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Abstract 

Background: Oral manifestations of Sjögren’s syndrome, particularly xerostomia caused by 

salivary gland hypofunction, impair oral function, increase the risk of dental and mucosal 

complications, and reduce quality of life. Symptomatic management remains the mainstay of 

treatment, although several emerging therapies have recently been investigated. 

Aim: To review current evidence on established and emerging treatments for the oral 

manifestations of Sjögren’s syndrome. 

Methods: A narrative literature review was conducted using PubMed, Scopus, Web of Science, 

and Google Scholar. Publications from January 2015 to July 2026 were analyzed to evaluate 
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conventional management, pharmacological and physical therapies, prevention of oral 

complications, and systemic immunomodulatory approaches. 

Results: Conventional management, including patient education, saliva substitutes, topical 

fluoride, dietary modification, and preventive dental care, remains the cornerstone of treatment. 

Pilocarpine and cevimeline are the most effective secretagogues in patients with preserved 

salivary gland function but are limited by cholinergic adverse effects. Sialendoscopy and 

intraductal irrigation show the strongest evidence among minimally invasive therapies. Current 

evidence does not support hydroxychloroquine, conventional immunosuppressants, rituximab, 

or abatacept for isolated oral dryness. Emerging targeted therapies, including ianalumab, 

dazodalibep, and nipocalimab, have shown promising preliminary results. 

Conclusions: Management should be individualized and multidisciplinary, combining 

symptomatic relief, preservation of residual salivary gland function, prevention of oral 

complications, and appropriate treatment of systemic disease. Targeted therapies are promising 

but require confirmation in larger clinical trials. 

Keywords Sjögren’s syndrome, xerostomia, hyposalivation, treatment 

 

 

 

 

 

1. Introduction 

Sjögren’s syndrome is a chronic systemic autoimmune disease characterized by immune-

mediated dysfunction of the exocrine glands, particularly the salivary and lacrimal glands. 

Although its clinical presentation is heterogeneous and may include multiple systemic 

manifestations, xerostomia and xerophthalmia remain the principal symptoms. The disease 

predominantly affects women, while its reported prevalence varies according to geographic 

region, population characteristics, study methodology, and the classification criteria applied 

(Thurtle et al. 2024). 

Xerostomia describes the subjective sensation of oral dryness, whereas hyposalivation refers 

to an objectively reduced salivary flow. These phenomena frequently coexist but do not always 

correlate. The perception of dryness may additionally depend on saliva composition, mucosal 

sensitivity, medication use, hydration, comorbidities, and psychological factors. Saliva 

contributes to lubrication, speech, mastication, swallowing, taste perception, microbial 
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homeostasis, acid buffering, enamel remineralization, and mucosal repair. Its quantitative and 

qualitative deterioration therefore compromises both oral function and the protective 

mechanisms of the oral cavity (Błochowiak et al. 2016; Serrano et al. 2018; Ngo and Thomson 

2021). 

Patients with Sjögren’s syndrome are at increased risk of many abnormalities. These include 

rapidly progressing dental caries, particularly cervical and root-surface lesions, oral 

candidiasis, mucosal atrophy, angular cheilitis, tongue abnormalities, traumatic ulceration, oral 

burning, dysgeusia, halitosis, dysphagia, and intolerance of removable prostheses (Błochowiak 

et al. 2016; Serrano et al. 2018). Hyposalivation may also alter oral microbial ecology, although 

current evidence suggests that reduced salivary flow may be a more important determinant of 

dysbiosis than the autoimmune diagnosis itself (Saúco et al. 2023). 

As oral manifestations of the syndrome affect oral health-related quality of life (Ngo and 

Thomson 2021; Vujović et al. 2023), treatment outcome evaluation should not be limited to 

salivary-flow measurements but should also include symptom severity, functional impairment, 

oral complications, and patient-reported outcomes. 

Current management is individualized and multidisciplinary. It combines preservation or 

stimulation of residual salivary-gland function, replacement of oral moisture, prevention of 

irreversible dental damage, and early treatment of infections and mucosal complications (Price 

et al. 2025). Conventional approaches include lifestyle modification, saliva substitutes, topical 

fluoride, oral lubricants, sugar-free salivary stimulants, and systemic muscarinic agonists. 

