
CENTER FOR DRUG EVALUATION AND 

RESEARCH
	

APPLICATION NUMBER:
 

210913Orig1s000
	

PRODUCT QUALITY REVIEW(S)
	



QUALITY ASSESSMENT 


Recommendation: Approval 

NDA 210913 
Review# 1 
Jul19,2018 

Drug N ame!Dosage Form Ceaua (cvclosporine) ophthalmic solution 
Strength 0.09% 

Route of Administration Topical ophthalmic 

Rx/OTC Dispensed Rx 

Aoolicant Sun Pharma Global FZE 

US agent, ifapplicable NA 

SUBMISSION(S) REVIEWED 
Orif!inal 

Amendment 
Amendment 
Amendment 
Amendment 
Amendment 
Amendment 
Amendment 
Amendment 
Amendment 
Amendment 

DOCUMENT DATE 
1011612017 
1111312017 
1211212017 
12/22/2017 
112612018 
312212018 
312912018 
41512018 

4110/2018 
51112018 
611412018 

Oualitv Review Team 

DISCIPLlNE PRIMARY REVIEWER 
SECONDARY 
REVIEWER 

Application Technical Lead Chunchun Zhang NA 

Drug Substance Monica Cooper Charles Jewell 

Drug Product Milton Sloan Thomas Oliver 

Microbiology Jason Morgan John Metcalfe 

Biopharmaceutics Gertie Gieser Jing Li 

Process Nancy Waites Maotang Zhou 

Facility Khalid Khan Ying Zhang 

Regulatory Business Process Manager Kristine Leahy NA 

ORA Lead Carvn McNabb NA 



'---'~====-~ __ ___*j3 c=-----Q_U_A_L_I_T_Y_A_s_s_E_s_sMEN_T ____;rgJQ#~~·- =
Laboratory (OTR) NA NA 

Environmental Assessment (EA) Milton Sloan Thomas Oliver 



QUALITY ASSESSMENT 


Quality Review Data Sheet 

1. RELATED/SUPPORTING DOCVMENTS 

A. DMFs: 

1NA (There is enough data in the application, therefore the DMF did not need to be reviewed). 

DMF Item 
D ate 

# 
Type Holder 

Referenced 
Status1 Review Comments 

Comoleted 
(b)(4l Type II 

(b)(4) .,..I Adequate 8/18/2017 LoA: 10/2/2017 
I Reviewed by Siba 

Bhattacharvva 
(b)(4) 

Type III 
(b)(4) (b)(4 ) 

NA LoA: 6/20/2017 

Type III NA LoA 

B. Oher D , or szster avv zcatwnst ocuments: IND RLD' 

DOCUMENT APPLICATION NUMBER DESCRIPTION 

IND 11 8954 This product during IND 
develooment 

2. CONSULTS 


DISCIPLINE STATUS RECOMMENDATION DATE REVIEWER 

Biostatistics NA 
Pharmacolo!N/Toxicolo!N Adeauate 4/9/2018 Aaron Ruhland 
CDRH NA 
Clinical NA 
Other NA 



---
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Executive Summary 


I. Recommendations and Conclusion on Approvability 

NDA 210913, as amended, has provided sufficient product quality information to assure 
the identity, strength, purity, and quality of the proposed drug product Cequa 
( cyclosporine) ophthalmic solution. All information requests and review issues have been 
addressed. 

The Office of Process and Facilities has issued an overall acceptable recommendation for 
all the facilities on 5/9/2018. 

Therefore, NDA 210913 is recommended for approval from Product Quality perspective. 

Labeling recommendations from the Product Quality perspective will be provided to the 
OND PM for consideration during final labeling discussion. 

II. Summary of Quality Assessments 

A. Product Overview 

(b)(4
Proposed Indication(s) including L.Eor..the treatment oi.increasigff fear production 

4
Intended Patient Population 1ssociated with 


keratoconiuncti'Vitis sicca (dry eves). 

Duration of Treatment 
 Instill one drop twice daily into each eye using a single 

use container. See package insert for the recommended 
dosage in patients. 

Maximum Daily Dose As above (see the package insert for details). 

