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Abstract 
Background: The coexistence of multiple rheumatic diseases in a single patient is uncommon but clinically significant. 
Case Report: We report a 65-year-old female patient with rheumatoid arthritis (RA) and ankylosing spondylitis (AS), who developed subacute 
cutaneous lupus induced by sulfasalazine (DISL). AS was active so she was treated with secukinumab 150 mg monthly for five years, 
escalated to 300 mg due to cervical enthesitis. Partial response after five months led to a switch to etanercept, which improved joint symptoms 
but triggered DISL recurrence with anti-Ro52 positivity. Subsequently, sicca symptoms appeared, and Sjögren's syndrome was confirmed 
by biopsy. Upadacitinib 15 mg/day was initiated, resulting in remission of both musculoskeletal and cutaneous symptoms. 
Conclusion: This case illustrates the diagnostic and therapeutic complexity of overlapping RA, AS, DISL, and Sjögren's syndrome. It 
underscores the risk of cutaneous adverse reactions to both synthetic and biologic DMARDs and highlights the importance of multidisciplinary 
monitoring and tailored treatment strategies. 
Keywords: rheumatoid arthritis, ankylosing spondylitis, drug-induced subacute cutaneous lupus, sjogren's syndrome, upadacitinib. 
 
Abbreviations: 
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drug-induced subacute cutaneous lupus DISL 
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 Introduction 

Rheumatoid arthritis (RA) and ankylosing 
spondylitis (AS) are the most common inflammatory 
rheumatic diseases. Both are characterized by chronic 
inflammation, joint destruction and disability, but their 
etiology, classic symptoms, serologic tests and 
imaging findings are distinct. Morning stiffness and 
peripheral arthritis can be found in both diseases. The 
genetic predisposition is different: the presence of 
HLA-DR4 is frequently described in patients with RA, 
whereas HLA-B27 is prevalent among patients with 
AS [1]. The coexistence of RA and AS is rare. The first 
case was described in 1976 [2]. The presence of 
rheumatoid factor (RF) is an important diagnostic 
marker for RA [3], while the association of anti-
citrullinated protein antibodies (ACPA) increases 
diagnostic specificity [4]. Approximately 10-30% of 
patients with RA develop Sjögren's syndrome, which 
predisposes to a more severe disease with systemic 
involvement and refractoriness to treatment [5]. 

Sulfasalazine and tumor necrosis factor alpha (TNFα) 
inhibitors, including etanercept, are among the most 
frequently involved drugs in triggering subacute 
cutaneous lupus, especially in patients with RA and 
Sjögren's syndrome, who have a high prevalence of 
anti-SS-A and anti-Ro-52 antibodies [6,7,8,9]. 
Cutaneous manifestations appear within weeks to 
months after starting treatment and resolve in 74% of 
cases after discontinuation of therapy and 
administration of synthetic antimalarials [6]. The use 
of upadacitinib is currently being evaluated as a 
treatment for patients with systemic lupus 
erythematosus [10]. 

 Case Presentation 

A 65-year old non-smoking woman was referred to 
rheumatology for diagnostic evaluation after 
confirmation of the diagnosis of subacute cutaneous 
lupus in the dermatology department.  

From her medical history, her symptoms began in 
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2002 with symmetric polyarthritis affecting the small 
joints of the hands and feet and she had double 
seropositivity (RF and ACPA). At that time, she was 
diagnosed with RA and started on methotrexate, with 
the dose gradually increased to 20 mg per week, which 
was well tolerated and led to a good clinical course for 
10 years. 

In 2012, signs of enthesitis, inflammatory low back 
pain and peripheral oligoarthritis appeared. Additional 
investigations revealed radiographic sacroiliitis and 
the presence of HLA-B27 antigen; thus, the diagnosis 
of AS with peripheral manifestations was established. 
Given the peripheral oligoarticular involvement, 
methotrexate treatment was stopped and sulfasalazine 
was initiated, with progressively increasing dosage up 
to 2000 mg/day, with a good response for 4 years.  

In 2016 a new clinical finding appeared: a diffuse 
skin eruption arranged in plaques, for which the 
patient presented to dermatology. A skin biopsy was 
performed, showing features compatible with 
subacute cutaneous lupus. 