Physical, minimally invasive, immunomodulatory, and targeted biological therapies are 

increasingly investigated, although many remain supported by preliminary or heterogeneous 

evidence (Muszyński et al. 2025; Price et al. 2025). 

The aim of this narrative review is to critically summarize established and emerging methods 

for managing oral manifestations of Sjögren’s syndrome, with particular attention to 

xerostomia, salivary-gland hypofunction, oral complications, and the clinical applicability of 

novel therapies. 

2. Research materials and methods 

A narrative literature review was conducted using the databases: PubMed, Scopus, Web of 

Science and Google Scholar. The search included publications from January 2015 to July 2026 

and was carried out using the following keywords: “Sjogren’s syndrome”, “xerostomia”, 

“saliva substitutes”, “secretagogues”, “physical interventions”, “biological therapies” and 
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“regenerative treatment”. The reference lists of eligible studies were additionally screened for 

appropriate articles.  

3. Research results 

3.1. Pathophysiology and oral manifestations 

Salivary gland dysfunction in Sjögren’s syndrome arises from a complex interplay of genetic 

susceptibility, environmental factors, epithelial-cell dysfunction, and dysregulated innate and 

adaptive immune responses. Rather than acting as passive targets, salivary gland epithelial cells 

actively contribute to disease pathogenesis by presenting antigens and producing pro-

inflammatory cytokines and chemokines. Persistent glandular inflammation is driven by 

several interconnected immune pathways, including type I interferon signalling, T-cell 

activation, B-cell hyperactivity, increased expression of B-cell activating factor (BAFF), and 

the production of pathogenic autoantibodies (Qi et al. 2024). 

Histopathological changes are characterised by focal lymphocytic infiltration, progressive 

acinar cell loss, ductal abnormalities, fibrosis, adipose tissue replacement, and disruption of 

glandular innervation and epithelial integrity. Importantly, functional impairment of salivary 

secretion may occur before extensive structural damage becomes evident. Experimental 

evidence suggests that defective intracellular calcium signalling, together with reduced 

expression of inositol 1,4,5-trisphosphate receptors, impairs the secretory capacity of residual 

acinar cells, contributing to hyposalivation even in the presence of preserved glandular tissue 

(Teos et al. 2015). 

The oral manifestations of Sjögren’s syndrome reflect not only a reduction in salivary volume 

but also significant alterations in saliva composition. Patients frequently describe saliva as 

thick, foamy, sticky, or rope-like. Changes in mucin glycosylation and saliva rheology reduce 

mucosal lubrication, while decreased concentrations of biologically active proteins, including 

epidermal growth factor, impair epithelial maintenance and wound healing, further 

compromising oral mucosal health (Chaudhury et al. 2016; Azuma et al. 2018). 

Clinically, patients commonly experience persistent thirst, nocturnal oral dryness, difficulty 

eating dry foods, dysphagia, prolonged chewing, dysgeusia, oral burning, and impaired speech. 

On examination, characteristic findings include dry, sticky oral mucosa, diminished salivary 

pooling, a fissured or depapillated tongue, mucosal erythema, angular cheilitis, traumatic 

ulceration, and irritation associated with denture use (Błochowiak et al. 2016; Serrano et al. 

2018; Ngo and Thomson 2021). 
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The loss of saliva's protective functions—including mechanical cleansing, buffering capacity, 

antimicrobial activity, and remineralisation—creates a highly cariogenic oral environment. 

Dental caries often progress rapidly and may involve cervical, root, smooth, incisal, and cuspal 

surfaces, patterns that are less commonly observed in healthy individuals. Oral candidiasis is 

also frequently encountered and may present as pseudomembranous or erythematous 

candidiasis, angular cheilitis, atrophic glossitis, or denture-associated stomatitis. By contrast, 

the association between Sjögren’s syndrome and periodontitis remains less clearly established, 

with disease severity influenced by confounding factors such as oral hygiene practices, 

smoking, age, medication use, and access to routine dental care. 

