete Sjögren's Syndrome  (Sjögren-like 
syndrome) 
It is quite common for a patient to fit well in the circle 
(or have the "face") of Sjögren's syndrome, with or 
without additional nonspecific features, but not to fulfil 
the diagnostic criteria for Sjögren's syndrome. In this 
situation, the disease can be classified as UCTD but the 
name "incomplete Sjögren’s syndrome" or "Sjögren-
like syndrome" may be more appropriate.4  This is well 
illustrated by the study of Brun et al. 5 They found that  
only 40.9% of patients with an expert clinical diagnosis 
of Sjögren’s syndrome fulfilled the criteria for Sjögren's 
syndrome (see chapter 4 for further details of this 
study). There are at least two possible explanations for 
this discrepancy. 
 The first may be that this is due to the fact that 
symptoms or signs do not always begin at the same 
time and that the patient will fulfil the diagnostic 
criteria at some point in the future. Clinical experience 
indicates that this will only happen in a minority of 
patients and that the majority will not fulfil diagnostic 
criteria even 10 or 20 years later. 
 A second explanation could be that any method of 
dividing patients into two groups (those with and those 
without Sjögren's syndrome using whatever decision 
rule), is very artificial implying that different rules will 
never give the same result.

Table 19.1 Clinical and serological manifestations 
of undifferentiated diseases 1

manifestation  percentage

arthralgia  37-80
Raynaud phenomenon  33-56
arthritis  14-86
leukopenia  11-41
xerophthalmia 7-41
xerostomia  12-36
photosensitivity  10-24
anemia  16-23
serositis  5-16
malar rash  6-13
oral aphtosis  3-27
thrombocytopenia  2-33

Figure 19.3 Schematic representation of nonspecific
(orange circle) and more or less disease specific 
features (yellow circles). Patients may have features 
of more than one disease, in this example Sjögren’s 
syndrome and rheumatoid arthritis.
Abbreviations: see legend of figure 19.1.
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 Vaz et al analysed 184 patients with UCTD.9 
The patients of this group with antibodies to SSA/
Ro and/or SSB/La (27% of the cohort) presented a 
higher prevalence of leukopenia and sicca syndrome 
but not of other clinical features suggestive of 
Sjögren’s syndrome. These data prove that there is 
an intermediate group between healthy people and 
people with "full" (fulfilling the criteria) Sjögren’s 
syndrome that has features that are characteristic of 
Sjögren’s syndrome (sicca syndrome and antibodies to 
SSA/Ro and/or SSB/La). Based on data on the course 
of the disease in patients with UCTD,2 the majority 
of them will probably not evolve to full Sjögren’s 
syndrome. Such intermediate groups were found 
previously in patients with interstitial cystitis/bladder 
pain syndrome (see figure 19.4).10,11 None of the 
intermediate patients has evolved to a differentiated 
connective tissue disease such as Sjögren’s syndrom or 
SLE to date (unpublished data, J.P. van de Merwe).
 Ramos-Casals et al 8 analyzed the clinical features 
of patients with a well-established diagnosis of primary
Sjögren’s syndrome according to the 1993 criteria 6,7 
and tested whether they fulfilled the 2002 classification
criteria.1 The main difference between the 1993 and 
2002 criteria is that the latter require 1. a positive 
salivary gland biopsy, or 2. the presence of antibodies 
to SSA/Ro and/or to SS-B/La. The serological item was 
also fulfilled in the 1993 criteria if a test for ANA or 
rheumatoid factor was positive. Only 286 (45%) of 
507 Sjögren’s patients according to the 1993 criteria 
fulfilled the 2002 criteria. A similar low sensitivity of 
the 2002 criteria as compared to the 1993 criteria was 
found previously in prevalence studies.12-14

 Patients who did not fulfil the 2002 criteria (“1993-
patients”) were 4 years older at diagnosis (59 versus 55

years) than those who also fulfilled the 2002 
criteria (“2002-patients”). No clinically significant 
differences were found in the prevalence of 
xerostoma, xerophthalmia, abnormal eye tests, and 
parotid scintigraphy. “1993-patients” had a lower 
frequency of arthritis (13 versus 20%), vasculitis (5 
versus 10%), peripheral neuropathy (4 versus 13%), 
and cranial nerve involvement (0.5 versus 4%). 
The difference in the global percentage of patients 
with systemic involvement (42 versus 50%) was not 
statistically significant. “1993-patients” also had a 
lower frequency of raised ESR levels (16versus 30%), 
anemia (21 versus 35%), leukopenia (12 versus 19%), 
hypergammaglobulinemia (2 versus 14%), rheumatoid 
factor (29 versus 54%), and cryoglobulinemia (5 versus 
10%). No significant differences were found in the 
development of B-cell lymphoma and in survival.

From these results it can be concluded that in addition 
to patients who fulfil the 2002 classification criteria 
for Sjögren’s syndrome, another group exists of about 
the same size. These patients have similar local and 
systemic disease manifestations, and fulfil the 1993 
criteria for Sjögren’s syndrome but not those of 2002. 
It is shocking that there is no formal diagnosis for this 
large group of patients while it is crystal clear that they 
have the same disease as those who fullfil the 2002 
criteria for Sjögren’s syndrome. 
 Recently proposed diagnostic criteria for interstital 
cystitis/bladder pain syndrome show that the exclusion 
of patients with typical clinical features of the disease in 
question can be avoided by the introduction of various 
types of disease within the classification.15 This allows 
that a single set of criteria with subtyping is useful in 
clinical practice as well as for scientific studies. 

Figure 19.4 Frequency distribution of the number of
items of the European criteria for Sjögren's syndrome
present in 100 patients with IC/BPS.

