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DRY EYE DISEASE
Dry eye disease (DED) is a common and often underrecognized condition that 

affects millions of adults in the United States.1 

Patients may describe ocular discomfort, fatigue, 
or fluctuating vision that can interfere with 
reading, driving, or digital device use.2 From a 
clinical standpoint, DED is often encountered as 
a symptom-driven complaint rather than a clearly 
defined diagnosis, particularly outside of eyecare 
settings. DED symptoms reflect the underlying loss 
of tear film homeostasis that defines the disease.3 

The tear film is essential for optical quality and 
protection of the corneal and conjunctival surfaces. 
When tear film stability declines, hyperosmolarity 
triggers epithelial stress and activates inflammatory 
pathways that contribute to a self-perpetuating 
cycle of tissue damage and symptoms.4

DED can substantially affect quality of life, 
productivity, and emotional well-being.5,6 For 
individuals already living with systemic illness, 
chronic ocular symptoms may add further burden. 
Although many factors contribute to DED, systemic 
inflammation is an important and often overlooked 
driver. Autoimmune and endocrine disorders 
can disrupt tear production, alter ocular surface 
physiology, and increase inflammatory activity.7,8 

Because many patients first report symptoms 
to general practitioners, rheumatologists, 
dermatologists, or other providers outside of  
eyecare, awareness of these associations is 
particularly relevant for non-eyecare providers (ECPs).

DED IN THE CONTEXT OF SYSTEMIC  
AND AUTOIMMUNE INFLAMMATORY DISEASE

DED is frequently part of a broader inflammatory 
picture rather than an isolated ocular condition 
and often occurs in individuals with systemic 
inflammatory or autoimmune disorders. Conditions 
such as Sjögren syndrome, rheumatoid arthritis, 
systemic lupus erythematosus, thyroid dysfunction, 
and diabetes are associated with a higher likelihood 
of tear film instability and/or ocular surface 
inflammation.7,8-10 These conditions may affect the 
lacrimal functional unit, the integrated system of 
glands, ocular surface tissues, eyelids, and neural 
pathways responsible for maintaining the tear film. 
Disruption in any part of this system can result  
in DED.11

Systemic inflammation may further  
intensify DED by altering glandular secretion, 
affecting tear composition, and increasing  
epithelial susceptibility to stress. These changes 
contribute to hyperosmolarity and immune 
activation on the ocular surface.11 Patients with 
autoimmune disease often report more persistent 
dryness, burning, photophobia, or fluctuating vision 
and are more likely to exhibit chronic ocular surface 
inflammation.11 Evidence from studies in adults with 
type 2 diabetes mellitus also demonstrates  
reduced tear stability and secretion and increased 
ocular surface symptoms compared with 
nondiabetic individuals.12
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Understanding the inflammatory basis of 
DED helps explain why symptoms may persist 
despite treatment with lubricating drops. Tear 
film instability and desiccating stress activates 
innate immune responses on the ocular surface, 
including cytokines, matrix metalloproteinases, and 
chemokines. This can lead to an adaptive immune 
response and the migration of activated T cells to 
the ocular surface, resulting in further release of 
inflammatory cytokines (Figure 1).4,11,13 When these 
processes persist, a self-perpetuating inflammatory 
cycle can develop.

Increased expression of intercellular adhesion 
molecule 1 (ICAM-1) on the corneal and conjunctival 

epithelium is a recognized feature of inflammatory 
DED and may be particularly prominent in 
autoimmune-associated disease.14 T cells express 
lymphocyte function–associated antigen 1 (LFA-1) on 
their surface. Interaction between LFA-1 and ICAM-1 
facilitates T-cell adhesion, migration, and activation, 
representing an upstream driver of ocular surface 
inflammation.15 From a treatment perspective, 
this interaction represents an important point of 
intervention in the inflammatory cascade.

Downstream cytokines such as interleukin-17, 
interferon-gamma, and tumor necrosis factor-
alpha contribute to epithelial injury and goblet 
cell loss.4 These inflammatory changes correlate 
with symptom severity and reinforce the role of 
inflammation as a therapeutic target in DED.11

In practice, patients may report ocular symptoms during visits focused on systemic disease management. 
For those who receive ongoing management in primary care, rheumatology, endocrinology, or dermatology 
settings, such environments can play an important role in early recognition of DED.8 Identifying DED symptoms 
in these patients and addressing them early may help reduce disease burden and support long-term ocular 
surface health.

Inflammation plays a central role in the 
development and progression of DED.