Understanding the multifactorial mechanisms underlying oral disease in Sjögren’s syndrome 

has important therapeutic implications. Simply increasing salivary flow is often insufficient, as 

symptoms may also result from qualitative changes in saliva, mucosal injury, microbial 

dysbiosis, and irreversible glandular damage. Consequently, effective management requires a 

comprehensive approach that combines salivary stimulation or replacement with strategies 

aimed at protecting the oral mucosa, enhancing dental remineralisation, controlling 

opportunistic infections, and addressing the functional limitations associated with chronic 

xerostomia. 

3.2. Conventional management 

Disease management should begin with an assessment of subjective dryness, residual glandular 

function, oral complications, comorbidities, and medications. Potentially reversible causes, 

including dehydration, mouth breathing, tobacco exposure, poorly controlled diabetes, and 

medications with anticholinergic effects, should be addressed whenever possible (Ramos-

Casals et al. 2020; Price et al. 2025).  

Patient education is fundamental. Regular intake of small amounts of water may provide 

temporary relief, but sweetened, acidic, carbonated, or caffeinated beverages should be limited 

because of their cariogenic and erosive potential. Alcohol-containing mouth rinses and strongly 

flavoured products may aggravate mucosal irritation. Dietary counselling should focus on 

reducing the frequency of fermentable carbohydrate intake and adapting food consistency 

without increasing exposure to sugar or dietary acids.  

Mechanical and gustatory stimulation may benefit patients with preserved salivary function. 

Sugar-free chewing gum and lozenges can stimulate salivary reflexes, while xylitol-containing 

products avoid exposure to sucrose. Acidic stimulants may temporarily increase secretion but 

should be used cautiously because repeated acid exposure can contribute to dental erosion.  
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Saliva substitutes are available as sprays, rinses, gels, pastes, lozenges, oils, and adhesive discs. 

They commonly contain cellulose derivatives, xanthan gum, mucins, glycerol, polyethylene 

glycol, mineral salts, and lubricating polymers (Assery 2019). Some products additionally 

contain fluoride, calcium, phosphate, xylitol, enzymes, or antimicrobial proteins. However, no 

artificial product fully reproduces the rheological, antimicrobial, buffering, and remineralizing 

functions of natural saliva. 

Evidence indicates that saliva substitutes may reduce subjective xerostomia, but differences 

among products and studies prevent identification of a universally superior formulation 

(Assery 2019). Patient preference is therefore important. Thin, neutral-tasting sprays may be 

convenient during the day, whereas viscous gels or adhesive products may provide longer 

nocturnal relief (Assy et al. 2022; Assy et al. 2023). Preparations should preferably be sugar-

free, alcohol-free, non-irritating, and close to neutral pH. Because symptomatic relief does not 

restore natural dental protection, patients with Sjögren’s syndrome should be considered at 

elevated caries risk. Preventive measures include fluoride toothpaste, interdental cleaning, 

dietary control, individualized recall intervals, and additional topical fluoride according to 

caries activity (Vivino et al. 2016; Price et al. 2025). Evidence for specific interventions in 

Sjögren’s syndrome remains limited; a randomized trial of fluoride varnish did not demonstrate 

statistically significant superiority for its principal outcomes, although this finding should not 

be interpreted as evidence against fluoridebased prevention (Xin et al. 2016). Conventional 

interventions are generally safe but provide temporary relief. Their effectiveness should be 

assessed through oral comfort, sleep, speaking, swallowing, dietary function, mucosal health, 

caries activity, candidiasis frequency, and quality of life rather than salivary flow alone. 

3.3. Pharmacological stimulation of salivary secretion 

Systemic secretagogues stimulate residual glandular tissue and are most appropriate for 

patients with clinically significant xerostomia and measurable decrease in salivary secretion. 

Their potential benefit should be balanced against systemic cholinergic adverse effects and 

relevant respiratory, cardiovascular, ophthalmological, gastrointestinal, and urinary 

comorbidities (Ramos-Casals et al. 2020; Price et al. 2025).  

