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Glossary 
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AE adverse event
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BPCA Best Pharmaceuticals for Children Act
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OPQ Office of Pharmaceutical Quality
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PI prescribing information or package insert
PK pharmacokinetics
PMC postmarketing commitment
PMR postmarketing requirement
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PPI patient package insert
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PSUR Periodic Safety Update report
REMS risk evaluation and mitigation strategy
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1. Executive Summary

1.1. Product Introduction

 (omidenepag isopropyl ophthalmic solution) 0.002% is a prodrug of omidenepag, a 
prostaglandin analog, indicated for the reduction of elevated intraocular pressure (IOP) in 
patients with open-angle glaucoma or ocular hypertension. Throughout this application, 
omidenepag isopropyl ophthalmic solution may also be referred to as DE-117.

 was evaluated in three randomized and controlled clinical trials in subjects with 
open-angle glaucoma or ocular hypertension with average baseline IOP of 24-26 mmHg. The 
treatment duration was 3 months in all 3 studies.  0.002% once daily in the evening 
demonstrates a consistent IOP-lowering effect of 5.4 to 7.4 mmHg, which was similar to 
latanoprost 0.005% dosed once daily or timolol 0.5% dosed twice daily. The safety and 
effectiveness in pediatric patients have not been established.  

Established Name: Omidenepag isopropyl ophthalmic solution, 0.002%
Proposed Trade Name:
Chemical Class: new molecular entity
Pharmacological Class: relatively selective agonist of EP2 receptor, a prostaglandin E2 

(PGE2) receptor, subtype 2 
Proposed Indication: reduction of elevated intraocular pressure in patients with open-

angle glaucoma or ocular hypertension

Dosing Regimen: one drop in the affected eye(s) once daily in the evening 
Age Groups: patients 18 years or older

1.2. Conclusions on the Substantial Evidence of Effectiveness 

NDA 215092 is recommended for approval with the labeling revisions found in this review.

The application supports the safety and effectiveness of omidenepag isopropyl ophthalmic 
solution, 0.002% for the treatment of elevated intraocular pressure (IOP) in patients with open 
angle glaucoma or ocular hypertension.

1.3. Benefit-Risk Assessment
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Benefit-Risk Integrated Assessment

The data contained in this submission establishes the efficacy of omidenepag isopropyl ophthalmic solution, 0.002% dosed once daily in the 
evening for the treatment of elevated IOP in patients with open-angle glaucoma or ocular hypertension.  Studies 01171505 and 011710IN 
demonstrated the IOP lowering ability of omidenepag isopropyl ophthalmic solution, 0.002%. Omidenepag isopropyl ophthalmic solution, 
0.002% was not clinically inferior to timolol maleate ophthalmic solution 0.5% or to latanoprost, 0.005%. 

The safety profile of omidenepag isopropyl ophthalmic solution, 0.002% is similar to other currently marketed topical IOP lowering products.  
The most common ocular adverse events are conjunctival hyperemia (9%) and photophobia (5%).

The benefit of omidenepag isopropyl ophthalmic solution, 0.002% for the treatment of elevated IOP in open-angle glaucoma or ocular 
hypertension has been demonstrated in this NDA application.  The risk for using this drug is consistent with other currently marketed topical 
IOP lowering products.  

Benefit-Risk Dimensions 

Dimension Evidence and Uncertainties Conclusions and Reasons 

Analysis of 
Condition

    Glaucoma is a life-long progressive disease that is characterized by 
irreversible damage to the optic nerve and corresponding loss of visual 
field. One of the primary risk factors is elevated intraocular pressure (IOP).  

Intraocular pressure is currently the accepted 
standard for establishing the efficacy of ocular 
hypotensive medications. 

Current 
Treatment 

Options

 There are many ophthalmic drug products approved for lowering 
intraocular pressure in patients with open-angle glaucoma and ocular 
hypertension. These treatments include beta-adrenergic antagonists 
(beta-blockers), alpha-adrenergic agonists, parasympathomimetic 

This product would add another prostaglandin 
analogue to the approved U.S. products.
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Dimension Evidence and Uncertainties Conclusions and Reasons 

(miotic) agents, carbonic anhydrase inhibitors, and prostaglandin 
analogues.

Benefit

 Intraocular pressure (IOP) is currently the accepted standard for 
establishing the efficacy of ocular hypotensive medications.  The 
primary efficacy endpoint was mean IOP measured at multiple time 
points for studies 01171505 and 011710IN.  Studies 01171505 and 
011710IN demonstrated that omidenepag isopropyl ophthalmic 
solution, 0.002% was non-inferior to timolol maleate 0.5% and to 
latanoprost, 0.005% at all time points measured.  The safety database 
was adequate.  

This product, if approved, would add to the 
choice of prostaglandin analogues/ selective 
EP2 receptor agonists which reduce elevated 
IOP. Studies 01171505 and 011710IN 
demonstrated that omidenepag isopropyl 
ophthalmic solution, 0.002% was non-inferior 
to the active-controls, timolol maleate 
ophthalmic solution, 0.5% and latanoprost, 
0.005%, respectively.

Risk and Risk 
Management 

 No risk management activities are recommended beyond the routine 
monitoring and reporting of all adverse events.  There are no 
recommended Post-marketing Requirements or Phase 4 
Commitments.

Routine monitoring and reporting of all 
adverse events are adequate.
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1.4. Patient Experience Data

Patient Experience Data Relevant to this Application (check all that apply)
X
□

The patient experience data that was submitted as part of the 
application include:

Section where discussed, 
if applicable

X
□

Clinical outcome assessment (COA) data [e.g., Sec 6.1 Study 
endpoints]

□ Patient reported outcome (PRO)
□ Observer reported outcome (ObsRO)
X Clinician reported outcome (ClinRO) Sec 6.1
□ Performance outcome (PerfO)

□ Qualitative studies (e.g., individual patient/caregiver interviews, 
focus group interviews, expert interviews, Delphi Panel, etc.)

□ Patient-focused drug development or other stakeholder meeting 
summary reports

□ Observational survey studies designed to capture patient 
experience data

□ Natural history studies 
□ Patient preference studies (e.g., submitted studies or scientific 

publications)
□ Other: (Please specify) 

□ Patient experience data that were not submitted in the application, but were 
considered in this review: 

□ Input informed from participation in meetings with patient 
stakeholders 

□ Patient-focused drug development or other stakeholder 
meeting summary reports

□ Observational survey studies designed to capture patient 
experience data

□ Other: (Please specify)
□ Patient experience data was not submitted as part of this application. 
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2. Therapeutic Context

2.1. Analysis of Condition

Glaucoma is a life-long progressive disease that is characterized by irreversible damage to the 
optic nerve and corresponding loss of visual field.  The various types of glaucoma are 
distinguished by the causative physiological defect.  It affects one person in 200 over the age of 
40.  It is a leading cause of irreversible blindness in the United States.  One of the primary risk 
factors is elevated intraocular pressure (IOP).  The reduction and control of elevated IOP in 
open-angle glaucoma and ocular hypertension is usually managed by chronic, long-term topical 
ocular therapy.