INFLAMMATION AS A KEY DRIVER OF DED

T-cell ACTIVATION T-cell MIGRATION 
to the ocular surface

INFLAMMATORY 
cytokine release

Figure 1. T-Cell–Mediated Inflammation is Central to DED Pathogenesis and Progression11,14,15 
DED, dry eye disease; ICAM-1, intercellular adhesion molecule 1; LFA-1, lymphocyte function-associated antigen 1
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RECOGNIZING DED IN  
NON-EYECARE SETTINGS

CLINICAL CONSIDERATIONS FOR HEALTHCARE PROVIDERS 
 
Recognition of an inflammatory component can help guide DED treatment decisions. Several prescription 
therapies with anti-inflammatory activity are FDA approved for the treatment of DED. These include short 
(≤2-week) courses of the corticosteroid loteprednol etabonate 0.25%, cyclosporine A in several ophthalmic 
formulations, and lifitegrast ophthalmic solution 5%, marketed as Xiidra.20 These therapies address 
inflammatory pathways that contribute to symptom persistence and ocular surface damage.4,11

“Dry eye disease is rarely just a 
lubrication problem. In many patients, 

especially those with systemic 
inflammatory disease, what we are 

really seeing is an inflammatory 
condition of the ocular surface that will 

not resolve without addressing that 
underlying inflammation.”

-Dr. Bloomenstein

“Dry eye is driven by inflammation. 
For many years, it was thought to be 
just a problem of aging and lack of 

lubrication, but that is absolutely not 
all that is going on.”

-Dr. McDonald

DED can be challenging to diagnose, as symptoms 
are often nonspecific and may be described as 
dryness, burning, watering, fluctuating vision, 
ocular fatigue, grittiness, redness, or light 
sensitivity.4,16 Because these symptoms overlap with 
other common complaints, focused questioning 
is often required. From a practical standpoint, 
brief screening questions or validated symptom 
questionnaires can be incorporated into routine 
visits and aid identification of DED in primary care 
and specialty medical settings.17 

INDICATION  
Xiidra® (lifitegrast ophthalmic solution) 5% is indicated for the treatment of the signs and symptoms of dry eye disease (DED).  

IMPORTANT SAFETY INFORMATION  
Xiidra is contraindicated in patients with known hypersensitivity to lifitegrast or to any of the other ingredients. 

Please see additional Safety Information throughout and accompanying full Prescribing Information for Xiidra on pages 9-14.

Several DED risk factors are worth keeping in 
mind, including older age, female sex, autoimmune 

disease, thyroid dysfunction, diabetes, dermatologic 
inflammation, high digital device use, and 
polypharmacy.8,18 Ocular symptoms in patients with 
autoimmune or endocrine disease may also reflect 
underlying systemic inflammatory activity.7,10,12 

Coordination of care with an ECP can support timely 
DED diagnosis and management, when appropriate.

When symptoms persist despite topical lubricants, 
environmental modifications, or basic education, 
initiation of prescription therapy may be warranted. 
Referral to an optometrist or ophthalmologist is 
recommended if symptoms remain unresponsive to 
treatment or if ocular surface damage is suspected.17 
Importantly, data from the Bausch + Lomb 2025 
State of Dry Eye Survey indicate strong patient 
openness to prescription therapy for the treatment 
of DED, with many individuals reporting they would 
consider a prescription option if recommended.19
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XIIDRA: A TARGETED  
ANTI-INFLAMMATORY  
TREATMENT FOR DED
Lifitegrast was developed to address a specific 
immunologic interaction involved in ocular surface 
inflammation and inhibits binding between LFA-1 on 
T cells and ICAM-1 on the ocular surface, endothelial 
cells of lymphatic tissues and dendritic cells. By 
preventing these interactions, Xiidra reduces T-cell 
adhesion, migration, and activation and limits 
downstream inflammatory signaling (Figure 2).15,22

T Cell

LFA-1

ICAM-1 XIIDR A

BLOCKS T-cell activation 
at multiple sites

INHIBITS T-cell migration  
to the ocular surface

REDUCES release of 
proinflammatory cytokines

Figure 2. Xiidra Reduces Inflammation by Targeting T Cells15,20,22 
DED, dry eye disease; ICAM-1, intercellular adhesion molecule 1; LFA-1, lymphocyte function-associated antigen 1

IMPORTANT SAFETY INFORMATION (CONT’D)  
In clinical trials, the most common adverse reactions reported in 5-25% of patients were instillation site irritation, dysgeusia 
and reduced visual acuity. Other adverse reactions reported in 1% to 5% of the patients were blurred vision, conjunctival 
hyperemia, eye irritation, headache, increased lacrimation, eye discharge, eye discomfort, eye pruritus and sinusitis. 
 
To avoid the potential for eye injury or contamination of the solution, patients should not touch the tip of the single-use 
container to their eye or to any surface.