At the first rheumatology consultation in our clinic 
in June 2016, the patient presented with a generalized 
rash arranged in confluent plaques, Raynaud's 
phenomenon and inflammatory polyarthralgia 
involving the knees, small joints of the hands, left 
elbow and left wrist. The osteoarticular clinical 
examination revealed thoracic kyphosis, lumbar 
straightening, absence of joint swelling, 
anteroposterior subluxations of the toes and 
amputation of the second toe of the right foot 
secondary to hammer toe deformity (Figure 1). 

 
Figure 1. Generalized rash: confluent plaques, 

confirmed on dermatologic biopsy as subacute 
cutaneous lupus erythematosus. The yellow arrow 
indicates the amputation of the second toe of the right 
foot due to changes consistent with hammer toe 
deformity. 

 
The laboratory findings were: normal complete 

blood count, acute phase reactants within normal 
limits, high-titer RF and ACPA (RF = 400.07 UI/mL, 
normal < 30 UI/mL; ACPA = 250 UI/mL, normal < 20 
UI/mL), positive IgG antinuclear antibodies (ANA) by 
ELISA (92,608 U/mL, normal < 20 U/mL), negative 
anti-double-stranded DNA (anti-dsDNA) and anti-
Smith (anti-Sm) antibodies by ELISA, extended ANA 
panel showing positive anti-histone antibodies, 
decreased complement C3 (0,75 g/L; normal: 0,89-
1,87 g/L), decreased complement C4 (0,14; normal 

0,16-0,38 g/L), absent serum cryoglobulins.  
For RA staging, bilateral conventional X-rays of 

the hands and feet were performed. The feet revealed 
large, symmetric erosions, predominantly at the fourth 
and fifth metatarsophalangeal joints, joint space 
narrowing and diffuse demineralization (Figure 2b). 
The same changes are observed in the left wrist and in 
the third metacarpophalangeal joint of the left hand, 
revealing small erosions (Figure 2a). 

 

 
a) 

 
b) 

Figure 2. a) Bilateral hand X-ray (AP view): 
linear erosion at the level of the 5th  
metacarpophalangeal joint of the right hand (arrow 
head) b) Feet x-ray (AP view): large, symmetric 
erosions at the level of 5th, 4th, 2th 
metatarsophalangeal joints of the right foot and at the 
level of the 1st interphalangeal joint and the 4th and 
5th metatarsophalangeal joints of the left foot (arrow 
head), joint space narrowing, diffuse demineralisation 
and amputation of the second toe of the right foot 
secondary to hammer toe changes (yellow arrow). 

 
The pelvic radiograph shows bilateral grade 3 

sacroiliitis (Figure 3). 
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Figure 3. Anteroposterior pelvic radiography: 

bilateral grade 3 sacroiliitis. 
 
Given the presence of Raynaud's phenomenon, 

videocapillaroscopy was performed, which was 
normal (Figure 4). 

 
Figure 4. Videocapillaroscopy with normal 

appearance 
 

For the cutaneous lupus lesions, treatment with 
glucocorticoids (prednisone 0,5 mg/kg body weight, 
tapered by 5 mg of prednisone per week and 
discontinued after 3 months) and hydroxychloroquine 
400 mg/day were initiated. For the management of 
RA, treatment with methotrexate 20 mg per week was 
resumed. Under this treatment, the skin rash 
disappeared and the therapeutic targets for both RA 
(according to the DAS28-CRP) and AS (according to 
the ASDAS) were maintained for 2 years. 

In March 2018, the diseases flared by the 
appearance of asymmetric oligoarthritis in the lower 
limbs, Achilles enthesitis and dactylitis of the second 
toe of the left foot, accompanied by high inflammatory 
markers (ESR = 32 mm/h and CRP = 15,52 mg/L) and 
high disease activity scores of AS (BASDAI = 6,7; 
ASDAS-CRP = 3,3). Accordingly, treatment was 
escalated to the class of biologic agents. Due to 
caution regarding sulfasalazine-induced cutaneous 
lupus, the first option was not the class of anti-tumor 
necrosis factor alpha agents, but rather the class of 
interleukin-17A blockers, specifically secukinumab, 
with a loading dose followed by a monthly dose of 150 
mg, resulting in a rapid response and maintained 
remission for approximately 5 years. Methotrexate 
was continued for the control of RA.  