Treatment of elevated intraocular pressure consists of both medical and surgical interventions.  
The treatments are designed to decrease the intraocular pressure by decreasing aqueous 
secretion or increasing aqueous outflow. Omidenepag isopropyl ophthalmic solution, 0.002% is 
a relatively selective agonist of EP2 receptor, a prostaglandin E2 (PGE2) receptor, subtype 2, 
believed to reduce IOP largely due to increased uveoscleral outflow of aqueous humor.  The 
exact mechanism of action is unknown at this time. 

2.2. Analysis of Current Treatment Options

There are many ophthalmic drug products approved for lowering intraocular pressure in 
patients with open-angle glaucoma and ocular hypertension. These treatments include 
beta-adrenergic antagonists (beta-blockers), alpha-adrenergic agonists, parasympathomimetic 
(miotic) agents, carbonic anhydrase inhibitors, and prostaglandin analogs. 

Table 1:  Drug Products with Approved NDAs

Pharmacologic Class/
Applicant

Trade Name Established Name

Alpha-2 agonists
Allergan, Inc. Alphagan/Alphagan P brimonidine tartrate
Beta-adrenergic antagonists
Alcon Betoptic/Betoptic S betaxolol hydrochloride
Novartis Ocupress carteolol hydrochloride
Allergan Betagan levobutanol hydrochloride
Bausch & Lomb Optipranolol metipranolol
Vistakon Betimol timolol hemihydrate
Aton Pharma Timoptic timolol maleate
Ista Istalol timolol maleate
Aton Pharma Timoptic XE timolol maleate gel forming solution
Systemic Carbonic Anhydrase Inhibitors
Duramed Pharamaceuticals Diamox acetazolamide
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Pharmacologic Class/
Applicant

Trade Name Established Name

Sandoz, Inc. N/A methazolamide
Topical Carbonic Anhydrase Inhibitors
Alcon Azopt brinzolamide
Merck Trusopt dorzolamide hydrochloride
Cholinergic agonist
Alcon Pilopine HS pilocarpine hydrochloride gel
Alcon Isopto Carpine pilocarpine hydrochloride
Prostaglandin Analogues
Allergan Lumigan bimatoprost
Pharmacia Xalatan latanoprost
Alcon Travatan travoprost
Alcon Travatan Z travoprost
Merck Zioptan tafluprost
Alcon Izba travoprost
Sun Pharma Global Xelpros latanoprost
Bausch & Lomb Vyzulta latanoprostene bunod
Allergan Durysta bimatoprost
Sympathomimetics
Allergan Propine dipivefrin hydrochloride
Combination Products
Merck Cosopt dorzolamide hydrochloride/timolol maleate
Merck Cosopt PF dorzolamide hydrochloride/timolol maleate
Allergan Combigan brimonidine tartrate/timolol maleate
Alcon BetopticPilo betaxolol hydrochloride/pilocarpine HCl
Alcon Simbrinza carbonic anhydrase inhibitor/brinzolamide
Other
Sucampo Pharma Americas, Inc. Rescula unoprostone isopropyl

3. Regulatory Background

3.1. U.S. Regulatory Actions and Marketing History

Omidenepag isopropyl ophthalmic solution, 0.002% is being reviewed as a new molecular 
entity.  It is not currently marketed in the United States.

3.2. Summary of Presubmission/Submission Regulatory Activity

Santen sought scientific and regulatory advice from the Food and Drug Administration (FDA), 
Division of Ophthalmology on the clinical development program for DE-117, and the relevant 
meeting information is outlined below.
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Pre-IND: Santen conducted a Pre-IND meeting in 12JUN2011 to get initial advice on the 
development of DE-117.

End of Phase 2: 16OCT2017 – Santen discussed the development of the phase 3 studies of DE-117.

Pediatric Study Plan (PSP): Santen submitted the initial PSP on 14DEC2017. After comments 
were provided by FDA and clarifications were made; Santen submitted the Agreed Initial PSP on 
05JUN2018, with the agreement that the 2 US pivotal studies would each allow for the 
enrollment of pediatric subjects.

SAP Meeting: 21MAY2019 – Santen requested advice on the proposed statistical analysis plan 
for 011710IN and after receiving FDA preliminary comments, decided to proceed with the 
originally proposed primary endpoint to be consistent with FDA recommendations.

Pre-NDA: 12JUL2019 – Santen discussed with the Agency the content and format of the NDA 
package and its adequacy to support the DE-117 application.

Pre-NDA: 10JUN2020 – Santen discussed the outcome of the clinical studies that were 
determined to be adequate and well-controlled and would comprise the phase 3 package of the 
NDA, specifically, 01171505, 011710IN, and 011709IN. Santen indicated that while studies 
01171505 and 011710IN met the FDA-specified non-inferiority criteria, study 011709IN failed to 
do so; nevertheless, the efficacy profile of DE-117 from the 011709IN study was consistent with 
that seen in study 011710IN. The Agency agreed that the studies intended to support the NDA 
appeared to be adequate and well-controlled and that the data package would most likely be 
fileable.

3.3. Foreign Regulatory Actions and Marketing History

DE-117 ophthalmic solution is approved for glaucoma and ocular hypertension in Japan under 
the trade name of  as of 21 September 2018. As of 20 March 2020, based on the number 
of bottles sold and considering that 1 month of dosing equals a single bottle, the estimated 
total cumulative patient exposure in post-marketing use is about  patient years. DE-117 
was approved in Korea on December 3, 2019, in Thailand on August 11, 2020, and in Taiwan on 
July 17, 2020, but no patients have been exposed to DE-117 in Korea, Thailand, or Taiwan as the 
product is not yet launched in these countries.

A post-marketing observational study (PMS) was initiated on 27 November 2018 and is 
currently ongoing in Japan to evaluate the safety and efficacy in long-term use of DE-117 in 
real-world clinical practice and to review the safety of long-term co-administration of DE-117 
with other glaucoma drugs. One serious SAR of increased IOP has been reported in the study. 
No new significant safety information or signal has been identified.
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4.3. Clinical Microbiology

Not applicable.  The drug product is not an antimicrobial. 

4.4. Nonclinical Pharmacology/Toxicology

The final nonclinical pharmacology/toxicology review is pending.  See CDTL review for complete 
findings.

4.5. Clinical Pharmacology

After topical ocular administration, omidenepag isopropyl is metabolized in the eye to 
omidenepag (active moiety) by carboxylesterase-1.  This principal metabolic pathway of 
omidenepag isopropyl s, which was tested in vitro, is the hydrolysis to the pharmacologically 
active form, omidenepag, which is further metabolized by oxidation, N-dealkylation, 
glucuronidation, sulfate conjugation or taurine conjugation. CYP3A4 is involved in the 
metabolism of omidenepag. 

