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QUALITY ASSESSMENT 


Recommendation: Approval 

NDA 208193 (r esubmission # 2) 

Review # 3 

Drng Name/Dosage Form Ozobax (Baclofen) Oral Solution 

Strength 1 mg/mL 

Route of Administration Oral 

Rx/OTC Dispensed Rx 

Applicant Metacel Phaimaceuticals 

US agent, if applicable NIA 

Quality Review Team 

DISCIPLINE REVIEWER SECONDARY REVIEWER 

Drng Substance NIA 
Drng Product/Labeling Dan Berger Wendy Wilson-Lee 

Manufacturing Peter Krommenhoek Nallapennnal Chidambaram 

Microbiology Gouri Chattopadhyay Elizabeth Bearr 

Biophan naceutics NIA 
Regulatory Business 

Process Manager 
Dahlia A. Walters -

Application Technical Lead Maii ha Heimann -
Laborato1y (OTR) NIA 

ORA Lead NIA 
Environmental Analysis (EA) NIA 

Amendments Reviewed 

SUBMISSIONS REVIEWED DOCUMENT DATE DISCIPLINE(S) AFFECTED 

SD-020, Resubmission after CR 3/18/2019 All 

SD-021, Response to IR 4/1/2019 All 

SD-022, Labeling/Container Ca1ton 4/16/2019 Dmg Product/Labeling 

SD-023, Response to IR 5/29/2019 Microbiology 

SD-024, Response to IR 6/14/2019 Dmg Product 

SD-025, Labeling/Container Ca1ton 7/9/2019 Dmg Product/Labeling 
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QUALITY ASSESSMENT 


Quality Review Data Sheet 

1. 	 RELATED/SUPPORTING DOCUMENTS 

A. 	DMFs: 

DMF # J. Type _I 

(b)(4}-

Holde1· 
I 

Item Referenced 
(b)(4) 

Status 
Date Review 
Completed 

Comments 

II Adequate 21512019 Reviewed by 
Roger Faff 

NIA III NIA Sufficient 
information in 
NDA 

III Adequate -·- Based on previous 
reviews 

III I Adequate -·- Based on previous 
reviews 

Based on previous 
reviews 

III Adequate -·-

NIA IV NIA Sufficient 
information in 
NDA 

B. Other Documents: IND, RLD, or sister applications 

DOCUMENT APPLICATION NUMBER DESCRIPTION 

NDA 17851 Innovator application for Lioresal (baclofen) 
tablets referenced under 505(b)(2) for safety 
and efficacy. 
Nova1t is discontinued marketing of Lioresal 
tablets, and subsequently withdrew the 
NDA, for reasons not related to safety or 
efficacy. 

IND 112300 Baclof en oral solution, bioequivalence study 
versus gene1i c baclofen tablets manufactured 
by Ivax (ANDA 72235). The Office of 
Gene1ic Dmgs (OGD) CUITently designates 
the Ivax product as the reference standard for 
gene1ic baclofen tablets. 

2. 	 CONSULTS 


None. 
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QUALITY ASSESSMENT 


Executive Summary 

I. Recommendations and Conclusion on Approvability 

The Office ofProduct Quality (OPQ) review team recommends that the Agency issue an 
Approval letter for NDA 208193, Ozobax® (baclofen) oral solution. From a quality 
perspective, the product is judged adequate for use provided it is stored refrigerated (2°C 
to 8°C). The assigned expiration dating period (expny) for Ozobax is 12 months when 
stored refrigerated. 

II. Summary of Quality Assessments 

A. Product Overview 

Baclofen was originally developed by Ciba-Geigy (now pa.ii ofNovartis) for treatment of 
spasticity resulting from multiple sclerosis. Lioresal® (baclofen) tablets were approved 
for that indication in 1977 and may also be used for treatment ofspasticity resulting from 
spinal cord injmy. Cmrently, oral baclofen is available as generic 10 mg and 20 mg 
tablets from multiple suppliers. 

The applicant proposes mai·keting of an aqueous oral solution containing baclofen 
1 mg/mL for the same indications as approved for baclofen tablets. The oral solution also 
contains glycerin, citric acid, sucralose, sodium citrate, methylpai·aben, propylpai·aben, 
and grape flavor as inactive ingredients. Approval of the oral solution would---
The oral solution would also be an age appropriate dosage fo1m for study ofbaclofen in 
pediatric patients. 

Proposed Indication(s) 
including Intended Patient 
Population 

Duration of Treatment 

Maximum Daily Dose 

Alternative Methods of 
Administration 

Treatment ofspasticity resulting from multiple 
sclerosis or spinal cord injmy in patient age 12 
years and older 

Chronic 

80 mg given as 20 mg four times daily 

None 

B. Quality Assessment Overview 

Background 

This is the second resubmission ofNDA 208193, which was originally submitted on 
111112016 and accepted for review on 3/11, 2016. During the initial review cycle, 
numerous deficiencies relating to the manufactming process for the product, the product 
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QUALITY ASSESSMENT 


specification (including analytical procedures, method validation, and proposed 
acceptance criteria), conduct and analysis of stability studies, and discrepancies in 
stability data (bH41 

(b)(4Y were identified. A complete response letter (CRL) was issued on 
111112017. 

The applicant resubmitted the NDA on 112/2018. A second CRL, which cited two 
product quality deficiencies, was issued on 6/25/2018. Specifically, in response to first 
cycle CRL deficiencies related to (bH 4>

(b)(<!l 

Drug Substance 

The bulk drng substance, Baclofen USP, is manufactured by (bH41 
<6H4J The applicant cross-references 

:::::=====;;;4l -;::~-;;:;:;:::::~(b;;- 4l:-;£c:-- in r--- --tion r- - - -;in - rnanufacture and control of the bulk(b>C:-DMF ><;: or7-;£o1ma:-:- - e gai·d-:---g 

drng substance. Supporting information for the bulk drng substance was deemed 
adequate during the first cycle review and remains adequate. 

Drug Product 

The proposed product, Baclofen oral solution 1 mg/mL is an aqueous solution that 
contains (bJ% w/w glycerin a sodium citrate (bH41 

(4) , 

(methylparaben and propylparaben), (b)<4J (sucralose), and grape flavor. 

fu the cmTent resubmission, received 3/18/2019, the applicant proposes to address the 
deficiencies (bH41 

(b)(4l 

(b)<4J the applicant proposed revision of 
the Microbial Limits testing procedure and acceptance criteria by a) <6H4J 

(bH4l b) revision of the acceptance criteria for T AMC 
'""n-; ~;;--;;~====================~.:_--(bH4l ; and c) editorial change to acceptance a-d-;::;TYMc
criteria for E. coli and Burkholderia cepacia (bJ<4Y 
These changes are deemed acceptable from a microbiology perspective. The applicant 

as nerf01med a rislcasse_sBmen (b) ((b)(
4><!l 
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QUALITY ASSESSMENT 


The applicant proposes minor changes to the manufacturing process and facilities. The 
process changes consist (bH4Y 

(b)(4) 

The applicant previously proposed long-tenn storage of Ozobax at 
(b)(41 

(b)(41 The 
app~cant now p-_____-~~~-rat--,-~-age (20C to 8°C);:::::==========~(b---li---:__~--roposes refi1.ge--:ed stor---;::~~:::-:-~~~ ~~ro anda 

[}:~-month shelf life. Based on the stability data provided1 , ;::::::;::::::;::::::;::::::;::::::;:::::::_-.(b> C~	 4l 
(b)(4~ 

(bH4l 	the requested shelf life is not supported. Specifically, the 
(b)(41 

the 
_m_ a_ irn__ -;h lf i£7e- t:-;-- t - - b____-:t-ed a-;-t :-; s -:-::--e :- 2:--rnon-:-;~-	 ;;-:.x-:--_um s -e-;-;::-l;-:- ha-;-can -;-e gran -;-- th-:-i- tiin - 1.s-:1:--:: -__ ths . -;:::::==========:=-(bH4l 

(b)(41 

Facilities 

All facilities involved in the manufacture and testing of Baclofen USP and Ozobax® 
(baclofen) oral solution are cmTently acceptable. 

C. 	Special Product Quality Labeling Recommendations 


There are no special labeling recommendations. 


D. 	Final Risk Assessment (see Attachment 1) 

E. 	List of Deficiencies: 

There are no outstanding deficiencies; however, the comment below should be 
communicated in the action letter: 

Based on the long-term stability data provided, a 12-month expiration dating period is 
assigned for product stored refrigerated (2°C to 8°C}. We remindyou that the shelflife 
should be calculated from the first day ofmanufacture. 

1 ICH Q l E Evaluation of Stability Data, 
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QUALITY ASSESSMENT 


Risk Assessment for Baclofen Oral Solution 


From Initial Risk Assessment Review Assessment 

Risk EvaluationFactors that can impact Initial Risk 
Risk Mit igation ApproachAttribute/ CQA 

the CQA Ranking Third Cycle 

Formulation, raw 
materials, container 

Assay, stability closure, process Adequate 
parameters, 
scale/ equipment 

L 

Physica l stability 

Dosi ng accuracy 

Palatability 

Microbial limits 

Leachable, 
extractables 

Formulation, process 
parameters, moisture 

Dosing device, 
formulation, process 
parameters, 
equipment/ scale 

Formulation, excipient 
changes, process 
parameters 

Formulation, raw 
materials, process 
parameters, moisture 

Formulation, container 
closure, process 
parameters 

L 

M 

M 

L 

M 

Adequate No change 

Adequate No change 

Adequate No change 

Adequate No change 

Adequate No change 
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~ U.S. FOOD & DRUG 
- ADMINISTRATION 

CHAPTER IV: LABELING 

1.0 PRESCRIBING INFORMATION 

Assessment of Product Quality Related Aspects of the Prescribing 
Information: Adequate 
Section 11 has been edited to add alphabetized excipients, and Section 16 has 
been edited to add corrected language for USP storage conditions. With these 
edits, the prescribing information meets all regulatory requ irements from a CMC 
perspective. 

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION 

Item 
Information Provided 

in the NOA 
Assessor's Comments 

Product Title in Highlights 
Proprietary name Ozobax Adequate 
Established name(s) Baclof en Adequate 
Route(s) of administration Oral Adequate 
Dosage Forms and Strengths Heading in Highlights 
Summary of the dosage 
form(s) and strength(s) 
in metric svstem. 

Oral 
Solution : 5 mg/ 5 
ml 

Adequate 

Assess if the tablet is 
scored. If product meets 
guidelines and criteria for a 
scored tablet, state 
"functionally scored" 

NA 

For injectable drug 
products for parental 
administration, use 
appropriate package type 
term (e.g., single-dose, 
multiple-dose, single
patient-use). Other 
package terms include 
pharmacy bulk package 
and imaaina bulk oackaae. 

NA 
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1.2 FULL PRESCRIBING INFORMATION 
1.2.1 Section 2 (DOSAGE AND ADMINISTRATION) 

Item 
Information Provided 

in the NOA 
Assessor's Comments 

DOSAGE AND ADMINISTRATION section 
Special instructions for 
product preparation (e.g., 
reconstitution and resulting 
concentration, dilution, 
compatible diluents, 
storage conditions needed 
to maintain the stability of 
the reconstituted or diluted 
product) 

NA NA 

1.2.2 Section 3 (DOSAGE FORMS AND STRENGTHS) 
Information 

Item Provided 
in the NOA 

DOSAGE FORMS AND STRENGTHS section 
Avai lable dosage form(s) 5 mg/ 5 ml 

Strength(s) in metric system mg/ml 
If the active ingredient is a salt, NA 
apply the USP Salt Policy per FDA 
Guidance 
A description of the identifying Clear, colorless 
characteristics of the dosage solution with a 
forms, including shape, color, grape aroma. 
coatinq, scorinq, and imprintinq 
Assess if the tablet is scored. If NA 
product meets guidelines and 
criteria for a scored tablet, state 
"functionally scored" 
For injectable drug products for NA 
parental administration, use 
appropriate labeling term (e.g., 
single-dose, multiple-dose, single
patient-use). Other package type 
terms include pharmacy bulk 
package and imaging bulk 
package. 

Assessor's Comments 

Adequate, following 
DMEPA recommendation 
to re-state as 5 ml volume 
Adequate 
NA 

Adequate 

NA 

NA 
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1.2.3 Section 11 (DESCRIPTION) 

Item 

DESCRIPTION section 
Proprietary and established 
name(s) 
Dosage form(s) and route(s) 
of administration 
If the active ingredient is a 
salt, apply the USP Salt 
Policy and include the 
equivalency statement per 
FDA Guidance. 
List names of all inactive 
ingredients. Use USP/NF 
names. Avoid Brand names. 

For parenteral injectable 
dosage forms, include the 
name and quantities of all 
inactive ingredients. For 
ingredients added to adjust 
the pH or make isotonic, 
include the name and 
statement of effect. 
If alcohol is present, must 
provide the amount of 
alcohol in terms of percent 
volume of absolute alcohol 
Statement of being steri le (if 
applicable) 
Pharmacological/ 
Therapeutic class 
Chemical name, structural 
formula, molecular weight 

If radioactive, statement of 
important nuclear 
characteristics. 
Other important chemical or 
physical properties (such as 
pKa or pH) 

Information Provided 
in the NOA 

Ozobax (baclofen) 

Oral solution 

NA 

Citric acid, glycerin, 
grape flavor, methyl
paraben, propylparaben, 
purified water, sodium 
citrate and sucralose. 
NA 

NA 

NA 

Anti spastic 

4-amino-3-( 4-chloro
phenyl)-butanoic acid, 
C10H12CIN02, 213.66. 
NA 

Sl ightly soluble in water, 
very slightly soluble in 
methanol, insoluble in 
ch loroform. 

Assessor's Comments 

Adequate 

Adequate 

NA 

Adequate, with list of inactive 
ingredients added . 

NA 

NA 

NA 

Adequate 

Adequate 

NA 

Adequate 
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--- --- --- --- --- --- --- --- --- --- --- --- --- -

--- --- --- --- --- --- --- --- --- --- --- --- --- -

Section 11 (DESCRIPTION) Continued 

Item 
Information Provided 

in the NOA 
Assessor's Comments 

For oral prescription drug 
products, include gluten 
statement if applicable 

NA NA 

Remove statements that 
may be misleading or 
promotional (e.g., 
"synthesized and developed 
by Drug Company X," 
"structurally unique 
molecular entity" 

No promotional 
statements 

Adequate 

1.2.3 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) 
Information Provided 

Item Assessor's Comments in the NOA 
HOW SUPPLIED/STORAGE AND HANDLING section 
Available dosaqe form(s) 
Strength(s) in metric system 
Available units (e.g., bottles 
of 100 tablets) 
Identification of dosage 
forms, e.g., shape, color, 
coating, scoring, imprinting, 
NOC number 
Assess if the tablet is scored. 
If product meets guidelines 
and criteria for a scored 
tablet, state "functiona lly 
scored" 
For injectable drug products 
for parental administration, 
use appropriate package 
type term (e.g., single-dose, 
multiple-dose, single-patient
use). Other package terms 
include pharmacy bulk 
package and imaging bulk 
package. 

Oral solution 
mg/ml 
Bottles of 473 ml 

Clear, colorless solution 
with a grape aroma, 
NOC 69528-301-16 

NA 


NA 


Adequate 
Adequate 
Adequate 

Adequate 

NA 


NA 
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Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) (Continued) 

Item 
Information Provided 

in the NOA 
Assessor's Comments 

Special handling about the 
supplied product (e.g. , 
protect from light, 
refrigerate). lfthere is a 
statement to "Dispense in 
orig inal container," provide 
reason why (e.g. to protect 
from light or moisture, to 
maintain stability, etc.) 

Dispense in a tight, 
light-resistant container 
with a child-resistant 
closure. 

Adequate, following DMEPA 
recommendation to revise 
the statement to include a 
description of the child-
resistant closure. 

If the product contains a 
desiccant, ensure the size 
and shape differ from the 
dosage form and desiccant 
has a warn ing such as "Do 
not eat." 

NA NA 

Storage conditions. Where 
applicable, use USP 
storage range rather than 
storage at a single 
temperature. 

Must be refrigerated. 
Store at 2°C to 8°C 
(36°F to 46°F}. 

Adequate, following DMEPA 
recommendation to include 
refrigeration statement and 
remove 1 CbH4~ statement. 

Latex: If product does not 
contain latex and 
manufacturing of product 
and container did not 
include use of natural 
rubber latex or synthetic 
derivatives of natural rubber 
latex, state: "Not made with 
natural rubber latex. Avoid 
statements such as "latex
free." 

NA NA 

Include information about Child-resistant Adequate, following DMEPA 
chi ld-resistant packaging enclosure. recommendation to include a 

description of the child-
resistant closure. 
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1.2.4 Other Sections of Labeling 
There may be other sections of labeling that contain product-quality related 
information . For example, there ares ecif ic requ ired/recommended warnings 
for certain inactive ingredients (b)(

41 

(b)(4) 

(bH 41 Please notify the prescription drug division if the product contains any 
of these inactive ingredients. 

Please include your comments about other sections of labeling if they contain 
product quality information. 

1.2.5 Manufacturing Information After Section 17 (for drug products) 

Item Information Provided 
in the NOA 

Assessor's Comments 

Manufacturing Information After Section 17 
Name and location of 
business (street address, 
city, state and zip code) of 
the manufacturer, distributor, 
and/or packer 

Manufactured For: 
Metacel 
Pharmaceuticals, LLC 
Athens, GA 30601 

Adequate 

2.0 PATIENT LABELING 

Assessment of Product Quality Related Aspects of Patient Labeling (e.g., 
Medication Guide, Patient Information, Instructions for Use): NA 

3.0 CARTON AND CONTAINER LABELING 

3.1 Container Label 
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(b) (4)

3.2 Carton Labeling 
NA 
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Item 

Proprietary name, 
established name, and 
dosage form (font size and 
prominence 
Dosage strength 

Route of administration 
If the active ingredient is a 
salt, include the 
equivalency statement per 
FDA Guidance 
Net contents (e.g. tablet 
count) 
"Rx only" displayed on the 
principal display 
NOC number 
Lot number and expiration 
date 

Storage conditions. If 
applicable, include a space 
on the carton labeling for 
the user to write the new 
BUD. 
For injectable drug 
products for parental 
administration, use 
appropriate package type 
term (e.g., single-dose, 
multiple-dose, single
patient-use) 
Other package terms 
include pharmacy bulk 
package and imaging bulk 
package which require "Not 
for direct infusion" 
statement. 

Information Provided in the 
NOA 

Ozobax (baclofen) 

5 mg/5 ml 

Oral solution 
NA 

473 ml 

"Rx only" displayed 

69528-301-16 
Included. 

Store at 2°C - 8°C (36°F - 46°F). 

NA 

NA 

Assessor's 
Comments about 

Container Labelina 
Adequate 

Adequate, following 
DMEPA 
recommendation to 
state as 5 mq/5 ml 
Adequate 
NA 

Adequate 

Adequate 

Adequate 
Adequate, following 
DMEPA 
recommendation to 
indicate location of lot 
#and expiration date. 
Adequate, following 
edit to remove 
I (b1<4~ statement. 

NA 

NA 
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If alcohol is present, must 
provide the amount of 
alcohol in terms of percent 
volume of absolute alcohol 

NA NA 

Bar code Present Adequate 

Item Information Provided in the 
NOA 

Assessor's 
Comments about 

Container Labeling 
Name of 
manufacturer/distributor 

Manufactured for Metacel Adequate 

Medication Guide (if 
applicable) 

NA NA 

No text on Ferrule and Cap 
oversea I 

NA NA 

When a drug product differs 
from the relevant USP 
standard of strength, 
quality, or purity, as 
determined by the 
application of the tests, 
procedures, and 
acceptance criteria set forth 
in the relevant 
compendium, its difference 
shall be plainly stated on its 
label. 

NA NA 

And others, if space is 
avai lable 

Assessment of Carton and Container Labeling: Adequate 
The labels are acceptable following edits made in response to recommendations by 
CMC and DMEPA to: 1) Remove the (6)(4J statement, 2) include lot 
number and expiration date, and 3) state dosage strength as 5 mg/5 ml. The labels 
comply with all regulatory requirements from a CMC perspective. 

