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Approved Drugs for Indication of Ocular Itching
Alocril nedocromil 21-009 
Acular ketorolac 19-700 
Optivar azelastine 21-127 
Alamast pemirolast 21-079 
Pataday  21-545 
Elestat epinastine 21-565 
Bepreve bepotastine besilate 22-288

alcaftadine 22-134

3. Product Quality  

See CDTL memo dated 10/7/2016 in DARRTS. 

See the Office of Product Quality Review dated 9/23/16:

Zerviate is a sterile ophthalmic solution containing cetirizine, which is a histamine-1 (H1) 
receptor antagonist, for topical administration to the eyes. Cetirizine hydrochloride is a white, 
crystalline, water-soluble powder with a molecular weight of 461.8 and a molecular formula of 
C21H25ClN2O3•2HCl. 

Chemical Structure:

Recommended International Nonproprietary Name (INN): Cetirizine Dihydrochloride

Compendial Names:
Cetirizine Hydrochloride (United States Pharmacopeia)
Cetirizine Dihydrochloride (European Pharmacopoeia)

Chemical Name
(RS)-2-[2-[4-[(4-chlorophenyl)phenylmethyl]piperazin-1-yl]ethoxy]acetic acid
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Dihydrochloride

Release Specification of the Drug Substance:

Table 3.2.S.4.1-1. Release Specification for Cetirizine Dihydrochloride
Test Acceptance Criteria
Appearance White crystalline powder
Identification

IR Positive
Melting point
pH 1.2 to 1.8
Clarity and color
Specific rotation
Heavy metals NMT ppm
Loss on Drying NMT 0.5%

NMT %
Assay

HClO4 Titration
HPLC

Foreign substances NMT ppm
Bulk density Report results
Tapped density Report results
Particle size 

D[0.5] 
D[0.9]

Report results
Report results

Residual solvents
NMT ppm

NMT %
NMT %
NMT %
NMT %
NMT %
NMT %
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Table 3.2.S.4.1-1. Release Specification for Cetirizine Dihydrochloride
NMT

Ceti2 (Cetirizine Ethanol) NMT
NMT
NMT

NMT
NMT
NMT
NMT
NMT
NMT

Desethoxycetirizine (Cetirizine acetic acid) NMT
NMT
NMT
NMT
NMT
NMT

Total related substances NMT
EP = European Pharmacopeia; HPLC = high-performance liquid chromatography; IR = infrared;
NMT = not more than; USP = United States Pharmacopeia.

Source:  Module 3.2.S.4.1

Description and Composition of the Drug Product

Table 3.2.P.1-1. Components and Concentrations of Cetirizine Ophthalmic Solution,
0.24%, Formulation

Component Function
Reference to Quality
Standards

Concentration
(mg/mL)

Quantity (mg) Per Bottle
7.5-ccc/10-ccd

Cetirizine 
 a

Active USP/Ph Eur
Certificate of analysis,
Section 3.2.S.4.1

2.85 (2.40 as 
cetirizine 

12.0/18.0 
(cetirizine 

Benzalkonium 
chloride

 
preservative

USP/NF

Glycerin USP/NF
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Recommendation and Conclusion on Approvability from OPQ

Drug substance, process, quality micro and biopharmaceutics reviewers have recommended 
approval of the NDA as documented in Review #1 dated 23-Sep-2016.

As documented in this resubmission Review #2, all drug product issues have been 
satisfactorily resolved. The Office of Process and Facilities has issued an overall acceptable 
recommendation for all the facilities on 17-Apr-2017.

Therefore, NDA 208694 is recommended for approval from Product Quality perspective.

4. Nonclinical Pharmacology/Toxicology

See the Nonclinical Pharmacology/Toxicology Review dated 9/17/16. 

From the Nonclinical Pharmacology/Toxicology Review dated 5/11/17:

A Complete Response was issued on October 7, 2016 for reasons unrelated to the supporting 
nonclinical data. The original NDA was approvable from a nonclinical 
Pharmacology/Toxicology (P/T) perspective (McDougal, 9/17/2016, NDA 208694).