4.6. Devices and Companion Diagnostic Issues

Not applicable.  There is not a companion device or diagnostic.

4.7. Consumer Study Reviews

Not applicable.  

5. Sources of Clinical Data and Review Strategy

5.1. Table of Clinical Studies

The table below lists the three clinical studies that were reviewed to evaluate safety and 
efficacy of omidenepag isopropyl ophthalmic solution, 0.002%. 
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Table 3: Table of Clinical Studies

Abbreviations: BID = twice per day; OAG = open-angle glaucoma; OHT = ocular hypertension; QD = once per day;
a The 3-month comparative treatment periods of the US studies were run under identical protocols.
b In total, 13 pediatric subjects were enrolled, all in study 011709IN.
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5.2. Review Strategy

The submitted clinical study reports and protocols identified in section 5.1 were reviewed and 
formed the primary basis of safety and efficacy for this application.

6. Review of Relevant Individual Trials Used to Support Efficacy

6.1.   Study Design

Study 01171505

Overview and Objective

Primary objective:
To determine if the mean diurnal IOP reduction with DE-117 ophthalmic solution, 0.002% was 
noninferior to latanoprost ophthalmic solution, 0.005% at Month 3 in subjects with OAG or 
OHT.

Safety objective:
To determine the safety of DE-117 ophthalmic solution 0.002% as compared to latanoprost 
ophthalmic solution 0.005% in subjects with OAG or OHT.

Trial Design

This was a randomized, observer-masked, active-controlled, parallel-group, multinational, 
multicenter study assessing the safety and efficacy of DE-117 ophthalmic solution 0.002% 
compared with latanoprost ophthalmic solution 0.005% in subjects with OAG or OHT. Subjects 
participated in a screening phase and a washout period of up to 4 weeks. Once the subjects 
were qualified for the study per inclusion and exclusion criteria, the subjects were randomized 
using a stratified randomization (based on baseline IOP [< 25, ≥ 25 mmHg] and primary 
diagnosis of OAG or OHT) and received study medication for 3 months. Either DE-117 0.002% or 
latanoprost 0.005% ophthalmic solutions were instilled into both eyes once-daily (QD).

A total of 360 subjects (180 in each arm) were planned to be enrolled in Asian countries 
including Singapore, India, Taiwan, and Korea. In total 370 subjects were randomized and 
included in the intent to treat population, with 185 subjects randomized to the DE-117 arm and 
185 subjects randomized to the latanoprost arm.
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Table 4:  Study 01171505 Schedule of Events and Procedures

Abbreviations: ET = early termination; IOP = intraocular pressure; IWRS = Interactive Web Response System.
a The specified examinations and observations were performed as much as possible if a subject was terminated early.
b Informed consent and authorization, as appropriate for local privacy regulations, was signed and dated before study procedures were 
performed. Informed consent for the optional pharmacogenetic laboratory research study was obtained at any visit prior to study exit.
c Urine pregnancy test was conducted for all female subjects of childbearing potential.
d Biomicroscopy examination was completed immediately before the 09:00 IOP measurement at all visits except Visit 1/1a (screening or mid-
washout visit). For Visit 1/1a, the biomicroscopy examination was performed before the single IOP assessment.
e IOP measurements were taken at 09:00 ± 60 min, 13:00 ± 60 min, and 17:00 ± 60 min at all visits except Visit 1/1a (screening or mid-washout 
visit). A single assessment was performed at Visit 1/1a.
f Central corneal thickness measurements were performed immediately after the 09:00 IOP measurement at all visits except Visit 1/1a 
(screening or mid-washout visit). For Visit 1, central corneal thickness measurement was performed after the single IOP assessment.
g Ophthalmoscopy (fundus) examination was performed without pupil dilation.
h Gonioscopy was performed if not done within the prior 3 months of Visit 1.
i Visual field measurement was performed, if not done within the prior 3 months of Visit 1, for all sites except those in India.
The India amendment, issued on 20 January 2017, specified that visual field measurement was to be performed at Visit 1 (screening) and Visit 5 
(Month 3)/ET.
j One kit containing 4 eye drop bottles of study medication was dispensed at Visit 2 and Visit 4. To maintain masking of the Principal 
Investigators and examiner during this study, authorized study staff, other than the Investigator or examiner dispensed and collected study 
medications.
k One kit containing 4 eye drop bottles of study medication was collected at Visit 4 and Visit 5 Study Exit/ET, respectively. When collecting the 
study medications, the kit containing the used and unused 4 eye drop bottles were sealed.
l A saliva sample for the pharmacogenetic laboratory research study was to be collected at any visit after obtaining optional informed consent 
for pharmacogenetics.
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Study Endpoints 

The original primary efficacy endpoint was the mean diurnal IOP (average of IOP at 3 time 
points: 09:00, 13:00, 17:00) in the study eye at Month 3.  The Division of Ophthalmology (DO) 
does not consider this an acceptable endpoint and reviewed the results of each independent 
timepoint.

Statistical Analysis Plan

The primary analysis on the primary endpoint was performed using mixed-effects model for 
repeated measures (MMRM), with treatment, visit, diagnosis, country, treatment-by-visit 
interaction, and baseline mean diurnal IOP as covariates on the FAS. Least squares (LS) means 
of the treatment response within each arm and treatment differences between the DE-117 arm 
and the latanoprost arm were reported along with 95% confidence intervals (CIs). 
Non-inferiority was to be established if the upper limit of the 95% CIs for the difference 
between DE-117 and latanoprost in the mean diurnal IOP at Month 3 was within 1.5 mmHg.

Studies: 01109IN and 011710IN

Phase III, Randomized, Double-Masked, Active-Controlled, Parallel-Group, Multicenter
Study Assessing the Efficacy and Safety of DE-117 Ophthalmic Solution 0.002% Compared
with Timolol Maleate Ophthalmic Solution 0.5% in Subjects with Glaucoma or Ocular 
Hypertension

NOTE: Studies 01109IN and 011710IN were of identical design/methods in all aspects, including 
inclusion/exclusion criteria, study endpoints, analysis methods, and non-inferiority criteria;  
except study 01109IN after the 3-month double-masked treatment period (DMTP) was 
followed by a 9-month open-label treatment period (OLTP). Both of the studies were conducted 
in the US with no noted differences in the geographic distribution of sites. Study 01109IN was 
also referred to as Spectrum 3 and Study 011710IN as Spectrum 4.     

Trial Design

These were phase 3, randomized, double-masked, active-controlled, parallel-group,  
multicenter studies assessing the efficacy and safety of DE-117 Ophthalmic Solution 0.002% QD  
in subjects with glaucoma or OHT. The active control was Timolol Maleate Ophthalmic Solution 
0.5% BID. The study consisted of a washout period of up to four weeks followed by a 
three-month double-masked treatment period.