ITEMS FOR ADDITIONAL ASSESSMENT 
None 
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Overall Assessment and Recommendation: 
All labeling deficiencies have been addressed . The Applicant has made all 
recommended edits to the container label in response to Information Requests sent 
by the Agency. The Prescribing Information and labels comply with all regu latory 
requirements from a CMC perspective. 

Primary Labeling Assessor Name and Date: 

Dan Berger July 29, 2019 

Secondary Assessor Name and Date (and Secondary Summary, as needed): 

Wendy Wi lson-Lee July 29, 2019 
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CHAPTER VII: MICROBIOLOGY 
IQA NDA Assessment Guide Reference 

Product Information 
NDANumber 208193 
Assessment Cycle Number 2nd 
Dru2 Product Name/ Stren2th Ozobax (baclofen) oral solution, 1 m1?/mL 
Route of Administration Oral 
Applicant Name Metacel Pharmaceuticals, LLC 
Therapeutic Classification/ 
OND Division 

Orphan Drug, used for multiple sclerosis 

Manufacturing Site 

Method of Sterilization 

I (b) (4~ 

I I 

Not aoolicable (non-sterile) 

Assessment Recommendation: Adequate 

Assessment Summary: The NDA-Complete Response was submitted in eCTD 
format. The first product quality microbiology for NDA 208193, originally 
submitted on 1/11/2016, was reviewed in N208193MR01.docx and found adequate 
from Microbiology perspective as far as the product is not reformulated and the 
manufacturing site remains same. A Complete Response Letter was issued for the 
original submission due to issues with the drug product quality and nonclinical 
aspects. The applicant has provided updated specification information in the 
recent CR amendment, which is reviewed below. 

Document(s) Assessed Date Received 

• Complete Response - Resubmission • 3/18/2019 

• Response to Info1mation Request • 4/1/2019 

• Response to Info1mation Request • 5/29/2019 

List Submissions being assessed (table): 3/18/2019, 4/1/2019, 4/16/2019, 5/29/2019 

Highlight Key Issues from Last Cycle and Their Resolution: N/A 

Remarks: The applicant has submitted an amendment dated 4/1/2019, which 
contains a response to the Information Request related to the updated "Stability 
Summary and Conclusions". The submission dated 4/16/2019 is the response to 
the Information Request related to the labeling sent on 4/12/2019. The submission 
dated 5/29/2019 is the response to the Information Request sent on 5/15/2019. 

Concise Description of Outstanding Issues 
(List bullet points with key information and update as needed): None 

Supporting Documents: 
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• 	 NDA was reviewed in N208193MR01.doc, dated 10/20/2016 and found 
adequate. 

The drng product Ozobax (Baclofen, hng/ml) is an oral solution is indicated for the 
(b1<41 spasticity resulting from multiple sclerosis, 

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

p ai iicul arl y for the relief of flexor spasms and concomitant pain, clonus, and musculai· 
rigidity. The NDA application was reviewed in N208193MR01.dox, dated 10/20/2016 
and found adequate from Microbiology perspective. The applicant has submitted a 
Complete Response Resubmission on 3/18/2019 and a Response to Info1mation Request 
on 4/1/2019. The fo1mulation of the diug product and the manufacturing facility is not 
changed. In the CR response, the applicant has provided info1mation for the new site for 
the testing of microbial limits and <6><41 Microbial testing is now perfonned 
accordin to test method number (bH 4Y 

\U)\~1 

(b)(4) The modification and changes are reviewed 
--~~~~~~~~~~~~---

below. 

P.2.5 Microbiological Attributes 

Container/ Closure and Package Integrity - NI A 

P.3 MANUFACTURE 
(b) (4) 
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P.7 CONTAINER CLOSURE 

P.8 STABILITY 
P.8.1 STABILITY SUMMARY AND CONCLUSION 
(3 .2.P.8.1/Stability Summe1y and Conclusion) 
Proposed Expi1y: ~~ Months 

(b)(41
The proposed stora e condition for Baclofen Oral Solution was 

(b) (4l 

<6><41 The revised long-tenn stability conditions are 2
--~~~~~~~~~~~-

8°C/ambient humidity for 24 months. Stability batches C0412, BOl 19, and B0121 will be 
stored under both conditions (b)<4J according to the following 
schedule. 

Assessment: Adequate 

The applicant has set an appropriate proposed expiry for the subject drug 
product. 

P.8.2 POST-APPROVAL STABILITY PROTOCOL AND STABILITY 

COMMITMENT 
3.2. P.8.2 

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

Note to Reviewer: (b)(4J 

Post Approval Stability Commitment 
Metacel (b) C41 commits to place the first three commercial lots 
of the subject diug product into their stability program. Thereafter, on an annual basis, 
one production lot will be added to the stability program. Any results falling outside of 
the approved specifications for the diug product will undergo a detailed investigation and 
ifnecessaiy withdi·awn from the market and the deviation will be discussed and resolved 
with FDA. 

Assessment: Adequate 

Stability tests and test schedule are adequate to evaluate the microbiological 
quality of the drug product stored under long-term conditions. 

P.8.3 STABILITY DATA 
0018 (21) 4/1/2019/3.2.P.8.3/ Stability Data 
Stability data was provided for lot numbers C0412 (Attachment #1/ Page: 75-76/287), 
BOl 19 and B0121 (Attachment #4/ Page: 85, 91, 95, 100/287). Lot #C0412 was 
manufactured April 10, 2017 and placed in stability program on May 31 , 2017. 
TAMC, TYMC, E.coli and BCC data are provided for the lot# C0412 for the initial and 
12 month time points perfonned (b) C4l for the samples kept at 25±2°C/ 40% RH and 
only 12 month time point for samples kept at 2°C-8°C/ Ambient RH; in all cases results 
are confo1med. (b) C41 

(b)(4) 

Lots #BOl 19 and #B0121 were manufactured January 18-19, 2018 and placed in stability 
on Febrnaiy 2, 2018. TAMC, TYMC, E.coli and BCC data are provided for the lot# 
BOl 19 and B0121 performed (bH 41 for the initial time points for the samples kept at 
25±2°C/ 40% RH; in all cases it confonned. The assay results (bH 4l 

(bH 4l ai·e provide for initial, 3 month, 6 month, 9 month and 12 
--~~~~~~~~~-
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month time period at 25±2°C/ 40% RH and 3 month, 6 month, 9 month, 12 month time 
period at 2°C-8°C/ Ambient RH. In all cases results are confo1m ed. 

Assessment: Adequate 

The stability data support the microbiological quality of the drug product. 

MICROBIOLOGY LIST OF DEFICIENCIES - None 

Primary Microbiology Assessor Name and Date: Gouri Chattopadhyay, Ph.D., 
6/3/2019 
Secondary Assessor Name and Date: Elizabeth Bearr, Ph.D., 6/3/2019 
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Recommendation: Complete Response Letter 

NDA 208193 Resubmission #16 

Review# 2 


Thug Name/Dosage Fo1m Ozobax (Baclofen) Oral Sohrtion 

Strength I mglmL 

Route of Administration Oral 

Rx/OTC Dispensed Rx 

Applicant Metacel Phanmceuticals 

US agent, if applicable NIA 

Quality ReviewTeam, Review #2 

DISCIPLINE REVIEWER BRANCH/DIVISION 

Thug Substance Thomas Wong ONDP/DNDPI/Branch I 

Thug Product Thomas Wong ONDP/DNDPI/Branch I 

Process Maotang Zhou 0 PF/DP A III/Branch VII 

Microbiology Elizabeth Bean OPF/DMA/Branch I 

Facility Derek Smith OPP/DIA/Branch II 

Biophanmceutics NIA 
Regulatory Business 

Process Manager 
Dahlia A. Walters OPRO/DPRBPM/Branch I 

Application Technical 
Lead 

Ma1tha Heimann ONDP/DNDPl/Branch I 

Laborato1y (OTR) NIA 
ORA Lead NIA 

Environmental Analysis 
(EA) 

NIA 

OPQ-XOPQ NDA 208193 Page I o flO May. 15, 2018 
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NDA208193 

SUBMISSIONS REVIEWED 
(SD #) REVIEW #2 

DOCUMENT DATE DISCIPLINE(S) AFFECTED 

Quality Response to IR (015) 14-0ct-2016* Product 

Resubmission (015) 02-Jan-2018 Product, Process 

*Review defeffed from firs t cycle. 

Quality ReviewTeam, Review#l 

DISCIPLINE REVIEWER BRANCH/DIVISION 

Thug Substance Andrei Ponta ONDP/DNDPl/Branch I 

Thug Product Andrei Ponta ONDP/DNDPl/Branch I 

Process Sung Kim 0 PF /DP A III/Branch VII 

Microbiology Elizabeth Bean OPF/DMA/Branch I 

Facility Quallyna Po1te OPF/DIA/Branch II 

Biophanmceutics NIA 
Regulatory Business 

Process Manager 
Dahlia A. Woody OPRO/DPRBPM/Branch I 

Application Teclmical 
Lead 

Ma1tha Heimann ONDP/DNDPl/Branch I 

Laborato1y (OTR) NIA 
ORA Lead NIA 

Environmental Analysis 
(EA) 

NIA 

SUBMISSIONS REVIEWED 
(SD #) REVIEW #2 

DOCUMENT DATE DISCIPLINE(S) AFFECTED 

NewNDA(OOl) 11-Jan-2016* All 

Labeling/Package Inse1t (002) 26-Feb-2016 D1ug Product 

Labeling/SPL Draft (003) 28-Mar-2016 Microbiology 

Quality Response to IR (005) 20-May-2016 D1ug Product 
Quality Response to IR (006) 10-Jun-2016 Microbiology 

Quality Response to IR (007) 29-Jun-2016 Process 

Quality Response to IR (010) 29-Jul-2016 D1ug Product 

Quality Response to IR (0012) ll-Aug-2016 Microbiology 

Quality Response to IR (013) 16-Sep-2016 Microbiology, Process 

Quality Response to IR (014) 07-0ct-2016 D1ug Product, Microbiology 

OPQ-XOPQ NDA 208193 Page 2 o fl O May. 15, 2018 
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Quality Review Data Sheet 

1. RELATED/SUPPORTING DOCUMENTS 

A. DMFs : 

DMF # Type Holder I Item Refer enced I Status 
Date Review 
Completed 

Comments 

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

II Adequate 09-Sep-2016 Reviewed by 
Roger Farr 

III NIA NIA Sufficient 
information in 
NDA 

III Adequate -- Based on previous 
revrev.rs 

III Adequate -- Based on previous 
revrev.rs 

III Adequate -- Based on previous 
revrev.rs 

IV NIA NIA Sufficient 
infonnation in 
NDA 

B. Other Documents: IND, RLD, or sister applications 

DOCUMENT APPLICATION NUMBER DESCRIPTION 

NDA 17851 Innovator application for Lioresal (baclofen) 
tablets referenced under 505(b )(2) for safety 
and efficacy. 
Novartis discontinued marketing of Lioresal 
tablets, and subsequently withdrew the 
NDA, for reasons not related to safety or 
efficacy. 

IND 112300 Baclofen oral solution, bioequivalence study 
versus gene1ic baclofen tablets manufacttn·ed 
by Ivax (ANDA 72235). Tue Office of 
Gene1ic Dmgs (OGD) cmTently designates 
the Ivax product as the reference listed dmg 
for gene1ic baclofen tablets. 

OPQ-XOPQ NDA 208193 Page 3 o fl O May. 15, 2018 
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2. CONSULTS 

DISCIPLINE STATUS RECOMMENDATION DATE REVIEWER 

Biostatistics NIA 
Phan nacology!Toxicology NIA 
CDRH NIA 
Clinical NIA 
Other NIA 

OPQ-XOPQ NDA 208193 Page 4 o fl O May. 15, 2018 
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Executive Summary 

I. Recommendations and Conclusion on Approvability 

The Office of Product Quality (OPQ) review team recormnends that the Agency 
issue a Co~lete Response (CR) letter for NDA 208193, Ozobax® (baclofen) 
oral sohrtion From a quality perspective, the application cannot be recormnended 
for approval in its ctuent state. 

The outstanding deficie__ ies_ identifie· _ d_dtn · ....,_1· _ ___ o__ ____,_ __-.nc__ ___ __ _evie· w f the Januai 2,_2018 
resubmission relate to <6H

4
J 

(b) (41 

(b) (41 

II. Summary of Quality Assessments 

A. Product Oveiview 

Baclofen was 01iginally developed by Ciba-Geigy (now pa1t of Nova1tis) for 
treatment of spasticity resuhing from rrrultiple sclerosis. Lioresal® (baclofen) 
tablets were approved for that indication in 1977, and may also be used for 
treatment of spasticity resuhing from spinal cord injmy . Safety and efficacy of 
baclofen in children llllder age 12 has not been established. Thus, it is not 
recormnended for use in children. Although Lioresal tablets are no longer 
rmrketed, generic 10 mg and 20 mg tablets are availab le from nrultiple suppliers. 

OPQ-XOPQ NDA 208193 Page 5 o fl O May. 15, 2018 
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The applicant proposes marketing of an aqueous oral sohrtion containing baclofen 
1 mglmL for the same indications as approved for baclofen tablets. The oral 
sohrtion also contains glycerin, citric acid, sucralose, sodirnn citrate, 
methylparaben, propylparaben, and ~e flavor as inactive ingredients. Approval 

. 0000of the oral sohrtion would · ·1 

The oral sohrtion would alSo be an 
age appropriate dosage f01m for study ofbaclofen in pediatric patients. 

Proposed lndication(s) Treatment ofspasticity resulting from nmltiple 
including Intended Patient sclerosis or spinal cord injmy in patient age 12 
Population years and older 

Duration of Treatment Cln·onic 

Maximum Daily Dose 80 mg given as 20 mg fom· tiires daily 

Alternative Methods of Tablets for oral administration 
Administration ~ 

L, 
I 

B. Quality Assessment Oveiview 

Drug Substance 

The bulk drng substance, Baclofen USP, is manufu.ctured by 
-~--~The applicant 

cross-re erences (b><
4>-DMF (b><

4> for information regarding manufu.ctm·e 
and control of the bulk chug substance. Suppo1ting infonnation for the bulk chug 
substance was deemed adequate dming the first cycle review and remains 
adequate. 

Drug Product 

The proRo~ed product, Baclofen oral sohrtion I rnglmL is an aqueous sohrtion _that 
4conta.ins m% w/w glycerin, a sodirnn citrate (b)( l 

(methylparaben and propylparaben), (b><
4 
> (sucralose), and grape flavor. 

From a quality perspective, it would nonm lly be considered a relatively low risk 
roduct However product concerns (b)C

4
l 

were noted during the filiiig revi§'J 

OPQ-XOPQ NDA 208193 Page 6 o flO May. 15, 2018 
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NDA208193 


The applicant was advised in the first 
cycle CR letter to identify the root cause for the <6><

41 issue. The 
applicant was also advised that if any changes to analytica procedlll·es were made 
it would be necessaiy to retest stability samples (if available) or pe1fo1m new 
stability studies. 

In the resubmissio the applicant accmmted for 
(6)(4j 

This approach is not acceptable and the applicant will 
be required to place addrtional batches on stability. 

Microbiology 

All microbiology deficiencies were adequately addressed by the applicant dllling 
the first review cycle and the application was deei:red acceptable from a 
Microbiology perspective. The application remains acceptable; however, if the 
product is refommlated, additional review will be required. 

Manufacturing Process 

The manufucturing process for Baclofen oral soh.rtion submitted in the or!gir!ll-1 
NDA consisted of (bJ<~Y 

OPQ-XOPQ NDA 208 193 Page 7 o flO May. 15, 2018 
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<6><
4
J 1bis change is considered relatively minor and 

~-~--~~-=---..-....~--,..---

the application is dee:rred acceptable from a Process perspective. 

Facilities 

All :fu.cilities involved in the imnu:fu.ctm·e and testing of Baclofen USP and 
Ozobax® (baclofen) oral sohrtion are cmTently acceptable. Facility status will be 
reassessed when the applicant responds to the CR letter 

C. Special Product Quality Labeling Recommendations 

There are no special labeling reconnrendations at this time. The need for special 
labeling reconnrendations should be reassessed based to on the applicant' s 
response to the deficiencies identified in this review. 

D. Final Risk Assessment (see Attachment 1) 

E. List of Deficiencies : (see Attachment 2) 

OPQ-XOPQ NDA 208 193 Page 8 o fl O May. 15, 2018 
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AITACHMENT 1 l\J ""' a> 
~ 
a> 
a> 

Ris k Assessment for Baclofen Oral Solution 

From Initial Ris k Identification 

Factors that can impact the 
Attribute/ CQA CQA 

Assay, Stability Fonnulation, raw materials, 
container closure, process 
parameters, scale/equiprrent 

Physical stability Fonnulation, process 
parameters, nx>isture 

Dosing accuracy Dosing device, formulation, 
process parameters, 
equipirent/scale 

Palatability Fonnulation, excipient 
changes, process paraireters 

Microbial limits Fonnulation, raw materials, 
process parameters, 11X>isture 

Leach able Fonnulation, container 
Extractables closure, process pararreters 

Re\iew Assess ment 

Initial Risk 
Risk Mitigation Approach Risk Evaluation at 2°d CR 

Ranking 
-

(b)(4Y 

Mitigation approaches remain 
L inadequate and risk to patient is 

considered high. 

L Acceptable 

M Acceptable 

M IAcceptable 

L Acceptable 

M IAcceptable 

OPQ-XOPQ NDA 208193 Attachment 1, Page 1 May. 15, 2018 
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ATIACHMENT 2 


List of Deficiencies 

The following Drug Product deficiencies should be communicated as reasons for a Complete 
Response. 

(6) (4) 

It is clearly stated in the Janua1y 11, 2017, Complete Response Letter, Item #7, that if the 
identity, assay, or related substance method has to be modified to be folly validated, dmg 
product samples may require retesting. If there are no samples available for retesting, diug 
product stability studies need to be repeated since the cmi-ent data would not reliable. 
Therefore, place an additional 2 batches of the diug product on stability per ICH QlA (R2). 
Submit sufficient long-te1m stability data to suppo1t the proposed shelf life. 

The information requests below are not reasons for a CR, but should addressed in any 
resubm;,ssion. 

(6)(411. Pe1fo1m a risk assessment screenin 

2. Provide batch analysis data on the di1ig product, batch C0412. 

(b) (41
3. Provide reference standard som·ce information 

OPQ-XOPQNDA 208193 Attachirent 2, Page 1 May. 15, 2018 
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LABELING 


There is no change made to the labeling in this NDA resubmission except those items 
identified in the CR letter dated 111112017. 

Below are the items stated in the CR letter: 

Item #12 - The dosage f01m and strength section contains the dosage fonn, stre~and 
identifying cbaracte1istics of the dosage f01m However, it also contains L-Cb>C4 

l 

infonmtion, which is not appropriate for the dosage f01m and strength section. 
Remove this infonmtion. 

Response: The applicant revised this section to remove the CbH~~ information from 
the dosage f01m and strength section. The labeling in Section 1.14.1 has been 
updated as shown below: 

(b) (4j 

Reviewer's Assessment: Adequate 

The response is acceptable. 

Item #13 - The dmg substance stmcture in the description section is bhuy. Update the 
label with a clear strncture. 

Response: The package inse1t was revised to inco1porate a stmcture that is more clear 
and is provided in Section 1.14.1 as shown below: 

11 DESCRIPTION 

OZOBAX (b•clofen) Orn! Solution. is• (b) (
4l solution forornl •dministrntion. Its 

chemical name is 4-mnino-3-(4-cblorophenyl)-bmanoic acid. and irs sm1cmral fonnula is 

HiNCHiCHCHiCOOti 

~ 
Cl 

M.W.213.66 

Baclofen USP is a white 10 otT-white. odorless or prac1ically odorless C!)'Slalliue powder. II is sligl11ly soluble in waler. very sligl11ly 

soluble in methanol. and insoluble in chlorofonn. 

Reviewer's Assessment: Adequate 

The response is acceptable. 

OPQ-XOPQ-1EM-000lv04 Page 1of3 Effective Date: 14 Febrna1y 2017 
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Item #14 - The how supplied section does not contain the dosage form, strength of the 
dosage fonn, or the identification of dosage fo1m (e.g., color). It also does not 
have infonmtion for in use storage. Update the how supplied section with this 
infonmtion 

Response: The package inse1t was revised to incmporate the dosage fonn, strength of the 
dosage fonn, and identification of the dosage fo1m in the ''How Supplied" section 
The data from the In Use Stability Study suppo1ts the storage of the product Cb>C

4
l 

CbH
4
l storage conditions. The In-Use Stability Repo1t Revision 1 

·-~-·.-"'"'!is provided in Section 3.2.P.8 (Sequence 0010). 