In February 2023, a severe clinical flare developed 
in the superior cervical spine region, with severe and 
local inflammatory signs associated with difficult to 

reduce cervical anteflexion posture. Biological 
parameters showed high level of acute phase reactans 
(ESR=53 mm/H; CRP=44,87 mg/L) and very high 
disease activity state (BASDAI=7,5; ASDAS=4,29). 
A cervical spine MRI was performed, which 
confirmed the presence of enthesitis at of the cervical 
interspinous ligament, with areas of inflammation on 
STIR sequences at this level (Figure 5). 

 
Figure 5. MRI of the cervical spine in STIR 

sequence: enthesitis of the cervical interspinous 
ligament (yellow circles). 

 
The dose of secukinumab was increased to 300 mg per 
month. This resulted in a partial response at one month 
(with a decrease in the ASDAS score to 2,5), but with 
loss of response at five months. 
In July 2023, the patient developed the same clinical 
symptoms as previously described, including 
peripheral arthritis, enthesitis and chronic cervical 
pain, with biological inflammatory syndrome 
(ESR=90 mm/H, CRP=41,24 mg/L)  and very high 
disease activity state (BASDAI=9,5; ASDAS-
CRP=5,54). The treatment was switched to etanercept 
biosimilar  50 mg weekly, resulting in a clinical 
reponse after 3 months of therapy, which was 
maintained over time. After 8 months of treatment, 
while the disease remained well controlled, the patient 
developed a recurrence of the cutaneous eruption. A 
skin biopsy reconfirmed the diagnosis of subacute 
cutaneous lupus (Figure 6). 

 
Figure 6. Erythematous, symmetric, generalized 

skin lesions with sparing of the face and a tendency to 
coalesce (suggestive of subacute cutaneous lupus). 
 

Laboratory evaluation revealed an inflammatory 
syndrome (ESR=69 mm/h, CRP=57,83 mg/L), low 
complement C3 (0,76 g/L), positive anti-SS-A 
antibodies and positive anti-Ro-52 antibodies. Given 
the positivity of anti-SS-A antibodies, upon repeating 
the medical history, the patient reported the presence 
of sicca syndrome. An ultrasound of the major salivary 
glands was performed and showed nonspecific 
changes. Thus, a biopsy of the minor salivary glands 
was recommended, which confirmed the diagnosis of 
Sjogren's syndrome. Due to the onset of subacute 
cutaneous lupus, treatment with biosimilar etanercept 
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was discontinued, and topical and oral corticosteroid 
therapy was initiated (prednisone 0,5 mg/kg body 
weight for 4 weeks, followed by a gradual dose 
reduction and dicontinuation at 3 months), with a 
partial response. 

In May 2024, one month after discontinuation of 
biological therapy, there was a flare, with severe 
morning stiffines of the axial skeleton, dorso-lumbar 
pain, associated with arthritis in the right foot, 
enthesitic pain in the costal region, persistent skin 
rash, inflammatory biological syndrome (ESR=69 
mm/H, CRP=67,83 mg/L)  and high disease activity 
state (BASDAI=7,5; ASDAS-CRP=5,48. 

After analyzing the therapeutic options and shared 
decision with the patient, the JAK inhibitor class was 
selected, specifically upadacitinib 15 mg/day. A rapid 
clinical improvement was shortly noted, in all the 
clinical domains, with complete remission achieved 
after one month of treatment. The treatment also had a 
favorable effect on cutaneous lupus lesions, with 
complete resolution at at three months. 

At 6 months, in December 2024, remission of both 
axial and peripheral symptoms was noted, with 
significant improvement in functionality (practicing 
aqua gym on a regular basis), absence of skin rash 
(Figure 7), absence of inflammatory biological 
syndrome (ESR=9 mm/H, CRP=2,53 mg/L), 
normalization of complement levels, disease activity 
scores consistent with inactive disease (BASDAI=0, 
ASDAS=0,64, DAS28-CRP=0,96) and no need for 
steroidal or non-steroidal anti-inflammatory drugs. 