Planned enrollment: Both studies planned to enroll approximately 400 adult subjects and up to 
30 pediatric subjects.
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Table 5:  Studies: 01109IN and 011710IN Schedule of Events and Procedures
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a Optional at unscheduled visit; required for subjects who were terminated early from the study.
b Informed consent form had to be signed and dated before study procedures were performed. Informed consent for the optional 
pharmacogenomics/genomics laboratory research study could be obtained at any visit prior to study exit.
c Prostaglandin-naive subjects were defined as subjects who were not known to have used prostaglandin as their glaucoma treatment. The 
previous use of prostaglandin was to be confirmed by subject’s medical records or history.
d A urine pregnancy test was conducted for all female subjects of childbearing potential.
e Vital signs (resting blood pressure and pulse rate) were collected with the subject in a sitting position at any time during Visit 1 (Screening), at 
approximately 08:00 for Visit 2 (Baseline), and at Visit 5 before the morning dose. Vital signs were also collected at Visit 8 at approximately 
08:00.
f Refraction was performed at the Screening Visit. If more than 10 letters in BCVA were lost compared with the Screening Visit, refraction was 
to be performed again. BCVA examination was completed before IOP measurement at 08:00.
g Biomicroscopy examination was to be completed before the IOP measurement at 08:00. Aqueous flare and cell evaluation were performed 
before fluorescein instillation.
h The IOP measurements were performed at 08:00, 10:00, and 16:00 (± 60 min) at all visits, except for Visit 1 and the optional Visit 1a 
(Screening and midwashout visits, respectively).
i Pachymetry was performed after the IOP measurement at Visit 1 (Screening).
j Eye photographs were taken at Visits 2 (Baseline), 5 (Month 3), and 8 (Month 12).
k If gonioscopy was performed within 3 months (90 days) prior to Screening Visit and was documented in the subject’s records, no additional 
Screening gonioscopy examination was necessary. Gonioscopy was performed after the IOP measurement at Visit 1 (Screening).
l If a visual field test was performed within 3 months (90 days) prior to the Screening Visit and was documented in the subject’s records, no 
additional Screening visual field test was necessary.
m Ophthalmoscopy was performed at Visits 1, 2, 5, and 8 (i.e., Screening, Baseline, Month 3, and Month 12) after the 16:00 IOP measurements.
Ophthalmoscopy was performed with pupil dilation at the Screening Visit and Visit 8/Exit or Early Termination. Dilation of the pupil was 
performed after the 16:00 IOP measurement.
n Blood sampling for the pharmacogenomics/genomics laboratory research study was performed at any visit after 
pharmacogenomics/genomics informed consent was obtained, the subject was randomized, and study drug dosing had begun.

NOTE: Only Study 011709IN continued as an Open-Label Treatment Period through Month 12.

Study Endpoints 

The primary efficacy endpoint was IOP in the study eye at each scheduled timepoint (08:00, 
10:00, and 16:00) at Week 1 (Visit 3), Week 6 (Visit 4), and Month 3 (Visit 5) (referred to 
subsequently as 9 timepoints).

Statistical Analysis Plan

The primary analysis of the primary endpoint was performed using a mixed-effects model for 
repeated measures (MMRM) of IOP based on the Full Analysis Set. For each scheduled 
timepoint (08:00, 10:00, and 16:00), the MMRM included treatment, visit (Week 1, Week 6, or 
Month 3), and treatment-by-visit interaction as fixed effects, and Baseline IOP at the scheduled 
timepoint as a covariate. Correlations of IOP measurements within-subject were modeled using 
an unstructured covariance matrix. Least squares (LS) mean IOP values for each treatment arm 
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and differences between LS treatment arm means were reported along with 95% confidence 
intervals. A fixed sequence hypothesis testing procedure was used to control the overall Type I 
error rate across the hypothesis tests involving the primary and key secondary efficacy 
endpoints at the 0.05 level (two-sided). A hypothesis test in the sequence could only be 
performed if the testing for each of the tests prior to it in the sequence had resulted in 
rejection of the null hypothesis.

The criteria for determining non-inferiority of DE-117 to timolol for the primary efficacy 
endpoint were as follows: upper limit of the two-sided 95% confidence interval for the 
difference in the mean IOP (DE-117 minus timolol) ≤ 1.5 mmHg at all 9 timepoints and ≤ 1.0 
mmHg at a majority (5 or more) of the 9 timepoints. 
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Table 6:  List of Study Sites and Principal Investigators (PIs): Study 01171505
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Table 7:  List of Study Sites and Principal Investigators (PIs): Study 0117109IN
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There were 5 additional sites that were Selected but not Activated for this study.
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Table 8:  List of Study Sites and Principal Investigators (PIs): Study 011710IN
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There were two additional sites that were selected but not activated for this study.

Reviewer’s comments:

No site enrolled a majority of the subjects that would have had significantly influenced data.   
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6.2 Study Results 

Compliance with Good Clinical Practices

This study was conducted in compliance with the study protocol and in accordance with
Good Clinical Practices (GCPs), as described in the International Conference on
Harmonization (ICH) Harmonized Tripartite Guidelines for GCP, the US Code of Federal
Regulations dealing with clinical studies (21 CFR Parts 11, 50, 54, 56, and 312), the ethical 
principles in the Declaration of Helsinki, and applicable local regulations.

Financial Disclosure

The applicant has adequately disclosed financial arrangements with clinical investigators as 
recommended in the FDA guidance for industry on Financial Disclosure by Clinical Investigators.  
See Section 13.2 of this review. 

There is no evidence to suggest that any of the investigators/sub-investigators had any financial 
interests or arrangements with the applicant.  
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Patient Disposition

Table 9:  Subject Disposition for the 3-Month Comparative Treatment Period of Phase 3 
Studies 01171505, 011710IN, and 011709IN

N/A = Not applicable–Distinct recording and summary of study drug discontinuations for Withdrawal by Subject
and Protocol Deviation was only done for study 01171505. In studies 011710IN and 011709IN, study drug
discontinuation for a reason other than Adverse Event, Lack of Efficacy, or Death was recorded and summarized
under Other, and a text field was used to record a description of the specific reason.

Protocol Violations/Deviations

Refer to table in Subject Disposition where in Study 01171505 protocol deviations were low at 
approximately 1% in the drug group (DE – 117) and varied from 1.5% to 3.3% in Studies 
011710IN and 011709IN.  
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Table of Demographic Characteristics

Table 10:  Subject Demographics in Phase 3 Studies 01171505, 011710IN, and 011709IN (full 
Analysis Set) 
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Other Baseline Characteristics (e.g., disease characteristics, important concomitant drugs)

Table 11:  Baseline Iris Color Characteristics in Phase 3 Studies 01171505, 011710IN, and 
011709IN (study Eye, Full Analysis Set)

      01171505      011710IN      011709IN

Treatment Compliance, Concomitant Medications, and Rescue Medication Use

Refer to table in Subject Disposition section where approximately 90% to 92% of subjects 
completed the study drug dosing of the 3 month treatment period compared to approximately 
95% in the active control groups. 

