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Quality Review Data Sheet 

1. RELAlED/SUPPORTING DOCUMENTS 

A. DMFs: 
DMF 

Type Holder 
Item 

# Referenced

•><l::J (b) <4l Riluzole Dru<> 
e 

Substance 

Status 
Date Review 

CommentsCompleted 
Adequate 07/03/2018 

B 0ther Documents: IND RLD, or sister apptzcarwns
' 

DOCUMENT APPLICATION NUMBER DESCRIPTION 

IND 123532 Rili.1wle Oral Suspension 5 mg/mL; 
ITF2985 

2. CONSULTS 

None. 

OPQ-XOPQ-TEM-0001v03 Page 2 of7 Effective Date: 18 Feb 2016 



Executive Summary 

I. Recommendations and Conclusion on Approvability 

OPQ recommends APPROVAL of Riluz.ole Oral Suspension, 50 mg/10 mL (5 rnglmL). 

II. 	 Summary of Quality Assessments 


A Product Overview 


Proposed lndication(s) including 
Intended Patient Population 

Treatment of amyotrophic lateral sclerosis (ALS) 

Duration of Treatment Chronic 

Maximum Daily Dose 100 mg; administered as two, 50 mg doses (10 
ml) twice daily 

Alternative Methods of 
Administration 

None 

The Applicant seeks approval of riluzole oral suspension, 5 rnglmL as an alternative dosage fo1m 
to the approved riluzole tablets (50 mg) for the treatment of amyotrophic lateral sclerosis (ALS). 
ALS is a progressive neu·odegenerative disease that affects ne1ve cells in the brain and spinal 
cord and eventually leads to death The target population for the oral suspension product is 
patients who have trouble swallowing or require enteral feeding. Curently, administering the 
approved riluzole tablets to these patients requires cmshing the tablets and dispersing in a liquid 
prior to administration As most patients experience paitial to full pai·alysis with disease 
progression, the availability of a ready to use liquid fonm1ation is expected to offer great 
treatment benefits for patients. 

FDA granted 01phan designation for riluzole oral suspension in September 2016. OPQ provided 
advice regarding the riluzole oral suspension development program as pa1t of a pre-IND Written 
Responses Only Meeting (November 2014; dmg product, biophann, micro) and a Type C 
Written Responses Only Meeting (May 2016; drng product, biophanna, micro). 

The initial 1isk assessment identified five attributes of moderately risk - palatability, potential 
leachables, paiticle size controi redispersibility of the suspension, and content llllifonnity. ill 
addition to these attributes, other key review issues inchxled suitability of the dissohrtion 
method appropriateness of the dmg substance specified imptnities control strategy !bft4! 

._________ w suitability of the fonnulation and diug product container closme with <b> _

respect to nrulti-dose use, root cause for obse1ved assay vahres over shelf-life that trended toward 
the lower proposed specification limit, proposed excipient control strategy and impact on quality 
of:final product, and pe1fonnance and quality of the product over the proposed in-use period. 
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B. Quality Assessment Overview 

Rihizole drug substance is adequately controlled !bH41 

No polym:)lphism is repoited for riluzole. Nonclinical was 
of the diug substance <6JC4l 

and several specified impurities. Two-year carcinogenicity studies for rih.Jzole in mice and rats . 
. . 1 fi th d . 1 (bf('l)confinn tbat the nn.rta~potentla or ese compoun s JS ow. 

<6f<4n he stability data ""m- th_e_ re_ fe_re_ n_c_ed__D_M_F ___ 

consulted on the nnrtagenic status 

supports the proposed retest period of (6f<4l The diug substance is 
produced with adequate quality for use in the oral suspension fomrulation. 

The diug product consists of a nonsterile, ora~ aqueous suspension of riluzole at a single strength 
of 50 mg/10 mL supplied in an amber bottle with a chikl-proof screw cap. Once opened, an 

<bf<4J syringe/bottle adapter and a 10 mL oral dispenser (oral syringe, !b>T4! 

are utilized to withdi·aw 10 mL suspension twice a day for 15 days. Ilie container 
closure, adapter and dispenser are made from materials connn::mly used for storing and 
dispensing phannaceutical products. Confinnato1y testing, inch.Jding extractables and leachables 
studies, have established the suitability of the container and dispenser mate1iah. 

All excipients are compendiaL present in safe quantities and BSF/fSE free. Excipient. polyoxyl 
20 cetosteruyl ether was qualified in a toxicology study for oral dosing, as safe levels were not 
previously established for this route of administration Tiie specification is adequate to ensm·e 
product quality, including the revised eleirental ~urities limits for <bl <

4r which 
were observed at (b)(4J% of the pennitted daily exposm·es. Registration batches ireet all 
acceptance criteria on release and dming stability studies, with no increase in degradants m1der 
tested conditions. The stability data therefore provides adequate support for a shelf-life of 
24 months at USP Controlled Room Temperature. The claim for categorical exclusion 
from environmental assessment is granted in accordance with 21 CFR 25.15(d) and 
25.31(/J). 

The manufactm:ing process for Riluzole Oral Suspension 50 rngll OmL apperu·s to be satisfucto1y 
based on its process selection, in-process controls, final product release test and executed 
submission batch records. Tiie connnercial batch fomrula reflects tlie COUJlosition, the 
connrercial record, ru1d the connnercial scale. No overage is proposed. A detailed description 

(b)(41 
(b)('l 

(bJ!4r Tlie 
----~-~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~----

1 nan ufucttning process proposed for c01mrercial manufucturing has been thoroughly challenged 
and appears to be reasonable for conducting a robust manufucttn·ing process. The overall 

OPQ-XOPQ-TEM-0001 v03 Page 4 of7 Effective Date: 18 Feb 2016 



manufacturing inspection recommendation for all facilities listed in the submission is 
acceptable. 

The drng product was tested for b) C-'l 

oral product, and provided results demonstrate that the Applicant has ~t 
4regulato1y expectations for demonstrating the <b>< r require~nt for a 

miliiple dose drng product. The :manufacturing process and environmental IIDnitoring program 
are consistent with regulato1y expectations for a nonsterile, aqueous, oral pbanmceutical 
product. lbH-'I 

(b)(4J 

(bf<<JI 

The stability data submitted to date support the microbiological quality of the 
drug product for both long-term stability and the proposed 15 day in-use period. 

The drng product used in the pivotal bioequivalence has the sa~ quantitative and qualitative 
composition, as well as the s~ diug product manufucturing site, as the proposed commercial 
diug product. Therefore, bridging is not needed between clinical and proposed connnercial drug 
products. The proposed dissohrtion ~thod for quality control and stability testing was 
deIIDnstrated to be discriminating towards the !blT41 

riluzole oral suspension fonnulation. The approved dissohrtion ~thod and 
acceptance criterion for the proposed riluz.ole oral suspension 50 :mg/10 :mL are: 

C. Special Product Quality Labeling Recommendations 

In-use stability results support the proposed 15-day in-use period once the bottle is opened. 