Alternative Methods of NA 

Administration 


B. Quality Assessment Overview 

i. Drug Substance Quality Summary 

The drug substance, cyclosporine, is a white to almost white odorless powder. It is 
manufactured by (bH4J The drug substance referenced in DMF 

< 
6 
> < 

41was found adequate by Siba Bhattacharyya on 8/ 18/2017. 

ii. Drug Product Quality Summary 
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Cequa (cyclosporine) ophthalmic solution, 0.09 % is indicated to increase tear 
production (bl <

41ofkeratoconjunctivitis sicca (dry eye). 
The drug product is provided ma smg e-use 0.9 mL (b><4 

> vial with 0.25 mL fill 
through <bl <4 

>_ The applicant has defined the OTX-101 drug 
product as an ophthalmic solution in a nanomicelle formulation containing 
cyclosporine, which was found acceptable by the review team, OTR-technical 
report, and OPQ Policy group, refer to the drug product review section for the 
detailed discussion. Formulation bridging data per se are not needed because only 
one formulation was used throughout development. A biowaiver request was not 
requested nor required. The PK, efficacy and safety of the proposed to-be­
marketed drug product was investigated in clinical trials. 

All excipients used in the formulation are adequately qualified. No novel 
excipients are used in the formulation. The drug product specification includes 
tests for appearance, two non-specific identification tests by HPLC and FT-IR, 
assay, impurities (specified, unspecified and total), pH, osmolality, viscosity, 
sterility, micelle size determination, particulate matter, uniformity of dosage units 
and weight loss. Evaluation of the risk assessment of the elemental impurities was 
performed and indicates the results are lower than the permitted daily exposure 
(PDE) as noted in USP<232> and the ICH Q3D guidance. The proposed 
specification is acceptable to ensure quality of the product over its expiration 
period. All analytical methods are described in reasonable detail and have been 
adequately validated. 

The proposed commercial scale is <bl <4> Batch analyses are provided for 3 
registration batches on scales o <b><4> and <b><4> and manufactured in the 
commercial site Laboratoire Unither. All batches complied with the proposed 
specification. 

Drug product stability data is available to 18 months at long term storage 
25°C/40%RH and 12 months at 30°C/65%RH for three registration batches. 
Minor trends are observed in the data on storage up to 12 and 18 months. The 
attributes are within proposed specifications. The shelf life of 24 months when 
stored at 20°C-25°C is granted. Per the agency's request, the applicant submitted 
the post approval commitment that include a statement to withdraw from the 
market if any lot where quality tests indicate the distributed lots do not conform to 
the approved specifications for the drug product on 7 / 17/2018. 

The storage statement is "Store at 20°C to 25°C (68°F to 77°F)"] and will be 
finalized at the OND's labeling meeting. 

(b)(4) The proposed drug product manufacturing process consists o 

During the NDA review several 
4------------------------------info rm a ti on requests regarding to in-process controls, <b>< > 



ormulation 
ontainer closure 1 

rocess parameters 
cale/equipment 
ite3 

ormulation 
ntainer closure 1 

rocess parameters 
cale/equipment 
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environmental monitoring methods and <bJ<4 
> validations etc were conveyed to 

and addressed by the applicant. The overall information regarding the 
manufacturing process provided in the NDA submission and subsequent 
amendments was found acceptable. 

All the facilities are acceptable based on the profile. No pre-approval inspection is 
required at this review cycle. Therefore, the overall recommendation of 
"Approve" was entered for the NDA into Panorama by OPF on 5/912018. Post 
anoroyal insnection for (bJ<4> 

~-~(b)(4) 

(bH4>reter to tfie tac11Ify review chapter tor tfie 

C. Special Product Quality Labeling Recommendations (NDA only) 
NA 

D. Final Risk Assessment (see Attachment) 

}{evie'1V .t\ssess01entI. From Initial Risk Identification 

Factors that Initial Final Risk LifecycleAttribute/CQA Risk 
can impact Risk Eval.Mitigation Considerations 
the CQA Ranking Approach Comments 

Sterility terilization has Post-approval 
een validated. stability protocol2 

will test sterility. 

This is a topical 	 o endotoxin 
Endotoxin product and esting required. 
Pyrogen therefore does not 

require testing for 
endotoxin. 