Efficacy Results – Primary Endpoint

For the FDA’s review, of all 3 of the phase 3 studies, the non-inferiority criteria applied in the 
analysis of IOP at 9 timepoints consisted of 2 criteria and both were required to be satisfied to 
demonstrate non-inferiority.  Non-inferiority criteria for IOP at 9 timepoints – The upper limits 
of the two-sided 95% CIs for the difference (DE-117 minus control) between the least squares 
(LS) treatment means for IOP were required to be (criterion #1:) within 1.5 mmHg at all 9 
timepoints and (criterion #2:) within 1.0 mmHg at a majority (5 or more) of the 9 timepoints.
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Study 01171505

Table 12:  Study 01171505: Mean Change from Baseline in Mean Diurnal IOP (±SE) by Visit 
(Study Eye, Full Analysis Set)

Table 13:  Study 01171505, IOP at 3 Timepoints at Each of 3 Visits: Treatment Arm LS Mean 
Differences (DE-117 Minus Latanoprost) and 95% Confidence Intervals (Study Eye, Full 
Analysis Set)
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Table 14:  Study 01171505, IOP at 3 Timepoints at Each of 3 Visits: Treatment Arm LS Mean 
Differences (DE-117 Minus Latanoprost) and 95% Confidence Intervals (Study Eye, Full 
Analysis Set)

Abbreviations: CI = confidence interval; diff. = difference; IOP = intraocular pressure; LS = least squares; mmHg =
millimeters of mercury; MMRM = mixed-effects model for repeated measures; Upper/Lower CI = upper/lower
two-sided 95% confidence interval limit.
Difference was calculated as DE-117 - latanoprost.
LS means and p-values were obtained by fitting a MMRM to the IOP values from each visit at each timepoint
(09:00, 13:00, 17:00) separately. Each model included treatment, visit, diagnosis, country, and treatment-by-visit
interaction as fixed effects, and baseline IOP at the given timepoint as a covariate. Within-subject errors were
modeled using an unstructured covariance matrix.
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Study 011710IN

Table 15:  Study 011710IN: Mean Change from Baseline in Mean Diurnal IOP (±SE) by Visit 
(Study Eye, Full Analysis Set)

Table 16:  Study 011710IN, IOP at 3 Timepoints at Each of 3 Visits: Treatment Arm LS Mean 
Differences (DE-117 Minus Timolol) and 95% Confidence Intervals (Study Eye, Full Analysis 
Set)
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Table 17:  Study 011710IN, IOP at 3 Timepoints at Each of 3 Visits: Treatment Arm LS Mean 
Differences (DE-117 Minus Timolol) and 95% Confidence Intervals (Study Eye, Full Analysis 
Set)

Abbreviations: CI = confidence interval; diff. = difference; IOP = intraocular pressure; LS = least squares; mmHg =
millimeters of mercury; MMRM = mixed-effects model for repeated measures; Upper/Lower CI = upper/lower
two-sided 95% confidence interval limit.
Difference was calculated as DE-117 - timolol.
LS means and p-values were obtained by fitting a MMRM to the IOP values from each visit at each timepoint
(08:00, 10:00, 16:00) separately. Each model included treatment, visit, and treatment-by-visit interaction as fixed
effects, and baseline IOP at the given timepoint as a covariate. Within-subject errors were modeled using an
unstructured covariance matrix.
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Study 011709IN

Table 18:  Study 011709IN: Mean Change from Baseline in Mean Diurnal IOP (±SE) by Visit 
(Study Eye, Full Analysis Set)

Table 19:  Study 011709IN, IOP at 3 Timepoints at Each of 3 Visits: Treatment Arm LS Mean 
Differences (DE-117 minus Timolol) and 95% Confidence Intervals (Study Eye, Full Analysis 
Set)

Reference ID: 4871338

(b) (4)



Clinical Review
Martin P. Nevitt, M.D., M.P.H. 
NDA 215092

 (omidenepag isopropyl ophthalmic solution) 0.002%

CDER Clinical Review Template 55
Version date: September 6, 2017 for all NDAs and BLAs

Table 20:  Study 011709IN, IOP at 3 Timepoints at Each of 3 Visits: Treatment Arm LS Mean 
Differences (DE-117 minus Timolol) and 95% Confidence Intervals (Study Eye, Full Analysis 
Set)

Abbreviations: CI = confidence interval; diff. = difference; IOP = intraocular pressure; LS = least squares; mmHg =
millimeters of mercury; MMRM = mixed-effects model for repeated measures; Upper/Lower CI = upper/lower
two-sided 95% confidence interval limit.
Difference was calculated as DE-117 - timolol.
LS means and p-values were obtained by fitting a MMRM to the IOP values from each visit at each timepoint
(08:00, 10:00, 16:00) separately. Each model included treatment, visit, and treatment-by-visit interaction as fixed
effects, and baseline IOP at the given timepoint as a covariate. Within-subject errors were modeled using an
unstructured covariance matrix.

Reviewer’s comments:
Studies 01171505 and 011710IN satisfied the primary endpoint of the means for IOP being 
within 1.5 mmHg at all 9 timepoints and within 1.0 mmHg at a majority (5 or more) of the 9 
timepoints.

Study 011709IN did not satisfy both of these criteria but trended in the right direction adding 
supportive data to the recommended approval of this NDA.  

Data Quality and Integrity 

This submission is of sufficient quality to allow for a substantive review. No issues related to 
data quality or data integrity were identified in this review. 

Efficacy Results – Secondary and other relevant endpoints

The key endpoint to evaluate reduction of intraocular pressure is mean IOP.  This was 
performed in the primary efficacy endpoint analyses.  The secondary endpoint analyses are 
exploratory.  
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Dose/Dose Response

A dose ranging study, Study 33-002 was performed prior to initiation of the Phase 3 trials. 

Table 21:  Study 33-002: Numbers of Subjects Dosed/Completed and Mean Duration of 
Exposure

Efficacy: A positive dose-response relationship for IOP-lowering was observed among the 3 
lower DE-117 concentrations (0.0003%, 0.001%, and 0.002%) and the IOP reduction of 0.002% 
was similar to that of latanoprost. The IOP reduction in the 0.003% group was consistently 
numerically lower than that in the 0.002% group.
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7. Integrated Review of Effectiveness

7.1. Assessment of Efficacy Across Trials

7.1.1. Primary Endpoints

Intraocular pressure (IOP) is currently the accepted standard for establishing the efficacy of 
ocular hypotensive medications. The primary efficacy endpoint for studies 01171505, 011710IN 
and 011709IN were nearly the same.  The primary endpoint was mean IOP measured at 
multiple time points that are intended to capture the peak and trough of Latanoprost 
ophthalmic solution 0.005% dosed once daily (QD) in the evening but did not capture the peak 
for the active- control, timolol maleate 0.5% dosed twice-daily (BID).  Studies 01171505 and 
011710IN demonstrated that omidenepag isopropyl ophthalmic solution, 0.002% was 
non-inferior to Latanoprost ophthalmic solution 0.005% (Study 01171505) or timolol maleate 
ophthalmic solution, 0.5% (Study 011710IN). Study 011709IN though not satisfying the primary 
endpoint criteria was trending in the right direction in the comparison of omidenepag isopropyl 
ophthalmic solution, 0.002% to timolol maleate ophthalmic solution, 0.5%.