16 now Sl l'PUED•ST OIUC E AXD RA~'DLl'XC 

(b) (41 

Conta.iner labeling: 
(b)(4l 

Reviewer's Assessment: Inadequate 
(b)(4l 

It is adequate that the response is acceptable. 

(b)(4l 
It is inadequate that 

OPQ-XOPQ-1EM-0001v04 Page 2 of3 Effective Date: 14 Februaiy 2017 
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(b) (41 

Review Recommendation: Inadequate 

The responses to the labeling po1tion oftbis resubmission is Adequate. However, the 
storage condition statement in Section 16 of the PI and the container label is 
inadequate. The applicant should be notified of this deficiency. Note that this NDA is 
recommended for Complete Response based on the deficiencies identified in the diug 
product in this NDA resubmission. 

OPQ-XOPQ-1EM-0001v04 Page 3of3 Effective Date: 14 Februaiy 2017 
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Recommendation: Complete Response Letter 

NDA 208193 

Review # 1 


Drng Name/Dosage Fo1m Ozobax (Baclofen) Oral Solution 

Strength 1 mg/mL 

Route of Administration Oral 

Rx/OTC Dispensed Rx 

Applicant Metacel Phannaceuticals 

US agent, if applicable NIA 

Quality Review T earn 

DISCIPLINE REVIEWER BRANCH/DIVISION 

Drng Substance Andrei Ponta ONDP/DNDPI/Branch I 

Drng Product Andrei Ponta ONDP/DNDPI/Branch I 

Process Sung Kim 

Microbiology Elizabeth Beall' OPF/DMA/Branch I 

Facility Quallyna Porte OPF/DIA/Branch II 

Biophannaceutics NIA 
Regulato1y Business Dahlia A. Woody OPRO/DPRBPM/Branch I 

Process Manager 

Application Technical Maiiha Heimann ONDP/DNDPI/Branch 1 
Lead 

Laborato1y (OTR) NIA 
ORA Lead NIA 

Environmental Analysis NIA 
(EA) 

Integrated Quality Assessment NDA208193 Page 1 
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NDA 208193 

SUBMISSIONS REVIEWED 
(SD #) 

New NDA (001) 

Labeling/Package Inse1t (002) 

Labeling/SPL Draft (003) 

Quality Response to IR (005) 

Quality Response to IR (006) 

Quality Response to IR (007) 

Quality Response to IR (010) 

Quality Response to IR (0012) 

Quality Response to IR (013) 

Quality Response to IR (014) 

DOCUMENT DATE DISCIPLINE(S) AFFECTED 

11-Jan-2016* All 

26-Feb-2016 Dmg Product 

28-Mar-2016 Microbiology 

20-May-2016 Dmg Product 

10-Jun-2016 Microbiology 

29-Jun-2016 Process 

29-Jul-2016 Dmg Product 

11-Aug-2016 Microbiology 

16-Sep-2016 Microbiology, Process 

07-0ct-2016 Dmg Product, Microbiology 

* PDUFA Date (ll-Jan-2017) is based on receipt ofUser Fee Cover Sheet on 11-Mar-2016. 

Review of the Quality Response to IR dated 14-0ct-2016 (SD # 015) is deferred to 
the next review cycle. 

OPQ-XOPQ NDA 208193 Page2 Effective Date: 20 April 201 6 
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Quality Review Data Sheet 

1. RELATED/SUPPORTING DOCUMENTS 

A. DMFs: 

DMF # Type 

II 

III 

III 

III 

III 

IV 

Holder I Item Refe1·enced 
(b)(4) 

Date Review
Status Comments

Completed 
(b)(4) 

09-Sep-2016 Reviewed by 
Roger Faff 

Adequate 

NIA NIA Sufficient 
infoimation in 
NDA 

Adequate Based on previous 
reviews 

Based on previous 
reviews 

Adequate 

Adequate 

Based on previous 
reviews 

NIA NIA Sufficient 
infoimation in 
NDA 

B. Other Documents: IND, RLD, or sister applications 

DOCUMENT APPLICATION NUMBER DESCRIPTION 

NDA 17851 Innovator application for Lioresal (baclofen) 
tablets referenced under 505(b)(2) for safety 
and efficacy. 
Novrut is discontinued marketing ofLioresal 
tablets, and subsequently withdrew the 
NDA, for reasons not related to safety or 
efficacy. 

IND 112300 Baclofen oral solution, bioequivalence study 
versus generic baclofen tablets manufactured 
by Ivax (ANDA 72235). The Office of 
Generic Dmgs (OGD) cun ently designates 
the Ivax product as the reference listed dmg 
for gene1ic baclofen tablets. 

OPQ-XOPQ NDA 208193 Page 3 Effective Date: 20 April 2016 
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2. CONSULTS 

DISCIPLINE STATUS RECOMMENDATION DATE REVIEWER 

Biostatistics NIA 
Pha1macology/Toxicology NIA 
CDRH NIA 
Clinical NIA 
Other NIA 

OPQ-XOPQ NDA 208193 Page 4 Effective Date: 20 April 2016 
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Executive Summary 

I. Recommendations and Conclusion on Approvability 

The Office of Product Quality (OPQ) review team recommends that the Agency 
issue a Complete Response (CR) letter for NDA 208193, Ozobax® (baclofen) 
oral solution. From a quality perspective, the application cannot be recommended 
for approval in its cunent state. Examples of serious deficiencies identified, and 
not adequately addressed by the applicant during the review include: 

• 	 lack of a robust, well-defined, manufacturing process suitable for 
commercial production, 

• product drng stability problems 

• 
and 

• 	 inadequate validation of analytical procedures used for product release and 
stability testing. 

Given the nature of the outstanding deficiencies there is no assurance that the 
applicant can manufacture a roduct that consistently delivers the intended dose. 
Fmther, as the applicant Cb>c

4
1 

have 
not been identified or evaluated for safety. 

II. Summary of Quality Assessments 

A. Product Overview 

Baclofen was originally developed by Ciba-Geigy (now pa.it of Novartis) for 
treatment of spasticity resulting from multiple sclerosis. Lioresal® (baclofen) 
tablets were approved for that indication in 1977, and may also be used for 
treatment of spasticity resulting from spinal cord injmy. Safety and efficacy of 
baclofen in children under age 12 has not been established. Thus, it is not 
recommended for use in children. Although Lioresal tablets ai·e no longer 
marketed, generic 10 mg and 20 mg tablets ai·e available from multiple suppliers. 

The applicant proposes mai·keting of an aqueous oral solution containing baclofen 
1 mg/mL for the same indications as approved for baclofen tablets. The oral 
solution also contains glycerin, citric acid, sucralose, sodium citrate, 
methylparaben, propylparaben, and grape flavor as inactive ingredients. Approval 

OPQ-XOPQ NDA 208193 	 Page 5 Effective Date: 20 April 2016 
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NDA 208193 

(b) (4Yof the oral solution would 
The oral solution would also be an 

age appropn ate dosage fo1m for study ofbac ofen in pediatric patients. 

Proposed Indication(s) 
including Intended Patient 
Population 

Treatment of spasticity resulting from multiple 
sclerosis or spinal cord injmy in patient age 12 
years and older 

Duration of Treatment Chronic 

Maximum Daily Dose 80 mg given as 20 mg four times daily 

Alternative Methods of 
Administration 

Tablets for oral administrntion 
(b)(41 

B. Quality Assessment Overview 

Drug Substance 

The bulk drn substance Baclofen USP is manufactured by 
........~-----.--The applicant 

cross-references (b><
4> DMF (b><

4 ~__at.ion regarding manufacture> for in£01m_~.·---
and control of the bulK drng substance. Based on a recent review of DMF 18014 
to suppo1i another application, the DMF is adequate to suppo1i approval of this 
NDA. [Refer to the 9/9/2016 review by R. Fan.] 

The applicant rovided basic infonnation, including, 
the drng substance specification m the 

~~--=~~----..~----.-~.-~-----NDA. During review of the info1m ation submitted to the NDA, minor 
deficiencies related to the drng substance specification and repo1iing_£f impurities 

(bH45 were 
.-~-~---~~-----~-~--~~~~---~}identified. These deficiencies are easily con ectable and will be communicated 

separately from the reasons for a CR. 

Drug Product 

The proposed product, Baclofen oral solution 1 mg/mL is an aqueous solution that 
contains ~~% w/w glycerin, a sodium citrate (bH

4
Y 

(methylparaben and propylparaben) (bH
4 
> (sucralose), and grape flavor. 

From a quality perspective, it would n01m ally be considered a relatively low risk 
product. However, product concerns (b)<

41 

OPQ-XOPQ NDA 208193 Page6 Effective Date: 20 April 2016 
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NDA 208193 

(b) (4J 

were noted during the filing review. These concerns were communicated to the 
applicant in the 74-Day Letter. Based on the applicant's responses to the 74-Day 
Letter and subsequent follow up info1m ation requests (IRs), it has been 
dete1mined that the applicant did not adequately validate the analytical procedures 
used in registration stability studies, and proposed for commercial batch release, 

(bH41 Thus 
' 

(bH4~ 

the data obtained from registration stability studies are inadequate toL.-..,.--
info1m establishment of a shelf life for the product. 

Microbiology 

The application, as amended in response to a series info1mation requests, is 
acceptable from a Microbiology perspective. 

In the initial NDA submission, the applicant provided results 

The initial NDA submission did not contain the following info1m ation: 

• 	 Method suitability studies to suppo1i use ofUSP <61> and <62> methods 
to test for TAMC, TYMC, and absence ofE. coli, Salmonella species, S. 
aureus, and P. aeruginosa 

• 	 A detailed description of the test method for B. cepacia complex and 
supporting validation data 

• 	 Risk assessment to identify potential sources for introduction of 
Burkholderia cepacia com lex organisms ~ (bH4l~-----

The applicant adequately addressed these deficiencies during the review. 

Manufacturing Process 

(b) (4}
The manufacturing rocess for Baclofen oral solution consists of 

OPQ-XOPQ NDA 208193 	 Page? Effective Date: 20 April 2016 
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NDA 208193 

(D) (4) 

Facilities 

All facilities involved in the manufacture and testing ofBaclofen USP and 
Ozobax® (baclofen) oral solution are cmTently acceptable. Facility status will be 
reassessed when the applicant responds to the CR letter 

C. Special Product Quality Labeling Recommendations 

There are no special labeling recommendations at this time. The need for special 
labeling recommendations should be reassessed based to on the applicant's 
response to the deficiencies identified in this review. 

D. Final Risk Assessment (see Attachment 1) 

E. List of Deficiencies: (see Attachment 2) 

12 Pages n.ave oeen WillilielCi in Full as B4 (CCUTS) immeiliately following lliis page; 
36 Pages have been Withheld in Full as B4 (CCUTS) immediately following this page 
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(b) (4j 

Post-Approval Stability Protocol and Commitment 
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In accordance to 21CFR211.166 (b) adequate numbers ofbatches (first three commercial lots 
and each year thereafter, a minimum of one lot packaged) will be placed on long te1m stability at 

(bH
4
l to be tested in line with the approved 

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

stability protocol. 

Results of the ongoing stability program will be repoited in annual repo1is in accordance with 21 
CFR 314.81(b)(2)(viii) . 

Any results falling outside of the approved specifications for the drng product will undergo a 
detailed investigation and ifnecessa1y withdrawn from the market and the deviation will be 
discussed and resolved with FDA. 

Reviewer's Assessment: Inadequate 

The Applicant has committed to placing the first three commercial lots on stability protocol. 
Yearly thereafter, the Applicant commits to placin one commercial batch to the stability 
program (b)(4~ This is acceptable. 

The tests listed in the post-approval protocol are the same tests perfo1med in the stability studies 
with the exception of (bH

4 
l 

The Applicant will be asked to update the post approval stability 
protocol to include (bH4J testing. 

Note that there are outstanding concerns with assay results on long te1m stability. Please refer to 
deficiencies in the above section for additional details. 

Deficiency 

(b> C
4l However, • 

4
the post approval stability protocol does not include (b>< > testing. Update 
the post approval stability protocol to include (bH

4 
> testing. 

IR Response: Adequate 

The Applicant has conected the stability specifications to specifically state that method 
includes testing (bH

4
l This is acceptable. 

R Regional Information 

Labeling 

1.14 Labeling 

Package Insert 

(a) "Highlights" Section (21CFR 201.57(a)) 
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CbH4Y 

Reviewer's Assessment: Adequate 

The package inse1t contains the proprietaiy and established name. The dosage fo1m and strength 
is also present on the label. This is acceptable. 

(b) (4l 

Reviewer's Assessment: Inadequate 

The dosage fo1m and strength section contains the dosage fo1m, strength, and identifying 
characteristics of the dosage fo1m. However, the label contains CbH

4
l info1mation which is 

not appropriate for this section. 
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(b)(4l 

Reviewer's Assessment: Inadequate 

The description section contains the proprietruy and established name, the dosage fo1m, route of 
administration, active moiety expression of strength, therapeutic class (may be incoITect), 
chemical name, stmctural fo1mula, moleculru· weight. The stmctural fo1mula apperu·s to bluny. 
The Applicant will be asked to update it. It also does not contain excipient info1mation. 

(b)(4l 

Reviewer's Assessment: Inadequate 

The how supplied section does not contain the dosage fo1m, strength, or the identification of 
dosage fo1m. It also does not have info1mation for in-use storage. 

Manufactured by: 

Entrep1ises Importfab, Inc. 

50 Hymus Blvd. 

Pointe-Claire, QC, Canada H9R 1C9 


lVlanufactured For: 

Metacel Pharmaceuticals. LLC 


l6J (41 

Reviewer's Assessment: Adequate 

This section contains the manufacturer/disti·ibutor name. However, it contains the phrase, 
"manufactured for ." 



---
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Immediate Container Label 

Reviewer's Assessment: Adequate 

The label complies with regulato1y requirements from a CMC perspective. It bears the "Rx only" 
statement, the NDC number, bar code, name of manufacturer, lot number, expiration date, net 
contents, strength, and the name (proprietruy and established). 

Carton Labeling: Not Applicable 

Reviewer's Assessment: Not applicable 

List ofLabeling Deficiencies: 

1. 	 The dosage fo1m and strength section contains the dosage fonn, strength, and 
(b)(~lidentifying characteristics of the dosage fo1m. However, it also contains 

info1mation which is not appropriate for the dosage fo1m and strength section. 

Remove this info1mation . 

2. 	 The dmg substance stm cture in the description section is bluny. Update the label with 

a cleru· stm cture. 

3. 	 The how supplied section does not contain the dosage fo1m, strength of the dosage 

fo1m, or the identification of dosage fo1m (e.g. color). It also does not have 

info1mation for in-use storage. Update the how supplied section with this infonnation. 

Environmental Analysis 
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In accordance with 21 CFR 25.3 l (a), Metacel Phannaceuticals, LLC claims a categorical 
exclusion from the requirement to prepare an Environmental Assessment as the amount ofwaste 
to be generated is expected to be small. To our knowledge, no extraordina1y circumstances exist. 

Baclofen Oral Solution (1 mg/mL) qualifies for a categorical exclusion as the estimated 
concentration of the substance at the point of entiy into the aquatic environment will be below 1 

paii per billion (ppb ). The claim is supported by performing the calculations indicated under 
Section III, Paii 2, estimating the Concenti·ation of a Substance at the Point of entiy into the 
Aquatic Environment. 

EIC - Aquatic (ppb) = Ax B x C x D where: 

A = Kg/yeai· produced for direct use (as active moiety) 

B =I/Liters per day entering POTWs* 

C = yeai·/365 days 

D = 109 µg/kg (conversion factor) 

*1.321x1011 liters per day entering publicly owned ti·eatinent works (POTWs), Source: 2000 

Needs Survey, Repo1i to Congress 

4
EIC - Aquatic (ppb) = (bH l kg/yeai· x 1/1.321x1011 liters/day x year/365days x 109 µ.g/kg 

(b) (41 ----µg/kg 

(6)(4lppb 

Since the estimated EIC is much lower than 1 ppb, the categorical exclusion is requested. 


Reviewer' s Assessment: Adequate 


The applicant's claim for categorical exclusion is acceptable and adequate for approval of the application. 


Methods Verification Package - None 

Reviewer' s Assessment: Not Applicable 

Comparability Protocols - None 

Reviewer' s Assessment: Not Applicable 

Post-Approval Commitments 

Reviewer's Assessment: Not Applicable 

Lifecycle Management Considerations 
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Reviewer' s Assessment: Not Applicable 

List ofDeficiencies 
(6)(4j 



QUALITY ASSESSMENT 

(b) (41 

Control ofDrug Product (Release and Stability Specifications) 
(b) (4j 

Drug Product Stability 
(b) (4j 
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Labeling 

1. 	 The dosage fo1m and sti·ength section contains the dosage fonn, sti·ength, and 
(b)(~lidentifying characteristics of the dosage f01m. However, it also contains-- info1mation which is not appropriate for the dosage f 01m and sti·ength section. 

Remove this info1mation. 

2. 	 The dmg substance sti11cture in the description section is bluny. Update the label with 

a clear sti11cture. 

3. 	 The how supplied section does not contain the dosage f01m, sh'ength of the dosage 
f01m, or the identification of dosage f01m (e.g. color). It also does not have 

info1mation for in-use storage. Update the how supplied section with this infonnation. 

Primary Drug Product Reviewer Name and Date: Andrei Ponta, Ph.D.14-Nov-2016 

Secondary Reviewer Name and Date (and Secondary Summary, as needed): 

I concur that the information provided in the NDA is inadequate to assure the identity, purity, 

strength, and quality ofthe drug product. I concur with the complete response 

recommendation. 

Wendy L Wilson-Lee, Ph.D. 14-NOV-2014 
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MICROBIOLOGY 

Product Back2round: 

NDA/ANDA/BLA: 208193 

Drug Product Name I Strength: OzobaxTM (baclofen) oral solution 

Route of Administration: oral 

Applicant Name: Meta eel Pharmaceuticals, LLC 

(b) (4)
Manufacturing Site: 

(b)(4l 

Method of Sterilization: Not applicable (non-sterile) 

Review Summary: Recommended for approval. 

List Submissions being reviewed: 01/11/2016, 03/28/2016, 06/10/2016, 08/11/2016, 
09/16/2016, and 10/07/2016. 

Highlight Key Outstanding Issues from Last Cycle: Complete validation of the test for 
absence ofB. cepacia requested. 

Concise Description Outstanding Issues Remaining: None identified 

Supportin2/Related Documents: N/A 

Remarks Section: The applicant's submission dated 03/28/2016 provides the current 
version of the drug product labeling. The applicant's submission dated 06/10/2016 is in 
response to the Agency's information request dated 05/26/2016. The applicant's submission 
dated 08/11/2016 is in response to the Agency's information request dated 07/28/2016. The 
applicant's submissions dated 09/16/2016 and 10/07/2016 provide additional information in 
response to the Agency's information request dated 07/28/2016. 

S Drug Substance- Not applicable 

P.1 Description of the Composition of the Drug Product 

Ozobax™ Q?aclofen) oral solution, 1 mg/mL, is indicated for (bH
4 
l 

J spasticity resulting from multiple sclerosis, particularly for the relief of flexor 
spasms and concomitant pain, clonus, and muscular rigidity. It is a clear, colorless, multi-dose, 

41non-sterile, (b)< solution, pH (b><
45 The com osition of the drng product is: 1.0 mg/mL 

baclofen USP (API); (b)(
41 mg/mL glycerin <6><4J mg/mL citric acid, 

anhydrous, (b>C
4>mg/mL sodium citrate, dehydrate, (b><

4
Y mg/mL 
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41 45sucralose Cb> c mgLmL methylparaben Cb> c mg/mL 

propylparaben Cb> C
4
l mg/mL ~pe ~vor CbH

4
Y 

mg/mL CbH
4 
> Purified Water Cb)C

4
l The package label claims a fill volume 

4 4of CbH l mL and it is packaged in a CbH > round amber 16 oz. bottle and closed with a CbH4~ 
child resistant CbH

45 cap CbH
4
YSee, eCTD seq #0000: Sect10n 

~~~=--·-~-.
3.2.P.1, Description and Composition of the Drng Product; Section 3.2.P.5.1 , Drng Product 
Specification; Section 3.2.P.7, Summaiy of Container Closure System; eCTD seq #0003 : Section 
1.14.1.3, Structured Product Labeling 0003. 

Reviewer' s Assessment: The applicant provided an adequate description of the drug 
product's composition and the container closure system. 

P.2.5 Microbiological Attributes 

Container/Closure and Package Integrity- Not applicable. 


(b) (41 

P.3 Manufacture 
P.3.1 Manufacturers 

6 Pages have been Withheld in Full as B4 (CCI/TS) immediately following this page 
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(b) (4l 

P.7 Container Closure 
Summary table of the container closure system proposed - See P.5.1 

P .8 Stability 
P. 8.1 Stability Summary and Conclusion 
(eCTD seq #0000, Section 3.2.P.2, Phrum aceutical Development Report , pp. 29; Section 3.2.P.5.6, 
Justification ofSpecifications) 

Proposed Expiry: ~~ months 

Reviewer's Assessment: The applicant has set an appropriate proposed expiry for the 
subject drug product. 