D. Final Risk Assessment 
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Lifecycle Considerations/ Comments 

..----------------i

~~===?~-2 QUALI-~~E__~N~~~----Qdi?~~
*Jil=~=-~~~-_~TY ASS-ssME_T
From Initial Risk Review Assessment 

Identification (b) (4) 

Critical Quality Initial Risk 
Attribute Ranking 

Assay 

(b)(4J 

Phase Separation 

Solid State 

Dosing 
Accm·acy 

Palatability 

Microbial Limits 

(b)(4) 

Leachables 

(b)(4lDissolution 
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From Initial Risk Review Assessment 
Identification 

Critical Quality Initial Risk 
Risk Mitigation Approach Lifecycle Considerations/ Comments

Attribute Ranking 
Particle Size Medium 

Viscosity 

Redispersibility 

Content 
Uniformity 

pH 
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----------------------------------------------- --------------------------------------------------

LABELING 

l. Package Insert 

1. Highlights ofPrescribing Information 

Item fufonnation Provided inNDA 
Product Title (Labeling Review Tool and 21 CFR201.57(a)(2)) 
i>io~i1eiai.:Y--iia~-aiid.--e-;;a:t;"J1SiiE;a.·---- ----------i"1giiit-iiC--(1~ie-)·------------------

naim 
Dosage fonn, route of Oral suspension 
administration -·--·--·--·-----------------------------------------·-cO"ilt!<>ne<r<liiig-slibs-iailC_e_sYillboi____ NA 
(if applicable) 


Dosage Fonrn and Stre11eotbs (Labeling Review Tool and 21 CFR 

201.57(a)(8)) 

--------------------------------------------------------------------------------------------------· Summaty of the dosage fo1m and 50 mg (10 mL) 
stJ:e11eoth 

2. Section 2 Dosage and Administration 

Item Infonmtion Provided in NDA 

IB~f~E.!?.~~~Ar!&.B-~~~--I?.?.!.~-2_!_££~-~-Q!.:.~2(~).Q_~))______________________ 
Special instructions for product NA 
preparation (e.g., reconstitution, 
mixing with food, dihiting with 
coIIIDatible dihients) 

3. Section 3 Dosage Forms and Strengths 
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Item hlforrmtion Provided in NDA 
(Refer to Labeling Review Tool and 21 CFR 201.57(c)(4)) 
Available dosage forms Adequate, with edit made to descnbe 

total volume in nntltidose amber bottle 
Strengths: in metric system Adequate, with streflootb/mL added 
Active moiety expression of 
st:reflooth with equivalence state1nent 
(if applicable) 

Adequate 

A description of the identjfying 
characteristics of the dosage forms, 
including shape, color, coating, 
scoring, and imprinting, when 
applicable. 

Adequate, with edit to add visual 
description including color, opacity 

4. Section 11 Description 

Item hlforrmtion Provided in NDA 
(Refer to Labeling Review Tool and 21 CFR 201.57(c)(12), 2 1 CFR 
201.1 00(b)(5)(iii), 21CFR314.94(a)(9)(iii), and 21CFR314.94(a)(9)(iv)) 
Prop1i.eta1y narre and established 
name 

Adequate 

Dosage fonn and route of 
administration 

Adequate 

Active moiety expression of 
streflooth with equivalence state1nent 
(if applicable) 

Adequate 

For parenteral, otic, and ophthalmic 
dosage fonns, include the quantities 
ofall inactive ingredients [see 21 
CFR 201.1OO(b)(5)(iii), 21 CFR 
314.94(a)(9)(iii), and 21 CFR 
314.94(a)(9)(iv)], listed by USP/NF 
narres (if any) in alphabetical order 
(USP < 109 1>) 

NA 

Statement ofbeing ste1i.le (if 
applicable) 

NA 

Phannacological/ therapeutic class Adequate 
Chemical name, structural fonrnla, 
IIDlecular weifilit 

Adequate 

If radioactive, statement of 
important nuclear characteristics. 

NA 

Other impo1iant chemical or 
physical prope1iies (such as pKa or 
pH) 

Adequate 
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5. Section 16 How Supplied/Storage and Handling 

Item Inforrmtion Provided in NDA 
(Refer to Labe1ing Review Tool and 21CFR201.57(c)(17)) 
Strength of dosaire f01m Adequate 
Available units (e.g. , bottles of 100 Adequate 
tablets) 
Identification of dosage fonns, e.g., Adequate 
shape, color, coating, scoring, 
imprinting, NOC mnnber 
Special handling (e.g., protect from Adequate 
fudit) 
Storage conditions Adequate 
Manuracturer/distributor name (21 Adequate 
CFR 201. l(h)(S)) 

Reviewer's Assessment ofPackage Insert: Adequate 
Section 3 has been edited to add the fulbwing information: 1) Drng product 
concentration per mL (strength per mL), 2) total content per nnltiple use bottle, 3) 
Physical description of drug product sohrtiou With these edits, the prescnbing 
infonmtion meets all regulatory requiremmts from a CMC perspective. 

II. Labels: 

1. Container and Carton Labels 

(bf(4J 
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2. Carton Label 
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Item fufonnation provided in the 
container label 

Infonnation provided in the 
carton 1abe1(s) 

Proprietaiy name, 
established name (font size 
and prominence (21 CFR 
201.10(g)(2)) 

Adequate Adequate 

Dosage strength Adequate, following addition 
of stre11eoth/mL according to 
USP <7> in response to IR 

Adequate, following addition 
ofstiength/mL according to 
USP <7> in response to IR 

Net contents Adequate Adequate 
''Rx only" displayed 
prominently on the trn.in 
panel 

Adequate Adequate 

NDC mnmer (21 CFR 
207.35(b)(3)(i)) 

Adequate Adequate 

Lot number and expiration 
date (21 CFR 201.17) 

Adequate Adequate 

Storage conditions Adequate Adequate 
Bar code (21CFR 201.25) Adequate, following addition 

ofbar code in response to IR 
Adequate 

Name of 
manufuctm·er/distributor 

Adequate Adequate 

And others, if space is 
available 

Reviewer's Assessment of Labels: Adequate 
In response to an h ifonnation Request, the drng product strength expressed as mg/mL 
was added to the bottle and carton labels, and the bottle 1abel bar code was added to the 
bottle 1abel With the updates made, the labels comply with all rngu1atory requirements 
from a CMC perspective. 

List ofDeficiencies: 

None 

Overall Assessment andR ecommendation: 

All deficiencies have been addressed. The Prescribing fufonmtion and labels co~Jy 

with all regu]atory requirements from a CMC perspective. 

Primary Labeling R eviewerName and Date: 

Dan Berger July 24, 2018 

Secondary R eviewer Name and Date (and Secondary Summary, as needed): 

Wendy Wilson July 24, 2018 
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BIOPHARMACEUTICS REVIEW 

Application No: NDA-209080-0RIG-1; 505(b)(2) 

Drug Product Name, Strength: Tigh1tik™ (Riluzole) Oral Suspension/SO mg/10 mL 

Route ofAdministration: Oral 

Indication: Treatment of Amyotrophic Lateral Sclerosis (AI.S) 

Applicant Name: Italliumaco SP A 

List of submission being reviewed: 
Original NDA-209080 submission dated 11/16/2017 

REVIEWSUMMARY: 

Submission: ItaJfunm.co SPA submitted this NDA seeking approval for RihIZOle Oral 
Suspension, 50 mg/l 0 mL lmder section 505(b )(2) ofthe Federal Food, Drng, and Cosmetic Act. 
The Listed Drng (LD) is Rihrtek® (Rih1zo le) tablets, 50 mg nmmfuctured by Covis Phamia BV 
(NDA 20599). 