7.1.2. Secondary and Other Endpoints

The secondary endpoint analyses are exploratory.  

7.1.3. Subpopulations 

The amount of reduction in IOP was consistent across all relevant subpopulations including age, 
sex, race/ethnicity, and geographic region.

7.1.4. Dose and Dose-Response

Study 303-02 (Refer to Table in Section 6.1.2) demonstrated a positive dose-response 
relationship for IOP-lowering observed among the 3 lower DE-117 concentrations (0.0003%, 
0.001%, and 0.002%).

7.1.5. Onset, Duration, and Durability of Efficacy Effects

Intraocular pressure was measured at three time points at Baseline, Week 1, Week 6, and 
Month 3 in studies 01171505 and 011710IN. The mean IOP reduction for each of the 3 time 
points over the three-month evaluation period were similar.

7.2. Additional Efficacy Considerations

7.2.1. Considerations on Benefit in the Postmarket Setting 
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No potential efficacy issues in the post-market setting have been identified.

7.2.2. Other Relevant Benefits 

There are no other relevant benefits for this drug product.

7.3. Integrated Assessment of Effectiveness

The data contained in this submission establishes the efficacy of omidenepag isopropyl 
ophthalmic solution, 0.002% dosed once daily in the evening for the treatment of elevated IOP 
in open-angle glaucoma or ocular hypertension.

Studies 01171505 and 011710IN demonstrate that the IOP lowering ability of omidenepag 
isopropyl ophthalmic solution, 0.002% does not differ from Latanoprost ophthalmic solution, 
0.005% (Study 01171505) or timolol maleate ophthalmic solution 0.5% by a clinically significant 
amount.  Omidenepag isopropyl ophthalmic solution, 0.002% lowers IOP by a clinically 
significant amount.   

The benefit of omidenepag isopropyl ophthalmic solution, 0.002% for the treatment of elevated 
IOP in open-angle glaucoma or ocular hypertension has been demonstrated in this NDA 
application.  The efficacy of this drug is consistent with other currently marketed IOP lowering 
drugs.

8. Review of Safety

8.1. Safety Review Approach

The analysis of integrated safety in this report is based on 3-month data collected for
DE-117 0.002%, dosed once a day (optimal concentration and dosing regimen) during masked
periods of the 3 pivotal studies in the US (011709IN and 011710IN) and Asia (01171505) and an 
additional 9-month follow-up in Study 011709IN.

8.2. Review of the Safety Database 

8.2.1. Overall Exposure

The Table presents the summary of study drug exposure for the pooled studies. During the 
masked period of the pooled studies (011709IN, 011710IN and 01171505), 600 subjects were 
exposed to once daily dosing of DE-117 0.002% for a maximum of 121 days (median 91 days); 
the majority were treated > 90 days (for 1 subject the duration of exposure was unknown).
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Table 22:  Exposure to Study Medication (Pooled Studies) - Analysis Population: Safety - 
Analysis Period: Masked

Abbreviations: SD = standard deviation; QD = once daily.
* Pooled studies are 011709IN and 011710IN
** Pooled studies are 011709IN, 011710IN and 01171505
***If treatment end date is missing or not inputted for a subject, the exposure of the subject is classified as “Unknown”.

8.2.2. Relevant characteristics of the safety population: 

The safety population is representative of the population that the drug product is intended to 
treat.  The safety population included primarily subjects with open-angle glaucoma or ocular 
hypertension.  

8.2.3. Adequacy of the safety database: 

The safety database is adequate with respect to size, duration of exposure, duration of 
treatment, patient demographics, and disease characteristics.

8.3. Adequacy of Applicant’s Clinical Safety Assessments 

8.3.1. Issues Regarding Data Integrity and Submission Quality 

This submission was of sufficient quality to allow for a substantive review.  No issues related to 
data quality or data integrity were identified in this review. 

8.3.2. Categorization of Adverse Events

Adverse events were coded according to the Medical Dictionary for Regulatory Activities 
(MedDRA®).  All calculations were performed using the preferred term (PT) by system organ 
class (SOC).  The most recent version of MedDRA (MedDRA version 21.1) was used to generate 
all the AE tables for the ISS. 
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8.3.3. Routine Clinical Tests

The routine clinical testing to evaluate safety concerns for omidenepag isopropyl ophthalmic 
solution, 0.002% was adequately addressed in the design and conduct of the clinical trials.

8.4. Safety Results

8.4.1. Deaths

Three subject deaths have been reported during the double-masked and open-label periods of 
studies 011709IN and 011710IN. During the masked period in study 011709IN, an 82-year-old 
Caucasian female treated with timolol died due to a stroke.  In study 11710IN, a 67 year-old 
Caucasian male treated with DE-117 0.002% experienced a fatal myocardial infarction.  In the 
open-label period of study 011709IN, a 76-year old male subject (received DE-117 during both 
the masked and open-label periods) due to a cardiac event assessed. 

8.4.2. Serious Adverse Events

Table 23:  Adverse Events: Summary of Serious Adverse Events by System Organ Class and 
Preferred Term – Analysis Population: Safety - Analysis Period: Double-Masked
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Abbreviations: AE = adverse event; MedDRA = Medical Dictionary of Regulatory Activities; SAE = serious adverse event.
Any subject who experienced multiple events within a system organ class or preferred term was counted only once for that system organ class 
or preferred term.
Subjects were classified by actual treatment received.
AEs were coded using MedDRA Version 21.1.
* Pooled studies are 011709IN and 011710IN
** Pooled studies are 011709IN, 011710IN and 01171505
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8.4.3. Dropouts and/or Discontinuations Due to Adverse Effects

Table 24:  Study 01171505:  Dropouts and/or Discontinuations Due to Adverse Effects

Adverse Event Treatment Subject Number
Photophobia DE-117
Foreign body DE-117

Uveitis DE-117
Iritis DE-117

Headache Latanoprost, 0.005%
Blurred vision / Eye pain Latanoprost, 0.005%

Table 25:  Study 011710IN:  Dropouts and/or Discontinuations Due to Adverse Effects