Robust analytical method 
ormulationAssay 	 validated for assay; no trend

ntainer closure 1 
(API), 	 on stability; levels remain 

wmaterialsstability 	 within the proposed 

specification. Label claim 

will be delivered. 
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Assay 	 ormulation 
(preservative) 	 ontainer closure 1 


rocess parameters 

cale/ equipment 


(bl 
141 

ormulation 
ontainer closure 1 

Uniformityof 
rocess parameters Mose (Fill Vol/ 
cale/equipment liverable 


olume) 


ormulation 
No trend on stability pH ntainer closure 1 


observed. Impact on
rocess parameters 
other quality attributes cale/ equipment 
is very minimal. 

ormulation Per ophthalmic product 
ntainer closure 1

Particulate matter 
requirements, particulate 

rocess parameters M matter is controlled in the 
cale/equipment drug specification per USP 

<789>. 

o preservative is used as it is a 
ingle use vial. 

1Stability studies demonstrate container closure compatibility with the drug product for all quality 
attributes. 
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MICROBIOLOGY 

Product Background: 

NDA: 210913 

Drug Product Name I Strength: Cyclosporin Ophthahnic Solution, 0.09% 

Route ofAdministration: Topi:al ocular; ophthahnic 

Applicant Name: 	Sm Pharma Global FZE 
PO Box #122304, Office #43, Bbck Y, SAIF Zone 
Sharjah, U.AE 
E-mail Address: vi5hwanath.kenkare@sunpharma.com 

Authori7.ed Agent: 	Jeffrey Yuan, Associate VP, 
Global Regulatory Affairs, Sllll Pharmaceuticals Industries, Inc. 
2 Indepeooence Way 
Princeton, NJ, 08540 
Phone: 609-720-5326 
E-mail Address: jeffyuar@sunpharma.com 

Manufact~ Site: Laboratoire Un:ither 
ZI de la Guerie 
F-50211 Coutances Cedex, France 
FEI: 3006974616 

(b)(4) Method of Sterilimtion: The drug product is sterilized by
(b)(4) 

Review Recommendation: Recomnended for approval from the standpoint ofproduct 
quality mi:robiology. 

Review Summary: The drug product is supplied as a package of six (6) sealed polyfoil 
ahuninum poucres, each containing two (2) cards of five (5) single-use 0.9 ml <bJ<

4 
> 

(bJ<
4

> vials containing 0.25 ml of 0.09% Cyclosporin Ophthahnic Solufun. 

List Submissions Being Reviewed: 10/16/2017; 01/26/2018; 04/10/2018; 06/14/2018 

HighJi2ht Key Outstanding Issues from Last Cycle: None 

Remarks: This submission was proviled mthe eCTD format. 

Concise Description Outstanding Issues Remaining: See the review swnnary. 

OPQ-XOPQ-TEM-0001 v04 Page 1 of38 Effective Date: 14 February 2017 
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Supporting Documents: NIA 

List Number of Comparability Protocols (ANDA only): NIA 

S Drug Substance 
(6) (4f 

The clrng substarx:e, Cvcbsporine USP 
(b)(4 J 

P.1 Descriptionofthe Composition ofthe Drug Product 

• 	 Description ofdrug product - Cycbsporine Ophthalmic Solution, 0.09% 5 a 
sterile, mlit-dose, oon-preserved clear, colorless ophthalmic solufun containing 
cyclosporine solubilized naoomi:elles; each vial contains a 0.25 ml in a 0.9 ml 

(b)(4) (b)(4) vial 

• 	 Drug product composition - The drug product is composed of Cyclosporine, 
Polyoxyl L:li ydrogenated Castor Oil, Octoxyool-40, Sodium Phosphate 
Monobasi: Dihydrate, Sodium Phosphate Dibasi: Anhydrous, <b><4J 

Polyvinylpyrrolidine, Hydrochbric Acid, Soditnn Hydroxile, and Water for 
Injectxm. Addifunal information regarding the product composifun, as derived 
from Secfun 3.2.P.l, in the Descripfun and Composifun ofthe Drug Product, 5 
as folbws: 

CoJ11>C>nent 
Pharmacopoeial 

Function g/ml
Reference 

Cvclosoorine USP ~Ar.tim> lnorf>dif>nt 0 OOOQ a--ct>H4! 