Review's Objective: The Biophannaceutics Review focuses on the evahiation of 
1) the adequacy of the proposed dissohrtion method 
2) the acceptability of the proposed dissohrtion acceptance criterion 
3) the need for fonm1lation bridging between clinical and proposed commercial drng 

products. 

Dissolution Method and Acceptance Criterion: 
The proposed dissohrt.ion method is USP Apparatus 2 (paddle) at 35 1pm in 900 mL phosphate 
buffer pH 4.5@ 37 °C, which is deemed acceptable. The proposed method was deIIDnstrated to 
be discriminating towards the <bJ <'•> 

of Riluzole oral suspension fonnulation Based on the dissohrt.ion profile data provided by the 
Applicant, the dissohrtion acceptance criterion of"Q = :~:% dissolved in 45 minutes" is found 
to be acceptable for qliality control (QC) at batch release and du·ing stability testing for the 
proposed Riluzole oral suspension 50 mg/10 mL. 

Bridging: 
The drng product used ID. the pivotal bioequivalence has the same quantitative and qualitative 
COJI!)Osition, as well as the same drng product 1nanufucturing site, as the proposed commercial 
drng product. Therefore, bridging is not needed between clinical and proposed commercial drng 
products. 
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Overall ReviewRecommendation: 

1he approved dissohrtion method and acceptance criterion for the proposed Riluz.ole oral 

suspension 50 mg/10 mL are: 


AR>t·o,ed Dissolution method and acceptance criterion 
for Riluzole Oml Suspension 50 mg/10 mL 

~~I Me<ium!Temp 
II 

Volume (mL) I 
Acceptance 

(rpm) : Crit.erion 

2 (paddle) 35 phosphate bufferpH 890 mL of n~dium phis 10 Q=[ _m% dissolved in 
4.5@ 37 °C mL ofsuspension sanple 45 minutes 

From the Biophannaceutics perspective, NDA 209080 for Riluz.ole Oral Suspension 50 mg/I 0 
mL is recommended for APPROVAL. 

) SIGNATURES 

Primary BiopllarmaceuticsReviewer Name and Date: 

Yang Zbao, PhD 
Biophannaceutics Reviewer 
Division ofBiophannaceutics-Branch 1 
Office of New Thug Products 

7/19/2018 

Secondary Reviewer Name and Date: 

Ta-Chen Wu, PhD 
Acting Biophannaceutics Lead 
Division ofBiophannaceutics-Branch 1 
Office ofNew Thug Products 

7/20/2018 
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BIOPHARMACEUTICS ASSESSMENT 

Background: 

Rili1wle oral suspension 50 mgll 0 mL is indicated for the treatment of Arnyotrophic Lateral 

Sclerosis (ALS). The recommended dosage is 50 mg (equal to 10 mL), taken orally, twice daily, 

eve1y 12 holll"S. The Applicant stated that the fonmlation development is to develop an alternative 

phannaceutical dosage fonn for ALS patients with difficulties in swallowing the oral tablets. 


Rili1wle oral suspension is a slightly brown, opaque, hormgeneous suspension when mixed. The 


proposed Rilitwle oral suspension 50 mgllO mL, 300 mL is packaged in amber glass bottle (352 

mL brimful capacity) closed with a chikl-proof tamper evident screw cap. Each bottle is intended 


for multi-dose use and a suitable 10 mL oral dispenser (oral syringe) is provided with each bottle 


along with a syringe/bottle adapter and a syringe tjp cap. 


To support the application, the Applicant conducted two pivotal studies (CSR <b>W -PK-11

251/DSC-09-2985-03 and CSR Cbll-U -PK- l 5-259/DSC/15/2985/04) to co~are the 


phan:nacokinetic profiles of the proposed Riluz.ole oral suspension 50 mg/10 mL vs. the Listed 


Drng (ill) Rilitwle film-coated tablet 50 mg after single oral dose administration in healthy 


subjects. These study and results will be assessed by the Clinical Pharmacology Reviewer. 


1. DRUG SUBSTANCE SOLUBILITY AND PERMEABILITY: 

1.1 Solubility: 
The Applicant repo1ted that riluwle is poorly sohible in water and riluwle dermnstrates pH

depeudent sohibility, <bJf4l 

--------(Table 1). 

(b)('I) 
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1.2 Penneability: 


The Applicant did not provide any penreability data. 


1.3 BCS designation: 

The Applicant did not submit, nor is it required to submit, a BCS designation request for the 
proposed drug product. 

2. 	 PROPOSED DISSOLUTION MEIHOD AND DISSOLUTION ACCEPTANCE 

CRITERION: 

The proposed dissohrtion method and dissohrtion acceptance criterion for Rih1zole oral suspension 
50 mg/I0 mL are as follows: 

Proposed cissolution method and acceptance criterion 
for Riluzole oral suspension 50 mg/10 mL 

~[;;]I(rpm) : 
Mi><iwn'Temp 

II 
Volume (mL) 

II 
Acceptance Criterion I 

2 (paddle) 35 phosphate bufferpH 890 mL plus 10 mL of 
(b)

NLT (4f0 (Q) ofthe labeled 
4.5/37 °C Riluzole Suspension am:mnt ol' riluzole is dissolved in 

san~le 45 minutes 

(bl (4}The Ap licant stated that they statted the dissohrtion method devebpment 
(b)~4l 
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Reviewer's conclusion for the dissolution method and acceptance criterion: 

The proposed dissohrtion method is dem:mstrated to be discriminating towards the changes !bJf4 ' 


of Riluwle oral suspension fonnilation. The 
following dissohrtion method and acceptance criterion are found acceptable for the proposed 
Riluwle oral suspension 50 mg/10 rnL. 

Acceptable <issolution method and acceptance critel'ion 
fol' Riluzole ol'al suspension 50 mg/10 mL 

~~I(1·pm) : 
~clum/Temp 

II 
Volume (mL) 

II 
Acceptance Critel'ion I 

2 (paddle) 35 phosphate buffer pH 
4.5/37 °C 

890 mL phis 10 mL of 
Riluzole Suspension 

san~le 

NLT ~o (Q) ofthe labeled 
am:mnt of1iluzole is dissolved in 

45 minutes 

3. BRIDGING: 

The drng product used in the pivotal bioavailability/bioequivalence study bas the same quantitative 
and qualitative composition, as well as the same drng product manufacturing site, as the proposed 
connrercial chug product. No bridging is needed between clinical and proposed connrercial dmg 
products. 
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MICROBIOLOGY 


IQA Review Guide Reference 


Product Background: 

NDA: 209080 

Drug Product Name I Strength: Riluzole Oral Suspension; 50 mg/10 mL 

Route of Administration: Oral 

Applicant Name: ltalfunnaco S.p.A 

(b)(4) 

Manufacturlru! Site: 
(b)(4) 

Method of Steriliz.ation: NIA; drng product is nonsterile 

Review Recommendation: Adequate 

Theme (ANDA only): Choose an item 

Justification (ANDA only): Choose an item 

Review Summary: 1he drng product is a nonsterile, 50 mg/10 mL oral suspension 
packaged in a 300 mL armer glass bottle. The applic3tion is recomnended for 
approval 

List Submissions Being Reviewed: 11/1612017, 31612018, 41512018 

ffighlight Key Outstanding Issues from Last Cycle: NIA 

Remarks: 1he submission was provided in the eCID fonnat. 