 
Figure 7. Skin presentation after 3 months of 

upadactininb treatment 

 Discussions 

Given these manifestations, there is an unusual 
association of inflammatory rheumatic conditions: 
double seropositive RA, AS with peripheral 
involvment, Sjogren syndrome and recurrence of 
drug-induced subacute cutaneous lupus (DISL). 

The spectrum of this associations covers distinct 
mechanism from autoimmune and inflammatory 
diseases. These conditions appeared sequentially but 
evolved concomitantly. 

The literature describes cases of RA and AS with 
significant disease duration. Comparable prevalence 
rates (0.30%–1.50%) have been noted in the general 
population. Among individuals with RA and HLA-

B27, 6.6% were also diagnosed with AS, while 8.3% 
of rheumatoid factor (RF)-positive patients had AS, 
versus 9.8% in controls—although these results lacked 
statistical significance. The likelihood of concurrent 
RA and AS in a single patient has been reported to 
range from 1 in 50,000 to 1 in 100,000, indicating that 
RA–Spondyloarthritis overlap is exceedingly rare. 
Some authors suggest that accidental detection of 
HLA-B27 in an RA patient does not influence the 
course of the underlying disease nor increase the 
incidence of sacroiliac joint inflammation. Similarly, 
the presence of RF in AS patients does not 
significantly raise the risk of erosive peripheral 
arthritis [1,2,12,13,14,15,17]. 

The prevalence of coexisting autoimmune diseases 
in patients with RA is higher than in those with 
osteoarthritis (OA), with AS being one of the rarest 
associated conditions. The highest odds ratios (ORs) 
comparing RA to OA were reported for AS (OR 8.0; 
95% CI 7.6–8.5) and psoriatic arthritis (OR 7.8; 95% 
CI 7.6–8.1). Diagnosis of overlapping RA and AS is 
often delayed. Based on available data, this clinical 
combination appears to follow a more aggressive 
course, as most patients exhibit erosive radiographic 
patterns, RF positivity, axial skeleton involvement, 
and rheumatoid nodules with higher frequency than 
those with isolated diagnoses of either disease 
[5,7,8,16]. 

Regarding the association with DISL Arnaud et al. 
utilized the World Health Organization (WHO) 
pharmacovigilance database to identify 118 drugs 
linked to drug-induced lupus, including infliximab, 
adalimumab, etanercept, and sulfasalazine. The study 
also revealed that 42 of these drugs had not been 
previously associated with drug-induced lupus, 
suggesting an evolving spectrum of implicated agents. 
DISL is a distinct clinical entity, induced by 
medication in over one-third of cases. Sulfasalazine 
has been identified as a causal agent, along with 
antifungals (e.g., terbinafine), proton pump inhibitors 
(PPIs), antihypertensives (e.g., calcium channel 
blockers, ACE inhibitors), and TNF inhibitors 
[6,9,10,18,19]. 

While the association between Sjogren syndrome 
and RA is well known and relatively frequent, the 
association between Sjogren syndrome and AS is less 
common, yet possible, with at least one documented 
case in the literature [20]. 

To our knowledge—and as corroborated through 
Artificial Intelligence tools (ChatGPT and Open 
Evidence) [21]—the coexistence of all four conditions 
(RA, AS, DISL, and SS) in a single patient has not 
previously been reported. For the therapeutic 
management of such a complex case, all these disease 
entities were considered. It was decided to initiate 
treatment with Janus kinase inhibitors (JAK 
inhibitors), a drug class with demonstrated efficacy in 
both RA and AS, without reported associations with 
drug-induced lupus, and with emerging data 
supporting their efficacy and safety in systemic lupus 
erythematosus (SLE) from phase 2 clinical trials 
[10,21]. 
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 Conclusions 

This case highlights the diagnostic and therapeutic 
complexity of overlapping RA and AS and Sjögren’s 
syndrome, the risk of cutaneous adverse reactions 
under sulfasalazine and etanercept, as well as the need 
for multidisciplinary monitoring and therapeutic 
strategy adaptation based on the immunologic profile 
and clinical progression. 
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