Pilocarpine is a non-selective muscarinic agonist that can increase salivary flow and reduce 

subjective dryness in some patients (Brito-Zerón et al. 2019; Kapourani et al. 2022). Treatment 

is commonly initiated at a low dose and increased gradually according to response and 

tolerability. Excessive sweating is the principal adverse effect, while flushing, headache, 

nausea, diarrhea, urinary frequency, respiratory secretion, and visual disturbances may also 
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occur. Pilocarpine is generally contraindicated in uncontrolled asthma and conditions in which 

miosis is undesirable. Cevimeline has relative functional preference for M1 and M3 muscarinic 

receptors and is commonly administered at 30 mg three times daily. Clinical studies indicate 

improvement in xerostomia and salivary secretion, although the available trials are limited and 

heterogeneous (Brito-Zerón et al. 2019; Oleksak et al. 2021; Karimi et al. 2025). Its adverse 

effects are similar to those of pilocarpine. There is insufficient direct evidence to establish 

universal superiority of either drug. Pilocarpine is more widely available, whereas cevimeline 

may be better tolerated by some patients but is unavailable or unlicensed in many countries. 

Selection should depend on availability, contraindications, adverse effects, previous response, 

and patient preference. 

Alternative secretagogues, including anethole trithione, bromhexine, N-acetylcysteine, and 

bethanechol, are supported by substantially weaker evidence and should not be considered 

equivalent to pilocarpine or cevimeline. 

Therapeutic response should be assessed using subjective dryness, water consumption, need 

for saliva substitutes, speaking, swallowing, nocturnal symptoms, salivary flow, and quality of 

life. Treatment should be discontinued when no meaningful benefit is obtained at a tolerated 

dose. Secretagogues do not regenerate destroyed glandular tissue and do not replace fluoride 

prevention, saliva substitutes, or treatment of oral complications. 

3.4. Prevention and treatment of oral complications 

Oral care should include regular assessment of dental caries, periodontal status, mucosal 

lesions, candidiasis, tongue abnormalities, prostheses, pain, dysgeusia, and swallowing 

difficulties. Follow-up frequency should reflect the severity of hyposalivation, previous caries, 

recurrent infection, quality of oral hygiene, and the patient’s ability to perform self-care.  

Oral candidiasis is associated with impaired salivary clearance and reduced antimicrobial 

activity. Low unstimulated and stimulated salivary-flow rates are important risk factors 

(Billings et al. 2017; Serrano et al. 2020; Xing et al. 2024). Additional factors include dentures, 

poor oral hygiene, diabetes, recent antibiotic exposure, corticosteroid treatment, 

immunosuppression, nutritional deficiencies, and mucosal trauma. The diagnosis should be 

based on compatible clinical findings because Candida may be present as a commensal 

organism. Microbiological testing is particularly useful in atypical, recurrent, or treatment-

resistant cases and when non-albicans species or antifungal resistance are suspected. Localized 

infection is generally treated with topical agents such as nystatin, miconazole, clotrimazole, or 

amphotericin B, depending on availability (Quindós et al. 2019; Lu 2021). Sugarfree 
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formulations are preferable in patients at high caries risk. Systemic fluconazole may be 

considered for extensive, recurrent, or refractory infection, but drug interactions, hepatic 

function, cardiac risk, and the possibility of antifungal resistance must be evaluated. Prevention 

of recurrence requires management of underlying risk factors. Dentures should be cleaned 

daily, removed at night, and evaluated for instability or traumatic pressure. In denture-

associated stomatitis, the prosthesis and the underlying mucosa should be managed 

simultaneously. Routine long-term antifungal prophylaxis is generally not justified. 

Angular cheilitis may have fungal, bacterial, mechanical, or nutritional causes. Treatment 

should address the identified factors and may include antifungal or antibacterial agents, 

protective ointments, correction of denture fit, and assessment of iron, folate, or vitamin B12 

deficiency.  

Persistent erythematous, erosive, white, indurated, or ulcerative lesions should not 

automatically be attributed to dryness. Oral lichen planus, lichenoid reactions, epithelial 

dysplasia, autoimmune blistering diseases, and malignancy should be considered. Specialist 

examination and biopsy may be required (Belkacem Chebil et al. 2019).  