Concise Description Outstanding Issues Remaining: None. 

Supporting Documents: NIA 

List Number of Comparability Protocols (ANDA only): NIA 
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S Drug Substance 

Not applicable; drng product is nonsterile, intended for oral administration. 


S.2.2 Descri tion ofthe Manufacturing Process and Process Controls 
(0)\4) 

P.l Description of the Composition ofthe Drug Product 
(0001 Module 3.2.P.1, Description and Co~osition ofDrng Product.pdf) 

• 	 Description of drug product - slightly brown, opaque, suspension, intended for 
oral administration; supplied in 300 mL amber glass bottle. 

• Drug product composition 
(0001 Module 3.2.P.1, Description and Composition ofDn1g Product.pdf) 


lngreclents Function CoiqX>Sition per unit 
(300 mL bottle) 

Riluzole API rl6f('IJ 

Noncrystallizing So1bitol 
(b)l4j 

Solution 
MagnesiumAluminum Silicate 
Xanthan Gun 
Saccharin Sodium 
Simethicone Ennision I (bll4~-
Sodium 1.auryl Sulfate 
Polyoxyl 20 Cetostea1yl Ether 
Purified Water 

(b)(4)According to a state~nt made in section 3.2.P.2.5 , the dtug product is 

• Description of container closure system 
(0001 Module 3.2.P.7, Container Closme Systempdf: page 2-3/14) 


Descri ·on Snnnlier 	 DMF 
(b)(4l 

300 mL Aimer ,____ _, 

glass bottle, 28 mm 

m:mth opening (6J <41 


Pritm1y Packaging 

l---------+~(b)(4f--.-----: __synnge/bottle 


ada tor 

10 mL Oral


Dosing System 	 . (b' ) (4]
Dis Is~enser ynnge 

(b) (4) 

OPQ-XOPQ-TEM-0001v05 Page 2of15 Effective Date: October 15, 2017 



~~===#~-2 QUAIJ_Y_ASS-ssME~*18=~=-~~~____T_ ~E__~NT~~~~rgjg~~ 


Reviewer's Assessment: Adequate 

The applicant provided an adequate description of the drug product con:position and 
the container closm·e system designed to maintain microbiological quality of the 
product. 

P .2 Pharmaceutical Development 

P.2.5 Microbiological Attributes 

Container/Closure and Package Integrity 

Not applicable; dtug product is non.sterile. Therefore, CCIT is not assessed. 

In the Infonnation Request dated 1/25/2018, the following deficiency was issued: 

1OPage(s) !lave 15een WitnfielCJ in Full as ~ 
(CCI/TS) immediately following this page 
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The applicant has met regulatory expectations regarding the design of the stability 
testing program to suppoit the dmg product's microbiological quality tmoughout its 
shelf life. 

P.8.3 StabilityData 
(0001 Module 3.2.P.8.3, Stability Data.pd±) 

Long-te1m stability and accelerated studies were pe1fonned for lots 1521601 and 
1532201. The provided results were acceptable. 

In-use stability studies were also pe1fonned for product lot 1521601. The test methods 
and specifications are the same as mentioned in Section P.5.1., and the time points are 1, 
7 and 15 days. The provided results were acceptable. 

Revievrer's Assessment: Adequate 

The stability data submitted to date support the microbiological quality of the subject 
dmg product. 

A Appendices - NIA 

R Regional Information 
ExecutedBatch Records 
(0001 Module 3.2.R, Executed Production Batch Records.pd±) 

Executed batch records were provided for lots 1521601 and 1532201. 

Reviewer's Assessment: Adequate 

The applicant has met the regulatory expectations regarding the executed batch records. 

Comparability Protocols 

N ot applicable. 

2. REVIEWOF COMJtt/ON TECHNICAL DOCUJJ1ENT- QUALITY(CTD-Q) 

MODULEJ 

2.A. Package Insert 
(0001 Module 1.14.1.3, Draft. labeling text.pd±) 

(0001 Module 3.2.P.8.3, Stability Data SS2016-005RREV1 In Use Stability Repo1t.pdt) 
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The drng product i5 an oral suspension (50 mg/10 mL); 10 mL i5 administered orally, 

twice daily, eve1y 12 holn·s. The drng product should be used within 15 days after 

opening. and any product remaining after 15 days should be di5carded. 

In-use stability testing was pe1fonned for product lot 1521601 (b){4) 

(b)(4J 

(!l) (4J------------------115• )(4l 

(bf(4) 

(b)(4) 

<bH 
4>and support the twice daily use ofR.ih.1zole----- Oral Suspension for 15 days. 

Reviewer's Assessment: Adequate 

The applicant tested product lot number 1521601 for microbial contamination dming 
the proposed in-use period of 15 days with sa~les withdrawn twice per day using the 
dosing syringe. 1be resuhs indicated that the product met the proposed stability 
specifications. lbf<4l 

Therefore, 
the applicant has tnet reguJatory expectations with regard to the infonmtion reJated to 
i5sues ofproduct quality microbiology that i5 provided in the product labeling. 

Post-Approval Commitments: 

Reviewer's Assessment: Not applicable. 

List ofDeficiencies: Not applicable. 

Primary Microbiology Reviewer Name and Date: Laura R Wasil, PhD. 5/8/2018 

Secondary Reviewer Name and Date (and Secondary Summary, as needed): Erika 
Pfeiler, PhD. 5/9/2018 
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	Executive Summary 
	Executive Summary 

	I. Recommendations and Conclusion on Approvability OPQ recommends APPROVAL of Riluz.ole Oral Suspension, 50 mg/10 mL (5 rnglmL). 
	II. .Summary of Quality Assessments .A Product Overview .
	Proposed lndication(s) including Intended Patient Population 
	Proposed lndication(s) including Intended Patient Population 
	Proposed lndication(s) including Intended Patient Population 
	Treatment ofamyotrophic lateralsclerosis (ALS) 

	Duration of Treatment 
	Duration of Treatment 
	Chronic 

	Maximum Daily Dose 
	Maximum Daily Dose 
	100 mg; administered as two, 50 mg doses (10 ml) twice daily 

	Alternative Methods of Administration 
	Alternative Methods of Administration 
	None 


	The Applicant seeks approval of riluzole oral suspension, 5 rnglmL as an alternative dosage fo1m to the approved riluzole tablets (50 mg) for the treatment of amyotrophic lateral sclerosis (ALS). ALS is a progressive neu·odegenerative disease that affects ne1ve cells in the brain and spinal cord and eventually leads to death The target population for the oral suspension product is patients who have trouble swallowing or require enteral feeding. Curently, administering the approved riluzole tablets to these 
	prior 
	prior 
	prior 
	to 
	administration 
	As 
	most 
	patients 
	experience 
	paitial 
	to 
	full 
	pai·alysis 
	with 
	disease 

	progression, 
	progression, 
	the 
	availability 
	of a 
	ready 
	to 
	use 
	liquid 
	fonm1ation 
	is 
	expected 
	to 
	offer 
	great 

	treatment benefits for patients. 
	treatment benefits for patients. 