Polvoxvlr~~ Hvdrogenated Castor Oil USP/NF 
Octoxvnol-40 -

Sodium Phosobate Monobasic Dihvdrate USP/NF 
Sodium Phosobate Di basic Anhvdrous USP/NF 

(b)(4) 
USP/NF 

Polvvinvlovrrolidone USP/NF 

Hvdrochloric Acid USP/NF OA to Adiust oH 
Sodium Hydroxide USP/NF QA to Adjust pH 
Water for Injection USP/NF r (b)(4Jj 

• Description ofcontainer closure system - Cyclosporine Ophthalmic Solufun, 
0.09% 5 supplied as a single-use 0.9 ml (bH

4J vial with a 0.25 ml fill. The drug 
product is supplied as a package ofsix (6) sealed polyfoil aluminum pouches, 
each containing two (2) cards of five (5) vials. A summary of the drug product 
container closure system components 5 as follows: 

OPQ-XOPQ-TEM-0001 v04 Page 2 of38 Effective Date: 14 February 2017 
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Co onent Material Description Manufacturer/Supplier DMF # 
(b)(4 

(b)(4 ) 

Reviewer's Assessment: A cceptable 

• The descriptim of the drug product composition and container/closure system 
is adequate. 

P .2 Pharmaceutical Development 
P .2.5 Microbiological Attributes 

Container/Closure and Package Integrity 

An infonnation reqµest was sent to the applicant. dated 12/08/2017. and a response was 
received 01/26/2018. The folbwing information was reqµested: 

I) 	 The <b><
4 test o}: (bH 

4> vials in Section 3.2.P.3, Pharmaceutical Development is 
acknowledged; however, insufficient detail wasprovided. For more information, 
please refer to the Agency's I 994 "Guidance for Industryfor the Submission 
Documentation for Sterilization Process Validation in Applications for Human and 
Veterinary Drug Products"; see section IV (G). To facilitate review ofthe 
application, please provide a summary ofthe methods and results demonstrating the 
integrity ofthe microbiological barrier ofthe (bH

4 
> vial container-closure system, to 

include testing peiformedfor initial validation. The sensitivity ofthe method used for 
container-closure integrity testing should be specified andprovided. 

The applicant responses are summarized as follows : 
Mi.crobial Immersion Test : As part of the response to the informatim request, the 
applicant provided the results from a mi:robial irmrersxm container closure integrity test 
validatim study in Sectim 3.2.P.2, Verifuatxm of the Container Closure Integrity by 

OPQ-XOPQ-TEM-0001 v04 Page 3 of38 Effective Date: 14 February 2017 
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(b)(4) 	 (b)(4f 

(b)(4J 

Acceptance criteria were defined as: 

• 	 All media utilized supports the growth ofB. diminuta 
• 	 Positive controls are positive 
• 	 Negative controls are negative 
• 	 All test units are negative; if any are positive, an identification is performed to 

confirm the presence of B. diminuta 

The results of the microbial immersion test are summarized as follows: 

Parameter Acceptance Criteria Observation 

Date ofTest - 8/ 14/2015 

Organism Used Brevundimonas diminuta Brevundimonas diminuta 

Organism Population 
(CFU/ml) 

(b) 

NLT (4) 
(b)(4J I l 

Incubation Condition 30±2°C 30±2°C 
Test Vial Results Shall Show No Growth No Growth 

Negative Control Vials Shall Show No Growth No Growth 

Positive Control Vials Shall Show Growth Growth 

(b)(4f 

An infonnation request was sent to the applicant. dated 03/13/2018. and a response was 
received 04/10/2018. The folbwing information was regµested: 

(b)l4) 

OPQ-XOPQ-TEM-0001 v04 Page 4 of38 Effective Date: 14 February 2017 
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The applicant respomes are summarized as folbws: 

(6)(4f 

An infonnation request was sent to the applicant, dated 04/28/2018. and a response was 
received 06/14/2018. The folbwing information was requested: 

(b)(4) 

OPQ-XOPQ-TEM-0001 v04 Page 5 of38 Effective Date: 14 February 2017 
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(bJ<4I 

Reviewer's Assessment: Acceptable 

• 	 The appk:ant's verification ofcontainer cbsure integrity i5 comistent with 
regulatory expectafuns for a ste~ phannaceuti:al product. 

AntimicrobialEffectiveness Testing 

The drug product is a single use vial; no AET is required. 