~~~~~~~~~~~~~~ 
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P. 8.2 Post-A m roval Stability Protocol and Stability Commitment 

See eCTD seq #0000: Section 3.2.P.5.1, Drng 
Product SpecifiCation; Section 3.2.P.8.2, P~st_,--o- Approval Stability Protocol and Commitments. 

Section 3.2.P.5.1, Drng Product Specification, and Section 3.2.5.6, Justification of Specifications 
for Drng Product, (b)(4l conducted during stability testing. 

Note to Reviewer: In an Infonnation Request dated 09/12/2016, the Drng Product Reviewer 
issued the following deficiency: 

(b)(4l 

Update the post 
approval stability protocol to include (bH

4 
> testing. 

In their response dated 10/07/2016, the applicant coITected the stability protocols for the first 3 
commercial lots and for annual lots to specifically state that each include assay ~~ 

The testing schedule in the post-approval protocol is as follows: 

(b) (41Stability stonoe.._conditions · 
(b) (41 

Post Approval Stability Commibnent 

The applicant commits to placing the first three commercial lots of the subject drng product into 
their stability program. Thereafter, on an annual basis, one production lot will be added to the 
stability program. 
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Reviewer's Assessment: The applicant's Post-Approval Stability Protocol and 
Commitment are adequate to evaluate the microbiological quality of the subject drug 
product prior to expiry. 

Acceptable 

P .8.3 Stability Data 

(eCTD seq #0000: Section 3.2.P.8.3, Stability Data for Dmg Product) 


Stability data was provided for lot numbers K1 026, K1027, K1028, and H0816. Lots K1026, 
K1027, and K1028 met the stability acceptance criteria for TAMC, TYMC, absence of specified 
organisms (bJ<~l at 24 months. Lot H0816 met the stability acceptance criteria for TAMC, 
TYMC, absence of specified organisms, (bH4l at 12 months. 

Reviewer's Assessment: The stability data provided by the applicant supports the 
maintenance of microbiological quality during storage. 

A Appendices 
A.2 Adventitious Agents Safety Evaluation 
Reviewer's Assessment: Not applicable 

A.2.1 Materials of Biological Origin 
Reviewer's Assessment: Not applicable 

A.2.2 Testing at Appropriate Stages of Production 
Reviewer's Assessment: Not applicable 

A.2.3. Viral Testing of Unprocessed Bulk 
Reviewer's Assessment: Not applicable 

A. 2.4 Viral Clearance Studies 
Reviewer's Assessment: Not applicable 

R Regional Information 
Executed Batch Records 
The executed batch records provided do not provide infonnation concerning manufacturing 
processes used to maintain the microbiological quality of the subject chug product. 

Reviewer's Assessment: Not applicable. 

Comparability Protocols - No CP was included in the application. 
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2. REVIEW OF COMMON TECHNICAL DOCUMENT - QUALITY (CTD-Q) 
MODULE ! 

2.A. Package Insert 
The proposed storage conditions for the dmg product include a storage temperature (b)<

41 

(b)(
41and an expiiy period of ~~ months . See eCTD seq #0000, 

Section 3.2.P.2, Phan naceutical Devefopment Report, pp. 29; Section 3.2.P.5.6, Justification of 
Specifications. 

Reviewer' s Assessment: The package insert adequately describes the storage conditions for 
maintenance of the microbiological quality of the subject drug product. 

Post-Approval Commitments: NIA 

Lifecycle Management Considerations 
Reviewer ' s Assessment: Changes to the post-approval stability protocol would r equire 
r eview. 

List of Deficiencies: None 

Primary Microbiology Reviewer Name and Date: Elizabeth Bearr, Ph.D., 10/20/2016 
Secondary Reviewer Name and Date: Erika Pfeiler , Ph.D. 
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Digitally signed by Erika Pfeiler 
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NDA 208193
 

ATTACHMENT 1
 

Risk Assessment for Baclofen Oral Solution 

From Initial Risk Identification Review Assessment 

Attribute/ CQA Factors that can impact the 
CQA 

Initial Risk 
Ranking Risk Mitigation Approach Risk Evaluation at CR 

Assay, Stability Formulation, raw materials, 
container closure, process 
parameters, scale/equipment L 

Mitigation approaches are 
inadequate and risk to patient is 
considered high. 

Physical stability Formulation, process 
parameters, moisture L Acceptable 

Dosing accuracy Dosing device, formulation, 
process parameters, 
equipment/scale 

M Acceptable 

Palatability Formulation, excipient 
changes, process parameters M Acceptable 

Microbial limits Formulation, raw materials, 
process parameters, moisture 

L Acceptable 

Leachable 
Extractables 

Formulation, container 
closure, process parameters M Acceptable 

(b) (4)

OPQ-XOPQ NDA 208193 Attachment 1, Page 1 Effective Date: 20 April 2016 
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ATTACHMENT 2
 

List of Deficiencies 
(b) (4)

4 Pages have been Withheld in Full as B4 (CCI/TS) immediately following this page 
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Recommendation: Complete Response Letter 

NDA 208193 

Review # 1 


Drng Name/Dosage Fo1m Ozobax (Baclofen) Oral Solution 

Strength 1 mg/mL 

Route of Administration Oral 

Rx/OTC Dispensed Rx 

Applicant Metacel Phannaceuticals 

US agent, if applicable NIA 

Quality Review T earn 

DISCIPLINE REVIEWER BRANCH/DIVISION 

Drng Substance Andrei Ponta ONDP/DNDPI/Branch I 

Drng Product Andrei Ponta ONDP/DNDPI/Branch I 

Process Sung Kim 

Microbiology Elizabeth Beall' OPF/DMA/Branch I 

Facility Quallyna Porte OPF/DIA/Branch II 

Biophannaceutics NIA 
Regulato1y Business Dahlia A. Woody OPRO/DPRBPM/Branch I 

Process Manager 

Application Technical Maiiha Heimann ONDP/DNDPI/Branch 1 
Lead 

Laborato1y (OTR) NIA 
ORA Lead NIA 

Environmental Analysis NIA 
(EA) 

Integrated Quality Assessment NDA208193 Page 1 
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NDA 208193 

SUBMISSIONS REVIEWED 
(SD #) 

New NDA (001) 

Labeling/Package Inse1t (002) 

Labeling/SPL Draft (003) 

Quality Response to IR (005) 

Quality Response to IR (006) 

Quality Response to IR (007) 

Quality Response to IR (010) 

Quality Response to IR (0012) 

Quality Response to IR (013) 

Quality Response to IR (014) 

DOCUMENT DATE DISCIPLINE(S) AFFECTED 

11-Jan-2016* All 

26-Feb-2016 Dmg Product 

28-Mar-2016 Microbiology 

20-May-2016 Dmg Product 

10-Jun-2016 Microbiology 

29-Jun-2016 Process 

29-Jul-2016 Dmg Product 

11-Aug-2016 Microbiology 

16-Sep-2016 Microbiology, Process 

07-0ct-2016 Dmg Product, Microbiology 

* PDUFA Date (ll-Jan-2017) is based on receipt ofUser Fee Cover Sheet on 11-Mar-2016. 

Review of the Quality Response to IR dated 14-0ct-2016 (SD # 015) is deferred to 
the next review cycle. 

OPQ-XOPQ NDA 208193 Page2 Effective Date: 20 April 201 6 
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Quality Review Data Sheet 

1. RELATED/SUPPORTING DOCUMENTS 

A. DMFs: 

DMF # 
 Type 
 Holder I Item Refe1·enced 


(b)(4) 
II 

III 

III 

III 


III 


IV 


Date Review
Status Comments

Completed 
(b) (4 

09-Sep-2016 Reviewed by 
Roger Faff 

Adequate 

NIA NIA Sufficient 
infoimation in 
NDA 

Adequate Based on previous 
reviews 

Based on previous 
reviews 

Adequate 

Adequate 

Based on previous 
reviews 

NIA NIA Sufficient 
infoimation in 
NDA 

B. Other Documents: IND, RLD, or sister applications 

DOCUMENT APPLICATION NUMBER DESCRIPTION 

NDA 17851 Innovator application for Lioresal (baclofen) 
tablets referenced under 505(b)(2) for safety 
and efficacy. 
Novrut is discontinued marketing ofLioresal 
tablets, and subsequently withdrew the 
NDA, for reasons not related to safety or 
efficacy. 

IND 112300 Baclofen oral solution, bioequivalence study 
versus generic baclofen tablets manufactured 
by Ivax (ANDA 72235). The Office of 
Generic Dmgs (OGD) cun ently designates 
the Ivax product as the reference listed dmg 
for gene1ic baclofen tablets. 

OPQ-XOPQ NDA 208193 Page 3 Effective Date: 20 April 2016 
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2. CONSULTS 

DISCIPLINE STATUS RECOMMENDATION DATE REVIEWER 

Biostatistics NIA 
Pha1macology/Toxicology NIA 
CDRH NIA 
Clinical NIA 
Other NIA 

OPQ-XOPQ NDA 208193 Page 4 Effective Date: 20 April 2016 
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NDA 208193 

Executive Summary 

I. Recommendations and Conclusion on Approvability 

The Office of Product Quality (OPQ) review team recommends that the Agency 
issue a Complete Response (CR) letter for NDA 208193, Ozobax® (baclofen) 
oral solution. From a quality perspective, the application cannot be recommended 
for approval in its cunent state. Examples of serious deficiencies identified, and 
not adequately addressed by the applicant during the review include: 

• 	 lack of a robust, well-defined, manufacturing process suitable for 
commercial production, 

• product drng stability problems 

• 
and 

• 	 inadequate validation of analytical procedures used for product release and 
stability testing. 

Given the nature of the outstanding deficiencies there is no assurance that the 
applicant can manufacture a roduct that consistently delivers the intended dose. 
Fmther, as the applicant Cb>c

4
1 

have 
not been identified or evaluated for safety. 

II. Summary of Quality Assessments 

A. Product Overview 

Baclofen was originally developed by Ciba-Geigy (now pa.it of Novartis) for 
treatment of spasticity resulting from multiple sclerosis. Lioresal® (baclofen) 
tablets were approved for that indication in 1977, and may also be used for 
treatment of spasticity resulting from spinal cord injmy . Safety and efficacy of 
baclofen in children under age 12 has not been established. Thus, it is not 
recommended for use in children. Although Lioresal tablets ai·e no longer 
marketed, generic 10 mg and 20 mg tablets ai·e available from multiple suppliers. 

The applicant proposes mai·keting of an aqueous oral solution containing baclofen 
1 mg/mL for the same indications as approved for baclofen tablets. The oral 
solution also contains glycerin, citric acid, sucralose, sodium citrate, 
methylparaben, propylparaben, and grape flavor as inactive ingredients. Approval 

OPQ-XOPQ NDA 208193 	 Page 5 Effective Date: 20 April 2016 
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NDA 208193 

(b) (4Yof the oral solution would 
The oral solution would also be an 

age appropn ate dosage fo1m for study ofbac ofen in pediatric patients. 

Proposed Indication(s) 
including Intended Patient 
Population 

Treatment of spasticity resulting from multiple 
sclerosis or spinal cord injmy in patient age 12 
years and older 

Duration of Treatment Chronic 

Maximum Daily Dose 80 mg given as 20 mg four times daily 

Alternative Methods of 
Administration 

Tablets for oral administrntion 
(b)(41 

B. Quality Assessment Overview 

Drug Substance 

The bulk drn substance Baclofen USP is manufactured by 
·---~~-~--.--The applicant 

cross-references (b><
4 
> DMF (b><

4 
> for info1mation regarding manufacture 

and control of the bulK drng substance. Based on a recent review of DMF 18014 
to suppo1i another application, the DMF is adequate to suppo1i approval of this 
NDA. [Refer to the 9/9/2016 review by R. Fan.] 

(b)(4l
The applicant rovided basic infonnation, including, 

the drng substance specification m the 
~~--=~~----..~----.-~.-~-----NDA. During review of the info1m ation submitted to the NDA, minor 
deficiencies related to the drng substance specification and repo1iing_£f impurities 

(bH45 were 
.-~-~---~~-----~-~--~~~~---~}identified. These deficiencies are easily con ectable and will be communicated 

separately from the reasons for a CR. 

Drug Product 

The proposed product, Baclofen oral solution 1 mg/mL is an aqueous solution that 
contains ~~% w/w glycerin, a sodium citrate (bH

4
Y 

(methylparaben and propylparaben), (bH
4 
> (sucralose), and grape flavor. 

From a quality perspective, it would n01m ally be considered a relatively low risk 
product. However, product concerns (b)C

4
l 
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(b) (4J 

were noted during the filing review. These concerns were communicated to the 
applicant in the 74-Day Letter. Based on the applicant's responses to the 74-Day 
Letter and subsequent follow up info1mation requests (IRs), it has been 
dete1mined that the applicant did not adequately validate the analytical procedures 
used in registration stability studies, and proposed for commercial batch release, 

L.-..,.--

(b)(4~ 

Further, in the absence 
(bJ<4Yof appropriately validated methods, or identification .----..-.----.---....

the data obtained from registration stability studies are inadequate to 
info1m establishment of a shelf life for the product. 

Microbiology 

The application, as amended in response to a series info1mation requests, is 
acceptable from a Microbiology perspective. 

In the initial NDA submission, the applicant provided results 

The initial NDA submission did not contain the following info1mation: 

• 	 Method suitability studies to suppo1i use ofUSP <61> and <62> methods 
to test for TAMC, TYMC, and absence ofE. coli, Salmonella species, S. 
aureus, and P. aeruginosa 

• 	 A detailed description of the test method for B. cepacia complex and 
supporting validation data 

• 	 Risk assessment to identify potential sources for introduction of 
Burkholderia cepacia com lex organisms ~ (bH4l~-----

The applicant adequately addressed these deficiencies during the review. 

Manufacturing Process 

(b) (4}
The manufacturing rocess for Baclofen oral solution consists of 

OPQ-XOPQ NDA 208193 	 Page? Effective Date: 20 April 2016 
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(D) (4) 

Facilities 

All facilities involved in the manufacture and testing ofBaclofen USP and 
Ozobax® (baclofen) oral solution are cmTently acceptable. Facility status will be 
reassessed when the applicant responds to the CR letter 

C. Special Product Quality Labeling Recommendations 

There are no special labeling recommendations at this time. The need for special 
labeling recommendations should be reassessed based to on the applicant's 
response to the deficiencies identified in this review. 

D. Final Risk Assessment (see Attachment 1) 

E. List of Deficiencies: (see Attachment 2) 

OPQ-XOPQ NDA 208193 Page 8 Effective Date: 20 April 2016 



 

 

NDA 208193 
ATTACHMENT 1 

Risk Assessment for Baclofen Oral Solution 

From Initial Risk Identification Review Assessment 
Factors that can impact the Initial RiskAttribute/ CQA Risk Mitigation Approach Risk Evaluation at CRCQA Ranking 

Assay, Stability Formulation, raw materials, 
(b) (4)

Mitigation approaches arecontainer closure, process L inadequate and risk to patient isparameters, scale/equipment considered high. 

Physical stability Formulation, process 

parameters, moisture
 L Acceptable 

Dosing accuracy Dosing device, formulation, 

process parameters, 
 M Acceptable 
equipment/scale 

Palatability Formulation, excipient M Acceptablechanges, process parameters 
Microbial limits Formulation, raw materials, 


process parameters, moisture
 
L Acceptable 

Leachable Formulation, container M AcceptableExtractables closure, process parameters 

OPQ-XOPQ NDA 208193 Attachment 1, Page 1 Effective Date: 20 April 2016 



NDA 208193
 

ATTACHMENT 2
 

List of Deficiencies 
(b) (4)

3 Pages have been Withheld in Full as B4 (CCI/TS) immediately following this page 
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	CHAPTER IV: LABELING 
	CHAPTER IV: LABELING 
	1.0 PRESCRIBING INFORMATION 
	1.0 PRESCRIBING INFORMATION 
	Assessment of Product Quality Related Aspects of the Prescribing Information: Adequate 
	1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION 
	Section 11 has been edited to add alphabetized excipients, and Section 16 has been edited to add corrected language for USP storage conditions. With these edits, the prescribing information meets all regulatory requirements from a CMC perspective. 
	Section 11 has been edited to add alphabetized excipients, and Section 16 has been edited to add corrected language for USP storage conditions. With these edits, the prescribing information meets all regulatory requirements from a CMC perspective. 
	Section 11 has been edited to add alphabetized excipients, and Section 16 has been edited to add corrected language for USP storage conditions. With these edits, the prescribing information meets all regulatory requirements from a CMC perspective. 