	FDA granted 01phan designation for riluzole oral suspension in September 2016. OPQ provided advice regarding the riluzole oral suspension development program as pa1t of a pre-IND Written Responses Only Meeting (November 2014; dmg product, biophann, micro) and a Type C Written Responses Only Meeting (May 2016; drng product, biophanna, micro). 
	The initial 1isk assessment identified five attributes of moderately risk -palatability, potential leachables, paiticle size controi redispersibility of the suspension, and content llllifonnity. ill addition to these attributes, other key review issues inchxled suitability of the dissohrtion method appropriateness of the dmg substance specified imptnities control strategy !bft4! ._________w suitability of the fonnulation and diug product container closme with 
	<b> _
	<b> _

	respect to nrulti-dose use, root cause for obse1ved assay vahres over shelf-life that trended toward the lower proposed specification limit, proposed excipient control strategy and impact on quality of:final product, and pe1fonnance and quality ofthe product over the proposed in-use period. 
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	Figure
	B. Quality Assessment Overview 
	Rihizole drug substance is adequately controlled !bH41 No polym:)lphism is repoited on was of the diug substance <6JC4l and several specified impurities. Two-year carcinogenicity studies for rih.Jzole in mice and rats . 
	for riluzole. N
	clinical

	. . 1 fi th d . 1 (bf('l)
	confinn tbat the nn.rta~potentla or ese compoun s JS ow. 
	<6f<4n he stability data ""m-th_e_ re_fe_re_ n_c_ed__D_M_F ___ 
	consulted on the nnrtagenic status 
	supports the proposed retest period of (6f<4l The diug substance is produced with adequate quality for use in the oral suspension fomrulation. 
	The diug product consists of a nonsterile, ora~ aqueous suspension of riluzole at a single strength of 50 mg/10 mL supplied in an amber bottle with a chikl-proof screw cap. Once opened, an syringe/bottle adapter and a 10 mL oral dispenser (oral syringe, !b>T! 
	<bf<4J 
	4

	are utilized to withdi·aw 10 mL suspension twice a day for 15 days. Ilie container closure, adapter and dispenser are made from materials connn::mly used for storing and dispensing phannaceutical products. Confinnato1y testing, inch.Jding extractables and leachables studies, have established the suitability of the container and dispenser mate1iah. 
	All excipients are compendiaL present in safe quantities and BSF/fSE free. Excipient. polyoxyl 20 cetosteruyl ether was qualified in a toxicology study for oral dosing, as safe levels were not previously established for this route of administration Tiie specification is adequate to ensm·e product quality, including the revised eleirental ~urities limits for <bl <r which were observed at (b)(4J% of the pennitted daily exposm·es. Registration batches ireet all 
	4

	acceptance criteria on release and dming stability studies, with no increase in degradants m1der tested conditions. The stability data therefore provides adequate support for a shelf-life of 24 months at USP Controlled Room Temperature. The claim for categorical exclusion from environmental assessment is granted in accordance with 21 CFR 25.15(d) and 25.31(/J). 
	The manufactm:ing process for Riluzole Oral Suspension 50 rngll OmL apperu·s to be satisfucto1y based on its process selection, in-process controls, final product release test and executed submission batch records. Tiie connnercial batch fomrula reflects tlie COUJlosition, the connrercial record, ru1d the connnercial scale. No overage is proposed. A detailed description 
	(b)(41 
	(b)(41 
	(b)('l 
	(bJ!4r Tlie 

	----~-~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~---
	-

	1 nan ufucttning process proposed for c01mrercial manufucturing has been thoroughly challenged and appears to be reasonable for conducting a robust manufucttn·ing process. The overall 
	OPQ-XOPQ-TEM-0001 v03 Page 4 of7 Effective Date: 18 Feb 2016 
	Figure
	manufacturing inspection recommendation for all facilities listed in the submission is acceptable. 
	b) C-'l oral product, and provided results demonstrate that the Applicant has ~t 
	The drng product was tested for 

	4
	4

	regulato1y expectations for demonstrating the <b><r require~nt for a miliiple dose drng product. The :manufacturing process and environmental IIDnitoring program are consistent with regulato1y expectations for a nonsterile, aqueous, oral pbanmceutical product. lbH-'I 
	(b)(4J 
	(b)(4J 
	(bf<<JI 

	Figure
	The stability data submitted to date support the microbiological quality of the 
	drug product for both long-term stability and the proposed 15 day in-use period. 
	The drng product used in the pivotal bioequivalence has the sa~ quantitative and qualitative composition, as well as the s~diug product manufucturing site, as the proposed commercial diug product. Therefore, bridging is not needed between clinical and proposed connnercial drug products. The proposed dissohrtion ~thod for quality control and stability testing was deIIDnstrated to be discriminating towards the !blT41 
	riluzole oral suspension fonnulation. The approved dissohrtion ~thod and acceptance criterion for the proposed riluz.ole oral suspension 50 :mg/10 :mL are: 
	C. Special Product Quality Labeling Recommendations 
	In-use stability results support the proposed 15-day in-use period once the bottle is opened. 
	D. Final Risk Assessment 
	OPQ-XOPQ-TEM-0001 v03 Page 5 of7 Effective Date: 18 Feb 2016 
	Lifecycle Considerations/ Comments ..----------------i
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	From Initial Risk ReviewAssessment Identification (b) (4) Attribute Ranking Assay 
	Critical Quality Initial Risk 

	(b)(4J 
	Figure

	Phase Separation 
	Solid State 
	Dosing Accm·acy 
	Palatability 
	Microbial Limits 
	(b)(4) 
	(b)(4) 

	Leachables 
	(b)(4l
	(b)(4l

	Dissolution 
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	From Initial Risk 
	ReviewAssessment Identification Critical Quality 
	Figure

	Figure
	Initial Risk 
	Initial Risk 
	Initial Risk 
	Risk Mitigation Approach 


	Lifecycle Considerations/ Comments
	Lifecycle Considerations/ Comments
	Figure

	Attribute 

	Ranking Particle Size 
	Figure
	Medium 
	Medium 

	Viscosity 
	Redispersibility 
	Content Uniformity pH 
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	Figure
	LABELING 
	LABELING 

	l. Package Insert 
	1. Highlights ofPrescribing Information 
	Item 
	fufonnation Provided inNDA Product Title (Labeling Review Tool and 21 CFR201.57(a)(2)) 
	i>io~i1eiai.:Y--iia~-aiid.--e-;;a:t;"J1SiiE;a.·--------------i"1giiit-iiC--(1~ie-)·-----------------
	-

	naim Dosage fonn, route of 
	Oral suspension administration 
	-·--·--·--·-----------------------------------------·-
	cO"ilt!<>ne<r<liiig-slibs-iailC_e_sYillboi____ 
	NA 
	NA 