Reviewer's Assessment: Not Applicable 

P.3 Manufacture 
P.3.1 Manufacturers 

Drug Product: 

Laboratoire Unither 
ZI de la Guerie 
F-50211 Coutances Cedex, France 

P. 3.3 Description ofthe Manufacturing Process and Process Controls 

OVERALL MANUFACTURING OPERATION 
(Section 3.2.P.3, Description ofManufacturing Process and Process Controls) 

(bf(4J 

OPQ-XOPQ-TEM-0001 v04 Page 6 of38 Effective Date: 14 February 2017 
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(b)(4) 

OPQ-XOPQ-TEM-0001 v04 Page 7of38 Effective Date: 14 February 2017 
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(b)(4) 

OPQ-XOPQ-TEM-0001 v04 Page 8of38 Effective Date: 14 February 2017 
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Reviewer's Assessment: Acceptable 

• 	 The appocant has provl:led adequate descripfuns of the manufucturing facility 
anl equipment med in the manufacturing of commercial batcres and the 
manufacturing process E comistent with regubtory expectatiom for a sterile 
pharmaceuti:al product. 

Sterilization/Depyrogenation ofcontainers, closures, equipment and Components - See 
P.3.5 

Reviewer's Assessment: Not Applicable 

ENVIRONMENTAL MONITORING 

(6) (4) 

OPQ-XOPQ-TEM-0001 v04 Page 9 of38 Effective Date: 14 February 2017 
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(b)(4) 

Component Bioburden 

The applicant established specifuatim for the drug substance is ~ ~CFU/g for TAMC 
(bH4 

> CFU/g TYMC (tested per USP <6 1>). The action evel for the (bH4 
> 

~=--
is (bH

4 
> CFU/g. A summary of the drug product component microbiological limits ts as 

follows: 

Component 

Cyclosporine 

I TAMC I 1YMC 
(b)(4 

Test Method 

USP<61> 

Octoxynol-40 USP<61>/<62> 

Polyoxyl[~:Hydrogenated 

Castor Oil 
Ph.Eur. 2.6.12 

Sodium Phosphate 
Monobasic Dihvdrate 

-

I 

Sodium Phosphate Dibasic, 
Anhvdrous 

(b)(4 

Ph.Eur. 

Polyvinylpyrrolidone Ph.Eur. 2.6.12 

Hvdrochloric Acid Ph.Eur. 
Sodium Hvdroxide -

I 
WFI 

(bf(4 
USP 

-

An information request was sent to the applicant. dated 12/08/2017. and a response was 
received 01/26/2018. The folbwing infonmtion was regµested: 

1) 	 The description ofthe specification concerning media fills and environmental 
monitoring in Section 3.2.P.3, Manufacture, is acknowledged; however, insufficient 
detail was provUied. For more information, please refer to the Agency's 1994 
"GuUiancefor Industry for the Submission Documentation for Sterilization Process 
ValUiation in Applications for Human and Veterinary Drug Products "; see section IV 
(D, E, and F). To facilitate review ofthe application, please provUie: 

c. 	 For environmental monitoring, a description ofthe sites monitored; alert and action 
level specifications (to include, but not limited to, air, inanimate suifaces, personnel, 
and water); the microbiological materials and methods used; the routine monitoring 
methodsusedforyeasts, molds, and anaerobes; and a description ofthe actions 
taken when specifications are exceeded. 

The applicant responses are summarized as follows: 

OPQ-XOPQ-TEM-0001 v04 Page 10of38 Effective Date: 14 February 2017 
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1.c) The applicant provi:ied a descriptim of environmental m:mitoring in Sectim 1.11.1, 
Quality Response to Request for Information - Microbiob gy, pgs. 10-14. 