The Applicant submitted a Resubmission – Complete Response Amendment on
March 8, 2017.   For the 4/18/2016, submission, the Applicant had listed NDA 019835 -
Zyrtec® (cetirizine hydrochloride) tablets.  The Office of New Drugs (OND) Clearance 
Committee advised DTOP that for NDA 208694, the appropriate listed drug product is NDA 
020346 -Zyrtec® (cetirizine hydrochloride) oral syrup.  For the 3/08/2017 submission, the 
Applicant is no longer listing NDA 019835, and instead is listing NDA 020346.   P/T has no 
objection to this change in the listed drug product. FDA’s website has published one label for 
both NDA 19835 and NDA 203461; the findings of safety and efficacy are the same for both.

5. Clinical Pharmacology/Biopharmaceutics 

See the original Clinical Pharmacology review dated 9/29/16.

6. Sterility Assurance 

Reference ID: 4100523
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DMEPA completed a formal review of the package insert and container labeling on 7/21/16 
and found the revised package insert and carton and container labeling acceptable. 

DMEPA completed a review of the re-submitted proprietary name risk assessment and did not 
find the name vulnerable to confusion that would lead to medication errors and did not 
consider the name promotional.  

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.

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

OSI
A routine Office of Scientific Investigations (OSI) audit was requested.  

Per the OSI review dated 9/20/16:

The Applicant submitted this NDA to support the use of Zerviate for the treatment of ocular 
itching associated with allergic conjunctivitis. The following two protocols were inspected in 
support of this application.

Protocol 14-100-0006 was entitled “A Multi-Center, Double-Masked, Randomized, Vehicle- 
Controlled, Parallel-Group Study Evaluating the Safety of Cetirizine 0.24% Ophthalmic 
Solution Used Twice Daily in Healthy Adult Subjects and in Pediatric Subjects with a History 
or Family History of Atopic Disease (including Allergic Conjunctivitis)”, and Protocol 11-
100-0012 was entitled “A Multi-Center, Double-Masked, Randomized, Vehicle-
Controlled, Evaluation of the Onset and Duration of Action of Cetirizine 0.24% Ophthalmic 
Solution (Formula AFH-002) Compared to Vehicle (Formula AFH-001) in the Conjunctival 
Allergen Challenge (CAC) Model of Acute Allergic Conjunctivitis”.

The sites of Drs. DeCastro and Ackerman were selected because they included relatively large 
enrollments for the study.

RESULTS (by Site):
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The studies appear to have been conducted adequately, and the data generated by each of each 
of these sites appear acceptable in support of the respective indication.

12. Labeling 

NDA 208694 Zerviate (cetirizine ophthalmic solution) 0.24% is recommended for approval for 
the treatment of ocular itching associated with allergic conjunctivitis with the minor editorial 
revision listed below and indicated in the attached labeling:

1. In the Section 8 USE IN SPECIFIC POPULATIONS/8.1 Pregnancy, the title 
“DATA” should be added to the paragraph on animal data.
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13. Recommendations/Risk Benefit Assessment 

• Recommended Regulatory Action 
NDA 208694 Zerviate (cetirizine ophthalmic solution) 0.24% is recommended for approval for 
the treatment of ocular itching associated with allergic conjunctivitis.

• Risk Benefit Assessment
The results from the two efficacy trials (Studies 12-100-0006 and 13-100-0002), demonstrate a 
statistically significant and marginally clinically significant difference between cetirizine 
ophthalmic solution, 0.24% and vehicle for the prevention of ocular itching associated with 
allergic conjunctivitis.  

The most frequent ocular adverse reactions were ocular hyperemia (including conjunctival) 
(7%), and instillation site pain (4%).  There were no non-ocular adverse reactions that occurred 
at a frequency of ≥ 1 %.

The benefits of using this drug product outweigh the risks for the treatment of ocular itching 
associated with allergic conjunctivitis.

• Recommendation for Postmarketing Risk Evaluation and Management Strategies
There are no recommended postmarketing risk evaluation and management strategies (i.e. 
REMS) for this drug product.
.  

• Recommendation for other Postmarketing Requirements and Commitments
There are no additional proposed risk management actions except the usual postmarketing 
collection and reporting of adverse experiences associated with the use of the drug product.

• Recommended Comments to Applicant

None. 
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Appendix

NDA 208694 Zerviate (cetirizine ophthalmic solution) 0.24% is recommended for approval for 
the treatment of ocular itching associated with allergic conjunctivitis with the minor editorial 
revision listed below and indicated in the attached labeling submitted 5/1/17:

1. In the Section 8 USE IN SPECIFIC POPULATIONS/8.1 Pregnancy, the title 
“DATA” has been added to the paragraph on animal data.
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