	Item 
	Item 
	Information Provided in the NOA 
	Assessor's Comments 

	Product Title in Highlights 
	Product Title in Highlights 

	Proprietary name 
	Proprietary name 
	Ozobax 
	Adequate 

	Established name(s) 
	Established name(s) 
	Baclof en 
	Adequate 

	Route(s) of administration 
	Route(s) of administration 
	Oral 
	Adequate 

	Dosage Forms and Strengths Heading in Highlights 
	Dosage Forms and Strengths Heading in Highlights 

	Summary of the dosage form(s) and strength(s) in metric svstem. 
	Summary of the dosage form(s) and strength(s) in metric svstem. 
	Oral Solution: 5 mg/ 5 ml 
	Adequate 

	Assess if the tablet is scored. If product meets guidelines and criteria for a scored tablet, state "functionally scored" 
	Assess if the tablet is scored. If product meets guidelines and criteria for a scored tablet, state "functionally scored" 
	NA 

	For injectable drug products for parental administration, use appropriate package type term (e.g., single-dose, multiple-dose, singlepatient-use). Other package terms include pharmacy bulk package and imaaina bulk oackaae. 
	For injectable drug products for parental administration, use appropriate package type term (e.g., single-dose, multiple-dose, singlepatient-use). Other package terms include pharmacy bulk package and imaaina bulk oackaae. 
	NA 


	OPQ-XOPQ-TEM-0001 v06 Page 1 Effective Date: Febrnary 1, 2019 
	1.2 FULL PRESCRIBING INFORMATION 
	1.2 FULL PRESCRIBING INFORMATION 
	1.2.1 Section 2 (DOSAGE AND ADMINISTRATION) 
	Item 
	Item 
	Item 
	Information Provided in the NOA 
	Assessor's Comments 

	DOSAGE AND ADMINISTRATION section 
	DOSAGE AND ADMINISTRATION section 

	Special instructions for product preparation (e.g., reconstitution and resulting concentration, dilution, compatible diluents, storage conditions needed to maintain the stability of the reconstituted or diluted product) 
	Special instructions for product preparation (e.g., reconstitution and resulting concentration, dilution, compatible diluents, storage conditions needed to maintain the stability of the reconstituted or diluted product) 
	NA 
	NA 


	1.2.2 Section 3 (DOSAGE FORMS AND STRENGTHS) 
	Information Item Provided in the NOA DOSAGE FORMS AND STRENGTHS section Available dosage form(s) 5 mg/ 5 ml Strength(s) in metric system mg/ml If the active ingredient is a salt, NA apply the USP Salt Policy per FDA Guidance A description of the identifying Clear, colorless characteristics of the dosage solution with a forms, including shape, color, grape aroma. coatinq, scorinq, and imprintinq Assess if the tablet is scored. If NA product meets guidelines and criteria for a scored tablet, state "functional
	Information Item Provided in the NOA DOSAGE FORMS AND STRENGTHS section Available dosage form(s) 5 mg/ 5 ml Strength(s) in metric system mg/ml If the active ingredient is a salt, NA apply the USP Salt Policy per FDA Guidance A description of the identifying Clear, colorless characteristics of the dosage solution with a forms, including shape, color, grape aroma. coatinq, scorinq, and imprintinq Assess if the tablet is scored. If NA product meets guidelines and criteria for a scored tablet, state "functional
	Information Item Provided in the NOA DOSAGE FORMS AND STRENGTHS section Available dosage form(s) 5 mg/ 5 ml Strength(s) in metric system mg/ml If the active ingredient is a salt, NA apply the USP Salt Policy per FDA Guidance A description of the identifying Clear, colorless characteristics of the dosage solution with a forms, including shape, color, grape aroma. coatinq, scorinq, and imprintinq Assess if the tablet is scored. If NA product meets guidelines and criteria for a scored tablet, state "functional
	Assessor's Comments Adequate, following DMEPA recommendation to re-state as 5 ml volume Adequate NA Adequate NA NA 


	OPQ-XOPQ-TEM-0001 v06 Page 2 Effective Date: Febrnary 1, 2019 
	1.2.3 Section 11 (DESCRIPTION) 
	Item DESCRIPTION section Proprietary and established name(s) Dosage form(s) and route(s) of administration If the active ingredient is a salt, apply the USP Salt Policy and include the equivalency statement per FDA Guidance. List names of all inactive ingredients. Use USP/NF names. Avoid Brand names. For parenteral injectable dosage forms, include the name and quantities of all inactive ingredients. For ingredients added to adjust the pH or make isotonic, include the name and statement of effect. If alcohol
	Item DESCRIPTION section Proprietary and established name(s) Dosage form(s) and route(s) of administration If the active ingredient is a salt, apply the USP Salt Policy and include the equivalency statement per FDA Guidance. List names of all inactive ingredients. Use USP/NF names. Avoid Brand names. For parenteral injectable dosage forms, include the name and quantities of all inactive ingredients. For ingredients added to adjust the pH or make isotonic, include the name and statement of effect. If alcohol
	Item DESCRIPTION section Proprietary and established name(s) Dosage form(s) and route(s) of administration If the active ingredient is a salt, apply the USP Salt Policy and include the equivalency statement per FDA Guidance. List names of all inactive ingredients. Use USP/NF names. Avoid Brand names. For parenteral injectable dosage forms, include the name and quantities of all inactive ingredients. For ingredients added to adjust the pH or make isotonic, include the name and statement of effect. If alcohol
	Information Provided in the NOA Ozobax (baclofen) Oral solution NA Citric acid, glycerin, grape flavor, methylparaben, propylparaben, purified water, sodium citrate and sucralose. NA NA NA Anti spastic 4-amino-3-( 4-chlorophenyl)-butanoic acid, C10H12CIN02, 213.66. NA Slightly soluble in water, very slightly soluble in methanol, insoluble in chloroform. 
	Assessor's Comments Adequate Adequate NA Adequate, with list of inactive ingredients added. NA NA NA Adequate Adequate NA Adequate 
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	Section 11 (DESCRIPTION) Continued 
	Section 11 (DESCRIPTION) Continued 
	Section 11 (DESCRIPTION) Continued 

	Item 
	Item 
	Information Provided in the NOA 
	Assessor's Comments 

	For oral prescription drug products, include gluten statement if applicable 
	For oral prescription drug products, include gluten statement if applicable 
	NA 
	NA 

	Remove statements that may be misleading or promotional (e.g., "synthesized and developed by Drug Company X," "structurally unique molecular entity" 
	Remove statements that may be misleading or promotional (e.g., "synthesized and developed by Drug Company X," "structurally unique molecular entity" 
	No promotional statements 
	Adequate 



	1.2.3 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) 
	1.2.3 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) 
	Information Provided 
	Item 
	Assessor's Comments 
	in the NOA 
	HOW SUPPLIED/STORAGE AND HANDLING section 
	Available dosaqe form(s) Strength(s) in metric system Available units (e.g., bottles of 100 tablets) Identification of dosage forms, e.g., shape, color, coating, scoring, imprinting, NOC number Assess if the tablet is scored. If product meets guidelines and criteria for a scored tablet, state "functionally scored" For injectable drug products for parental administration, use appropriate package type term (e.g., single-dose, multiple-dose, single-patientuse). Other package terms include pharmacy bulk packag
	Oral solution 
	mg/ml 
	Bottles of 473 ml 
	Clear, colorless solution with a grape aroma, NOC 69528-301-16 
	NA .
	NA .
	Adequate 
	Adequate 
	Adequate 
	Adequate 
	NA .
	NA .
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	Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) (Continued) 
	Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) (Continued) 
	Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) (Continued) 

	Item 
	Item 
	Information Provided in the NOA 
	Assessor's Comments 

	Special handling about the supplied product (e.g., protect from light, refrigerate). lfthere is a statement to "Dispense in original container," provide reason why (e.g. to protect from light or moisture, to maintain stability, etc.) 
	Special handling about the supplied product (e.g., protect from light, refrigerate). lfthere is a statement to "Dispense in original container," provide reason why (e.g. to protect from light or moisture, to maintain stability, etc.) 
	Dispense in a tight, light-resistant container with a child-resistant closure. 
	Adequate, following DMEPA recommendation to revise the statement to include a description of the child-resistant closure. 

	If the product contains a desiccant, ensure the size and shape differ from the dosage form and desiccant has a warning such as "Do not eat." 
	If the product contains a desiccant, ensure the size and shape differ from the dosage form and desiccant has a warning such as "Do not eat." 
	NA 
	NA 

	Storage conditions. Where applicable, use USP storage range rather than storage at a single temperature. 
	Storage conditions. Where applicable, use USP storage range rather than storage at a single temperature. 
	Must be refrigerated. Store at 2°C to 8°C (36°F to 46°F}. 
	Adequate, following DMEPA recommendation to include refrigeration statement and remove 1 CbH4~ statement. 

	Latex: If product does not contain latex and manufacturing of product and container did not include use of natural rubber latex or synthetic derivatives of natural rubber latex, state: "Not made with natural rubber latex. Avoid statements such as "latexfree." 
	Latex: If product does not contain latex and manufacturing of product and container did not include use of natural rubber latex or synthetic derivatives of natural rubber latex, state: "Not made with natural rubber latex. Avoid statements such as "latexfree." 
	NA 
	NA 

	Include information about 
	Include information about 
	Child-resistant 
	Adequate, following DMEPA 

	child-resistant packaging 
	child-resistant packaging 
	enclosure. 
	recommendation to include a description of the child-resistant closure. 
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	1.2.4 Other Sections of Labeling 
	1.2.4 Other Sections of Labeling 
	There may be other sections of labeling that contain product-quality related information. For example, there ares ecific required/recommended warnings (b)(
	for certain inactive ingredients 
	41 

	(b)(4) 
	(bH 1 Please notify the prescription drug division if the product contains any of these inactive ingredients. 
	4

	Please include your comments about other sections of labeling if they contain product quality information. 
	1.2.5 
	1.2.5 
	1.2.5 
	Manufacturing Information After Section 17 (for drug products) 

	2.0 
	2.0 
	PATIENT LABELING 


	Item 
	Item 
	Item 
	Information Provided in the NOA 
	Assessor's Comments 

	Manufacturing Information After Section 17 
	Manufacturing Information After Section 17 

	Name and location of business (street address, city, state and zip code) of the manufacturer, distributor, and/or packer 
	Name and location of business (street address, city, state and zip code) of the manufacturer, distributor, and/or packer 
	Manufactured For: Metacel Pharmaceuticals, LLC Athens, GA 30601 
	Adequate 


	Assessment of Product Quality Related Aspects of Patient Labeling (e.g., Medication Guide, Patient Information, Instructions for Use): NA 
	3.0 CARTON AND CONTAINER LABELING 
	3.1 Container Label 
	OPQ-XOPQ-TEM-0001 v06 Page 6 Effective Date: February 1, 2019 
	Figure
	3.2 Carton Labeling 
	NA 
	OPQ-XOPQ-TEM-0001v06  Page 7 Effective Date: February 1, 2019 
	Item Proprietary name, established name, and dosage form (font size and prominence Dosage strength Route of administration If the active ingredient is a salt, include the equivalency statement per FDA Guidance Net contents (e.g. tablet count) "Rx only" displayed on the principal display NOC number Lot number and expiration date Storage conditions. If applicable, include a space on the carton labeling for the user to write the new BUD. For injectable drug products for parental administration, use appropriate
	Item Proprietary name, established name, and dosage form (font size and prominence Dosage strength Route of administration If the active ingredient is a salt, include the equivalency statement per FDA Guidance Net contents (e.g. tablet count) "Rx only" displayed on the principal display NOC number Lot number and expiration date Storage conditions. If applicable, include a space on the carton labeling for the user to write the new BUD. For injectable drug products for parental administration, use appropriate
	Item Proprietary name, established name, and dosage form (font size and prominence Dosage strength Route of administration If the active ingredient is a salt, include the equivalency statement per FDA Guidance Net contents (e.g. tablet count) "Rx only" displayed on the principal display NOC number Lot number and expiration date Storage conditions. If applicable, include a space on the carton labeling for the user to write the new BUD. For injectable drug products for parental administration, use appropriate
	Information Provided in the NOA Ozobax (baclofen) 5 mg/5 ml Oral solution NA 473 ml "Rx only" displayed 69528-301-16 Included. Store at 2°C -8°C (36°F -46°F). NA NA 
	Assessor's Comments about Container Labelina Adequate Adequate, following DMEPA recommendation to state as 5 mq/5 ml Adequate NA Adequate Adequate Adequate Adequate, following DMEPA recommendation to indicate location of lot #and expiration date. Adequate, following edit to remove I (b1<4~ statement. NA NA 
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	If alcohol is present, must provide the amount of alcohol in terms of percent volume of absolute alcohol 
	If alcohol is present, must provide the amount of alcohol in terms of percent volume of absolute alcohol 
	If alcohol is present, must provide the amount of alcohol in terms of percent volume of absolute alcohol 
	NA 
	NA 

	Bar code 
	Bar code 
	Present 
	Adequate 


	Item 
	Item 
	Item 
	Information Provided in the NOA 
	Assessor's Comments about Container Labeling 

	Name of manufacturer/distributor 
	Name of manufacturer/distributor 
	Manufactured for Metacel 
	Adequate 

	Medication Guide (if applicable) 
	Medication Guide (if applicable) 
	NA 
	NA 

	No text on Ferrule and Cap oversea I 
	No text on Ferrule and Cap oversea I 
	NA 
	NA 

	When a drug product differs from the relevant USP standard of strength, quality, or purity, as determined by the application of the tests, procedures, and acceptance criteria set forth in the relevant compendium, its difference shall be plainly stated on its label. 
	When a drug product differs from the relevant USP standard of strength, quality, or purity, as determined by the application of the tests, procedures, and acceptance criteria set forth in the relevant compendium, its difference shall be plainly stated on its label. 
	NA 
	NA 

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


	Assessment of Carton and Container Labeling: Adequate 
	The labels are acceptable following edits made in response to recommendations by CMC and DMEPA to: 1) Remove the (6)(4J statement, 2) include lot number and expiration date, and 3) state dosage strength as 5 mg/5 ml. The labels comply with all regulatory requirements from a CMC perspective. 
	ITEMS FOR ADDITIONAL ASSESSMENT None 
	OPQ-XOPQ-TEM-0001 v06 Page 9 Effective Date: February 1, 2019 
	Overall Assessment and Recommendation: 
	All labeling deficiencies have been addressed. The Applicant has made all recommended edits to the container label in response to Information Requests sent by the Agency. The Prescribing Information and labels comply with all regulatory requirements from a CMC perspective. 
	Primary Labeling Assessor Name and Date: 
	Dan Berger July 29, 2019 
	Secondary Assessor Name and Date (and Secondary Summary, as needed): 
	Wendy Wilson-Lee July 29, 2019 
	OPQ-XOPQ-TEM-0001 v06 Page 10 Effective Date: February 1, 2019 
	Figure
	Dan Berger 
	Wendy Wilson- Lee 
	Digitally signed by Dan Berger Date: 7/30/2019 02:32:13PM GUID: 56e6e1b5001a2fedae663c62a5ce7513 Digitally signed by Wendy Wilson- Lee Date: 7/30/2019 03:07:55PM GUID: 50816dbc000085595ca3284bbca465a8 
	Figure
	Reference ID: 4481366 
	CHAPTER VII: MICROBIOLOGY 
	IQA NDA Assessment Guide Reference 
	Product Information 
	Product Information 
	Product Information 

	NDANumber 
	NDANumber 
	208193 

	Assessment Cycle Number 
	Assessment Cycle Number 
	2nd 

	Dru2 Product Name/ Stren2th 
	Dru2 Product Name/ Stren2th 
	Ozobax (baclofen) oral solution, 1 m1?/mL 

	Route ofAdministration 
	Route ofAdministration 
	Oral 

	Applicant Name 
	Applicant Name 
	Metacel Pharmaceuticals, LLC 

	Therapeutic Classification/ OND Division 
	Therapeutic Classification/ OND Division 
	Orphan Drug, used for multiple sclerosis 

	Manufacturing Site Method ofSterilization 
	Manufacturing Site Method ofSterilization 
	I (b) (4~ I I Not aoolicable (non-sterile) 


	Assessment Recommendation: Adequate 
	Assessment Summary: The NDA-Complete Response was submitted in eCTD format. The first product quality microbiology for NDA 208193, originally submitted on 1/11/2016, was reviewed in N208193MR01.docx and found adequate from Microbiology perspective as far as the product is not reformulated and the manufacturing site remains same. A Complete Response Letter was issued for the original submission due to issues with the drug product quality and nonclinical aspects. The applicant has provided updated specificati
	Table
	TR
	Document(s) Assessed 
	Date Received 

	• 
	• 
	Complete Response -Resubmission 
	• 
	3/18/2019 

	• 
	• 
	Response to Info1mation Request 
	• 
	4/1/2019 

	• 
	• 
	Response to Info1mation Request 
	• 
	5/29/2019 


	List Submissions being assessed (table): 3/18/2019, 4/1/2019, 4/16/2019, 5/29/2019 
	Highlight Key Issues from Last Cycle and Their Resolution: N/A 
	Remarks: The applicant has submitted an amendment dated 4/1/2019, which contains a response to the Information Request related to the updated "Stability Summary and Conclusions". The submission dated 4/16/2019 is the response to the Information Request related to the labeling sent on 4/12/2019. The submission dated 5/29/2019 is the response to the Information Request sent on 5/15/2019. 
	Concise Description of Outstanding Issues (List bullet points with key information and update as needed): None 
	Supporting Documents: 
	OPQ-XOPQ-TEM-0001v06 Page 1 Effective Date: February 1, 2019 
	• .NDA was reviewed in N208193MR01.doc, dated 10/20/2016 and found adequate. 
	The drng product Ozobax (Baclofen, hng/ml) is an oral solution is indicated for the (b1<1 spasticity resulting from multiple sclerosis, 
	4

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

	p ai iicul arl y for the relief offlexor spasms and concomitant pain, clonus, and musculai· rigidity. The NDA application was reviewed in N208193MR01.dox, dated 10/20/2016 and found adequate from Microbiology perspective. The applicant has submitted a Complete Response Resubmission on 3/18/2019 and a Response to Info1mation Request on 4/1/2019. The fo1mulation of the diug product and the manufacturing facility is not changed. In the CR response, the applicant has provided info1mation for the new site for 
	the testing of microbial limits and 
	the testing of microbial limits and 
	the testing of microbial limits and 
	<6><41 Microbial testing is now perfonned 

	accordin 
	accordin 
	to test method number 
	(bH 4Y 

	TR
	\U)\~1 


	(b)(4) The modification and changes are reviewed 
	--~~~~~~~~~~~~--
	-

	below. 
	P.2.5 Microbiological Attributes Container/ Closure and Package Integrity -NI A 
	P.3 MANUFACTURE 
	(b) (4) 
	3 Pages nave 5een Withliela in Full as B4 (CCI/TS) immeaiately following tliis page 
	Figure
	P.7 CONTAINER CLOSURE 
	P.8 STABILITY 
	P.8.1 STABILITY SUMMARY AND CONCLUSION 
	(3.2.P.8.1/Stability Summe1y and Conclusion) Proposed Expi1y: ~~ Months 
	(b)(41
	The proposed stora e condition for Baclofen Oral Solution was 
	(b) (4l 
	<6><1 The revised long-tenn stability conditions are 2
	4

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

	8°C/ambient humidity for 24 months. Stability batches C0412, BOl 19, and B0121 will be (b)<J according to the following schedule. 
	stored under both conditions 
	4

	Assessment: Adequate 
	The applicant has set an appropriate proposed expiry for the subject drug product. 
	P.8.2 POST-APPROVAL STABILITY PROTOCOL AND STABILITY COMMITMENT 
	3.2. P.8.2 
	(b)(4) 
	(b)(4) 
	(b) (4l 

	Note to Reviewer: (b)(4J 
	Figure
	Post Approval Stability Commitment (b) C41 commits to place the first three commercial lots ofthe subject diug product into their stability program. Thereafter, on an annual basis, one production lot will be added to the stability program. Any results falling outside of the approved specifications for the diug product will undergo a detailed investigation and ifnecessaiy withdi·awn from the market and the deviation will be discussed and resolved with FDA. 
	Metacel 

	Assessment: Adequate 
	Stability tests and test schedule are adequate to evaluate the microbiological 
	quality of the drug product stored under long-term conditions. 
	P.8.3 STABILITY DATA 0018 (21) 4/1/2019/3.2.P.8.3/ Stability Data Stability data was provided for lot numbers C0412 (Attachment #1/ Page: 75-76/287), 
	BOl 19 and B0121 (Attachment #4/ Page: 85, 91, 95, 100/287). Lot #C0412 was manufactured April 10, 2017 and placed in stability program on May 31, 2017. TAMC, TYMC, E.coli and BCC data are provided for the lot# C0412 for the initial and (b) C4l for the samples kept at 25±2°C/ 40% RH and only 12 month time point for samples kept at 2°C-8°C/ Ambient RH; in all cases results (b) C41 
	12 month time points perfonned 
	are confo1med. 