Oral burning and dysgeusia are non-specific and may be caused by candidiasis, mucosal 

dryness, nutritional deficiency, medication use, reflux, diabetes, neuropathy, or primary 

burning mouth syndrome. Antifungal treatment should not be prescribed solely on the basis of 

burning symptoms without evidence of infection.  

Patients with marked hyposalivation require continuous, individualized caries prevention. 

Fluoride toothpaste, interdental cleaning, dietary modification, professional fluoride 

application where indicated, and frequent clinical monitoring remain central (Vivino et al. 

2016; Xin et al. 2016; Price et al. 2025). Improvement in salivary secretion after pilocarpine 

does not eliminate the risk of dental disease and cannot replace preventive care (Hsu et al. 

2019). 

Periodontal disease should be treated according to established periodontal principles. 

Removable prostheses require careful adjustment, polished surfaces, effective hygiene, 

nocturnal removal, and compatible lubricants. Implant treatment is not automatically 

contraindicated but requires individualized risk assessment and longterm peri-implant 

maintenance. 
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3.5. Physical and minimally invasive therapies 

Intervention Mechanism Evidence 

summary 

Recommendation / 

References 

Salivary 

electrostimulation 

Low-intensity 

electrical 

stimulation 

activates neural 

pathways involved 

in salivary reflex. 

Sham-controlled 

feasibility trial 

showed improved 

Xerostomia 

Inventory scores 

and unstimulated 

salivary flow, but 

sample size was 

small. 

Promising but 

investigational (Fedele 

et al. 2023). 

Acupuncture Neuromodulatory 

approach. 

Large randomized 

trial in primary 

Sjögren’s 

syndrome found no 

superiority over 

placebo. 

Not recommended as 

established treatment 

(Zhou et al. 2022). 

Photobiomodulation Modulates cellular 

metabolism, 

microcirculation, 

oxidative stress and 

inflammatory 

signalling. 

Protocols 

heterogeneous; 

Sjögren-specific 

RCTs have not 

shown consistent 

benefit versus 

sham. 

Experimental/adjunctive 

only (Fidelix et al. 

2018; Ferrandez-

Pujante et al. 2022; 

Linares et al. 2026). 

Sialendoscopy Endoscopic 

examination, duct 

dilation and 

irrigation. 

Controlled studies 

suggest improved 

salivary flow and 

subjective dryness 

in selected patients 

with residual 

glandular function. 

Most direct (though 

limited) evidence 

(Karagozoglu et al. 

2021). 
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Intraductal 

irrigation 

Saline irrigation of 

salivary ducts 

without endoscopy. 

Improved 

stimulated salivary 

flow and 

xerostomia 

outcomes. 

Supported by limited 

evidence; adjunctive 

option (Du et al. 2022). 

Table 1. Summary of evidence for physical and minimally invasive interventions for Sjögren-

related xerostomia. 

In summary, sialendoscopy and intraductal irrigation currently have the strongest, although 

still limited, clinical evidence. Electrostimulation requires larger confirmatory trials, while 

acupuncture and photobiomodulation cannot presently be recommended as routine treatments. 

3.6.  Systemic immunomodulatory and targeted therapies 

Systemic immunomodulatory treatment is primarily intended to control active systemic disease 

rather than isolated oral dryness. Its effect on salivary function depends on disease duration, 

baseline secretion, inflammatory activity, autoantibody status, and the extent of irreversible 

glandular damage. Reduction of systemic disease activity does not necessarily correspond to 

improvement in patient-reported xerostomia.  

Hydroxychloroquine has not demonstrated a consistent clinically meaningful effect on oral 

dryness or salivary secretion and should not be initiated solely for xerostomia (Wang et al. 

2017). Conventional immunosuppressive agents, including glucocorticoids, methotrexate, 

azathioprine, mycophenolate mofetil, and cyclophosphamide, may be required for systemic 

manifestations but are not supported as treatments for chronic oral dryness.  