	(if applicable) .Dosage Fonrn and Stre11eotbs (Labeling Review Tool and 21 CFR .201.57(a)(8)) .
	--------------------------------------------------------------------------------------------------· 
	Summaty of the dosage fo1m and 
	50 mg (10 mL) 
	50 mg (10 mL) 

	stJ:e11eoth 
	2. Section 2 Dosage andAdministration 
	Item Infonmtion Provided in NDA IB~f~E.!?.~~~Ar!&.B-~~~--I?.?.!.~-2_!_££~-~-Q!.:.~2(~).Q_~))______________________ Special instructions for product NA preparation (e.g., reconstitution, mixing with food, dihiting with coIIIDatible dihients) 
	3. Section 3 Dosage Forms and Strengths 
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	Item 
	Item 
	Item 
	hlforrmtion Provided in NDA 

	(Refer to Labeling Review Tool and 21 CFR 201.57(c)(4)) 
	(Refer to Labeling Review Tool and 21 CFR 201.57(c)(4)) 

	Available dosage forms 
	Available dosage forms 
	Adequate, with edit made to descnbe total volume in nntltidose amber bottle 

	Strengths: in metric system 
	Strengths: in metric system 
	Adequate, with streflootb/mL added 

	Active moiety expression of st:reflooth with equivalence state1nent (if applicable) 
	Active moiety expression of st:reflooth with equivalence state1nent (if applicable) 
	Adequate 

	A description ofthe identjfying characteristics of the dosage forms, including shape, color, coating, scoring, and imprinting, when applicable. 
	A description ofthe identjfying characteristics of the dosage forms, including shape, color, coating, scoring, and imprinting, when applicable. 
	Adequate, with edit to add visual description including color, opacity 


	4. Section 11 Description 
	Item 
	Item 
	Item 
	hlforrmtion Provided in NDA 

	(Refer to Labeling Review Tool and 21 CFR 201.57(c)(12), 2 1 CFR 201.1 00(b)(5)(iii), 21CFR314.94(a)(9)(iii), and 21CFR314.94(a)(9)(iv)) 
	(Refer to Labeling Review Tool and 21 CFR 201.57(c)(12), 2 1 CFR 201.1 00(b)(5)(iii), 21CFR314.94(a)(9)(iii), and 21CFR314.94(a)(9)(iv)) 

	Prop1i.eta1y narre and established name 
	Prop1i.eta1y narre and established name 
	Adequate 

	Dosage fonn and route of administration 
	Dosage fonn and route of administration 
	Adequate 

	Active moiety expression of streflooth with equivalence state1nent (if applicable) 
	Active moiety expression of streflooth with equivalence state1nent (if applicable) 
	Adequate 

	For parenteral, otic, and ophthalmic dosage fonns, include the quantities ofall inactive ingredients [see 21 CFR 201.1OO(b)(5)(iii), 21 CFR 314.94(a)(9)(iii), and 21 CFR 314.94(a)(9)(iv)], listed by USP/NF narres (if any) in alphabetical order (USP < 109 1>) 
	For parenteral, otic, and ophthalmic dosage fonns, include the quantities ofall inactive ingredients [see 21 CFR 201.1OO(b)(5)(iii), 21 CFR 314.94(a)(9)(iii), and 21 CFR 314.94(a)(9)(iv)], listed by USP/NF narres (if any) in alphabetical order (USP < 109 1>) 
	NA 

	Statement ofbeing ste1i.le (if applicable) 
	Statement ofbeing ste1i.le (if applicable) 
	NA 

	Phannacological/ therapeutic class 
	Phannacological/ therapeutic class 
	Adequate 

	Chemical name, structural fonrnla, IIDlecular weifilit 
	Chemical name, structural fonrnla, IIDlecular weifilit 
	Adequate 

	Ifradioactive, statement of important nuclear characteristics. 
	Ifradioactive, statement of important nuclear characteristics. 
	NA 

	Other impo1iant chemical or physical prope1iies (such as pKa or pH) 
	Other impo1iant chemical or physical prope1iies (such as pKa or pH) 
	Adequate 
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	5. Section 16How Supplied/Storage and Handling 
	Item Inforrmtion Provided in NDA (Refer to Labe1ing Review Tool and 21CFR201.57(c)(17)) Strength of dosaire f01m Adequate Available units (e.g. , bottles of 100 Adequate tablets) Identification of dosage fonns, e.g., Adequate shape, color, coating, scoring, imprinting, NOC mnnber Special handling (e.g., protect from Adequate fudit) Storage conditions Adequate Manuracturer/distributor name (21 Adequate CFR 201.l(h)(S)) 
	Reviewer's Assessment ofPackage Insert: Adequate Section 3 has been edited to add the fulbwing information: 1) Drng product concentration per mL (strength per mL), 2) total content per nnltiple use bottle, 3) Physical description of drug product sohrtiou With these edits, the prescnbing 
	infonmtion meets all regulatory requiremmts from a CMC perspective. 
	II. Labels: 
	1. Container and Carton Labels 
	(bf(4J 
	(bf(4J 
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	2. Carton Label 
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	Item 
	Item 
	Item 
	fufonnation provided in the container label 
	Infonnation provided in the carton 1abe1(s) 

	Proprietaiy name, established name (font size and prominence (21 CFR 201.10(g)(2)) 
	Proprietaiy name, established name (font size and prominence (21 CFR 201.10(g)(2)) 
	Adequate 
	Adequate 

	Dosage strength 
	Dosage strength 
	Adequate, following addition of stre11eoth/mL according to USP <7> in response to IR 
	Adequate, following addition ofstiength/mL according to USP <7> in response to IR 

	Net contents 
	Net contents 
	Adequate 
	Adequate 

	''Rx only" displayed prominently on the trn.in panel 
	''Rx only" displayed prominently on the trn.in panel 
	Adequate 
	Adequate 

	NDC mnmer (21 CFR 207.35(b)(3)(i)) 
	NDC mnmer (21 CFR 207.35(b)(3)(i)) 
	Adequate 
	Adequate 

	Lot number and expiration date (21 CFR 201.17) 
	Lot number and expiration date (21 CFR 201.17) 
	Adequate 
	Adequate 

	Storage conditions 
	Storage conditions 
	Adequate 
	Adequate 

	Bar code (21CFR 201.25) 
	Bar code (21CFR 201.25) 
	Adequate, following addition ofbar code in response to IR 
	Adequate 

	Name of manufuctm·er/distributor 
	Name of manufuctm·er/distributor 
	Adequate 
	Adequate 

	And others, if space is available 
	And others, if space is available 


	Reviewer's Assessment of Labels: Adequate In response to an hifonnation Request, the drng product strength expressed as mg/mL was added to the bottle and carton labels, and the bottle 1abel bar code was added to the bottle 1abel With the updates made, the labels comply with all rngu1atory requirements from a CMC perspective. 
	List ofDeficiencies: 
	None 
	Overall Assessment andRecommendation: 
	All deficiencies have been addressed. The Prescribing fufonmtion and labels co~Jy with all regu]atory requirements from a CMC perspective. 
	Primary LabelingReviewerName and Date: 
	Dan Berger July 24, 2018 
	Secondary Reviewer Name and Date (and Secondary Summary, as needed): 
	Wendy Wilson July 24, 2018 
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	BIOPHARMACEUTICS REVIEW 
	BIOPHARMACEUTICS REVIEW 