(b)(4 J 

The enviromrental monitoring alert and action 1evel5 for :filling are summarized as 
follows (copied from Section I .I I .I, "Quality Response to Request for Information ­
Microbiology", pg. 13): 

(b)(4f 

An infonnation regµest was sent to the applicant. dated 03/13/2018. and a response was 
received 04/ 10/2018. The folbwing infonration was requested: 

I) 	 The description ofthe environmental monitoring methods in Section 1.11.1, "Quality 
Response to Request for Information - Microbiology", pgs. 10-14, is acknowledged; 
however, additional information is required. For environmental monitoring of 

--~~~~~~~~ 

21 	Page(s) has been Withheld in Full as b4 (CCI/TS) immediately following this page 

OPQ-XOPQ-TEM-0001 v04 Page 11 of38 Effective Date: 14 February 2017 
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Reviewer's Assessment: Acceptable 

P.5 Control ofDrug Product 

P. 5.1 Specification 


The product reease specificatim iocludes the following microbb b gical test: 


Test 

Sterility 

Acceotance Criterion 
No evidence of 

microbial Growth 

Method 

USP<71> 

Reviewer's Assessment: Acceptable 

• The appocant has rret regulatory expectafuns for the product reease 
specifuation. 

P .5.2 Analytical Procedures 

Reviewer's Assessment: See section P.5.1 and P.5.3 

P .5.3 Validation ofAnalytical Procedures 

Endotoxins 

The drug product is a sterile ophthalmi: sohrtion; as such, it has no requirement for an 
endotoxim specificatbn 

OPQ-XOPQ-TEM-0001 v04 Page 33 of38 Effective Date: 14 February 2017 
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Reviewer's Assessment: Not Applicable 

Sterility 

(Section 3.2.P.5.3, Test for Sterility validation report) 


Test Method: Equivalent to USP<71> 

Acceptance Criteria: No evidence of mi:robial growth 


The sterility test verifoation was performed using the Steritest sterility testing devi:e 

(Millipore). Bacteriostasi5 and fungistasis testing was perforrred to demomtrate no 

interfererx:e between the drug product and the test mi:roorganisms, to irx:lude: 

Staphy lococcus aureus (ATCC 6538), Pseudomonas aeruginosa (ATCC 9027), 

Clostridium sporogenes (ATCC 19404), Bacillus subtilis (ATCC 6633), Candida 

albicans (AICCJ 0211). and_AsnerJ!illus hLasiliensis <ATCCJ 6404J. <bJ<4> 


(6) (4) 

The folbwing lot ofdrug product was used for the sterility test method verifi:ation: 
CSAU-1323-L07. 

Reviewer's Assessment: Acceptable 

• 	 Tre appli:ant has met regulatory expectatiom with regard to the test method, 
acceptaoce criteria am verifuation of the suitability of use of the sterility test 
that will be perforrred on the drug product prnr to its release. 

Bioburden Test 

(Section 3.2.P.3.5, Validation ofthe membrane filtration method Ph Eur 2612 - English) 


Test Method: In-house 
Acceptance Criteria: < ~:cFUJ (b><41 ml 

An information request was sent to the applicant. dated 12/08/2017. and a response was 
received 01/26/2018. The folbwing information was reguested: 

1) 	The description ofthe bioburden acceptance criteria for <bl <4 
> bioburden in Section 

3.2.P.3.4 is acknowledged; however, other than a reference to an "in-house" method, 
no information was provided regarding the bioburden testing methodology to 

OPQ-XOPQ-TEM-0001 v04 Page 34of38 Effective Date: 14 February 2017 
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demonstrate that it is equivalent to, or better than, the requirements established in 
USP<61 >.Please provide a summary ofthe validation data for the (bJ<4J (bJ<4J 

bioburden testing method. 

The applicant resp0115es are summarized as follows: 

1) 	The clarified that the bi>burden method was corxlucted per PltEur. 2.6.12, which i5 
harmonized with USP<61>. A copy ofthe method verification report was included in 
Section 3.2.P.3.5, "Validation ofthe membrane filtration method Ph Eur 2612 ­
English", arxl microbial recovery was confirmed in the preseoce arxl absence of the 
drug product using Pseudomonas aeruginosa, Staphylococcus aureus, Bacillus 
subtilis, Candida albicans, arxl Aspergillus brasiliensis. 

Reviewer's Assessment: Acceptable 

P.7 Container Closure 

Summary table of the container closure system proposed 

Reviewer's Assessment: See sectionP.1. 

P.8 Stability 
P. 8.1 Stability Summary and Conclusion 

The proposed expiry is 24 mmths. Stability samples were tested at the initial time point, 
and then again after storage at 25°C/40% RH and 30°C/65% RH for 12 mmths; all 
results met the acceptaoce criteria for sterility. 