Rituximab, a CD20-directed B-cell-depleting antibody, did not significantly improve the 

principal oral-dryness endpoint in the TRACTISS trial (Bowman et al. 2017). Secondary 

findings suggested possible stabilization of salivary flow and improvement in glandular 

ultrasonographic appearance, but these effects did not establish a consistent symptomatic 

benefit.  

Abatacept produced measurable biological effects but failed to demonstrate convincing 

improvement in stimulated salivary flow or dryness outcomes in a phase III trial (Baer et al. 

2021). Neither rituximab nor abatacept should therefore be prescribed solely for oral sicca 

symptoms. 

Newer targeted treatments have produced more encouraging signals. Ianalumab, which targets 

the BAFF receptor and promotes B-cell depletion, reduced systemic disease activity and was 
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associated with increased salivary flow at the highest evaluated dose (Bowman et al. 2022). 

However, improvement in patient-reported dryness was less consistent.  

Dazodalibep, an inhibitor of CD40 ligand, improved systemic activity in one patient population 

and symptom burden in another (St Clair et al. 2024). Numerically greater increases in 

stimulated salivary flow were reported, but these differences were exploratory and not 

statistically definitive.  

Nipocalimab blocks the neonatal Fc receptor and accelerates degradation of circulating IgG. In 

anti-Ro-positive patients, high-dose treatment reduced systemic disease activity and produced 

an encouraging salivary-flow responder signal (Noaiseh et al. 2025). Nevertheless, these 

findings cannot be generalized to seronegative patients, individuals with predominantly 

glandular symptoms, or those without residual secretion.  

Current evidence therefore does not support hydroxychloroquine, conventional 

immunosuppressants, rituximab, or abatacept for isolated xerostomia. Ianalumab, dazodalibep, 

and nipocalimab may influence salivary-gland function in selected patients, but their effects 

require confirmation in longer and adequately powered trials. 

Systemic therapy should be selected according to overall disease activity and organ 

involvement by an appropriate specialist. Before intensive immunomodulation, active dental 

infections, candidiasis, and urgent dental conditions should be treated. During therapy, patients 

should be monitored for infection, ulceration, impaired healing, hematological abnormalities, 

and adverse mucosal reactions.  

Future trials should incorporate oral outcomes as predefined endpoints and stratify patients 

according to residual salivary flow, disease duration, glandular ultrasonography, 

histopathology, autoantibody profile, and molecular biomarkers. Until predictors of treatment 

response are established, targeted systemic therapies should not replace individualized 

symptomatic management and comprehensive dental prevention. 

4. Discussion 

The management of oral manifestations in Sjögren’s syndrome remains challenging because 

reduced salivary secretion results from both reversible functional impairment and irreversible 

structural damage to the salivary glands. The available evidence indicates that no single 

intervention adequately addresses all aspects of the disease. Therefore, treatment should 

combine symptomatic relief, stimulation of residual salivary function, prevention of dental and 

mucosal complications, and management of systemic disease when clinically indicated. 



   

 

 13  
 

Conventional symptomatic treatment remains the foundation of oral care. Regular hydration, 

saliva substitutes, sugar-free chewing gum, oral lubricants, dietary modification, and avoidance 

of irritating or acidic products may reduce discomfort, but their effects are temporary and they 

do not restore the biological properties of natural saliva (Assery 2019; Ramos-Casals et al. 

2020; Assy et al. 2022; Assy et al. 2023; Price et al. 2025). Product selection should be 

individualized because no saliva substitute has demonstrated consistent superiority. Patients 

with severe hyposalivation also require intensive preventive dental care, including fluoride 

exposure, dietary counselling, plaque control, and frequent clinical monitoring.  

Systemic muscarinic agonists, particularly pilocarpine and cevimeline, provide the strongest 

pharmacological evidence for increasing salivary secretion in patients with preserved glandular 

function (Brito-Zerón et al. 2019; Oleksak et al. 2021; Kapourani et al. 2022; Karimi et al. 

2025). However, their use is limited by adverse effects such as sweating, gastrointestinal 

symptoms, urinary frequency, and cardiovascular or respiratory precautions. These treatments 

are unlikely to be effective in patients with advanced glandular destruction and should not 

replace saliva substitutes or preventive dental care. 