	(b)(4) 
	Lots #BOl 19 and #B0121 were manufactured January 18-19, 2018 and placed in stability on Febrnaiy 2, 2018. TAMC, TYMC, E.coli and BCC data are provided for the lot# (bH 1 for the initial time points for the samples kept at (bH l 
	BOl 19 and B0121 performed 
	4
	25±2°C/ 40% RH; in all cases it confonned. The assay results 
	4

	(bH l ai·e provide for initial, 3 month, 6 month, 9 month and 12 
	4

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

	month time period at 25±2°C/ 40% RH and 3 month, 6 month, 9 month, 12 month time period at 2°C-8°C/ Ambient RH. In all cases results are confo1m ed. 
	Assessment: Adequate The stability data support the microbiological quality of the drug product. MICROBIOLOGY LIST OF DEFICIENCIES -None Primary Microbiology Assessor Name and Date: Gouri Chattopadhyay, Ph.D., 6/3/2019 Secondary Assessor Name and Date: Elizabeth Bearr, Ph.D., 6/3/2019 
	Gouri. Digitally signed by Gouri Chattopadhyay Date: 6/03/2019 12:49:58PM
	Chattopadhyay 
	GUID: 581cae3f004fad06be2ce326deeb2215 
	Figure
	Elizabeth. Digitally signed by Elizabeth Bearr Date: 6/03/2019 01:05:13PM
	Bearr 
	GUID: 55370d1e00cfd67fc04d8bfbedbf3096 
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	Recommendation: Complete Response Letter 
	NDA 208193 Resubmission #16 .Review# 2 .
	Thug Name/Dosage Fo1m 
	Thug Name/Dosage Fo1m 
	Thug Name/Dosage Fo1m 
	Ozobax (Baclofen) Oral Sohrtion 

	Strength 
	Strength 
	I mglmL 

	Route of Administration 
	Route of Administration 
	Oral 

	Rx/OTC Dispensed 
	Rx/OTC Dispensed 
	Rx 

	Applicant 
	Applicant 
	Metacel Phanmceuticals 

	US agent, if applicable 
	US agent, if applicable 
	NIA 


	Qty ReviewTeam, Review #2 
	uali

	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	REVIEWER 
	BRANCH/DIVISION 

	Thug Substance 
	Thug Substance 
	Thomas Wong 
	ONDP/DNDPI/Branch I 

	Thug Product 
	Thug Product 
	Thomas Wong 
	ONDP/DNDPI/Branch I 

	Process 
	Process 
	Maotang Zhou 
	0 PF/DP A III/Branch VII 

	Microbiology 
	Microbiology 
	Elizabeth Bean
	OPF/DMA/Branch I 

	Facility 
	Facility 
	Derek Smith 
	OPP/DIA/Branch II 

	Biophanmceutics 
	Biophanmceutics 
	NIA 

	Regulatory Business Process Manager 
	Regulatory Business Process Manager 
	Dahlia A. Walters 
	OPRO/DPRBPM/Branch I 

	Application Technical Lead 
	Application Technical Lead 
	Ma1tha Heimann 
	ONDP/DNDPl/Branch I 

	Laborato1y (OTR) 
	Laborato1y (OTR) 
	NIA 

	ORA Lead 
	ORA Lead 
	NIA 

	Environmental Analysis (EA) 
	Environmental Analysis (EA) 
	NIA 
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	NDA208193 
	SUBMISSIONS REVIEWED (SD #) REVIEW #2 
	SUBMISSIONS REVIEWED (SD #) REVIEW #2 
	SUBMISSIONS REVIEWED (SD #) REVIEW #2 
	DOCUMENT DATE 
	DISCIPLINE(S) AFFECTED 

	Quality Response to IR (015) 
	Quality Response to IR (015) 
	14-0ct-2016* 
	Product 

	Resubmission (015) 
	Resubmission (015) 
	02-Jan-2018 
	Product, Process 


	*Review defeffed from first cycle. 
	Quality ReviewTeam, Review#l 
	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	REVIEWER 
	BRANCH/DIVISION 

	Thug Substance 
	Thug Substance 
	Andrei Ponta 
	ONDP/DNDPl/Branch I 

	Thug Product 
	Thug Product 
	Andrei Ponta 
	ONDP/DNDPl/Branch I 

	Process 
	Process 
	Sung Kim 
	0 PF /DP A III/Branch VII 

	Microbiology 
	Microbiology 
	Elizabeth Bean
	OPF/DMA/Branch I 

	Facility 
	Facility 
	Quallyna Po1te 
	OPF/DIA/Branch II 

	Biophanmceutics 
	Biophanmceutics 
	NIA 

	Regulatory Business Process Manager 
	Regulatory Business Process Manager 
	Dahlia A. Woody 
	OPRO/DPRBPM/Branch I 

	Application Teclmical Lead 
	Application Teclmical Lead 
	Ma1tha Heimann 
	ONDP/DNDPl/Branch I 

	Laborato1y (OTR) 
	Laborato1y (OTR) 
	NIA 

	ORA Lead 
	ORA Lead 
	NIA 

	Environmental Analysis (EA) 
	Environmental Analysis (EA) 
	NIA 


	SUBMISSIONS REVIEWED (SD #) REVIEW #2 
	SUBMISSIONS REVIEWED (SD #) REVIEW #2 
	SUBMISSIONS REVIEWED (SD #) REVIEW #2 
	DOCUMENT DATE 
	DISCIPLINE(S) AFFECTED 

	NewNDA(OOl) 
	NewNDA(OOl) 
	11-Jan-2016* 
	All 

	Labeling/Package Inse1t (002) 
	Labeling/Package Inse1t (002) 
	26-Feb-2016 
	D1ug Product 

	Labeling/SPL Draft (003) 
	Labeling/SPL Draft (003) 
	28-Mar-2016 
	Microbiology 

	Quality Response to IR (005) 
	Quality Response to IR (005) 
	20-May-2016 
	D1ug Product 

	Quality Response to IR (006) 
	Quality Response to IR (006) 
	10-Jun-2016 
	Microbiology 

	Quality Response to IR (007) 
	Quality Response to IR (007) 
	29-Jun-2016 
	Process 

	Quality Response to IR (010) 
	Quality Response to IR (010) 
	29-Jul-2016 
	D1ug Product 

	Quality Response to IR (0012) 
	Quality Response to IR (0012) 
	ll-Aug-2016 
	Microbiology 

	Quality Response to IR (013) 
	Quality Response to IR (013) 
	16-Sep-2016 
	Microbiology, Process 

	Quality Response to IR (014) 
	Quality Response to IR (014) 
	07-0ct-2016 
	D1ug Product, Microbiology 
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	NDA208193 
	Quality Review Data Sheet 
	1. RELATED/SUPPORTING DOCUMENTS 
	A. DMFs : 
	DMF # 
	DMF # 
	DMF # 
	Type 
	Holder 
	IItem Referenced I Status 
	Date Review Completed 
	Comments 

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

	TR
	II 
	Adequate 
	09-Sep-2016 
	Reviewed by 

	TR
	Roger Farr 

	TR
	III 
	NIA 
	NIA 
	Sufficient 

	TR
	information in 

	TR
	NDA 

	TR
	III 
	Adequate 
	--
	Based on previous 

	TR
	revrev.rs 

	TR
	III 
	Adequate 
	--
	Based on previous 

	TR
	revrev.rs 

	TR
	III 
	Adequate 
	--
	Based on previous 

	TR
	revrev.rs 

	TR
	IV 
	NIA 
	NIA 
	Sufficient 

	TR
	infonnation in 

	TR
	NDA 


	B. Other Documents: IND, RLD, or sister applications 
	DOCUMENT 
	DOCUMENT 
	DOCUMENT 
	APPLICATION NUMBER 
	DESCRIPTION 

	NDA 
	NDA 
	17851 
	Innovator application for Lioresal (baclofen) tablets referenced under 505(b )(2) for safety and efficacy. Novartis discontinued marketing of Lioresal tablets, and subsequently withdrew the NDA, for reasons not related to safety or efficacy. 

	IND 
	IND 
	112300 
	Baclofen oral solution, bioequivalence study versus gene1ic baclofen tablets manufacttn·ed by Ivax (ANDA 72235). Tue Office of Gene1ic Dmgs (OGD) cmTently designates the Ivax product as the reference listed dmg for gene1ic baclofen tablets. 
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	NDA208193 
	2. CONSULTS 
	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	STATUS 
	RECOMMENDATION 
	DATE 
	REVIEWER 

	Biostatistics 
	Biostatistics 
	NIA 

	Phan nacology!Toxicology 
	Phan nacology!Toxicology 
	NIA 

	CDRH 
	CDRH 
	NIA 

	Clinical 
	Clinical 
	NIA 

	Other 
	Other 
	NIA 
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	NDA208193 
	Executive Summary 
	I. Recommendations and Conclusion on Approvability 
	The Office of Product Quality (OPQ) review team recormnends that the Agency 
	issue a Co~lete Response (CR) letter for NDA 208193, Ozobax® (baclofen) 
	oral sohrtion From a quality perspective, the application cannot be recormnended 
	for approval in its ctuent state. 
	The outstanding deficie__ies_ identifie· _d_dtn· ....,_1·____o__ ____,___-.
	nc________evie· wf theJanuai2,_2018 resubmission relate to <6HJ 
	4

	Figure
	(b) (41 
	Figure
	(b) (41 
	Figure
	II. Summary of Quality Assessments 
	A. Product Oveiview 
	Baclofen was 01iginally developed by Ciba-Geigy (now pa1t of Nova1tis) for 
	treatment of spasticity resuhing from rrrultiple sclerosis. Lioresal® (baclofen) tablets were approved for that indication in 1977, and may also be used for treatment of spasticity resuhing from spinal cord injmy. Safety and efficacy of 
	baclofen in children llllder age 12 has not been established. Thus, it is not recormnended for use in children. Although Lioresal tablets are no longer rmrketed, generic 10 mg and 20 mg tablets are availab le from nrultiple suppliers. 
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	NDA208193 
	The applicant proposes marketing of an aqueous oral sohrtion containing baclofen 1 mglmL for the same indications as approved for baclofen tablets. The oral sohrtion also contains glycerin, citric acid, sucralose, sodirnn citrate, methylparaben, propylparaben, and ~eflavor as inactive ingredients. Approval 
	. 0000
	of the oral sohrtion would ··1 
	The oral sohrtion would alSo be an iate dosage f01m for study ofbaclofen in pediatric patients. 
	age appropr

	Proposed lndication(s) 
	Proposed lndication(s) 
	Proposed lndication(s) 
	Treatment 
	ofspasticity resulting from nmltiple 

	including Intended Patient 
	including Intended Patient 
	sclerosis or spinal cord injmy 
	in patient age 12 

	Population 
	Population 
	years and older 

	Duration of Treatment 
	Duration of Treatment 
	Cln·onic 

	Maximum Daily Dose 
	Maximum Daily Dose 
	80 mg given 
	as 20 mg fom· tiires daily 

	Alternative Methods of 
	Alternative Methods of 
	Tablets for oral administration 

	Administration 
	Administration 

	TR
	~ 

	TR
	L, 

	TR
	I 


	B. Quality Assessment Oveiview 
	Drug Substance 
	The bulk drng substance, Baclofen USP, is manufu.ctured by 
	-~--~
	The applicant 
	(b><>-DMF (b><> for information regarding manufu.ctm·e and control of the bulk chug substance. Suppo1ting infonnation for the bulk chug substance was deemed adequate dming the first cycle review and remains 
	cross-re erences 
	4
	4

	adequate. 
	Drug Product 
	(b)Cl 
	roduct However product concerns 
	4

	were noted during the filiiig revi§'J 
	Figure
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	NDA208193 .
	The applicant was advised in the first cycle CR letter to identify tor the <6><issue. The applicant was also advised that if any changes to analytica procedlll·es were made 
	he root cause f
	41 

	it would be necessaiy to retest stability samples (if available) 
	it would be necessaiy to retest stability samples (if available) 
	it would be necessaiy to retest stability samples (if available) 
	or pe1fo1m new 

	stability studies. 
	stability studies. 

	In the resubmissio 
	In the resubmissio 
	the applicant accmmted for 
	(6)(4j 


	Figure
	This approach is not acceptable and the applicant will be required to place addrtional batches on stability. 
	Microbiology 
	All microbiology deficiencies were adequately addressed by the applicant dllling the first review cycle and the application was deei:red acceptable from a Microbiology perspective. The application remains acceptable; however, ifthe product is refommlated, additional review will be required. 
	Manufacturing Process 
	The manufucturing process for Baclofen oral soh.rtion submitted in the or!gir!ll-1 NDA consisted of (bJ<~Y 
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	NDA208193 
	<6><J 1bis change is considered relatively minor and 
	4

	~-~--~~-=---..-....~--,..--
	-

	the application is dee:rred acceptable from a Process perspective. 
	Facilities 
	All :fu.cilities involved in the imnu:fu.ctm·e and testing of Baclofen USP and Ozobax® (baclofen) oral sohrtion are cmTently acceptable. Facility status will be reassessed when the applicant responds to the CR letter 
	C. Special Product Quality Labeling Recommendations 
	There are no special labeling reconnrendations at this time. The need for special labeling reconnrendations should be reassessed based to on the applicant' s response to the deficiencies identified in this review. 
	D. Final Risk Assessment (see Attachment 1) 
	E. List of Deficiencies: (see Attachment 2) 
	OPQ-XOPQ NDA 208 193 Page 8 o flO May. 15, 2018 
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	AITACHMENT 1 
	l\J 
	""' 
	a> 
	~ 
	a> 
	a> 
	Ris k Assessment for Baclofen Oral Solution 
	From Initial Ris k Identification Factors that can impact the Attribute/ CQA CQA Assay, Stability Fonnulation, raw materials, container closure, process parameters, scale/equiprrent Physical stability Fonnulation, process parameters, nx>isture Dosing accuracy Dosing device, formulation, process parameters, equipirent/scale Palatability Fonnulation, excipient changes, process paraireters Microbial limits Fonnulation, raw materials, process parameters, 11X>isture Leach able Fonnulation, container Extractables
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	NDA208193 .ATIACHMENT 2 .
	List of Deficiencies 
	The following Drug Product deficiencies should be communicated as reasons for a Complete Response. 
	(6) (4) 
	It is clearly stated in the Janua1y 11, 2017, Complete Response Letter, Item #7, that if the 
	identity, assay, or related substance method has to be modified to be folly validated, dmg product samples may require retesting. Ifthere are no samples available for retesting, diug product stability studies need to be repeated since the cmi-ent data would not reliable. Therefore, place an additional 2 batches ofthe diug product on stability per ICH QlA (R2). 
	Submit sufficient long-te1m stability data to suppo1t the proposed shelf life. 
	The information requests below are not reasons for a CR, but should addressed in any resubm;,ssion. 
	(6)(41
	1. 
	1. 
	1. 
	Pe1fo1m a risk assessment screenin 
	Pe1fo1m a risk assessment screenin 


	2. 
	2. 
	Provide batch analysis data on the di1ig product, batch C0412. 


	Figure
	Figure
	(b) (41
	3. Provide reference standard som·ce information 
	Figure
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	Figure
	Martha. Digitally signed by Martha Heimann Date: 5/15/2018 03:42:31PMHeimann 
	GUID: 504f845f00000ed260627d268a8cdc9d 
	Figure
	Kilili~.~~~~Q_U_A_I_J_T_Y_AS~s_E_s_s_ME~N_T~~~-----rgj@~~ .
	LABELING .
	There is no change made to the labeling in this NDA resubmission except those items identified in the CR letter dated 111112017. 
	Below are the items stated in the CR letter: 
	Item #12 -The dosage f01m and strength section contains the dosage fonn, stre~and identifying cbaracte1istics of the dosage f01m However, it also contains L-Cb>Cl infonmtion, which is not appropriate for the dosage f01m and strength section. Remove this infonmtion. 
	4 

	Response: The applicant revised this section to remove the CbH~~ information from the dosage f01m and strength section. The labeling in Section 1.14.1 has been updated as shown below: 
	(b) (4j 
	Reviewer's Assessment: Adequate The response is acceptable. 
	Item #13 -The dmg substance stmcture in the description section is bhuy. Update the label with a clear strncture. 
	Response: The package inse1t was revised to inco1porate a stmcture that is more clear and is provided in Section 1.14.1 as shown below: 
	11 DESCRIPTION 
	OZOBAX (b•clofen) Orn! Solution. is• (b) (l solution forornl •dministrntion. Its chemical name is 4-mnino-3-(4-cblorophenyl)-bmanoic acid. and irs sm1cmral fonnula is 
	4

	HiNCHiCHCHiCOOti 
	~ 
	Cl 
	M.W.213.66 
	M.W.213.66 

	Baclofen USP is a white 10 otT-white. odorless or prac1ically odorless C!)'Slalliue powder. II is sligl11ly soluble in waler. very sligl11ly soluble in methanol. and insoluble in chlorofonn. 
	Reviewer's Assessment: Adequate The response is acceptable. 
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	Kilili~.~~~~Q_U_A_I_J_T_Y_ASsEssMEN_T~~~-----rgj@~~.
	~____~
	Figure
	Item #14 -The how supplied section does not contain the dosage form, strength ofthe dosage fonn, or the identification of dosage fo1m (e.g., color). It also does not have infonmtion for in use storage. Update the how supplied section with this infonmtion 
	Response: The package inse1t was revised to incmporate the dosage fonn, strength of the dosage fonn, and identification ofthe dosage fo1m in the ''How Supplied" section The data from the In Use Stability Study suppo1ts the storage ofthe product Cb>Cl CbHl storage conditions. The In-Use Stability Repo1t Revision 1 
	4
	4