	Application No: NDA-209080-0RIG-1; 505(b)(2) 
	Drug Product Name, Strength: Tigh1tik™ (Riluzole) Oral Suspension/SO mg/10 mL Route ofAdministration: Oral Indication: Treatment of Amyotrophic Lateral Sclerosis (AI.S) Applicant Name: Italliumaco SP A List of submission being reviewed: 
	Original NDA-209080 submission dated 11/16/2017 
	REVIEWSUMMARY: 
	Submission: SPA submitted this NDA seeking approval for RihIZOle Oral Suspension, 50 mg/l 0 mL lmder section 505(b )(2) ofthe Federal Food, Drng, and Cosmetic Act. The Listed Drng (LD) is Rihrtek® (Rih1zo le) tablets, 50 mg nmmfuctured by Covis Phamia BV (NDA 20599). 
	ItaJfunm.co 

	Review's Objective: The Biophannaceutics Review focuses on the evahiation of 
	1) the adequacy ofthe proposed dissohrtion method 
	2) the acceptability of the proposed dissohrtion acceptance criterion 
	3) the need for fonm1lation bridging between clinical and proposed commercial drng 
	products. 
	Dissolution Method and Acceptance Criterion: The proposed dissohrt.ion method is USP Apparatus 2 (paddle) at 35 1pm in 900 mL phosphate buffer pH 4.5@ 37 °C, which is deemed acceptable. The proposed method was deIIDnstrated to be discriminating towards the <bJ <'•> of Riluzole oral suspension fonnulation Based on the dissohrt.ion profile data provided by the Applicant, the dissohrtion acceptance criterion of"Q = :~:% dissolved in 45 minutes" is found to be acceptable for qliality control (QC) at batch relea
	Bridging: The drng product used ID. the pivotal bioequivalence has the same quantitative and qualitative COJI!)Osition, as well as the same drng product 1nanufucturing site, as the proposed commercial drng product. Therefore, bridging is not needed between clinical and proposed commercial drng products. 
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	QUALITYASS_ssMENT tgj£3~ 
	Overall ReviewRecommendation: .1he approved dissohrtion method and acceptance criterion for the proposed Riluz.ole oral .suspension 50 mg/10 mL are: .
	AR>t·o,ed Dissolution method and acceptance criterion for Riluzole Oml Suspension 50 mg/10 mL ~~I Me<ium!Temp II Volume (mL) I Acceptance (rpm) : Crit.erion 2 (paddle) 35 phosphate bufferpH 890 mL of n~dium phis 10 Q=[ _m% dissolved in 4.5@ 37 °C mL ofsuspension sanple 45 minutes 
	From the Biophannaceutics perspective, NDA 209080 for Riluz.ole Oral Suspension 50 mg/I 0 mL is recommended for APPROVAL. 
	)
	)
	)
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	BIOPHARMACEUTICS ASSESSMENT 
	BIOPHARMACEUTICS ASSESSMENT 

	Background: .Rili1wle oral suspension 50 mgll 0 mL is indicated for the treatment of Arnyotrophic Lateral .Sclerosis (ALS). The recommended dosage is 50 mg (equal to 10 mL), taken orally, twice daily, .eve1y 12 holll"S. The Applicant stated that the fonmlation development is to develop an alternative .phannaceutical dosage fonn for ALS patients with difficulties in swallowing the oral tablets. .
	Rili1wle oral suspension is a slightly brown, opaque, hormgeneous suspension when mixed. The .proposed Rilitwle oral suspension 50 mgllO mL, 300 mL is packaged in amber glass bottle (352 .mL brimful capacity) closed with a chikl-proof tamper evident screw cap. Each bottle is intended .for multi-dose use and a suitable 10 mL oral dispenser (oral syringe) is provided with each bottle .along with a syringe/bottle adapter and a syringe tjp cap. .
	To support the application, the Applicant conducted two pivotal studies (CSR <b>W -PK-11251/DSC-09-2985-03 and CSR Cbll-U-PK-l 5-259/DSC/15/2985/04) to co~are the .phan:nacokinetic profiles of the proposed Riluz.ole oral suspension 50 mg/10 mL vs. the Listed .Drng (ill) Rilitwle film-coated tablet 50 mg after single oral dose administration in healthy .subjects. These study and results will be assessed by the Clinical Pharmacology Reviewer. .
	1. DRUG SUBSTANCE SOLUBILITY AND PERMEABILITY: 
	1.1 Solubility: 
	1.1 Solubility: 
	The Applicant repo1ted that riluwle is poorly sohible in water and riluwle dermnstrates pHdepeudent sohibility, <bJf4l 
	--------(Table 1). 
	(b)('I) 
	(b)('I) 
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	1.2 Penneability: .The Applicant did not provide any penreability data. .

	1.3 BCS designation: 
	1.3 BCS designation: 
	The Applicant did not submit, nor is it required to submit, a BCS designation request for the proposed drug product. 
	2. .PROPOSED DISSOLUTION MEIHOD AND DISSOLUTION ACCEPTANCE CRITERION: 
	The proposed dissohrtion method and dissohrtion acceptance criterion for Rih1zole oral suspension 50 mg/I0 mL are as follows: 
	Proposed cissolution method and acceptance criterion for Riluzole oral suspension 50 mg/10 mL 
	Proposed cissolution method and acceptance criterion for Riluzole oral suspension 50 mg/10 mL 
	Proposed cissolution method and acceptance criterion for Riluzole oral suspension 50 mg/10 mL 

	~[;;]I(rpm) : 
	~[;;]I(rpm) : 
	Mi><iwn'Temp Volume (mL) Acceptance Criterion I 
	II 
	II 


	2 (paddle) 35 
	2 (paddle) 35 
	phosphate bufferpH 890 mL plus 10 mL of (b)NLT (4f0 (Q) ofthe labeled 4.5/37 °C Riluzole Suspension am:mnt ol' riluzole is dissolved in san~le 45 minutes 


	(bl (4}
	(bl (4}

	The Ap licant stated that they statted the dissohrtion method devebpment 
	(b)~4l 
	(b)~4l 

	5 Page(s) tlas 15een Wittltlela in Full as 15'1 (CCI/TS) immectiately following ttlis page 
	QUAL__ ASS_s__ _____tgj£3~
	~it1a1~ 

	___ ITY_ _E_sMENT _
	______

	(bf(;f) 
	(bf(;f) 

	Reviewer's conclusion for the dissolution method and acceptance criterion: .The proposed dissohrtion method is dem:mstrated to be discriminating towards the changes !bJf4 ' .
	of Riluwle oral suspension fonnilation. The following dissohrtion method and acceptance criterion are found acceptable for the proposed Riluwle oral suspension 50 mg/10 rnL. 
	Table
	TR
	Acceptable <issolution method and acceptance critel'ion fol' Riluzole ol'al suspension 50 mg/10 mL 

	~~I(1·pm) : 
	~~I(1·pm) : 
	~clum/Temp II Volume (mL) II Acceptance Critel'ion I 

	2 (paddle) 
	2 (paddle) 
	35 
	phosphate buffer pH 4.5/37 °C 
	890 mL phis 10 mL of Riluzole Suspension san~le 
	NLT ~o (Q) ofthe labeled am:mnt of1iluzole is dissolved in 45 minutes 


	3. BRIDGING: 
	The drng product used in the pivotal bioavailability/bioequivalence study bas the same quantitative and qualitative composition, as well as the same drng product manufacturing site, as the proposed connrercial chug product. No bridging is needed between clinical and proposed connrercial dmg products. 
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	Figure
	MICROBIOLOGY .IQA Review Guide Reference .
	MICROBIOLOGY .IQA Review Guide Reference .