Only 45% of Sjögren’s patients according to the 
1993 criteria fulfilled the 2002 criteria. 

Ramos-Casals et al 2009 8

A similar low sensitivity of the 2002 criteria as 
compared to the 1993 criteria was found previously 
in prevalence studies.

Kabasakal et al 2006 12

Haugen et al 2008 13 

Birlik et al 2008 14 

It is shocking that there is no formal diagnosis for  a 
large group of patients who fulfil the 1993 criteria 
but not the 2002 criteria for Sjögren’s syndrome. 

van de Merwe, see text below
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Keratoconjunctivitis sicca, focal lymphocytic 
sialoadenits and sicca syndrome
The diagnosis of Sjögren’s syndrome is made on the 
basis of exclusion of diseases that may mimick Sjögren’s 
syndrome (confusable diseases), such as sarcoidosis 
and lymphomas. In addition, positive findings are 
necessary, such as:1

- eye symptoms 
- mouth symptoms
-  swelling, duct abnormalities and lymphocytic 
 infiltration of salivary glands
- diminished tear secretion
-  diminished saliva secretion
- autoantibodies to SSA/Ro and/or SSB/La

Usually, for a diagnosis of Sjögren’s syndrome, 4 items 
have to be documented.  When patients do not fullfil 
the diagnostic criteria for Sjögren’s syndrome and other 
diseases are excluded, it is likely in many cases that the 
disease is essentially the same as Sjögren’s syndrome 
but with less manifestations (figure 19.5).  
 The Swedish opthalmologist Henrik Sjögren became 
famous because he recognized that some patients with 
keratoconjunctivitis sicca may have particular systemic 
features, a syndrome later described as Sjögren’s 
syndrome.  Other patients have typical eye and mouth 
symptoms without objective abnormalities, usually 
called sicca syndrome.  Other patients have parotid 
swelling, an abnornal lip biopsy and antibodies to SSA/
Ro and SSB/La, with no eye symptoms or abnormal eye 
tests for 20 or more years.  This may be called focal 
lymphocytic sialoadenitis. 
 There is no scientific basis nor is it reasonable to 
consider these separate combinations of features of 
Sjögren’s syndrome as diseases that have nothing to do 
with Sjögren’s syndrome.  The opposite seems more 
logical and more likely. 

Conclusion

The presented data are compatible with the hypothesis
that there is a continuous spectrum from no disease to
full-blown Sjögren’s syndrome. Any cut-off point for 
the diagnosis of Sjögren’s syndrome is artificial in this 
situation and suggests that there are only two possible 
outcomes: you have Sjögren's syndrome or you do not. 
Application of a cut-off point in clinical practice is a self-
fulfilling fallacy that causes a lot of harm for Sjögren's 
patients who do not fulfil the criteria. 

 The following list represents a simplified example 
of the possible continuum:

-  no disease
-  sicca symptoms of the eyes
 sicca symptoms of the mouth
-  keratoconjunctivitis sicca
 focal lymphocytic sialo-adenitis
-  Sjögren’s like syndrome (3 items of the 1993 or   
 2002 criteria present)
-  patients who fulfil the 1993 criteria but not the 
 2002 criteria for Sjögren’s syndrome
-  patients who fulfil the 2002 criteria for Sjögren’s
 syndrome

Figure 19.5 Flow chart for the diagnosis of Sjögren's
syndrome (see chapter on diagnosis for further details. 
The yellow squares show the number of criteria items 
present.  
Abbreviations: ES: eye symptoms; MS: mouth symp-
toms; ET: abnormal eye tests; LB: abnormal lip biopsy; 
KCS: keratoconjunctivitis sicca; FLS: focal lymphocytic 
sialoadenitis.
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Sjögren or SLE, or Sjögren and SLE?

Patients with primary Sjögren's syndrome may fulfil 
the diagnostic criteria of SLE without having SLE. 

see text below

Fulfilling diagnostic criteria without having the 
disease
The fact that not all patients who are considered to 
have a particular autoimmune disease by experts fulfil 
the diagnostic criteria for that disease is an unevitable 
consequence of making diagnostic criteria as specific 
as possible to avoid the enrolment of patients that do 
not have the disease under investigation. It is less well-
known that the opposite may also occur: patients may 
fulfil diagnostic criteria without having the disease. 
This is illustrated in the next example.

Patient X with Sjögren’s syndrome has the following 
manifestations of the disease:

 1. fatigue
 2.  symmetric nonerosive polyarthritis
 3.  a daily feeling of dry mouth ≥3 months
 4.  a recurrent sensation of sand in the eyes
 5.  Schirmer test OD/OS: 3 and 4 mm
 6.  photosensitivity
 7.  leukocyte count: 3.2 x 109/l
 8.  antinuclear antibodies (ANA)
 9.  antibodies to SSA/Ro and SSB/La
 10.  rheumatoid factor 400 IU/ml;
  the anti-CCP test is negative

The patient fulfils the American-European criteria 1 
for the diagnosis of primary Sjögren’s syndrome on 
the basis of the manifestations 3,4,5, and 9. The other 
disease manifestations can also easily be attributed 
to Sjögren’s syndrome: photosensitivity correlates 
with the presence of antibodies to SSA/Ro, 60-70% of 
Sjögren’s patients have a positive ANA test, 10-15% has 
arthritis and 25% a low leukocyte count.
 The patient also fulfils the ARA criteria for the 
diagnosis of systemic lupus erythematosus 3 on the 
basis of manifestations 2, 6, 7 and 8.
 On the basis of the symmetric poly arthritis and the
rheumatoid factor, a diagnosis of early rheumatoid 
arthritis could also be considered. However, the 
negative test for antibodies to CCP strongly argues 
against rheumatoid arthritis.4
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