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 Comparable Products   Preferred Drug List Status 
 Restasis               Preferred 
 Xiidra      Non-Preferred      

Pharmacology/Usage:  Varenicline, the active ingredient of Tyrvaya®, is a partial nicotinic acetylcholine receptor 
agonist of several receptors and a full α7 receptor agonist. The efficacy of Tyrvaya® for its approved indication is 
believed to be the result of the activity of varenicline at heteromeric sub-type(s) of the nicotinic acetylcholine (nACh) 
receptor where its binding produces agonist activity and activates the trigeminal parasympathetic pathway resulting 
in increased production of basal tear film as a treatment for dry eye disease. The exact mechanism of action is not 
known at this time. 

Indication:  For the treatment of the signs and symptoms of dry eye disease. 

There is no pregnancy category for this medication; however, the risk summary indicates that there are no available 
data on use in pregnant women to inform any drug associated risks. The safety and efficacy of use have not been 
established in the pediatric population.  

Dosage Form:  Nasal spray delivering 0.03mg of varenicline in each spray (0.05ml). 

Recommended Dosage:  Spray once in each nostril twice daily (about 12 hours apart). If a dose is missed, resume 
regular dosing at the next scheduled dose time. 

Prime Tyrvaya® before initial use by pumping 7 actuations into the air away from the face. When Tyrvaya® has not 
been used for more than 5 days, re-prime with 1 spray into the air. Do not shake. 

Drug Interactions:  There are no drug-interactions listed with this product. 

Box Warning:  There is no box warning associated with this product. 

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Tyrvaya®). There was no placebo data to compare with in the prescribing information. The most frequently reported 
adverse event included sneezing (82%), while other common adverse reactions reported in >5% of patients included 
cough (16%), throat irritation (13%), and instillation-site (nose) irritation (8%). 

Contraindications:  There are no contraindications listed with this product. 

Manufacturer:  Oyster Point Pharma. 
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Analysis:  The safety and efficacy of Tyrvaya® for the treatment of dry eye disease were assessed in two randomized, 
multicenter, double-masked, vehicle-controlled studies (ONSET-1 and ONSET-2). In ONSET 1, patients (N=182) were 
randomized to receive one spray in each nostril BID of varenicline solution 0.006mg, Tyrvaya® 0.03mg, varenicline 
solution 0.06mg or vehicle. In ONSET-2, patients (N=758) were randomized to receive one spray in each nostril BID 
of Tyrvaya® 0.03mg, varenicline solution 0.06mg, or vehicle. Most included in the studies were female (74%) and 
had a mean age of 61 years. The mean baseline anesthetized Schirmer’s score was 5.1mm and the mean baseline 
eye dryness score (EDS) was 59.3. Use of artificial tears was allowed during the studies. 

Tear film production was measured by anesthetized Schirmer’s score assessed using a Schirmer’s strip (0-35mm). 
The average baseline Schirmer’s score was 5.0mm in the ONSET 1 study and 5.1mm in the ONSET 2 study. Results 
suggested that of the patients treated with Tyrvaya®, 52% achieved ≥10mm increase in Schirmer’s score from 
baseline in the ONSET 1 study and 47% achieved ≥10mm increase in Schirmer’s score from baseline in the ONSET 2 
study compared to 14% and 28% of vehicle-treated patients in the ONSET 1 and ONSET 2 study, respectively at day 
28. Of the patients treated with Tyrvaya®, the mean change in Schirmer’s score was 11.7mm and 11.3mm as 
compared to 3.2mm and 6.3mm in the vehicle treated patients in the ONSET 1 and ONSET 2 study, respectively at 
day 28. Results can be seen in the table below, which was adapted from the prescribing information. 

 
ONSET-1 ONSET-2 

Tyrvaya® 
(N=48) 

Vehicle 
(N=43) 

Tyrvaya® 
(N=260) 

Vehicle 
(N=252) 

 ≥10mm increase in tear production  
(% of eyes) at day 28 

52% 14% 47% 28% 

Proportion difference 38% 20% 

p-value vs control ˂0.01 ˂0.01 

NNT calculated by CHC 3 5 

Place in Therapy:  Tyrvaya®, a varenicline nasal spray product, is indicated for the treatment of the signs and 
symptoms of dry eye disease. It is the first nasally administered product approved for dry eye disease. It is thought 
that Tyrvaya® works to activate the trigeminal parasympathetic pathway, resulting in increased production of basal 
tear film. In two randomized, double-blind, vehicle-controlled studies, significantly more in the Tyrvaya® group had 
≥10mm increase in tear production at day 28 as compared with vehicle in study 1 (NNT 3) and study 2 (NNT 5). 
Tyrvaya® offers prescribers another treatment option for dry eye disease. 

There is no evidence at this time to support that Tyrvaya® is safer or more effective than the other currently 
preferred, more cost-effective medications. It is therefore recommended that Tyrvaya® remain non-preferred and 
require prior authorization and be available to those who are unable to tolerate or who have failed on preferred 
medications.    

PDL Placement:        Preferred 
    Non-Preferred 
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