Adverse Event Treatment Subject Number
Photophobia DE-117

Ocular discomfort/ hyperemia/ 
Visual Impairment

DE-117

IOP increased DE-117
IOP increased DE-117

Eye pain / Vision blurred DE-117
Photophobia DE-117

Eye pain DE-117
Allergic conjunctivitis DE-117
Iritis / IOP increased DE-117

Cystoid macular edema DE-117
Cystoid macular edema DE-117

Conjunctivitis DE-117
Transient ischemic attack DE-117

Bradycardia Timolol, 0.5%
Dry eye / Visual impairment Timolol, 0.5%

Dry eye / Gingival swelling / Nasal 
dryness / Swelling face

Timolol, 0.5%

Table 26:  Study 011709IN:  Dropouts and/or Discontinuations Due to Adverse Effects

Adverse Event Treatment Subject Number
Vision blurred DE-117

Visual impairment DE-117
Headache / Photophobia DE-117

Vision blurred DE-117
Allergic conjunctivitis DE-117

Photophobia / Instillation site pain 
/ Vision blurred / Headache

DE-117

Cystoid macular edema DE-117
Eye pain / Photophobia DE-117

Macular edema DE-117
Skin hypopigmentation DE-117
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Macular edema DE-117
Hypermetropia DE-117

Eye irritation DE-117
Chemical eye injury Timolol, 0.5%

Alopecia Timolol, 0.5%
Instillation site pain Timolol, 0.5%

Influenza A Timolol, 0.5%
Eye irritation Timolol, 0.5%

8.4.4. Significant Adverse Events

Refer to Section 8.3.2

8.4.5. Treatment Emergent Adverse Events and Adverse Reactions

Table 27:  Adverse Events: Summary of Suspected Adverse Reactions by System Organ Class 
and Preferred Term occurring at a rate of ≥ 1% in the DE-117 pooled population - Analysis 
Population: Safety - Analysis Period: Double-Masked
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Abbreviations: MedDRA = Medical Dictionary of Regulatory Activities; SAR = suspected adverse drug reactions.
Any subject who experienced multiple events within a system organ class or preferred term was counted only once for that system organ class 
or preferred term.  Subjects were classified by actual treatment received.
AEs were coded using MedDRA Version 21.1.
* Pooled studies are 011709IN and 011710IN
** Pooled studies are 011709IN, 011710IN and 01171505
a n and % each SOC is cumulative for all PTs, including those occurring at a rate < 1% that are not represented in this table

Eye disorders were the majority of Suspected Adverse Events (SARs) in the pooled population.
Conjunctival hyperemia was the most common SAR across all treatments, occurring at a higher
rate for DE-117 0.002% (7.0%) than timolol (2.6%) and latanoprost (3.8%). Photophobia
followed occurring at a rate of 3.8% for DE-117 0.002%, compared with 0.2% for timolol and
0.5% for latanoprost.

8.4.6. Laboratory Findings

No clinically significant differences from baseline were observed in the data that was collected.

8.4.7. Vital Signs

Based on the review of measured vital signs, there was no indication that DE-117 had a 
systemic impact on heart rate or blood pressure.

8.4.8. Electrocardiograms (ECGs)

EKGs were not collected in any of the studies conducted in the clinical development program.

8.4.9. QT 

QT studies were not performed.

8.4.10. Immunogenicity

There is no known potential to cause immunogenicity.
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8.5. Analysis of Submission-Specific Safety Issues 

Macular edema is a known risk of prostaglandin use and has been identified as a risk for 
aphakic or pseudophakic subjects treated with DE-117 based on previous data from studies 
with Japanese subjects. 

8.5.1. Macular Edema in Pseudophakia Eyes

Of the 3 studies conducted in Japan, 2 (01171503 and 01171506) had a 28-day treatment 
period, with 1 case (4.5%) of macular edema (related to study drug) reported in both
eyes for 1 subject (lens status unknown) in study 01171503 who received the 0.0025%
concentration of DE-117. The third study (01171504), was a long-term study with a 52-week
treatment period that largely contributed to the risk assessment of macular edema. Sixteen
subjects were identified in study 01171504 who developed macular edema; 15 occurring in
pseudophakic subjects, among which 14 were considered as related to study drug and 1 was
non-related to study drug. Among all the pseudophakic subjects in this study, 51.7% (15/29) 
were reported as having developed macular edema.

Reviewer’s comments:
Based on these results there was an association of macular edema in pseudophakic, and 
potentially aphakic, eyes. 

8.6. Safety Analyses by Demographic Subgroups

The evaluation of intrinsic factors for AEs in the pooled population included age category (<65
years and ≥65 years), gender (male, female), race (White, Black or African American, and Asian), 
and lens status (Phakic, Pseudophakic). No meaningful difference was observed in the rates of 
reported AEs between males and females) or among age categories. There is no evidence 
among the studies conducted to date that race is an intrinsic risk factor for AEs.

There was no difference in the overall rates of AE’s between phakic and pseudophakic eyes, but 
pseudophakia continues to be a risk factor for macular edema in subjects receiving DE-117, as 
subgroup analysis of lens status continued to indicate a higher rate of pseudophakic subjects 
with AEs for macular edema (including CME), which includes higher rates of SAEs and AEs 
leading to study drug discontinuation. No other intrinsic factors are considered to increase the 
risk of macular edema for subjects receiving DE-117.    
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8.7. Specific Safety Studies/Clinical Trials

Central corneal endothelial cell density was evaluated by specular microscopy in a one 
long-term study in Japan (study 01171504, 52-week follow up). No subjects in the study 
experienced medically significant changes in corneal endothelial cell density and no AEs related 
to changes in ECD were reported in the study. The mean change from baseline remained 
relatively stable for all treatment groups in the study and was < -57 cells/mm2 for study eyes 
and < -65 cells/mm2 for fellow eyes at Week 52.

8.8. Additional Safety Explorations 

The 120-Day Safety Update was submitted 03/18/2021. The applicant has not received any 
safety information or detected any new safety signals that would significantly change the 
previously known risks of DE-117. 

8.8.1. Human Carcinogenicity or Tumor Development

There is no data to suggest that omidenepag isopropyl ophthalmic solution, 0.002% has any 
tumorigenic potential.

8.8.2. Human Reproduction and Pregnancy

There have been no clinical studies in human reproduction or pregnancy performed.  No clinical 
study or post-marketing data suggest an effect on human reproduction or pregnancy.

8.8.3. Pediatrics and Assessment of Effects on Growth

Effects on growth were not evaluated.

Pediatric Subjects enrolled in Study 011709IN
Thirteen pediatric subjects with bilateral juvenile angle glaucoma (mean age of 14.1 years) were
enrolled in the double-masked period under study 011709IN, 6 of whom received DE-117 
0.002%. One subject in the timolol arm was the only pediatric subject with a reported
AE (chemical eye injury, related to study drug, and resolved) during the masked period in the
study. Data from this study did not identify any safety concerns for the pediatric subjects, and 
DE-117 seemed well tolerated by the pediatric population in the study.