	·-~-·.-"'"'!
	ided in Section 3.2.P.8 (Sequence 0010). 
	is prov

	16 now Sl l'PUED•STOIUCE AXD RA~'DLl'XC 
	(b) (41 
	Conta.iner labeling: 
	(b)(4l 
	Reviewer's Assessment: Inadequate 
	(b)(4l 
	It is adequate that the response is acceptable. 
	(b)(4l 
	It is inadequate that 
	OPQ-XOPQ-1EM-0001v04 Page 2 of3 Effective Date: 14 Februaiy 2017 
	Kilili~.~____~
	~~~~Q_U_A_I_J_T_Y_ASsEssMEN_T~~~-----rgj@~~ 
	(b) (41 
	Review Recommendation: Inadequate 
	The responses to the labeling po1tion oftbis resubmission is Adequate. However, the storage condition statement in Section 16 ofthe PI and the container label is inadequate. The applicant should be notified of this deficiency. Note that this NDA is recommended for Complete Response based on the deficiencies identified in the diug product in this NDA resubmission. 
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	Recommendation: Complete Response Letter 
	NDA 208193 .Review # 1 .
	Drng Name/Dosage Fo1m 
	Drng Name/Dosage Fo1m 
	Drng Name/Dosage Fo1m 
	Ozobax (Baclofen) Oral Solution 

	Strength 
	Strength 
	1 mg/mL 

	Route of Administration 
	Route of Administration 
	Oral 

	Rx/OTC Dispensed 
	Rx/OTC Dispensed 
	Rx 

	Applicant 
	Applicant 
	Metacel Phannaceuticals 

	US agent, if applicable 
	US agent, if applicable 
	NIA 


	Quality Review T earn 
	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	REVIEWER 
	BRANCH/DIVISION 

	Drng Substance 
	Drng Substance 
	Andrei Ponta 
	ONDP/DNDPI/Branch I 

	Drng Product 
	Drng Product 
	Andrei Ponta 
	ONDP/DNDPI/Branch I 

	Process 
	Process 
	Sung Kim 

	Microbiology 
	Microbiology 
	Elizabeth Beall' 
	OPF/DMA/Branch I 

	Facility 
	Facility 
	Quallyna Porte 
	OPF/DIA/Branch II 

	Biophannaceutics 
	Biophannaceutics 
	NIA 

	Regulato1y Business 
	Regulato1y Business 
	Dahlia A. Woody 
	OPRO/DPRBPM/Branch I 

	Process Manager 
	Process Manager 

	Application Technical 
	Application Technical 
	Maiiha Heimann 
	ONDP/DNDPI/Branch 1 

	Lead 
	Lead 

	Laborato1y (OTR) 
	Laborato1y (OTR) 
	NIA 

	ORA Lead 
	ORA Lead 
	NIA 

	Environmental Analysis 
	Environmental Analysis 
	NIA 

	(EA) 
	(EA) 


	Integrated Quality Assessment NDA208193 Page 1 
	~Rii=il#
	~~

	~===-=-~~~Q_U_AL~I_T_Y_A_s_s_E_ss_ME~N_T~~~-----rgi}~ .
	NDA 208193 
	SUBMISSIONS REVIEWED (SD #) New NDA (001) Labeling/Package Inse1t (002) Labeling/SPL Draft (003) Quality Response to IR (005) Quality Response to IR (006) Quality Response to IR (007) Quality Response to IR (010) Quality Response to IR (0012) Quality Response to IR (013) Quality Response to IR (014) 
	SUBMISSIONS REVIEWED (SD #) New NDA (001) Labeling/Package Inse1t (002) Labeling/SPL Draft (003) Quality Response to IR (005) Quality Response to IR (006) Quality Response to IR (007) Quality Response to IR (010) Quality Response to IR (0012) Quality Response to IR (013) Quality Response to IR (014) 
	SUBMISSIONS REVIEWED (SD #) New NDA (001) Labeling/Package Inse1t (002) Labeling/SPL Draft (003) Quality Response to IR (005) Quality Response to IR (006) Quality Response to IR (007) Quality Response to IR (010) Quality Response to IR (0012) Quality Response to IR (013) Quality Response to IR (014) 
	DOCUMENT DATE DISCIPLINE(S) AFFECTED 11-Jan-2016* All 26-Feb-2016 Dmg Product 28-Mar-2016 Microbiology 20-May-2016 Dmg Product 10-Jun-2016 Microbiology 29-Jun-2016 Process 29-Jul-2016 Dmg Product 11-Aug-2016 Microbiology 16-Sep-2016 Microbiology, Process 07-0ct-2016 Dmg Product, Microbiology 


	* PDUFA Date (ll-Jan-2017) is based on receipt ofUser Fee Cover Sheet on 11-Mar-2016. 
	Review of the Quality Response to IR dated 14-0ct-2016 (SD # 015) is deferred to the next review cycle. 
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	Rii~===-=-~~~Q_U_AL~I_T_Y_Ass_ssME
	NDA 208193 
	Quality Review Data Sheet 
	1. RELATED/SUPPORTING DOCUMENTS 
	A. DMFs: 
	DMF # 
	Holder IItem Refe1·enced 
	Type II III III III III IV 

	(b)(4) 
	Date ReviewStatus 
	CommentsCompleted 
	(b)(4) 
	Figure

	09-Sep-2016 
	09-Sep-2016 
	Reviewed by Roger Faff 

	Adequate 
	NIA 
	NIA 
	NIA 

	Sufficient 
	infoimation in 
	NDA 
	Adequate 
	Adequate 
	Based on previous reviews 

	Based on previous reviews 
	Adequate 
	Adequate 
	Adequate 
	Adequate 

	Based on previous reviews 

	NIA 
	NIA 
	NIA 

	Sufficient 
	infoimation in 
	NDA 
	B. Other Documents: IND, RLD, or sister applications 
	DOCUMENT 
	DOCUMENT 
	DOCUMENT 
	APPLICATION NUMBER 
	DESCRIPTION 

	NDA 
	NDA 
	17851 
	Innovator application for Lioresal (baclofen) tablets referenced under 505(b)(2) for safety and efficacy. Novrutis discontinued marketing ofLioresal tablets, and subsequently withdrew the NDA, for reasons not related to safety or efficacy. 

	IND 
	IND 
	112300 
	Baclofen oral solution, bioequivalence study versus generic baclofen tablets manufactured by Ivax (ANDA 72235). The Office of Generic Dmgs (OGD) cun ently designates the Ivax product as the reference listed dmg for gene1ic baclofen tablets. 
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	Rii~===-=-~~~Q_U_AL~I_T_Y_Ass_ssME
	NDA 208193 
	2. CONSULTS 
	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	STATUS 
	RECOMMENDATION 
	DATE 
	REVIEWER 

	Biostatistics 
	Biostatistics 
	NIA 

	Pha1macology/Toxicology 
	Pha1macology/Toxicology 
	NIA 

	CDRH 
	CDRH 
	NIA 

	Clinical 
	Clinical 
	NIA 

	Other 
	Other 
	NIA 
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	NDA 208193 
	Executive Summary 
	I. Recommendations and Conclusion on Approvability 
	The Office ofProduct Quality (OPQ) review team recommends that the Agency issue a Complete Response (CR) letter for NDA 208193, Ozobax® (baclofen) oral solution. From a quality perspective, the application cannot be recommended for approval in its cunent state. Examples ofserious deficiencies identified, and not adequately addressed by the applicant during the review include: 
	• .
	• .
	• .
	lack ofa robust, well-defined, manufacturing process suitable for commercial production, 

	• .
	• .
	inadequate validation ofanalytical procedures used for product release and stability testing. 


	• product drng stability problems • and 
	Given the nature ofthe outstanding deficiencies there is no assurance that the applicant can manufacture a roduct that consistently delivers the intended dose. Fmther, as the applicant Cb>c1 
	4

	have ior safety. 
	not been identif
	ed or evaluated f

	II. Summary of Quality Assessments 
	A. Product Overview 
	Baclofen was originally developed by Ciba-Geigy (now pa.it of Novartis) for treatment of spasticity resulting from multiple sclerosis. Lioresal® (baclofen) tablets were approved for that indication in 1977, and may also be used for treatment of spasticity resulting from spinal cord injmy. Safety and efficacy of baclofen in children under age 12 has not been established. Thus, it is not recommended for use in children. Although Lioresal tablets ai·e no longer marketed, generic 10 mg and 20 mg tablets ai·e av
	The applicant proposes mai·keting ofan aqueous oral solution containing baclofen 
	1 mg/mL for the same indications as approved for baclofen tablets. The oral 
	1 mg/mL for the same indications as approved for baclofen tablets. The oral 

	solution also contains glycerin, citric acid, sucralose, sodium citrate, 
	methylparaben, propylparaben, and grape flavor as inactive ingredients. Approval 
	OPQ-XOPQ NDA 208193 .Page 5 Effective Date: 20 April 2016 
	~Rii=il#
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	NDA 208193 
	(b) (4Y
	ofthe oral solution would 
	ofthe oral solution would 

	To be an 
	he oral solution would als

	dosage fo1m for study ofbac ofen in pediatric patients. 
	age appropnate 

	Proposed Indication(s) including Intended Patient Population 
	Proposed Indication(s) including Intended Patient Population 
	Proposed Indication(s) including Intended Patient Population 
	Treatment ofspasticity resulting from multiple sclerosis or spinal cord injmy in patient age 12 years and older 

	Duration ofTreatment 
	Duration ofTreatment 
	Chronic 

	Maximum Daily Dose 
	Maximum Daily Dose 
	80 mg given as 20 mg four times daily 

	Alternative Methods of Administration 
	Alternative Methods of Administration 
	Tablets for oral administrntion (b)(41 


	B. Quality Assessment Overview 
	Drug Substance 
	The bulk drn substance Baclofen USP is manufactured by 
	~-----.-
	........
	-

	The applicant (b><> DMF (b><~__at.ionregarding manufacture
	cross-re
	fe
	rences 
	4
	4

	> for in£01m_~.·--and control ofthe bulK drng substance. Based on a recent review ofDMF 18014 to suppo1i another application, the DMF is adequate to suppo1i approval of this NDA. [Refer to the 9/9/2016 review by R. Fan.] 
	-

	The applicant rovided basic infonnation, includingthe drng substance specifim the 
	, 
	cation 

	~~--=~~----..~----.-~.-~----
	-

	NDA. During review ofthe info1m ation submitted to the NDA, minor deficiencies related to the drng substance specification and repo1iing_£f impurities (bHwere 
	45 

	.-~-~---~~-----~-~--~~~~---~}
	tificiencies are easily con ectable and will be communicated separately from the reasons for a CR. 
	iden
	ied. These def

	Drug Product 
	The proposed product, Baclofen oral solution 1 mg/mL is an aqueous solution that contains ~~%w/w glycerin, a sodium citrate (bHY (bH> (sucralose), and grape flavor. From a quality perspective, it would n01m ally be considered a relatively low risk (b)<
	4
	(methylparaben and propylparaben) 
	4 
	product. However, product concerns 
	41 
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	NDA 208193 
	(b) (4J 
	filing review. Tapplicant in the 74-Day Letter. Based on the applicant's responses to the 74-Day Letter and subsequent follow up info1m ation requests (IRs), it has been dete1mined that the applicant did not adequately validate the analytical procedures used in registration stability studies, and proposed for commercial batch release, 
	were noted during the 
	hese concerns were communicated to the 

	(bHThus 
	41 

	' 
	(bH4~ 
	the data obtained from registration stability studies are inadequate to
	L.-..,.--
	info1m establishment of a shelf life for the product. 
	Microbiology 
	The application, as amended in response to a series info1mation requests, is acceptable from a Microbiology perspective. 
	In the initial NDA submission, the applicant provided results 
	Figure
	The initial NDA submission did not contain the following info1m ation: 
	• .
	• .
	• .
	Method suitability studies to suppo1i use ofUSP <61> and <62> methods to test for TAMC, TYMC, and absence ofE. coli, Salmonella species, S. aureus, and P. aeruginosa 

	• .
	• .
	A detailed description ofthe test method for B. cepacia complex and supporting validation data 

	• .
	• .
	Risk assessment to identify potential sources for introduction of Burkholderia cepacia com lex organisms ~ (bHl~----
	4
	-



	The applicant adequately addressed these deficiencies during the review. 
	Manufacturing Process 
	(b) (4}
	The manufacturing rocess for Baclofen oral solution consists of 
	OPQ-XOPQ NDA 208193 .Page? Effective Date: 20 April 2016 
	~Rii=il#
	~~

	~===-=-~~~Q_U_AL~I_T_Y_A_s_s_E_ss_ME~N_T~~~-----rgi}~ .
	NDA 208193 
	(D) (4) 
	Figure
	Facilities 
	All facilities involved in the manufacture and testing ofBaclofen USP and Ozobax® (baclofen) oral solution are cmTently acceptable. Facility status will be reassessed when the applicant responds to the CR letter 
	C. Special Product Quality Labeling Recommendations 
	There are no special labeling recommendations at this time. The need for special labeling recommendations should be reassessed based to on the applicant's response to the deficiencies identified in this review. 
	D. Final Risk Assessment (see Attachment 1) 
	E. List ofDeficiencies: (see Attachment 2) 
	12 Pages n.ave oeen WillilielCi in Full as B4 (CCUTS) immeiliately following lliis page; 36 Pages have been Withheld in Full as B4 (CCUTS) immediately following this page 
	OPQ-XOPQ NDA 208193 Page 8 Effective Date: 20 April 2016 
	Figure
	QUALITY ASSESSMENT .
	Figure
	(b) (4j 
	Post-Approval Stability Protocol and Commitment 
	~=il#=-=-~~~~Q~UA_L_IT_Y_A_s_s_Es_s_M_E_N_T~~~------rgi}~.
	Rii~==-=-~
	In accordance to 21CFR211.166 (b) adequate numbers ofbatches (first three commercial lots and each year thereafter, a minimum ofone lot packaged) will be placed on long te1m stability at (bHl to be tested in line with the approved 
	4

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

	stability protocol. 
	Results ofthe ongoing stability program will be repoited in annual repo1is in accordance with 21 CFR 314.81(b)(2)(viii). 
	Any results falling outside of the approved specifications for the drng product will undergo a detailed investigation and ifnecessa1y withdrawn from the market and the deviation will be discussed and resolved with FDA. 
	Reviewer's Assessment: Inadequate 
	The Applicant has committed to placing the first three commercial lots on stability protocol. Yearly thereafter, the Applicant commits to placin one commercial batch to the stability program (b)(~ This is acceptable. 
	4

	The tests listed in the post-approval protocol are the same tests perfo1med in the stability studies with the exception of (bHl 
	4 

	The Applicant will be asked to update the post approval stability protocol to include (bHJ testing. 
	4

	Note that there are outstanding concerns with assay results on long te1m stability. Please refer to deficiencies in the above section for additional details. 
	Deficiency 
	(b> Cl However, 
	4

	• 4
	the post approval stability protocol does not include (b>< > testing. Update the post approval stability protocol to include (bH> testing. 
	4 

	IR Response: Adequate The Applicant has conected the stability specifications to specifically state that method includes testing (bHl This is acceptable. R Regional Information 
	4

	Labeling 
	1.14 Labeling 
	Package Insert 
	(a) "Highlights" Section (21CFR 201.57(a)) 
	~=il#=-=-~~~~Q~UA_L_IT_Y_A_s_s_Es_s_M_E_N_T~~~------rgi}~
	Rii~==-=-~
	CbH4Y 
	Reviewer's Assessment: Adequate 
	The package inse1t contains the proprietaiy and established name. The dosage fo1m and strength is also present on the label. This is acceptable. 
	(b) (4l 
	Reviewer's Assessment: Inadequate 
	The dosage fo1m and strength section contains the dosage fo1m, strength, and identifying characteristics of the dosage fo1m. However, the label contains CbHl info1mation which is not appropriate for this section. 
	4

	~=il#=-=-~~~~Q~UA_L_IT_Y_A_s_s_Es_s_M_E_N_T~~~------rgi}~.
	Rii~==-=-~
	(b)(4l 
	Reviewer's Assessment: Inadequate 
	The description section contains the proprietruy and established name, the dosage fo1m, route of administration, active moiety expression of strength, therapeutic class (may be incoITect), chemical name, stmctural fo1mula, moleculru· weight. The stmctural fo1mula apperu·s to bluny. The Applicant will be asked to update it. It also does not contain excipient info1mation. 
	(b)(4l 
	Reviewer's Assessment: Inadequate 
	The how supplied section does not contain the dosage fo1m, strength, or the identification of dosage fo1m. It also does not have info1mation for in-use storage. 
	Manufactured by: .Entrep1ises Importfab, Inc. .50 Hymus Blvd. .Pointe-Claire, QC, Canada H9R 1C9 .
	lVlanufactured For: .Metacel Pharmaceuticals. LLC .
	l6J(41 
	Reviewer's Assessment: Adequate 
	This section contains the manufacturer/disti·ibutor name. However, it contains the phrase, "manufactured for." 
	~=il#=-=-~~~~Q~UA_L_IT_Y_A_s_s_Es_s_M_E_N_T~~~------rgi}~.
	Rii~==-=-~
	Immediate Container Label 
	Reviewer's Assessment: Adequate 
	The label complies with regulato1y requirements from a CMC perspective. It bears the "Rx only" statement, the NDC number, bar code, name of manufacturer, lot number, expiration date, net contents, strength, and the name (proprietruy and established). 
	Carton Labeling: Not Applicable 
	Reviewer's Assessment: Not applicable 
	List ofLabeling Deficiencies: 
	1. .The dosage fo1m and strength section contains the dosage fonn, strength, and 
	(b)(~l
	identifying characteristics ofthe dosage fo1m. However, it also contains info1mation which is not appropriate for the dosage fo1m and strength section. Remove this info1mation. 
	2. .
	2. .
	2. .
	The dmg substance stmcture in the description section is bluny. Update the label with a cleru· stm cture. 

	3. .
	3. .
	The how supplied section does not contain the dosage fo1m, strength ofthe dosage fo1m, or the identification ofdosage fo1m (e.g. color). It also does not have info1mation for in-use storage. Update the how supplied section with this infonnation. 


	Environmental Analysis 
	~=il#=-=-~~~~Q~UA_L_IT_Y_A_s_s_Es_s_M_E_N_T~~~------rgi}~.
	Rii~==-=-~
	In accordance with 21 CFR 25.3 l(a), Metacel Phannaceuticals, LLC claims a categorical exclusion from the requirement to prepare an Environmental Assessment as the amount ofwaste to be generated is expected to be small. To our knowledge, no extraordina1y circumstances exist. 
	Baclofen Oral Solution (1 mg/mL) qualifies for a categorical exclusion as the estimated concentration of the substance at the point ofentiy into the aquatic environment will be below 1 paii per billion (ppb ). The claim is supported by performing the calculations indicated under Section III, Paii 2, estimating the Concenti·ation ofa Substance at the Point of entiy into the Aquatic Environment. 
	EIC -Aquatic (ppb) = Ax B x C x D where: 
	A = Kg/yeai· produced for direct use (as active moiety) 
	B =I/Liters per day entering POTWs* 
	C = yeai·/365 days 
	D = 109 µg/kg (conversion factor) 
	*1.321x1011 liters per day entering publicly owned ti·eatinent works (POTWs), Source: 2000 Needs Survey, Repo1i to Congress 4
	(bH l kg/yeai· x 1/1.321x1011 liters/day x year/365days x 109 µ.g/kg 
	EIC -Aquatic (ppb) = 

	(b) (41 
	µg/kg 
	---
	-

	(6)(4lppb 
	Since the estimated EIC is much lower than 1 ppb, the categorical exclusion is requested. .Reviewer's Assessment: Adequate .The applicant's claim for categorical exclusion is acceptable and adequate for approval ofthe application. .
	Methods Verification Package -None 
	Reviewer's Assessment: Not Applicable 
	Comparability Protocols -None 
	Reviewer's Assessment: Not Applicable 
	Post-Approval Commitments 
	Reviewer's Assessment: Not Applicable 
	Lifecycle Management Considerations 
	~=il#=-=-~~~~Q~UA_L_IT_Y_A_s_s_Es_s_M_E_N_T~~~------rgi}~
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	Reviewer's Assessment: Not Applicable 
	List ofDeficiencies 
	(6)(4j 
	Figure
	QUALITY ASSESSMENT .
	Figure
	(b) (41 
	Control ofDrug Product (Release and Stability Specifications) 
	(b)(4j 
	Drug Product Stability 
	(b)(4j 
	~=il#=-=-~~~~Q~UA_L_IT_Y_A_s_s_Es_s_M_E_N_T~~~------rgi}~.
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	Labeling 
	1. .The dosage fo1m and sti·ength section contains the dosage fonn, sti·ength, and 
	(b)(~l
	identifying characteristics ofthe dosage f01m. However, it also containsinfo1mation which is not appropriate for the dosage f 01m and sti·ength section. Remove this info1mation. 
	--

	2. .
	2. .
	2. .
	The dmg substance sti11cture in the description section is bluny. Update the label with a clear sti11cture. 

	3. .
	3. .
	The how supplied section does not contain the dosage f01m, sh'ength ofthe dosage f01m, or the identification ofdosage f01m (e.g. color). It also does not have info1mation for in-use storage. Update the how supplied section with this infonnation. 


	Primary Drug Product Reviewer Name andDate: Andrei Ponta, Ph.D.14-Nov-2016 
	Secondary Reviewer Name and Date (and Secondary Summary, as needed): 
	I concur that the information provided in the NDA is inadequate to assure the identity, purity, strength, and quality ofthe drug product. I concur with the complete response recommendation. 
	Wendy L Wilson-Lee, Ph.D. 14-NOV-2014 
	Wendy Wilson- Lee 
	Andrei Ponta 
	Digitally signed by Wendy Wilson- Lee Date: 11/17/2016 02:29:16PM GUID: 50816dbc000085595ca3284bbca465a8 Digitally signed by Andrei Ponta Date: 11/17/2016 08:25 23AM GUID: 53b58e0b00004a630e714ee170af4c26 
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	~=il#=-=-~~~~Q~UA_L_IT_Y_A_s_s_Es_s_M_E_N_T~~~------rgi}~.
	Rii~==-=-~
	MICROBIOLOGY 
	Product Back2round: 
	NDA/ANDA/BLA: 208193 
	Drug Product Name I Strength: OzobaxTM (baclofen) oral solution 
	Route ofAdministration: oral 
	Applicant Name: Meta eel Pharmaceuticals, LLC 
	(b)(4)
	Manufacturing Site: 
	(b)(4l 
	Method ofSterilization: Not applicable (non-sterile) 
	Figure
	Review Summary: Recommended for approval. 
	List Submissions being reviewed: 01/11/2016, 03/28/2016, 06/10/2016, 08/11/2016, 09/16/2016, and 10/07/2016. 
	Highlight Key Outstanding Issues from Last Cycle: Complete validation ofthe test for absence ofB. cepacia requested. 
	Concise Description Outstanding Issues Remaining: None identified 
	Supportin2/Related Documents: N/A 
	Remarks Section: The applicant's submission dated 03/28/2016 provides the current version of the drug product labeling. The applicant's submission dated 06/10/2016 is in response to the Agency's information request dated 05/26/2016. The applicant's submission dated 08/11/2016 is in response to the Agency's information request dated 07/28/2016. The applicant's submissions dated 09/16/2016 and 10/07/2016 provide additional information in response to the Agency's information request dated 07/28/2016. 
	S Drug Substance-Not applicable 
	P.1 Description of the Composition of the Drug Product 
	(bHl spasticity resulting from multiple sclerosis, particularly for the relief of flexor  concomitant pain, clonus, and muscular rigidity. It is a clear, colorless, multi-dose, 
	Ozobax™ Q?aclofen) oral solution, 1 mg/mL, is indicated for 
	4 
	J 
	spasms and

	41
	(b)< solution, pH (b><The com osition ofthe drng product is: 1.0 mg/mL (b)(mg/mL glycerin <6><4J mg/mL citric acid, (b>C>mg/mL sodium citrate, dehydrate, (b><Y mg/mL 
	non-sterile, 
	45 
	baclofen USP (API); 
	41 
	anhydrous, 
	4
	4
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	41 45
	sucralose Cb> c mgLmL methylparaben Cb> c mg/mL 
	propylparaben Cb> Cl mg/mL ~pe ~vor CbHY 
	4
	4

	mg/mL CbH> Purified Water Cb)Cl The package label claims a fill volume 
	4 
	4

	44
	of CbHl mL and it is packaged in a CbH> round amber 16 oz. bottle and closed with a CbH~ 
	4

	child resistant CbHcap CbHYSee, eCTD seq #0000: Sect10n 
	45 
	4