Oral candidiasis, rapidly progressing dental caries, mucosal trauma, and denture related 

complications represent clinically important consequences of salivary-gland hypofunction. 

Their prevention and treatment should form an integral part of management rather than being 

considered secondary to xerostomia relief. Antifungal treatment should be based on clinical 

evidence of infection because Candida colonization alone does not confirm active candidiasis 

(Billings et al. 2017; Quindós et al. 2019; Serrano et al. 2020; Lu 2021; Xing et al. 2024). 

Recurrent infection requires identification of predisposing factors, including severe 

hyposalivation, prosthetic contamination, diabetes, antibiotic exposure, and 

immunosuppressive therapy. 

Among physical and minimally invasive approaches, sialendoscopy and intraductal irrigation 

have demonstrated the most promising improvements in salivary flow and subjective dryness 

(Karagozoglu et al. 2021; Du et al. 2022). Nevertheless, the available studies included small, 

selected populations with residual salivary-gland function. Salivary electrostimulation also 

produced encouraging preliminary results, but larger confirmatory trials are required (Fedele 

et al. 2023). In contrast, acupuncture and photobiomodulation have not demonstrated consistent 

superiority over sham treatment in Sjögren-specific randomized trials (Fidelix et al. 2018; 

Ferrandez-Pujante et al. 2022; Zhou et al. 2022; Linares et al. 2026). These approaches should 

therefore remain adjunctive or experimental. 
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Conventional systemic immunomodulatory drugs, hydroxychloroquine, rituximab, and 

abatacept have not demonstrated consistent clinically meaningful improvement in chronic oral 

dryness (Bowman et al. 2017; Wang et al. 2017; Baer et al. 2021). Their use should be 

determined by systemic disease activity rather than isolated xerostomia. Newer targeted 

therapies, including ianalumab, dazodalibep, and nipocalimab, have produced promising 

signals of improved systemic disease activity and, in some studies, salivary secretion (Bowman 

et al. 2022; St Clair et al. 2024; Noaiseh et al. 2025). However, improvement in objective 

salivary flow has not always correlated with patient-reported symptom relief. Longer studies 

are required to determine whether these therapies prevent irreversible glandular damage or 

reduce dental and mucosal complications.  

Future clinical studies should stratify patients according to residual salivary flow, disease 

duration, salivary-gland ultrasonography, histopathological findings, and molecular 

biomarkers. Standardized outcomes should combine objective salivary measurements with 

xerostomia severity, oral function, candidiasis and caries incidence, adverse effects, and oral 

health-related quality of life.  

Overall, current evidence supports an individualized and multidisciplinary treatment strategy. 

Patients with mild or moderate dysfunction and preserved glandular tissue may benefit from 

salivary stimulation, whereas those with advanced hypofunction require intensive saliva 

replacement, mucosal protection, and dental prevention. Emerging targeted therapies may 

eventually modify glandular disease, but they cannot currently replace established 

symptomatic and preventive oral care. 

Conclusions 

Oral manifestations of Sjögren’s syndrome require long-term, individualized, and 

multidisciplinary management. Conventional symptomatic treatment, including saliva 

substitutes, oral lubricants, dietary modification, fluoride-based prevention, and regular dental 

follow-up, remains the foundation of care. Pilocarpine and cevimeline may improve salivary 

secretion in patients with preserved glandular function, although their use is limited by 

systemic adverse effects. Sialendoscopy, intraductal irrigation, and electrostimulation are 

promising options for selected patients, but current evidence remains limited. Systemic 

immunomodulatory therapies should not be used solely for xerostomia. New targeted agents 

may improve salivary-gland function in some patients, but their longterm influence on oral 

symptoms, caries, candidiasis, and quality of life requires further investigation. At present, the 

most effective approach combines symptom relief, preservation of residual salivary function, 
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prevention of oral complications, and early treatment of infections and dental disease. Future 

studies should identify predictors of treatment response and determine whether early targeted 

therapy can prevent irreversible salivary-gland damage. 
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