Reference ID: 4871338

(b) (4)



Clinical Review
Martin P. Nevitt, M.D., M.P.H. 
NDA 215092

 (omidenepag isopropyl ophthalmic solution) 0.002%

CDER Clinical Review Template 67
Version date: September 6, 2017 for all NDAs and BLAs

Table 28:  Pediatric Subjects in 011709IN: Descriptive Statistics for Mean Diurnal IOP and 
Change from Baseline by Visit (Study Eye, Full Analysis Set)

Santen followed the agency’s guidance to include the pediatric subjects in the US phase 3 
clinical development program. The iPSP was agreed and finalized on 29 June 2018. Up to 30 
pediatrics subjects (age of 1 to 18 years) were planned to enroll in the two US phase 3 studies 
(study protocol 011709IN and 011710IN). Efforts were made to enroll pediatric subjects. As a 
result, 13 pediatrics subjects were enrolled in one of the US phase 3 studies (011709IN). Per 
agency’s agreement on 12 July 2019, Santen could proceed with the database lock once the 
adult subjects’ enrollment had been completed, even though the total number of pediatric 
subjects enrolled had not reached 30 as planned in the protocol. In summary, Santen is 
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requesting a full waiver of pediatric studies for this application. See the CDTL review for 
additional information. 

8.8.4. Overdose, Drug Abuse Potential, Withdrawal, and Rebound

There is no evidence for the potential for overdose or potential abuse with omidenepag 
isopropyl ophthalmic solution, 0.002%.

8.9. Safety in the Postmarket Setting

8.9.1. Safety Concerns Identified Through Post-market Experience

A post-marketing observational study (PMS) was initiated on 27 November 2018, and is 
currently ongoing in Japan to evaluate the safety and efficacy in long-term use of DE-117 in 
real-world clinical practice and to review the safety of long-term co-administration of DE-117 
with other IOP lowering drugs. One serious SAR of increased IOP has been reported in the 
study. 
No new significant safety information or signal has been identified.

8.9.2. Expectations on Safety in the Post-market Setting 

Information regarding these safety concerns is presented in the recommended labeling.

8.9.3. Additional Safety Issues From Other Disciplines 

There are no specific safety concerns from other disciplines.

8.10. Integrated Assessment of Safety

The safety database contained in this submission establishes the safety of omidenepag 
isopropyl ophthalmic solution, 0.002% dosed once daily in the evening for the treatment of 
elevated IOP in open-angle glaucoma or ocular hypertension.

The risk for using this drug is consistent with other currently marketed IOP lowering products.  
The most common ocular adverse events were conjunctival were conjunctival hyperemia (9%) 
and photophobia (5%).  Similar to other prostaglandin analog trials, class events such as 
increases in iris pigment would not have been expected to be observed in the clinical trials of 3 
month duration and/or in the absence of a contralateral eye comparison.

9. Advisory Committee Meeting and Other External Consultations

No Advisory Committee Meeting was required or convened for this NDA.
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10.2. Nonprescription Drug Labeling

Not applicable.  This is a prescription NDA.

11. Risk Evaluation and Mitigation Strategies (REMS)

No risk management activities are recommended beyond the routine monitoring and reporting 
of all adverse events.    

12. Postmarketing Requirements and Commitments

Not applicable.

13. Appendices

13.1. References

An independent literature review was not conducted for this application. 

13.2. Financial Disclosure

 
Covered Clinical Study (Name and/or Number): 01171505

Was a list of clinical investigators provided: Yes X No  (Request list from 
Applicant)

Total number of investigators identified: 36

Number of investigators who are Sponsor employees (including both full-time and part-time 
employees): 0

Number of investigators with disclosable financial interests/arrangements (Form FDA 3455): 
0

If there are investigators with disclosable financial interests/arrangements, identify the 
number of investigators with interests/arrangements in each category (as defined in 21 CFR 
54.2(a), (b), (c) and (f)):

Compensation to the investigator for conducting the study where the value could be 
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influenced by the outcome of the study:      

Significant payments of other sorts:      

Proprietary interest in the product tested held by investigator:      

Significant equity interest held by investigator in S

Sponsor of covered study:      

Is an attachment provided with details 
of the disclosable financial 
interests/arrangements: 

Yes  No  (Request details from 
Applicant)

Is a description of the steps taken to 
minimize potential bias provided:

Yes  No  (Request information 
from Applicant)

Number of investigators with certification of due diligence (Form FDA 3454, box 3) 0

Is an attachment provided with the 
reason: 

Yes  No  (Request explanation 
from Applicant)

Covered Clinical Study (Name and/or Number): 011710IN
Was a list of clinical investigators provided: Yes X No  (Request list from 

Applicant)

Total number of investigators identified: 35

Number of investigators who are Sponsor employees (including both full-time and part-time 
employees): 0

Number of investigators with disclosable financial interests/arrangements (Form FDA 3455): 
0

If there are investigators with disclosable financial interests/arrangements, identify the 
number of investigators with interests/arrangements in each category (as defined in 21 CFR 
54.2(a), (b), (c) and (f)):

Compensation to the investigator for conducting the study where the value could be 
influenced by the outcome of the study:      

Significant payments of other sorts:      

Proprietary interest in the product tested held by investigator:      

Significant equity interest held by investigator in S

Sponsor of covered study:      
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Is an attachment provided with details 
of the disclosable financial 
interests/arrangements: 

Yes  No  (Request details from 
Applicant)

Is a description of the steps taken to 
minimize potential bias provided:

Yes  No  (Request information 
from Applicant)

Number of investigators with certification of due diligence (Form FDA 3454, box 3) 0

Is an attachment provided with the 
reason: 

Yes  No  (Request explanation 
from Applicant)

Covered Clinical Study (Name and/or Number): 0117109IN
Was a list of clinical investigators provided: Yes X No  (Request list from 

Applicant)

Total number of investigators identified: 55

Number of investigators who are Sponsor employees (including both full-time and part-time 
employees): 0

Number of investigators with disclosable financial interests/arrangements (Form FDA 3455): 
0

If there are investigators with disclosable financial interests/arrangements, identify the 
number of investigators with interests/arrangements in each category (as defined in 21 CFR 
54.2(a), (b), (c) and (f)):

Compensation to the investigator for conducting the study where the value could be 
influenced by the outcome of the study:      

Significant payments of other sorts:      

Proprietary interest in the product tested held by investigator:      

Significant equity interest held by investigator in S

Sponsor of covered study:      

Is an attachment provided with details 
of the disclosable financial 
interests/arrangements: 

Yes  No  (Request details from 
Applicant)

Is a description of the steps taken to 
minimize potential bias provided:

Yes  No  (Request information 
from Applicant)

Number of investigators with certification of due diligence (Form FDA 3454, box 3) 0
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Is an attachment provided with the 
reason: 

Yes  No  (Request explanation 
from Applicant)
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