“Prove to me you don’t have dry eye 
disease, because so many patients do. 
In my practice, we assume there is an 
inflammatory component unless we 

can clearly rule it out.”
-Dr. Bloomenstein

“When patients report fluctuating 
vision, burning, foreign body sensation, 
or red eyes that worsen during the day 
or with computer use, these are strong 
signs of inflammatory dry eye. Starting 

Xiidra and then referring for follow-
up with an ECP is doing the patient a 

great favor.”
-Dr. McDonald

In patients whose DED presentation 
suggests ongoing inflammatory activity, 
including those with autoimmune disease, 
Xiidra (lifitegrast ophthalmic solution) 
5% may be appropriate.15 Effective use 
requires patient education regarding 
dosing, potential adverse effects such as 
instillation-site irritation, blurred vision, 
or dysgeusia, and realistic expectations 
for onset of improvement. Many patients 
report symptom changes between 2 and 
12 weeks with consistent use.21

The exact mechanism of action of Xiidra in DED is not known. 
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>50%
Reduction from 

baseline in symptoms
by Week 12 in  

OPUS-2 and -321,24

CONCLUSION
DED is a common, chronic condition  
with meaningful effects on ocular comfort,  
visual function, and daily activities.  
Its association with systemic  
inflammatory and autoimmune  
disorders makes it highly relevant  
to clinicians across multiple specialties.
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Figure 3. Xiidra Improves Symptoms of Eye Dryness* 20-24 

*Xiidra significantly reduced symptoms of eye dryness at 2 weeks in 2 out of 3 phase 3 clinical studies and at 6 and 12 weeks in all 3 
studies. †Statistically significant improvement compared with vehicle. In OPUS-2 and -3, Week 2 was an ad-hoc and a secondary endpoint, 
respectively. In the phase 2 and OPUS-2 study, Week 6 was a secondary and an ad-hoc endpoint, respectively. In OPUS-2 and -3, Week 
12 was the co-primary and primary endpoint, respectively. An earlier, phase 2, double-masked, placebo-controlled trial was conducted, in 
which Xiidra demonstrated improvements in symptoms (Eye Dryness Score) at 6 and 12 weeks and signs (inferior corneal staining) at 12 
weeks. | BL, baseline; EDS, eye dryness score

In clinical studies, this mechanism was associated 
with improvements in both symptoms and signs 
of DED that were meaningful to patients.21,23,25 

Participants in the OPUS-1, OPUS-2, and OPUS-
3 studies reported meaningful improvements in 
eye dryness, with some individuals experiencing 
benefits as early as 2 weeks and continued 
improvement through 12 weeks  
(Figure 3).21,23-24 Improvements in inferior corneal 
fluorescein staining, a key DED sign associated with 

desiccation stress and loss of epithelial cell integrity 
were observed at 12 weeks in two out of the three 
studies,17 further supporting beneficial effects of 
Xiidra (lifitegrast ophthalmic solution) 5% on the 
ocular surface.21,23

Long-term safety data from the 1-year SONATA 
study show that Xiidra was generally well tolerated. 
Most adverse events were mild and transient, and 
no serious ocular treatment-emergent events  
were reported.25

IMPORTANT SAFETY INFORMATION (CONT’D) 

Contact lenses should be removed prior to the administration of Xiidra and may be reinserted 15 minutes  
following administration. 

Safety and efficacy in pediatric patients below the age of 17 years have not been established.6



KEY TAKEAWAYS
 
DED is a common condition and 
frequently encountered in clinical practice 

Millions of adults experience symptoms that 
often present first outside of eyecare settings 
 
DED is not just a lubrication problem 
Inflammation is a primary driver of symptoms 
and disease progression 
 
Systemic disease is an important 
consideration in DED 
Autoimmune and inflammatory conditions are 
associated with more persistent DED symptoms 
 
Some symptoms may suggest 
inflammation 
Fluctuating vision, burning, redness,  
and light sensitivity may indicate  
inflammatory involvement 
 
LFA-1/ICAM-1 is a key pathway 
This interaction drives T-Cell–mediated ocular 
surface inflammation in DED 

 
Xiidra (lifitegrast ophthalmic solution) 5% 
targets DED inflammation 
Xiidra was specifically designed to block LFA-1/
ICAM-1 specifically for the treatment of DED 
 
Providers outside eyecare can play a 
critical role 
Early recognition, treatment initiation,  
and coordination with ECPs can help  
improve outcomes 

M E E T  T H E  AU T H O R S

M A R C  R .  

B LO O M E N S T E I N ,O D, FAO O 
Director of Optometric Services, 
Schwartz Laser Eye Center, 
Scottsdale, AZ

M A R G U E R I T E 

M C D O N A L D, M D, FAC S 
Ophthalmic Consultants 
of Oceanside, NY, Clinical 
Professor of Ophthalmology at 
NYU Langone Medical Center, 
NYC and Tulane University 
Health Sciences Center,  
New Orleans

Greater awareness of these connections 
may support earlier recognition and more 
comprehensive, collaborative management  
across healthcare settings.

Targeted treatment with Xiidra may help interrupt 
the DED inflammatory cycle and provide early 
relief with long-term control. Collaboration 
among primary care, rheumatology, dermatology, 
endocrinology, and eyecare professionals can help 
optimize outcomes.

“When inflammatory DED is 
suspected, initiating  Xiidra and 
referring patients to an eyecare 

professional can enable inflammation 
to be addressed early, when 
intervention may make the  

greatest difference.”
-Dr. Bloomenstein
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