	~~~=--·-~-.
	3.2.P.1, Description and Composition ofthe Drng Product; Section 3.2.P.5.1, Drng Product Specification; Section 3.2.P.7, Summaiy ofContainer Closure System; eCTD seq #0003: Section 1.14.1.3, Structured Product Labeling 0003. 
	Reviewer's Assessment: The applicant provided an adequate description ofthe drug product's composition and the container closure system. 
	P.2.5 Microbiological Attributes .Container/Closure and Package Integrity-Not applicable. .
	(b) (41 
	P.3 Manufacture 
	P.3.1 Manufacturers 
	6 Pages have been Withheld in Full as B4 (CCI/TS) immediately following this page 
	6 Pages have been Withheld in Full as B4 (CCI/TS) immediately following this page 
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	(b) (4l 
	P.7 Container Closure Summary table of the container closure system proposed -See P.5.1 
	P .8 Stability 
	P .8 Stability 
	P .8 Stability 

	P. 
	P. 
	8.1 Stability Summary and Conclusion 


	(eCTD seq #0000, Section 3.2.P.2, Phrumaceutical Development Report, pp. 29; Section 3.2.P.5.6, Justification ofSpecifications) 
	Proposed Expiry: ~~ months 
	Reviewer's Assessment: The applicant has set an appropriate proposed expiry for the subject drug product. 
	~~~~~~~~~~~~~~ 
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	P. 8.2 Post-A m roval Stability Protocol and Stability Commitment 
	Figure
	See eCTD seq #0000: Section 3.2.P.5.1, Drng 
	Product SpecifiCation; Section 3.2.P.8.2, P~st_,-
	Product SpecifiCation; Section 3.2.P.8.2, P~st_,-
	-

	o-Approval Stability Protocol and Commitments. 

	Section 3.2.P.5.1, Drng Product Specification, and Section 3.2.5.6, Justification of Specifications (b)(4l conducted during stability testing. 
	for Drng Product, 

	Note to Reviewer: In an Infonnation Request dated 09/12/2016, the Drng Product Reviewer issued the following deficiency: 
	(b)(4l 
	Update the post 
	Update the post 
	(bH> testing. 
	approval stability protocol to include 
	4 


	In their response dated 10/07/2016, the applicant coITected the stability protocols for the first 3 commercial lots and for annual lots to specifically state that each include assay ~~ 
	The testing schedule in the post-approval protocol is as follows: 
	(b) (41
	Stability stonoe.._conditions· 
	(b) (41 
	Post Approval Stability Commibnent 
	The applicant commits to placing the first three commercial lots ofthe subject drng product into their stability program. Thereafter, on an annual basis, one production lot will be added to the stability program. 
	~=il#=-=-~~~~Q~UA_L_IT_Y_A_s_s_Es_s_M_E_N_T~~~------rgi}~.
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	Reviewer's Assessment: The applicant's Post-Approval Stability Protocol and Commitment are adequate to evaluate the microbiological quality ofthe subject drug product prior to expiry. 
	Acceptable 
	P .8.3 Stability Data .(eCTD seq #0000: Section 3.2.P.8.3, Stability Data for Dmg Product) .
	Stability data was provided for lot numbers K1026, K1027, K1028, and H0816. Lots K1026, K1027, and K1028 met the stability acceptance criteria for TAMC, TYMC, absence ofspecified organisms (bJ<~l at 24 months. Lot H0816 met the stability acceptance criteria for TAMC, TYMC, absence of specified organisms, (bH4l at 12 months. 
	Reviewer's Assessment: The stability data provided by the applicant supports the maintenance of microbiological quality during storage. 
	A Appendices 
	A.2 Adventitious Agents Safety Evaluation Reviewer's Assessment: Not applicable 
	A.2.1 Materials of Biological Origin Reviewer's Assessment: Not applicable 
	A.2.2 Testing at Appropriate Stages of Production Reviewer's Assessment: Not applicable 
	A.2.3. Viral Testing of Unprocessed Bulk Reviewer's Assessment: Not applicable 
	A. 2.4 Viral Clearance Studies 
	Reviewer's Assessment: Not applicable 
	R Regional Information Executed Batch Records The executed batch records provided do not provide infonnation concerning manufacturing processes used to maintain the microbiological quality ofthe subject chug product. 
	Reviewer's Assessment: Not applicable. 
	Comparability Protocols -No CP was included in the application. 
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	2. REVIEW OF COMMON TECHNICAL DOCUMENT -QUALITY (CTD-Q) MODULE ! 
	2.A. Package Insert (b)<
	The proposed storage conditions for the dmg product include a storage temperature 
	41 

	(b)(1and an expiiy period of ~~months. See eCTD seq #0000, Section 3.2.P.2, Phannaceutical Devefopment Report, pp. 29; Section 3.2.P.5.6, Justification of Specifications. 
	Figure
	4

	Reviewer's Assessment: The package insert adequately describes the storage conditions for maintenance of the microbiological quality ofthe subject drug product. 
	Post-Approval Commitments: NIA 
	Lifecycle Management Considerations Reviewer's Assessment: Changes to the post-approval stability protocol would require review. 
	List ofDeficiencies: None 
	Primary Microbiology Reviewer Name and Date: Elizabeth Bearr, Ph.D., 10/20/2016 Secondary Reviewer Name and Date: Erika Pfeiler, Ph.D. 
	Erika Pfeiler 
	Elizabeth Bearr 
	Digitally signed by Erika Pfeiler Date: 12/16/2016 09:26:44AM GUID: 502d1da500002b6a73a00c0e0dff6e1d Digitally signed by Elizabeth Bearr Date: 12/16/2016 09:00 04AM GUID: 55370d1e00cfd67fc04d8bfbedbf3096 
	Figure
	Figure
	NDA 208193. ATTACHMENT 1. 
	Risk Assessment for Baclofen Oral Solution 
	Risk Assessment for Baclofen Oral Solution 

	From Initial Risk Identification Review Assessment Attribute/ CQA Factors that can impact the CQA Initial Risk Ranking Risk Mitigation Approach Risk Evaluation at CR Assay, Stability Formulation, raw materials, container closure, process parameters, scale/equipment L Mitigation approaches are inadequate and risk to patient is considered high. Physical stability Formulation, process parameters, moisture L Acceptable Dosing accuracy Dosing device, formulation, process parameters, equipment/scale M Acceptable 
	OPQ-XOPQ NDA 208193 Attachment 1, Page 1 Effective Date: 20 April 2016 
	NDA 208193. ATTACHMENT 2. 
	List of Deficiencies 
	List of Deficiencies 

	Figure
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	Figure
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	Recommendation: Complete Response Letter 
	NDA 208193 .Review # 1 .
	Drng Name/Dosage Fo1m 
	Drng Name/Dosage Fo1m 
	Drng Name/Dosage Fo1m 
	Ozobax (Baclofen) Oral Solution 

	Strength 
	Strength 
	1 mg/mL 

	Route of Administration 
	Route of Administration 
	Oral 

	Rx/OTC Dispensed 
	Rx/OTC Dispensed 
	Rx 

	Applicant 
	Applicant 
	Metacel Phannaceuticals 

	US agent, if applicable 
	US agent, if applicable 
	NIA 


	Quality Review T earn 
	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	REVIEWER 
	BRANCH/DIVISION 

	Drng Substance 
	Drng Substance 
	Andrei Ponta 
	ONDP/DNDPI/Branch I 

	Drng Product 
	Drng Product 
	Andrei Ponta 
	ONDP/DNDPI/Branch I 

	Process 
	Process 
	Sung Kim 

	Microbiology 
	Microbiology 
	Elizabeth Beall' 
	OPF/DMA/Branch I 

	Facility 
	Facility 
	Quallyna Porte 
	OPF/DIA/Branch II 

	Biophannaceutics 
	Biophannaceutics 
	NIA 

	Regulato1y Business 
	Regulato1y Business 
	Dahlia A. Woody 
	OPRO/DPRBPM/Branch I 

	Process Manager 
	Process Manager 

	Application Technical 
	Application Technical 
	Maiiha Heimann 
	ONDP/DNDPI/Branch 1 

	Lead 
	Lead 

	Laborato1y (OTR) 
	Laborato1y (OTR) 
	NIA 

	ORA Lead 
	ORA Lead 
	NIA 

	Environmental Analysis 
	Environmental Analysis 
	NIA 

	(EA) 
	(EA) 


	Integrated Quality Assessment NDA208193 Page 1 
	~Rii=il#
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	NDA 208193 
	SUBMISSIONS REVIEWED (SD #) New NDA (001) Labeling/Package Inse1t (002) Labeling/SPL Draft (003) Quality Response to IR (005) Quality Response to IR (006) Quality Response to IR (007) Quality Response to IR (010) Quality Response to IR (0012) Quality Response to IR (013) Quality Response to IR (014) 
	SUBMISSIONS REVIEWED (SD #) New NDA (001) Labeling/Package Inse1t (002) Labeling/SPL Draft (003) Quality Response to IR (005) Quality Response to IR (006) Quality Response to IR (007) Quality Response to IR (010) Quality Response to IR (0012) Quality Response to IR (013) Quality Response to IR (014) 
	SUBMISSIONS REVIEWED (SD #) New NDA (001) Labeling/Package Inse1t (002) Labeling/SPL Draft (003) Quality Response to IR (005) Quality Response to IR (006) Quality Response to IR (007) Quality Response to IR (010) Quality Response to IR (0012) Quality Response to IR (013) Quality Response to IR (014) 
	DOCUMENT DATE DISCIPLINE(S) AFFECTED 11-Jan-2016* All 26-Feb-2016 Dmg Product 28-Mar-2016 Microbiology 20-May-2016 Dmg Product 10-Jun-2016 Microbiology 29-Jun-2016 Process 29-Jul-2016 Dmg Product 11-Aug-2016 Microbiology 16-Sep-2016 Microbiology, Process 07-0ct-2016 Dmg Product, Microbiology 


	* PDUFA Date (ll-Jan-2017) is based on receipt ofUser Fee Cover Sheet on 11-Mar-2016. 
	Review of the Quality Response to IR dated 14-0ct-2016 (SD # 015) is deferred to the next review cycle. 
	OPQ-XOPQ NDA 208193 Page2 Effective Date: 20 April 2016 
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	NDA 208193 
	Quality Review Data Sheet 
	1. RELATED/SUPPORTING DOCUMENTS 
	A. DMFs: 
	DMF # .Type .Holder IItem Refe1·enced .
	(b)(4) 
	II 
	Figure
	III 
	III 
	III .III .IV .
	Date ReviewStatus 
	CommentsCompleted 
	(b) (4 
	Figure
	09-Sep-2016 
	09-Sep-2016 
	Reviewed by Roger Faff 

	Adequate 
	NIA 
	NIA 
	NIA 

	Sufficient 
	infoimation in 
	NDA 
	Adequate 
	Adequate 
	Based on previous reviews 

	Based on previous reviews 
	Adequate 
	Adequate 
	Adequate 
	Adequate 

	Based on previous reviews 

	NIA 
	NIA 
	NIA 

	Sufficient 
	infoimation in 
	NDA 
	B. Other Documents: IND, RLD, or sister applications 
	DOCUMENT 
	DOCUMENT 
	DOCUMENT 
	APPLICATION NUMBER 
	DESCRIPTION 

	NDA 
	NDA 
	17851 
	Innovator application for Lioresal (baclofen) tablets referenced under 505(b)(2) for safety and efficacy. Novrutis discontinued marketing ofLioresal tablets, and subsequently withdrew the NDA, for reasons not related to safety or efficacy. 

	IND 
	IND 
	112300 
	Baclofen oral solution, bioequivalence study versus generic baclofen tablets manufactured by Ivax (ANDA 72235). The Office of Generic Dmgs (OGD) cun ently designates the Ivax product as the reference listed dmg for gene1ic baclofen tablets. 
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	~=il#__E__~N_T~~~-----rgi}~.
	~~

	Rii~===-=-~~~Q_U_AL~I_T_Y_Ass_ssME
	NDA 208193 
	2. CONSULTS 
	DISCIPLINE 
	DISCIPLINE 
	DISCIPLINE 
	STATUS 
	RECOMMENDATION 
	DATE 
	REVIEWER 

	Biostatistics 
	Biostatistics 
	NIA 

	Pha1macology/Toxicology 
	Pha1macology/Toxicology 
	NIA 

	CDRH 
	CDRH 
	NIA 

	Clinical 
	Clinical 
	NIA 

	Other 
	Other 
	NIA 
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	NDA 208193 
	Executive Summary 
	I. Recommendations and Conclusion on Approvability 
	The Office ofProduct Quality (OPQ) review team recommends that the Agency issue a Complete Response (CR) letter for NDA 208193, Ozobax® (baclofen) oral solution. From a quality perspective, the application cannot be recommended for approval in its cunent state. Examples ofserious deficiencies identified, and not adequately addressed by the applicant during the review include: 
	• .
	• .
	• .
	lack ofa robust, well-defined, manufacturing process suitable for commercial production, 

	• .
	• .
	inadequate validation of analytical procedures used for product release and stability testing. 


	• product drng stability problems • and 
	Given the nature of the outstanding deficiencies there is no assurance that the applicant can manufacture a roduct that consistently delivers the intended dose. Fmther, as the applicant Cb>c1 
	4

	have ior safety. 
	not been identif
	ed or evaluated f

	II. Summary of Quality Assessments 
	A. Product Overview 
	Baclofen was originally developed by Ciba-Geigy (now pa.it of Novartis) for treatment of spasticity resulting from multiple sclerosis. Lioresal® (baclofen) tablets were approved for that indication in 1977, and may also be used for treatment of spasticity resulting from spinal cord injmy . Safety and efficacy of baclofen in children under age 12 has not been established. Thus, it is not recommended for use in children. Although Lioresal tablets ai·e no longer marketed, generic 10 mg and 20 mg tablets ai·e a
	The applicant proposes mai·keting of an aqueous oral solution containing baclofen 
	1 mg/mL for the same indications as approved for baclofen tablets. The oral 
	1 mg/mL for the same indications as approved for baclofen tablets. The oral 

	solution also contains glycerin, citric acid, sucralose, sodium citrate, 
	methylparaben, propylparaben, and grape flavor as inactive ingredients. Approval 
	OPQ-XOPQ NDA 208193 .Page 5 Effective Date: 20 April 2016 
	~Rii=il#
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	NDA 208193 
	(b) (4Y
	ofthe oral solution would 
	ofthe oral solution would 

	To be an 
	he oral solution would als

	dosage fo1m for study ofbac ofen in pediatric patients. 
	age appropnate 

	Proposed Indication(s) including Intended Patient Population 
	Proposed Indication(s) including Intended Patient Population 
	Proposed Indication(s) including Intended Patient Population 
	Treatment ofspasticity resulting from multiple sclerosis or spinal cord injmy in patient age 12 years and older 

	Duration ofTreatment 
	Duration ofTreatment 
	Chronic 

	Maximum Daily Dose 
	Maximum Daily Dose 
	80 mg given as 20 mg four times daily 

	Alternative Methods of Administration 
	Alternative Methods of Administration 
	Tablets for oral administrntion (b)(41 


	B. Quality Assessment Overview 
	Drug Substance 
	The bulk drn substance Baclofen USP is manufactured by 
	·---~~-~--.-
	-

	The applicant (b><> DMF (b><> for info1mation regarding manufacture 
	cross-re
	fe
	rences 
	4 
	4 

	and control ofthe bulK drng substance. Based on a recent review ofDMF 18014 to suppo1i another application, the DMF is adequate to suppo1i approval of this NDA. [Refer to the 9/9/2016 review by R. Fan.] 
	(b)(4l
	The applicant rovided basic infonnation, includingthe drng substance specifim the 
	, 
	cation 

	~~--=~~----..~----.-~.-~----
	-

	NDA. During review ofthe info1m ation submitted to the NDA, minor deficiencies related to the drng substance specification and repo1iing_£f impurities (bHwere 
	45 

	.-~-~---~~-----~-~--~~~~---~}
	tificiencies are easily con ectable and will be communicated separately from the reasons for a CR. 
	iden
	ied. These def

	Drug Product 
	The proposed product, Baclofen oral solution 1 mg/mL is an aqueous solution that contains ~~%w/w glycerin, a sodium citrate (bHY 
	4

	(bH> (sucralose), and grape flavor. From a quality perspective, it would n01m ally be considered a relatively low risk (b)Cl 
	(methylparaben and propylparaben), 
	4 
	product. However, product concerns 
	4
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	NDA 208193 
	(b) (4J 
	filing review. Tapplicant in the 74-Day Letter. Based on the applicant's responses to the 74-Day Letter and subsequent follow up info1mation requests (IRs), it has been dete1mined that the applicant did not adequately validate the analytical procedures used in registration stability studies, and proposed for commercial batch release, 
	were noted during the 
	hese concerns were communicated to the 

	L.-..,.--
	(b)(4~ 
	Fnce 
	urther, in the abse

	(bJ<4Y
	of
	appropriately validated methods, or identification 

	.----..-.----.---
	....

	the data obtained from registration stability studies are inadequate to info1m establishment of a shelf life for the product. 
	Microbiology 
	The application, as amended in response to a series info1mation requests, is acceptable from a Microbiology perspective. 
	In the initial NDA submission, the applicant provided results 
	Figure
	The initial NDA submission did not contain the following info1mation: 
	• .
	• .
	• .
	Method suitability studies to suppo1i use ofUSP <61> and <62> methods to test for TAMC, TYMC, and absence ofE. coli, Salmonella species, S. aureus, and P. aeruginosa 

	• .
	• .
	A detailed description ofthe test method for B. cepacia complex and supporting validation data 

	• .
	• .
	Risk assessment to identify potential sources for introduction of Burkholderia cepacia com lex organisms ~ (bHl~----
	4
	-



	The applicant adequately addressed these deficiencies during the review. 
	Manufacturing Process 
	(b) (4}
	The manufacturing rocess for Baclofen oral solution consists of 
	OPQ-XOPQ NDA 208193 .Page? Effective Date: 20 April 2016 
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	NDA 208193 
	(D) (4) 
	Figure
	Facilities 
	All facilities involved in the manufacture and testing ofBaclofen USP and Ozobax® (baclofen) oral solution are cmTently acceptable. Facility status will be reassessed when the applicant responds to the CR letter 
	C. Special Product Quality Labeling Recommendations 
	There are no special labeling recommendations at this time. The need for special labeling recommendations should be reassessed based to on the applicant's response to the deficiencies identified in this review. 
	D. Final Risk Assessment (see Attachment 1) 
	E. List ofDeficiencies: (see Attachment 2) 
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	NDA 208193 ATTACHMENT 1 
	Risk Assessment for Baclofen Oral Solution 
	Risk Assessment for Baclofen Oral Solution 

	From Initial Risk Identification 
	From Initial Risk Identification 
	Review Assessment 

	Factors that can impact the 
	Factors that can impact the 
	Factors that can impact the 
	Factors that can impact the 
	Factors that can impact the 
	Factors that can impact the 
	Initial Risk

	Attribute/ CQA 

	Risk Mitigation Approach Risk Evaluation at CR

	CQA 

	Ranking 

	Assay, Stability 
	Assay, Stability 
	Formulation, raw materials, 

	Mitigation approaches are
	Mitigation approaches are
	Figure

	container closure, process 

	L 
	inadequate and risk to patient is
	inadequate and risk to patient is
	inadequate and risk to patient is
	parameters, scale/equipment 

	considered high. 

	Physical stability 
	Formulation, process .parameters, moisture. 
	L 
	Acceptable 
	Dosing accuracy 
	Dosing device, formulation, .process parameters, .
	M 
	Acceptable 
	equipment/scale Palatability 
	Formulation, excipient 
	M 
	Acceptable
	changes, process parameters Microbial limits 
	Formulation, raw materials, .process parameters, moisture. 
	L 
	Acceptable 
	Leachable 
	Leachable 
	Formulation, container 

	M 
	Acceptable
	Acceptable
	Acceptable
	Extractables 

	closure, process parameters 
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	NDA 208193. ATTACHMENT 2. 
	List of Deficiencies 
	List of Deficiencies 

	Figure
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	conta.ins m% w/w glycerin, a sodirnn citrate (b)( l (b><> (sucralose), and grape flavor. From a quality perspective, it would nonmlly be considered a relatively low risk 
	(methylparaben and propylparaben), 
	4 

	The proRo~ed product, Baclofen oral sohrtion I rnglmL is an aqueous sohrtion _that 
	The proRo~ed product, Baclofen oral sohrtion I rnglmL is an aqueous sohrtion _that 