Reviewer's Assessment: Acceptable 

• 	 1be appocant's proposed 24 m:mth expiry is acceptable based on the provided 
mi:robial test data. 

P. 8.2 Post-Approval Stability Protocol and Stability Commitment 

The product stability specifuation iocludes the folbwing mi:robiolo gi;al test: 

Test 

Sterility 

Acceotance Criteria 
No evidence of 

microbial Growth 

Method 

USP<71> 
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Post-approval stability condifuns will be 25±2°C/40± 5% RH for at least 36 m:mths, and 
30±2°C/65±5% RH for at least 12 m:mths. The testing schedue in the post-approval 
protocol is as follows: 

Test Schedule for Initial Commercial Stability Batches 

36 months, 25±2°C/40:!:5% RH 

Test Schedule for Initial Commercial Stab · 
12 months 30±2°C/6S±5% RH 

0 3 6 9 12 
Sterili X - - - X 

The applicant connnitted to initiate and conduct post-approval stability studies on the first 
three corrnrercial production batches, with the results ofthe testing to be submitted as 
part ofroutine annual reporting. If additional data beyond the expiry, on at least three 
production batches, support extension of the expiration period, the expiration may be 
extended and the data will be filed in an annual report. 

Reviewer's Assessment: Acceptable 

• 	 The appk:ant has iret regu]atory expectations with regard to the design of the 
stability testing program to support the drug product's mi:robiological quality 
throughout its shelf life. 

P.8.3 Stability Data 


The applicant proviled sterility data up to 12 m:mths. 


Reviewer's Assessment: Acceptable 

• The appocant provided acceptable mi;robiology stability data. 

A Appendices 

A.2 Adventitious Agents Safety Evaluation 

Reviewer's Assessment: Acceptable 

• 	 See Section A.2.1 below. 
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A.2.1 Materials ofBiological Origin 
(Section 2.3.A, Adventitious Agents Safety Evaluation) 

(b)(-41 

The dn:u! nroduct is 
(b)(4 

<b><4No viral or non­
---,-----~-,..,----------------~~-~-----~~-viral adventitious agents are used in, or introduced during, the manufucture of the drug 

substarx:e. 

Reviewer's Assessment: Acceptable 

A.2.2 Testing at Appropriate Stages ofProduction 

Reviewer's Assessment: Not Applicable 

A.2.3. Viral Testing ofUnprocessed Bulk 

Reviewer's Assessment: Not Applicable 

A. 2.4 Viral Clearance Studies 

Reviewer's Assessment: Not Applicable 

R Regional Information 

ExecutedBatch Records 

Executed batches: CSAU-1323-L12, CSAU-1323-L16, and CSAU-1323-Ll7 

(b)(4) The batch records generally confirm that validated sterilization and ------- ­processes were used for the manufucture of the exhibit batches. 

Reviewer's Assessment: Acceptable 

• The appli;ant has met the regulatory expectafuns regarding the executed batch 
records. 
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Comparability Protocols 

Reviewer's Assessment: Not Applicable 

2. REVIEWOFCOMMON TECHNICALDOCUMENT - QUALITY(CTD-Q) 
MODULE I 

2.A. Package Insert 

Maximum dose: The recorrmended dose of the drug product is one drop twice daily 
(approximately 12 hours apart) into each eye using a single-use container. No specified 
volume 5 indicated for a single drop. 
Storage: 20 - 25°C 
Descr~tion: Cycbsporine Ophthalmi: Solufun, 0.09%, i5 packaged in sterile, 
preservative-free single-use vials. Each vial contains 0.25 ml filled into a 0.9 ml (bJ<4J 

contairer; 10 vials are packaged into a polyfoil aluminum pouch, arxl 6 pouches are 
packaged into a box. There is no dilution or reconstitution step. 

Reviewer's Assessment: Acceptable 

• 	 The appli;ant has met reguhtory expectafuns regarding the information related 
to issues ofproduct quality microbiology provided in the product labeling. 

Post-Approval Commitments: See P.8.2 

Reviewer's Assessment: Not Applicable 

List ofDeficiencies: NIA 

Primary Mi.crobiology Reviewer Name and Date: Jason K. Morgan, Ph.D., 06/18/2018 

Secondary Reviewer Name and Date: John W. Metcalfe, Ph.D.; 06/20/2018 
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