	Product Background: NDA: 209080 Drug Product Name I Strength: Riluzole Oral Suspension; 50 mg/10 mL Route of Administration: Oral Applicant Name: ltalfunnaco S.p.A 
	(b)(4) 
	(b)(4) 

	Manufacturlru! Site: 
	(b)(4) 
	(b)(4) 

	Method of Steriliz.ation: NIA; drng product is nonsterile 
	Figure
	Review Recommendation: Adequate 
	Theme (ANDA only): Choose an item Justification (ANDA only): Choose an item Review Summary: 1he drng product is a nonsterile, 50 mg/10 mL oral suspension 
	packaged in a 300 mL armer glass bottle. The applic3tion is recomnended for approval List Submissions Being Reviewed: 11/1612017, 31612018, 41512018 ffighlight Key Outstanding Issues from Last Cycle: NIA Remarks: 1he submission was provided in the eCID fonnat. Concise Description Outstanding Issues Remaining: None. Supporting Documents: NIA List Number ofComparability Protocols (ANDA only): NIA 
	OPQ-XOPQ-IBM-0001 v05 Page 1 of15 Effective Date: October 15, 2017 
	===#~-2QUAIJ_Y_ASS-ssME~
	~~

	*18=~=-~~~____T_~E__~NT~~~~rgjg~~ .
	S Drug Substance .Not applicable; drng product is nonsterile, intended for oral administration. .
	S.2.2 Descri tion ofthe Manufacturing Process and Process Controls 
	(0)\4) 
	(0)\4) 

	P.l Description ofthe Composition ofthe Drug Product (0001 Module 3.2.P.1, Description and Co~osition ofDrng Product.pdf) 
	• .
	• .
	• .
	Description of drug product -slightly brown, opaque, suspension, intended for oral administration; supplied in 300 mL amber glass bottle. 

	• 
	• 
	Drug product composition (0001 Module 3.2.P.1, Description and Composition ofDn1g Product.pdf) .


	lngreclents Function CoiqX>Sition per unit (300 mL bottle) Riluzole API rl6f('IJ Noncrystallizing So1bitol (b)l4j Solution MagnesiumAluminum Silicate Xanthan Gun Saccharin Sodium Simethicone Ennision I(bll4~-Sodium 1.auryl Sulfate Polyoxyl 20 Cetostea1yl Ether Purified Water 
	(b)(4)
	(b)(4)

	According to a state~nt made in section 3.2.P.2.5, the dtug product is 
	• Description of container closure system (0001 Module 3.2.P.7, Container Closme Systempdf: page 2-3/14) .
	Descri ·on Snnnlier .DMF 
	Figure

	(b)(4l 
	(b)(4l 
	300 mL Aimer ,____ _, .glass bottle, 28 mm .m:mth opening (6J <41 .

	Pritm1y Packaging 
	Sect
	Figure

	l---------+~(b)(4f--.-----: 
	__synnge/bottle .ada tor .10 mL Oral.
	__synnge/bottle .ada tor .10 mL Oral.

	Dosing System .. (b') (4]
	Dis Is
	Dis Is
	~enser ynnge 

	(b) (4) 
	Figure
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	Reviewer's Assessment: Adequate 
	The applicant provided an adequate description ofthe drug product con:position and the container closm·e system designed to maintain microbiological quality ofthe product. 
	P .2 Pharmaceutical Development 


	P.2.5 Microbiological Attributes 
	P.2.5 Microbiological Attributes 
	Container/Closure and Package Integrity 
	Not applicable; dtug product is non.sterile. Therefore, CCIT is not assessed. 
	In the Infonnation Request dated 1/25/2018, the following deficiency was issued: 
	1OPage(s) !lave 15een WitnfielCJ in Full as ~ (CCI/TS) immediately following this page 
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	The applicant has met regulatory expectations regarding the design of the stability testing program to suppoit the dmg product's microbiological quality tmoughout its shelf life. 
	P.8.3 StabilityData (0001 Module 3.2.P.8.3, Stability Data.pd±) Long-te1m stability and accelerated studies were pe1fonned for lots 1521601 and 1532201. The provided results were acceptable. In-use stability studies were also pe1fonned for product lot 1521601. The test methods and specifications are the same as mentioned in Section P.5.1., and the time points are 1, 7 and 15 days. The provided results were acceptable. Revievrer's Assessment: Adequate The stability data submitted to date support the microbio
	A Appendices -NIA R Regional Information 
	ExecutedBatch Records 
	(0001 Module 3.2.R, Executed Production Batch 
	Records.pd±) 

	Executed batch records were provided for lots 1521601 and 1532201. Reviewer's Assessment: Adequate The applicant has met the regulatory expectations regarding the executed batch records. 
	Comparability Protocols 
	N ot applicable. 
	2. REVIEWOF COMJtt/ON TECHNICAL DOCUJJ1ENT-QUALITY(CTD-Q) MODULEJ 
	2.A. Package Insert 
	(0001 Module 1.14.1.3, Draft. labeling text.pd±) .(0001 Module 3.2.P.8.3, Stability Data SS2016-005RREV1 In Use Stability Repo1t.pdt) .
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	The drng product i5 an oral suspension (50 mg/10 mL); 10 mL i5 administered orally, twice daily, eve1y 12 holn·s. The drng product should be used within 15 days after opening. and any product remaining after 15 days should be di5carded. 
	In-use stability testing was pe1fonned for product lot 1521601 
	(b){4) 

	(b)(4J 
	(b)(4J 

	(!l) (4J------------------115
	• )(4l 
	• )(4l 

	(bf(4) 
	(bf(4) 
	(bf(4) 

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

	<bH 4>and support the twice daily use ofR.ih.1zole-----
	<bH 4>and support the twice daily use ofR.ih.1zole-----
	Oral Suspension for 15 days. 

	Reviewer's Assessment: Adequate 
	Reviewer's Assessment: Adequate 


	The applicant tested product lot number 1521601 for microbial contamination dming the proposed in-use period of 15 days with sa~les withdrawn twice per day using the dosing syringe. 1be resuhs indicated that the product met the proposed stability lbf<4l 
	specifications. 

	Therefore, the applicant has tnet reguJatory expectations with regard to the infonmtion reJated to i5sues ofproduct quality microbiology that i5 provided in the product labeling. 
	Post-Approval Commitments: 
	Reviewer's Assessment: Not applicable. 
	List ofDeficiencies: Not applicable. 
	Primary Microbiology Reviewer Name andDate: Laura R Wasil, PhD. 5/8/2018 
	Secondary Reviewer Name andDate (and Secondary Summary, as needed): Erika Pfeiler, PhD. 5/9/2018 
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